BRIEF ORALS

Translational Kidney Immunology

EXPRESSION OF CXCR3 MONOCYTES INCREASES
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PERIPHERAL BLOOD IN PATIENTS WITH STABLE
RENAL FUNCTION
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Juana Alonso-Titos, Cristina Jironda’, Domingo Hernandez'

"Regional University Hospital of Malaga and University of Malaga, Ibima,
Redinren (Rd16/0009/0006), Spain; 2Complejo Hospitalario General
Universitario De Albacete, Spain

Introduction: We have recently reported that some lymphocyte populations
do not maintain the same proportion in graft blood as in peripheral blood,
despite a stable function of the transplanted kidney. These results suggest that
the comparative study between leukocyte cells from the graft blood and those
obtained in peripheral blood could provide information about the inflammatory
state of the transplanted organ. In this work we selected the population of
monocytes expressing CXCRS to test this hypothesis.

Material and Methods: The study was performed by flow cytometry during
the third, sixth and twelfth months after transplantation in 69 patients who
received an isolated kidney transplant and the same immunosuppressive
regimen. The peripheral blood sample was obtained by venipuncture and the
graft blood by fine needle aspiration.

Results: We found a significant decrease in CXCR3 + monocytes through-
out the first year of transplantation in peripheral blood (15.8 + 20.7 vs.
12.6 + 12.4 vs. 6.3 &+ 9.0, p = 0.001), whereas the percentage of CXCR3 +
monocytes in the graft blood did not change over this period. This situation
resulted in a significant percentage difference between the CXCR3 +
monocytes of the graft blood and those of the peripheral blood during the
sixth (16.19 £ 9.54 vs. 12.6 + 12.4, p=0.027) and twelfth months
(14.10 £ 8.94 vs. 6.3 £ 9.0, p < 0.001).

Conclusions: We can conclude, therefore, that the significant percentage
increase of CXCR3 + monocytes in the graft blood with respect to the
peripheral blood suggests the presence of inflammatory activity despite having
stable renal function during the second half of the first year after transplant.

Basic Kidney Rejection
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Background: Rejection, regardless of the type and timing, significantly
worsens the graft function and survival. Emerging evidence reveals a crucial
role for the monocyte-macrophage lineage cells in the pathogenesis of
rejection. Here, we studied monocyte-macrophage compartmental infiltration
of 62 kidney transplant biopsies with the diagnosis of acute antibody mediated
rejection (aABMR, n=9), chronic antibody mediated rejection (cABMR,
n=13), acute cellular rejection type 1 (ACR I, n=11) and acute cellular
rejection type Il (ACRIl, n=13), and 15 protocol biopsies from kidney
transplants with stable function as the control group. Next we studied the
relationship between these findings and allograft function and survival on the
long term.

Material and Methods: We used immunohistochemical and immunofluores-
cent stainings to study monocyte-macrophage infiltration. Degree and intensity
of infiltration was quantified by ImageJ analysis and laser scan confocal
microscopy. Infiltrating monocytes were characterized by double staining with
CD14 and CD16. Infiltrating macrophages were identified by expression of
CD68, CD80, CD163 as follows: CD68 + CD80 (M1 type) and CD68 + CD163
(M2 type). Histopathological data was analyzed and correlated to eGFR,
Creatinine and proteinuria levels on time of biopsy, 3, 6 and 12 months post-
transplant.

Results: Overall, the presence of CD68 + macrophages in kidney biopsy is
significantly associated with rejection compared to stable patients regardless of
histopathological subtype (p=<0.01). Overall presence of CD68 + CD163 +
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macrophages is significantly associated with lower eGFR at the time of biopsy,
3, 6 and 12 months after rejection (p < 0.001). Glomerular infiltration by
classical and intermediate monocytes and tubulointerstitial presence of non-
classical monocytes were significantly associated with rejection regardless of
rejection subtype (p=<0.01). cABMR is characterized by glomerular and
tubulointerstitial CD68 + macrophages and gl.

Translational Liver Inmunology

BILE DUCT REGENERATION AND IMMUNE RESPONSE
BY PASSENGER LYMPHOCYTES SIGNALS BILIARY
RECOVERY VERSUS COMPLICATIONS AFTER LIVER
TRANSPLANTATION
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Background: This study aimed to elucidate the impact of epithelial regener-
ative responses and immune cell infiltration on biliary complications after liver
transplantation.

Methods: Bile duct damage after cold storage was quantified by a BD
damage score and correlated with patient outcome in 41 cases. Bacterial
infiltration was determined by fluorescence in situ hybridization. Bile duct
samples were analyzed by immunohistochemistry for E-cadherin, cytokeratin,
CD56, CD14, CD4, CD8 and double-immunofluorescence for cytokine
production and by mRNA microarray.

Results: Increased mRNA levels of adherens-junctions (p < 0.01) were
detected in damaged bile ducts from patients without complications compared
to damaged bile ducts from patients with biliary complications. Immunohisto-
chemistry showed increased expression of E-cadherin and cytokeratin in bile
ducts without biliary complications (p = 0.004; 0.002). Fluorescence in situ
hybridization analysis demonstrated translocation of bacteria in bile ducts,
however, mRNA analysis suggested an enhanced immune response in bile
ducts without biliary complications (p < 0.01). Regarding immune cell infiltra-
tion, CD4* and CD8" cells were significantly increased in patients without
complications compared to those with complications (p = 0.016; 0.008).
Conclusions: Following bile duct damage during cold storage, we hypoth-
esize from our data that the functional regenerative capacity of biliary
epithelium and enhanced local adaptive immune cell infiltration are crucial for
bile duct recovery. Such molecular immunological bile duct analyses therefore
could help to predict biliary complications in cases of “major” epithelial damage
after cold storage.

Translational Cell Inmunology

BOO004 ANTI-HLA ANTIBODIES IN POOLED HUMAN SERUM DO

NOT PREVENT DEVELOPMENT OF HUMAN
REGULATORY MACROPHAGES FROM MONOCYTES IN
CULTURE

James Hutchinson’, Paloma Riquelme’, Christian Bach?, Edward Geissler’,
Norbert Ahrens’
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Background: A GMP-compliant process for manufacturing a medicinal cell-
based product, known as Mreg_UKR, containing human regulatory macro-
phages (Mreg) has been established. Mreg_UKR is currently being investi-
gated in a Phase-l/ll trial as a means to safely reduce maintenance
immunosuppression in kidney transplant recipients. Partway into this study,
manufacturing failure occurred in 3 independent batches. These failures could
not be attributed to procedural errors or donor-related factors. Therefore, a
root-cause analysis was undertaken, including characterising current and
previous lots of pooled, heat-inactivated, recalcified plasma-derived, male-only
human AB serum that were used in the manufacturing process.

Methods: Single Ag bead arrays and CDC-crossmatches were performed by
an accredited laboratory.
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Results: Throughout process-development and clinical production, 3 sepa-
rate charges of serum from the same supplier were used. Under research
conditions, all 3 sera supported normal development of Mregs from monocytes.
To test whether antibodies in the sera could explain idiosyncratic manufactur-
ing failures, the 3 sera were screened by single-antigen bead array for anti-
HLA. All 3 charges contained HLA Class I- and ll-reactive antibodies at above-
threshold levels. To test whether these antibodies fixed complement, mixed-
and B cell-crossmatches were performed using cells from a DR4-positive
donor. Despite the presence of anti-DR4 antibody, no complement-dependent
cytotoxicity was observed. A low concentration of anti-HLA antibody in our AB
serum is the most likely explanation for this discrepancy; however, we cannot
formally exclude false-positive signals from the bead array or false-negative
results from crossmatching.

Conclusion: The unexpected presence of anti-HLA antibodies in certain
commercially available human AB sera argues for substituting human AB
serum with platelet lysate or serum-free medium wherever feasible.

Translational Kidney Immunology

PATHOGENIC ROLE OF ANTI-HLA ANTIBODIES ON
ENDOTHELIAL PROGENITOR CELL DYSFUNCTION IN
HIGHLY SENSITIZED KIDNEY TRANSPLANT
RECIPIENTS
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Introduction: Anti-HLA antibodies (ABS) bind to kidney graft endothelial cells
inducing complement-mediated injury (CMI) and humoral rejection. endothelial
progenitor cells (EPC) are bone marrow-derived precursors able to accelerate
tissue regeneration through paracrine mediators such as growth factors and
extracellular vesicles (EV), microparticles involved in cell-to-cell communica-
tion through horizontal rna transfer. aim of the study: to evaluate the potential
anti-hla abs role on epc dysfunction in highly sensitized kidney transplanted (kt)
patients.

Methods: Enrolled 20 kt patients with virtual PRA >80% characterizing anti-
HLA abs. circulating EPC: evaluated by FACS (CD34 + /CD133 + /flk-1 +
cells) and isolated on fibronectin-coated plates studying cmi, apoptosis and
angiogenesis. in epc supernatants, vegdf release was evaluated and ev were
isolated and characterized for RNA content.

Results: In comparison to control kt patients without anti-HLA abs (n = 10),
highly sensitized patients presented an increased circulating cd34 +/
cd133 + /flk-1 + epc number. isolated epc showed decrease of proliferation
and vegf production. also ev concentration, size and rna content was different
from those isolated from control group epc with reduction of pro-angiogenic,
anti-apoptotic and complement inhibitor mRNAs (BCL-XL, ENOS, AKT, CD55,
CD59, factor h) and micrornas (MIR-126, MIR-296).

When incubated with plasma collected from highly sensitized kt but not
control kt, epc showed enhanced CMI, apoptosis and a reduced angiogenesis
activity. these detrimental effects were enhanced by co-incubation with
vascular uremic toxins and by other microvasculature toxic molecules.
Conclusion: EPC of highly sensitized kt showed several functional alter-
ations induced by anti-hla abs that may be responsible for decreased vascular
repair during humoral rejection with consequent graft loss due to endothelial
rarefaction. this detrimental effect may enhance endothelial injury due to
common cause.
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HLA-DQ ALLOANTIBODIES AND PERSISTENT
INFLAMMATION SYNERGIZE TO DISRUPT
ENDOTHELIAL CELL-MEDIATED EXPANSION OF
REGULATORY T LYMPHOCYTES
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Antibody mediated rejection is characterised by microvascular inflammation,
circulating Donor-Specific Antibodies (DSA) and endothelial lesions. We
evaluated the outcome of HLA-DQ DSA binding to endothelial cells and the
consequences on endothelial-lymphocyte interactions in a highly inflammatory
environment.

A short exposure to IFNy is sufficient to result in HLA-DQ"®® HLA-DR*
activated human microvascular endothelial cells (aEC), whereas sustained
stimulation with IFNy and TNFa was required for HLA-DQ* HLA-DR** highly
activated endothelial cells (haEC). DSA were isolated from alloimmunized
patients and characterised by Luminex assay. Intracellular signal transduction
was determined by immunoblotting. To assess the functional value of
endothelial activation, aEC and haEC were co-cultured with allogeneic PBMC,
thereafter the polarisation of CD4*-T cell subsets was identified by intracellular
cytokine staining.

The presence of intragraft Th17 correlates with shorter graft survival, whilst
the proportion of Treg cells has been implicated in tolerance. Previously, we
found that aEC are capable of expanding Th17 and FoxP3" T regulatory cell
(Treg) populations (Taflin PNAS 2011, Lion Am J Transplant 2016). We now
report that allogenic haEC retain the ability to expand the pro-inflammatory Th1
and Th17 subsets, however their capacity for anti-inflammatory memory and
naive Treg expansion is abrogated. Notably early upregulation of FoxP3 in
CD4 + T cells is stunted in haEC cocultures. HLA-DQ DSA binding to haEC
initiates rapid and transient phosphorylation of AKT and S6K. Moreover, HLA-
DQ DSA further reduced differentiation of the memory FoxP3" Treg subset in
haEC cocultures.

Endothelial cells exposed to inflammation have a selectively reduced
capacity to expand the CD4 + Treg subpopulations; an effect that is
compounded by the presence of HLA-DQ DSA. This reduction in anti-
inflammatory cells likely exacerbates allograft damage and reduces tolerance
efficiency.

Translational Cell Inmunology

EFFECT OF ALLOGENEIC MESENCHYMAL STEM
CELLS ON IMMUNE REJECTION AGAINST
XENOGENEIC CHONDROCYTES INJECTED IN THE RAT
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Background: Most patients with cartilage defects produced by traumatism or
disease do not benefit from a good therapeutic solution. Notably, cellular
therapies may provide a cure for such lesions if the appropriate cell type is
utilized. Here, we consider the use of xenogeneic chondrocytes for cartilage
repair and allogeneic mesenchymal stem cells (MSC) for immune modulation.
Methods: A discordant xenotransplantation model was established by inject-
ing three million porcine articular chondrocytes (PAC) into the femorotibial joint
of Lewis rats to monitor the immune response over time. The biodistribution and
immunoregulatory effect of systemic administration of bone marrow-derived
MSC obtained from Wistar rats was assessed in this model. MSC were
administered either intra-venously (i.v.) one week before PAC injection or intra-
peritoneally (i.p.) 3 weeks after.

Results: Anti-PAC IgM and IgG responses were detected in all PAC-injected
rats with a peak at week 2 post-injection and reactivity remaining above
baseline levels by week 18. IgG2a and IgG2b were the predominant and long-
lasting IgG subtypes. Consistent with a cellular immune response to PAC, a
distinct cytokine/chemokine profiling was revealed in serum by antibody array
relative to controls. This was characterized by elevation of multiple markers at
week 2, as well as increases in cell numbers in draining lymph nodes.
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Interestingly, IL-2 measurements in co-cultures of rat peripheral blood
lymphocytes (PBL) with PAC indicated that PAC injection induced some T-
cell hyporesponsiveness. However, allogeneic MSC administered systemically
either 1 week before (intravenous route) or 3 weeks after PAC injection
(intraperitoneal route) did not diminish the immune response against PAC.
Thus, tolerance was not enhanced in these cohorts.

Conclusions: PAC injected intra-articularly in rats induced a cellular and
humoral immune response. This effect was not counteracted by systemic
administration of MSC.

Basic Heart Inmunology

CD16/FCYR PROFILING ALLOWS NON INVASIVE
APPRAISAL OF ANTIBODY-DEPENDENT NK CELL
ALLOREACTIVE POTENTIAL IN HEART AND KIDNEY
TRANSPLANT RECIPIENTS
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Background: Identification of risk factors that stratify the level of humoral risk
is essential to adapt individualized therapy and favor graft survival after solid
organ transplantation. Gene profiling in AMR biopsies identify the potential
value of Natural Killer (NK) CD16 and CX3CR1 transcripts to refine diagnosis of
allograft rejection, but little is known about their role in promoting allograft
vasculopathy. This study aimed to investigate whether CX3CR1 and CD16
peripheral NK cell profiles may be associated to allograft dysfunction in kidney
(KTR) and heart (HTR) transplant recipients.

Methods/Materials: Flow cytometry analysis of peripheral blood CD16 and
CX3CR1 NK cell phenotype and cytotoxic function was conducted in 148 KTR
and 103 HTR. A functional NK-cellular humoral activation test (NK-CHAT) was
used to evaluate the CD16 and antibody-dependent cytotoxic activity of
recipient NK cells in response to rituximab. Link between CX3CR1 and CD16
markers profiles and allograft dysfunction were tested in multivariate analysis.
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Results: High inter-individual variability of CX3CR1 and CD16 phenotypes
and FcgR-dependent cytotoxic activation of NK cells was observed in
transplant recipients. Enhanced NK cell responsiveness was identified as an
independent factor predicting development of cardiac allograft vasculopathy or
decline in kidney allograft function. We further show that NK-CHAT evaluation
of CD16/FcgR receptor engagement can index the complement independent
cytotoxic potential of circulating DSA towards allogeneic targets in vitro.
Conclusion: Collectively, our study suggests that the integrated analysis of
CD16 and DSA profile in transplant recipients may stratify patients at higher risk
to elicit NK-cell-mediated allograft vascular damage in response to chronic
alloantibody challenge. This study points out to the clinical potential of such non
invasive NK-CHAT immunomonitoring to orient NK-cell targeted therapies in
high NK-responsive recipients.

Basic Kidney Rejection

DUAL TREATMENT OF SUBOPTIMAL DOSES OF CSA
AND MSC INFUSION FULLY PREVENTS ACUTE
REJECTION IN AN ALLOGENIC MODEL OF RENAL
TRANSPLANTATION

Laura De Ramon’, Jordi Guiteras’, Ana Merino’, Elia Ripoll’, Nuria Bolarios’,
Montse GomaZ, Josep Maria Cruzado®, Josep Maria Grinyd®, Juan Torras®
"Idibell-Experimental Nephrology, Spain; ?Hospital Universitari Bellvitge-
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The immunomodulatory characteristics of mesenchymal stem cells (MSC) may
lead to multifaceted strategies in transplantation organ rejection. This study
was designed to investigate the immunosuppressive effects of the donor-type
MSCs infusion from Wistar rats to Lewis rats in a renal transplantation model of
Wistar to Lewis.

Rats were allocated into different groups: Non-Treated (n = 10); Cyclos-
porine group (CsA) treated daily with 5 mg/kg (n = 9); CsA" group treated daily
with 2.5 mg/kg, a suboptimal therapeutic dosage (n = 5); MSC group treated
with two intravenous injections, at day —7 and 0 (n = 8) and MSC + CsA" group
which combines suboptimal CsA and MSC infusion (n = 8). Heterotopic renal
transplantation was performed from Wistar to Lewis with a 21 days follow-up.

Serum creatinine was measured: MSC treated group displayed a significant
reduction of creatinine in contrast to Non-Treated group. Combining the sub-
therapeutic dose of CsA with MSC, the reduction was greater improving values
of the CsA1/2 group. We also saw differences in the mean survival time (MST),
which was 12.4 days +4.2 in the Non-Treated group. Both CsA and CsA" +
MSC were 21 days in all animals. MSC group significantly increased the MST
up to 18.5 days +4.1. CsA and CsA" + MSC group showed 100% of survival, in
Non-treated was 13.3% and suboptimal dose of CsA and MSC treated group
was 60% and 50% respectively.

Histopathology analysis at the end-point in Non-treated rats showed severe
inflammatory cell infiltration accompanied by glomerular and acute tubular
necrosis. Although CsA1/2 + MSC group, displayed a reduction in the
inflammatory markers, glomerular and acute tubular necrosis were strongly
reduced being the global score significantly reduced in contrast to Non-treated
group.

In conclusion, MSC infusion shows an immunomodulatory effect but dual
therapy with MSC infusion and suboptimal doses of conventional immunosup-
pressors offers a full immunological protection in the model of renal allotrans-
plantation.
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DIFFERENT KINETICS OF HEPATOCYTE AND
CHOLANGIOCYTE REGENERATION BY RECIPIENT
EPITHELIAL (STEM) CELLS AFTER LIVER
TRANSPLANTATION

Floris Roos, Jasmijn Selten, Wojtek Polak, Monique Verstegen, Hein Sleddens,
Michael Doukas, Herold Metselaar, Jan ljzermans, Luc Van Der Laan
Erasmus Medical Center, The Netherlands

Introduction: Liver graft regeneration is relevant for transplantation outcome.
Impaired regeneration has been linked to post-operative complications includ-
ing non-anastomotic bile duct strictures (NAS). It has been hypothesized that
recipient-derived (stem) cells may contribute to regeneration of damaged grafts
and thereby establishing epithelial chimerism. The aim of this study is to
determine the extent and kinetics of recipient-derived hepatocytes and
cholangiocyte repopulation after retransplantation (reLTX).

Methods: All reLTx between 2001 and 2015 were included and selected for
HLA-A2 or sex miss-matches between donor and recipient. Recipient-derived
cells in explant liver graft were identified using immunohistochemistry for HLA-
A2, X- and Y-chromosome fluorescent in situ hybridization (FISH) and stem cell
derived liver organoid cultures.

Results: 13 HLA-A2 negative explants in HLA-A2 positive recipients were
included in this study, of which five for NAS. Median time until re-transplantation
was 167 (2-2879) days all grafts, extensive repopulation of hepatocytes and
cholangiocytes by recipient cells was observed. These results were confirmed
by XY-FISH analysis in four female grafts transplanted in male recipients. A
significant difference in HLA-A2 positive hepatocytes was observed between
early and late reLTx (<1 month mean 8.3% + SD 6.4 vs. 31.8 + 23.5% > 12;
p = 0.03). In contrast, the percentage of recipient derived cholangiocytes was
not time-dependent (10.8 + 12.9% vs. 8.5 + 8.5%; p = 0.75). No clear
differences in hepatocyte repopulation was observed between NAS and the
non-NAS group (11.8 + 9.6% vs. 26.0 + 27.2%; p = 0.38) though there was a
clear trend toward more cholangiocyte repopulation by host cells in the NAS
livers (13.8 + 12.7% vs. 3.5 + 4.4% p = 0.054).

Conclusion: Extensive epithelial chimerism occurs after liver transplantation.
The kinetics of hepatocyte and cholangiocyte chimerism is significantly
different, suggesting distinct underlying regenerative mechanisms.

Basic Heart Rejection
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MOLECULAR CORRELATES OF ENDOTHELIAL MTOR
ACTIVATION IN HEART TRANSPLANT RECIPIENTS

Background: The detection of phosphorylated effectors of the mTOR
pathway such as phosphorylated-S6RP in endothelial cells by immunohisto-
chemistry (IHC) has been associated with Antibody-Mediated allograft Rejec-
tion (AMR). The aim of this study was to evaluate the molecular phenotype
related to the endothelial detection of pS6RP in heart transplant recipients.
Methods: This case-control study included 41 heart transplant patients from
four French referral centers with biopsy proven antibody-mediated rejection
(pPAMR+) and a matched control group of 30 patients without rejection (P AMRO)
based on the updated ISHLT classification. From these patients, 94 endomy-
ocardial biopsies (EMB) had adequate material for microarray analysis and
endothelial expression analysis of pS6RP by IHC. We also determined the
allograft gene expression profile using the ABMR molecular score in addition to
pathogenesis-based transcripts reflecting endothelial activation (DSAST and
ENDAT), macrophage burden (QCMAT), gamma-interferon response (GRIT)
and NK-cell burden (NKB) (http://atagc.med.ualberta.ca).

Results: Among the 94 EMBs included in the main analyses, 50 were pAMR+
(53.2%) and 44 (46.8%) were pAMRO normal EMBs. Endothelial expression of
pS6RP was observed in 27/50 (54%) of pAMR+ biopsies and 12 out of 44
normal biopsies (27.3%, Fischer's exact: p = 0.012). As compared with
biopsies without pS6RP labeling, biopsies with pS6RP staining showed
increased expression of DSAST (Mann-Whitney: p < 0.0001), ENDAT
(p = 0.0009), QCMAT (p = 0.0046), NKB (p = 0.0001), GRIT (p = 0.0008)
and increased ABMR molecular score reflecting AMR injury (p = 0.0001).
Conclusion: Endothelial activation of mTOR pathway is associated with AMR
and increased expression in transcripts reflecting endothelial activation,
macrophage burden, microcirculation and NK burden. Our results suggest
the importance of the mTOR pathway activation in AMR injury and the potential
interest of using mTOR inhibitors in this setting.
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SERTOLI CELLS
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Background: Testicular Sertoli cells (SCs) play a major role in the immune-
privileged environment. It is proved that primary SCs isolated from testis protect
cotransplanted allogeneic and xenogeneic cells from rejection in animal
models. The mechanisms responsible for immune privilege are complex,
considered to be related to SCs inducing Treg differentiation. Naive T cells or
pre-T cells influenced by SCs undergo further differentiation into an activated
state that highly expresses genes critical for Treg function, although how this
process proceeds on a molecular level is poorly understood. It is reported that
Treg-cell-specific deletion of the Toll-like receptor (TLR) adaptor myeloid
differentiation factor 88 (MyD88) resulted in deficiency of Tregs. Here, we
detect that MyD88 is required for differentiation of Tregs induced by SCs.
Methods and Materials Primary SCs were isolated from BALB/c mice testis and
cultured in 6-well plate, >97% purity. CD4 + CD8 + double positive precursor
T cells were sorted from C57BL/6 mice thymocytes and co-cultured with
allogeneic SCs. Number and effect of Foxp3 + Tregs were investigated to
reveal SCs inducting CD4 + Foxp3 + Tregs differentiation. Furthermore,
MyD88-deficient mice (MyD88—/— mice) were used to obtain MyD88—/— pre-T
cells to investigate the role of the MyD88 pathway in this response. Results
MyD88 is upregulated in Foxp3-expressing Tregs, co-cultured with allogeneic
SCs. MyD88-deficient pre-T cells show lack multiple effector molecules
(Foxp3, CD62L, TIGIT, KLRG1) and fail to differentiate into CD4 + Foxp3 +
Tregs in the presence of SCs. MyD88-CD4 + Foxp3 + Tregs sorted from
MyD88—/— mice spleen produce less IL-10, IL-35 and TGF-beta cytokines with
allogeneic SCs co-culture. Conclusion Our findings demonstrate that MyD88
signaling renders pre-T cells differentiating into Foxp3 + Tregs induced by
allogeneic SCs and contributes to Tregs regulatory function.

Basic Kidney Rejection

HYPOTHERMIC OXYGENATED PERFUSION (HOPE) - A
SIMPLE AND EFFECTIVE METHOD TO MODULATE THE
IMMUNE RESPONSE FOLLOWING KIDNEY
TRANSPLANTATION

Philipp Kron, Andrea Schlegel, Olivier De Rougemont, Christian Oberkofler,
Pierre-Alain Clavien, Philipp Dutkowski
University Hospital Zurich, Switzerland

Objective: To investigate the impact of HOPE on the immune response
following kidney transplantation in an allogeneic rodent model.

Background: Hypothermic Oxygenated PErfusion (HOPE) has a strong
beneficial impact on organs through repair of mitochondrial pathways.
Downstream effects include also modification of the innate immune response
after transplantation. We therefore aimed to test HOPE in a model of allogeneic
kidney transplantation.

Methods: Kidneys from Lewis rats were transplanted into Brown Norway rats
to trigger severe rejection in untreated recipients. In a second group, Brown-
Norway recipients were treated with tacrolimus, whereas in a third group the
kidney grafts were solely pretreated with 1 h HOPE before implantation, and
recipients received no immunosuppression at all.

Results: Allogeneic kidney transplantation led to death in untreated recipients
within 14 days after transplantation, due to acute rejection. Tacrolimus
treatment prevented acute rejection, and improved significantly survival. In
the third group, HOPE treatment, without any additional immunosuppression,
decreased graft injury and protected grafts from severe lethal immune
response, as assessed by T-Cell activation (CD3) and macrophage activation
(CD68). ELISA analysis of plasma II6, 1110, 80HdG, HMGB-1, TLR-4 and
Fluorescence activated Cell sorting (FACS) confirmed these results.
Conclusion: This is the first study demonstrating the beneficial effects of
HOPE on the immune response following kidney transplantation in an
allogeneic rodent model. HOPE treatment significantly decreased the immune
response and prevented rejection following transplantation.

© 2017 The Authors
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Histology 10 days after allogeneic kidney transplantation in rats
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BOO015 ALTRUISTIC NON-DIRECTED LIVING KIDNEY

DONATION: TRANSFORMING LIVING DONOR KIDNEY
TRANSPLANTATION IN THE UK

Lisa Burnapp’', Rachel Johnson’, Chris Watson®
"NHS Blood And Transplant, United Kingdom; 2Addenbrooke’s Hospital,
United Kingdom

Introduction: A new legal framework enabled altruistic non-directed donation
to start in the UK in 2006. Kidneys were initially only allocated to suitable
recipients on the deceased donor waiting list, but in 2012 altruistic donors (AD)
had the option of donating into the kidney paired donation (KPD) pool to create
an altruistic donor chain of two or (since 2015) three transplants in the UK living
kidney sharing schemes (UKLKSS).

Methods: The demographic and activity data of AD are summarised.
Results: Potential AD are evaluated using national clinical guidelines,
including mandatory mental health assessment. Once fully assessed, AD are
registered with NHS Blood and Transplant and a suitable recipient is identified
on the waiting list or they join the next quarterly matching run of the UKLKSS,
which also identifies KPD transplants. Anonymity is required before transplan-
tation and is only broken thereafter if both parties agree.

By the end of 2016, 548 AD had donated a kidney. Mean donor age was
54 years (range 20-85 years); 52% were male. The median interval between
identifying a recipient and donation was 51 days with >80% donating within
90 days. Kidneys not donors were transported, with median cold ischaemia
time of 6 h.

Of the 456 AD from 2012 on, 361 (79%) donated to the waiting list, with 95
(21%) donating into the KPD pool and generating 213 transplants through
chains (118 for pool recipients and 95 for waiting list recipients).
Conclusions: A successful national programme for altruistic living kidney
donation in the UK has enabled 666 recipients to benefit from a living donor
transplant generated by 548 AD. When AD donate into the UKLKSS, three
transplants can be created from a single donation and consequently, AD
generated 12% of all living donor kidney transplants in the UK last year. In
particular, this has had an impact on the most immunologically complex
recipients, resulting in a reduction in antibody incompatible transplantation in
the UK.

BOO0O16 SHORT TERM POSTOPERATIVE OUTCOMES IN LIVING

DONOR KIDNEY TRANSPLANT DONORS

Lukas Unger, Joy Feka, Philipp Sabler, Susanne Rasoul-Rockenschaub,
Georg Gyori, Michael Hofmann, Christoph Schwarz, Thomas Soliman,
Andreas Salat, Gabriela Berlakovich

Medical University Of Vienna, Austria

Background: Living Donor Kidney Transplantation is the treatment of choice
for End-Stage Renal Disease. Nephrectomy bears certain shortterm risks.
Some eligible donors suffer from obesity which can impair short-term

postoperative outcomes. Therefore, we assessed short-term perioperative
outcomes according to BMI in our institution.

© 2017 The Authors
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Methods: We identified n =289 patients that underwent unilateral donor
nephrectomy between JAN/2006-DEC/2015. Groups were analyzed according
to their BMI (BMI <25 kg/m?, BMI >25 / <30 kg/m?, BMI >30 kg/m?). The
retrospective study was approved by the institutional review board (EK 1887/
2016).

Results: N = 126 donors had a BMI <25 while n = 120 had a BMI >25/<30
and n =43 a BMI >30. BMI had no statistically significant influence on the
percentage of laparoscopic donations (86.5% vs. 81.7% vs. 86%, p=n.s.) or on
conversion rates (0% vs. 2.0% vs. 2.7%, p=n.s.) as well as on postoperative
complication rate (8.7% vs. 13.3% vs. 14.0% Clavien-Dindo Grade Il compli-
cations in BMI <25, BMI >25 and <30 and BMI >30, respectively). There was no
difference in pre-OP kidney function, post-OP Surgical Site Infection or
Systemic Infection. Kidney Function after Surgery decreased statistically
significant after the donation and did not recover until the time of discharge
(eGFR -23.55 ml/min (+0.88) vs. -23.91 (+0.90) and -25.77 (+1.44)). Donors
with BMI>30 showed a significantly higher reduction in eGFR compared to BMI
<25 and BMI >25 / <30 (Relative decrease of 27.7 (+0.9)%, 29.3 (+0.9)% and
45.8 (+2.4)%, p=<0.0001).

Conclusion: Obese patients do not suffer from a higher risk of postoperative
complication rates but show a more pronounced relative decrease in kidney
function postoperatively until discharge, eventually due to a lower “reserve”
because of a worse nephron/BMI ratio. Obese donors might require closer
postoperative short-term monitoring. Data need to be validated in larger donor
cohorts.

RATE OF KIDNEY FUNCTION DECLINES MORE IN
KIDNEY DONORS AGED OVER 65 YEARS

Ayumi Ishiwatari’, Jumpei Hasegawa’, Hiroki Shirakawa’', Sachiko Wakai',
Kazunari Tanabe®
"Ohkubo Hospital, Japan; °Tokyo Women’s Medical University, Japan

Background: Living kidney donation from older individuals has become more
common due to the shortage of cadaveric donors in Japan. Given the strong
association of older age and chronic kidney disease with cardiovascular
disease (CVD), kidney donation from old individuals may cause an increase of
CVD and death.

Methods: To evaluate the safety of living kidney donation from older
individuals, we performed a retrospective single center cohort study among
kidney donors who underwent donation between 2009 and 2016 at our
institution. We divided them into two groups (OLD: older living donor aged >65;
YLD: younger living donor aged <65) and analyzed the rates of mortality and
CVD events, decline of estimated glomerular filtration rate (¢GFR), proteinuria,
and the rate of new-onset comorbidities such as hypertension (HT), dyslipi-
demia (DL), hyperuricemia (HUA), and diabetes mellitus (DM) at 12 months.
Results: Among 141 living donors, 82 (OLD:20, YLD: 62) had available data
at 12 months after donation. The baseline eGFR was 77.0 + 15.9 ml/min/
1.73 m?in OLD and 81.1 + 12.7 mi/min/1.73 m?in YLD (p = 0.30). No donor
had died or developed CVD within 12 months. When compared with donors in
YLD, donors in OLD had a significantly higher rate of eGFR decline (AeGFR/
baseline-eGFR) (42.0 + 5.7% in OLD, 37.6 & 7.4% in YLD; p = 0.005). No
donor developed proteinuria (urine dipstick >+) within 12 months. There were
no significant differences between the groups in the rate of new-onset HT (6.7%
in OLD versus 5.8% in YLD (p = 1.00)), DL (18.2% in OLD versus 20.8% in
YLD (p = 0.67)), HUA (10.0% in OLD versus 12.7% in YLD (p = 0.62)) and DM
(5.2% in OLD versus 0% in YLD (p = 0.24)).
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Conclusion: This study demonstrated that nephrectomy for donors aged
over 65 was associated with a higher eGFR decline rate at 12 months post-
donation. Long-term follow-up is necessary to maintain residual kidney function
and monitor CVD risks such as HT, DL, HUA, and DM.

RADIOISOTOPIC EVALUATION OF RENAL FUNCTION
IN KIDNEY TRANSPLANT DONORS AFTER
NEPHRECTOMY FOR DETECTION OF EARLY AKI AND
LONG TERM COMPENSATORY RENAL HYPERTROPHY

Gabriele Guglielmetti’, Marta Mora’, Angelo Nappo®, Federica Orsini?, Gian
Mauro Sacchett?, Vincenzo Cantaluppi’

"Nephrology And Kidney Transplantation Unit, Department Of Translational
Medicine, University Of Eastern Piedmont, Italy; 2Nuclear Medicine Unit,
“Maggiore Della Carita” University Hospital, Italy

Background: After nephrectomy, as a result of the decrease of the nephron
mass, kidney transplant donors (KTD) develop a partial loss of renal function
(RF), defined as AKI (Acute Kidney Injury). The recovery of RF is mainly
ascribed to renal reserve function (RFR), defined as the capacity of the kidney
to increase GFR. There are only few studies on RFR in KDT and a correlation
with long term functional outcomes.

Methods: 20 KTD renal function was analyzed before nephrectomy, in the
immediate postoperative period and 1 year after.

Result: Mean KTD serum creatinine (sCr) was 0.73 mg/dl (0.5-0.96), eGFR
(CKD-EPI) 97.7 mi/min/1.73 m? (69-119) and radioisotope (51Cr-EDTA) GFR
100 ml/min (78-129). The split function was evaluated by a concomitant
scintigraphy using 99mTc-MAG: the mean percentage of RF of right kidney
was 48.12% (43-56) and left 51.88% (44-57). As expected, immediately after
nephrectomy all KTD worsened RF: the mean percentage increase of sCr was
81% (50-105%) within 72 h post-surgery (we observed the peak of creatinine
after 24-48 h in the most of cases). 7 days after, renal recovery was observed
in all cases: the mean percentage increase of sCr was 53.2%, significantly
lower than the zenit of sCr. These results suggest a potential gain of about 30%
in comparison to the starting value of the right kidney. One year after
nephrectomy (all left nephrectomies), we studied KTD renal function (GFR)
using a radioisotopic evaluation of RF using 51Cr-EDTA and we then compared
it with the split radioisotope GFR of right kidney at the first scintigraphic
evaluation. Mean GFR was 68 ml/min (50-87) vs 48.5 ml/min (40-60) before
donation with an average GFR increase of 19 ml/min (0.5-46) and a
percentage increase of the right RF up to 110% (mean 41%).

Conclusion: Radioisotopic evaluation is feasible and allows a precise
determination of RF at different time points after nephrectomy. Compensatory
hypertrophy was observed in all the 20 KTD independently from the presence
of comorbidities.

SHOULD KIDNEY TRANSPLANTATION BE DONE FROM
ELDERLY DONORS?

Vural Taner Yilmaz', Huseyin Kocak', Guitekin Suleymaniar’,

Ramazan Cetinkaya’, Abdullah Kisaoglu?, Bulent Aydinl?

! Akdeniz University Medical School, Department of Internal Medicine, Division
of Nephrology, Turkey; ?Akdeniz University Medical School, Department Of
General Surgery, Turkey

Background: We aimed to evaluate graft survival and graft functions of
patients who were renal transplanted from elderly donors (>60 years).
Material and Methods: We included 2138 renal transplant patients who were
transplanted from living donors between 2000 and 2016 years and divided to
two groups. Group 1 (=60 year donors): 234 patients (10.9%, M/F: 157/77,
mean ages + sd: (Recipients/Donors): 40.2 + 12.8/ 65.2 + 4.3), Group 2
(<60 year donors): 1904 patients (89.1%, M/F: 1331/573, mean ages + sd:
37.3 + 12.5/41.5 + 10.1). There were no significant differences between the
groups in terms of recipient genders, etiology of chronic kidney disease,
lymphocyte cross match positivity and immunosuppressive protocols. The rate
of basiliximab use for induction therapy was higher in two groups. Glomerular
filtration rate (by DTPA) and length of kidney by ultrasonography were
significantly lower in the Group 1 (42.9 + 8.3/ 48.5 + 10.7 ml/min, p: <0.001/
107.2 + 13/ 108.5 + 14.8 mm, p: 0.002, respectively). SPSS 20.0 software
program was used for statistical analysis.

Results: Graft (1/15 year, Group 1: 96-82%/ Group 2: 96-91, p: 0.515) and
patients survival rates (0.313), delayed graft functions (p: 0.113), acute
rejection (20.5%/26.9%, p: 0.796), cytomegalovirus (p: 0.475) and BK virus
viremia (p: 0.721), new onset diabetes after transplantation rates and amount
of proteinuria were similar between groups. Serum creatinine levels in last
control were significantly higher in the group 1 (1.79 + 1.5/ 1.28 + 0.6, p:
<0.001, respectively). Chronic allograft dysfunction rate was significantly higher
in group 1 (9.4%/ 5.7%, p: 0.004).

Conclusion: Our study showed that elderly donors should be used for renal
transplantation because of the early and long term graft and patients survival
rates were similar to those from younger donors though serum creatinine levels
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were worse in group 1 and no significantly differences other important
parameters.
Key words: Elderly donors, renal transplantation, graft survival

MARGINAL FACTORS AFFECT THE POSTOPERATIVE
KIDNEY FUNCTION OF COMPLEX LIVING DONORS FOR
KIDNEY TRANSPLANTATION

Takahisa Hiramitsu, Kenta Futamura, Manabu Okada, Makoto Tsujita,
Norihiko Goto, Toshihiro Ichimori, Shunji Narumi, Yoshihiko Watarai
Nagoya Daini Red Cross Hospital, Japan

Background: Recently, complex living donors with marginal factors including
hypertension, dyslipidemia, glucose intolerance, and obesity are increasing.
Postoperative kidney functions of living donors for kidney transplantation are of
our great concern. We investigated the pathological findings of control biopsy
and postoperative kidney functions evaluated with estimated glomerular
filtration rates (eGFR) of the complex living donors with marginal factors.
Methods: Between January 2008 and June 2016, 752 living donors for kidney
transplantation performed at Nagoya Daini Red Cross Hospital. Six hundred
ninety eight of 752 were followed up more than 6 months after operation and
included in this study. Marginal criteria for complex living donors include
hypertension (>140/90 or treated with medications), dyslipidemia (LDL
cholesterol >140 or treated with medications), glucose intolerance (impaired
fasting glycemia, impaired glucose tolerance, or diabetes mellitus treated with
medication within the range of HbA1c < 6.5% and albuminuria <30 mg/g-Cr),
and obesity (BMI > 30 kg/m?). Living donors were stratified into 3 groups with
age (20-39 years, 40-59 years, and 60-79 years). Living donors with more
than one marginal factor were classified into the group with marginal factors.
Twelve of 41 living donors between 20 and 39 years, 179 of 312 living donors
between 40-59 years, and 263 of 346 living donors between 60 and 79 years
had more than one factor and were classified into complex living donors.
Pathological findings of control biopsy and postoperative eGFRs in each
stratified years were compared between complex living donors with marginal
factors and healthy living donors without them, retrospectively.

Results: In pathological findings of control biopsies, obsolescent glomerulus
or arteriolosclerosis were identified more significantly in the complex living
donor.

BO021 DOES THE LOW BIRTH WEIGHT HAVE AN IMPACT ON

LIVING KIDNEY DONORS OUTCOMES?

Kalina JeDrzejko', Rafat Kieszek', Frank Dor?, Magdalena Kwapisz',
Artur Kwiatkowski'

TInfant Jesus Teaching Hospital, Poland; zlmperial College Renal and
Transplant Centre, Hammersmith Hospital, United Kingdom

Since nearly 30 000 people worldwide become a live kidney donor each year,
donor safety is of the utmost importance. Recent papers indicate that living
kidney donation is associated with an increased relative risk for end-stage renal
disease (ESRD). It is essential to determine which donor will be more likely to
develop ESRD. One of the risk factors for ESRD in live kidney donors is
hypertension and as there are studies demonstrating that a low-birth weight
(LBW) is arisk factor for developing hypertension in adult life, we hypothesized
that donors with LBW may be at higher risk of developing renal disease after
donation.

We examined our cohort of living kidney donors (n = 73) that underwent a
laparoscopic left-sided donor nephrectomy that were followed up for at least
12 months, and 33 of them were observed for at least 24 months after donor
nephrectomy. Donors were divided into 2 cohorts: a group with LBW, and a
control group with normal birth weight (NBW). We decided to check whether the
donor birth weight has an impact on the outcome of donor renal function and on
the development of hypertension.

There was no difference of presence of pre-donation hypertension between
LBW and NBW groups (p = 0.08). However, donors with LBW are more likely
to present new-onset hypertension after donor nephrectomy (p = 0.049). GFR
before kidney donation is significantly lower in the LBW group (p = 0.045), both
for split renal function and total kidney function.

LEFT-SIDED DONOR NEPHRECTOMY PREDISPOSES
LIVING KIDNEY DONORS TO LATENT ADRENAL
INSUFFICIENCY WITH SYMPTOMS OF FATIGUE AND
INFERIOR QUALITY OF LIFE

Thomas Schachtner, Petra Reinke

Charite Campus Virchow Clinic, Germany

The rising prevalence of ESRD and chronic organ shortage calls more people
upon to consider living kidney donation. The risks of impaired quality of life,

particularly symptoms of fatigue, however, remain less well understood and
dampen enthusiasm.
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We hypothesized that left-sided donor nephrectomy predisposes donors to
symptoms of fatigue due to impaired blood supply of the left adrenal gland. We
analyzed 356 living kidney donors from 1998 to 2013, and aimed to address the
impact of donation on physical health and quality of life using the SSF-8
questionnaire. In addition, we prospectively followed 27 living kidney donors for
symptoms of fatigue. Morning cortisol and ACTH levels were performed at
baseline and +6 months post donation.

Using a standardized quality of life score, left-sided donors showed a
significant worse quality of life (p = 0.037). Left-sided donors were more likely
to develop symptoms of fatigue and less likely to develop hypertension
(p < 0.05). Donors with fatigue were more likely to be younger and have
physically and mentally demanding jobs (p < 0.05). Among our prospectively
followed donors we identified 4/11 left-sided donors with self-reported fatigue
compared with 1/16 right-sided donors. No differences were observed for
morning cortisol and ACTH levels at baseline (p > 0.05). However, right-sided
donors were more likely to show stable morning cortisol levels from pre to
+6 months post donation, while left-sided donors showed a decline of morning
cortisol levels (p < 0.05). While 5/16 right-sided donors developed hyperten-
sion post donation, no left-sided donor developed hypertension (p = 0.059).

Our results strongly indicate that the side of donor nephrectomy impacts
long-term quality of life. Impaired function of the left adrenal gland due to
transection of adrenal vessels may result in latent adrenal insufficiency with
fatigue and less hypertension. The impact of side-selection may influence
donor education and the surgical approach to donor nephrectomy.

BO023 GLOBAL KIDNEY EXCHANGE: A CASE STUDY

Siegfredo Paloyo’, Ty Dunn?, Christian Kuhn®, Christopher Marsh®,

Jeffrey Rogers®, Susan Rees®, Alejandra Cicero”, Laurie Reece®, Alvin Roth®,
Obi Ekwenna®, David Fumo®, Kimberly Krawiec'®, Jonathan Kopke®,

Sammy Jain®, Miguel Tan'", Michael Rees®

"University Of The Philippines-Philippine General Hospital; 2University Of
Minnesota, United States; 3Virginia Mason Medical Center, United States;
“Scripps Green Hospital, United States; °Wake Forest Baptist Medical Center,
United States; ®Alliance For Paired Donation, United States; “Abc Medical
Center, United States; 8Stanford University, United States; 9University of
Toledo Medical Center, United States; "°Duke University, United States;

" Piedmont Hospital, United States

Abstract: Organ shortage is the major limitation to kidney transplantation in
the developed world. Conversely, millions of end-stage renal disease patients
in the developing world die because they cannot afford renal replacement
therapy—even when willing living kidney donors exist. This juxtaposition
between countries with funds but no available kidneys and those with available
kidneys but no funds, prompts us to propose an exchange program utilizing
each nation’s unique assets. Our proposal leverages the cost savings achieved
through earlier transplantation over dialysis to fund the cost of kidney exchange
between developed-world patient/donor pairs with immunological barriers and
developing-world patient/donor pairs with financial barriers. By making devel-
oped-world healthcare available to impoverished patients in the developing
world, we replace unethical transplant tourism with global kidney exchange—a
modality equally benefitting rich and poor. We report the one-year experience
of an initial Filipino pair, whose recipient was transplanted in the US with an
American donor’s kidney at no cost to him. The Filipino donor donated to an
American in the US through a kidney exchange chain. Follow-up care and
medications in the Philippines were supported by funds from the US. We show
that the logistical obstacles in this approach, although considerable, are
surmountable.

BO024 THE EVALUATION OF LONG-TERM RISK OF RENAL

FAILURE FOR LIVING KIDNEY DONOR

Magdalena Kwapisz', Rafat Kieszek', Kalina JeDrzejko’,

Jolanta Gozdowska®, Artur Kwiatkowski'

"Orlowski Transplantation Institute, Medical University Of Warsaw,
Department Of General And Transplantation Surgery, Poland; ?Orlowski
Transplantation Institute, Medical University of Warsaw, Department of
Transplantation Medicine And Nephrology, Poland

Background: Possibility of an increased risk of end-stage renal disease
(ESRD) is a major concern related with living kidney donation. Monitoring of the
remaining kidney function becomes the most important purpose of the follow-
up system. Long-term safety of nephrectomy without accelerated loss of renal
function is generally expected result.

Methods: Data analysis of 156 patients (aged 24-72) that underwent
nephrectomy for organ donation in 2003-2016 was conducted. The efficacy
of the long-term care system in the aspect of monitoring of the remaining kidney
function was evaluated.

Results: Group consisted of 102 women and 54 men. Mean follow-up period
was 5.44 years (range: 6 months — 10 years). The rise in value of mean serum
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creatinine concentration after donation was observed, but it was within the
range of normal (0.6-1.3 mg/dl) during the observation. Results above
laboratory testing standards (up to 2.2 mg/dl) were found in 26 cases. Mean
postdonation GFR was measured at 68.3% of its predonation value with using
MDRD formula and 69.99% when estimated with CKD-EPI. Despite of its initial
declining after nephrectomy, mean GFR remained above 60 ml/min/1.73 m?.
MDRD GFR <45 ml/min/1.73 m? was observed only in 7 cases (4%), while
MDRD GFR in the range of 45-60 ml/min/1.73 m? was found in 40 donors
(23.3%). Only 21.5% of analyzed had CKD-EPI GFR estimated on 45-60 ml/
min/1.73 m2." It was found <45 ml/min/1.73 m? in 5 cases (2.9%), down to
33.7 mi/min/1.73 m®. No one developed ESRD or required dialysis treatment.
Conclusions: Insightful qualification process minimizes the probability of
being a kidney donor by someone with an increased risk of chronic kidney
failure (CKF) in future. CKD-EPI formula seems to be more precise than MDRD
for patients with higher levels of GFR and it should be used for kidney donors,
as their loss of GFR is a result of nephrectomy, not kidney or systemic disease.
Using MDRD formula may lead to inappropriate diagnosis of CKF in some
cases.

INTEGRATION OF KIDNEY-EXCHANGE, (UN)SPECIFIED
LIVING DONOR TRANSPLANTATION, ABO
INCOMPATIBLE AND DESENSITISATION PROGRAMS
IN A COMPUTERIZED ALLOCATION PROGRAM: A
SIMULATION

Marry Klerk De’, Judith Kal-Van Gestel’, Sandra Middel-De Sterke’,
Jacqueline Van De Wetering', Marcia Kho, Michiel Betjes’, Willij Zuidema’,
Dave Roelen?, Kristiaan Glorie®, Joke Roodnat’

"Erasmus Medical Center, The Netherlands; “Leiden University Medical Center
Lume, The Netherlands; °Erasmus Q-Intelligence, Erasmus University
Rotterdam, The Netherlands

Background: Our kidney-exchange allocation program is established in
2004. Though kidney-exchange is intertwined with (un)specified donation and
domino-paired procedures, the latter still operates by hand and on a local level.
Desensitisation results are better for transplants with current negative but
historically positive CDC crossmatches (CDC-XM) compared to current
positive CDC-XM. An MFI<8000 is associated with negative CDC-XM. A
computerised allocation program was developed to integrate these programs to
increase efficiency and find matches with negative current CDC-XM for highly
immunised (HI) patients (KEPmatch).

Methods: Our simulation included waitlisted patients, (un)specified donors
and HLA- or ABO-incompatible (ABOi) pairs that participated in 2015. With
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KEPmatch 4 runs were simulated with 3 months intervals. For HI patients
(PRA > 85%) ABOi and MFI<8000 was allowed.

Results: In reality in 2015, 14 HI patients were included. There were 3
transplants via kidney-exchange program. Our matcher included 23 (un)
specified donors haphazardly in time: 9 (un)specified donors initiated chains (7
with 1, 2 with 2 pairs), 14 donated to the waitlist. In total 37 transplants were
carried out, none of the HI patients were matched. In the 4 KEPmatch runs
respectively 6, 5, 5 and 7 (un)specified donors were included. 10 (un)specified
donors were matched to the waitlist, 13 (un)specified donors initiated chains (9
with 1, 4 with 2 pairs). There were 2 kidney-exchange chains with 2 pairs, 1
chain with 3 pairs. KEPmatch found 44 matches: 20% more than in reality. On
top of that 3 HLAI matches were found (anti donor MFI<8000) amongst 1 also
ABOi. For these patients desensitisation is still indicated but success rate is
high because of current negative CDC-XM.

Conclusion: Timing of inclusion and computer allocation to integrate
programs leads to 20% more matches. Besides for 3 HLAi pairs matches
were found that offered better chances in our desensitisation program.

A CLINICAL OUTCOMES IN RECIPIENTS OF LIVING
DONOR KIDNEY TRANSPLANTS FROM ELDERLY
DONORS: A SINGLE CENTER EXPERIENCE

Takayoshi Yokoyama, Yu Kihara, Osamu Konno, Yuki Nakamura,
Hitoshi Iwamoto, Shigeyuki Kawachi
Tokyo Medical University Hachioji Medical Center Transplant Surgery, Japan

Background: Living donor kidney transplant (LDKT) accounts for more than
90% of all kidney transplants in Japan. LDKT donor guidelines define donors as
healthy individuals aged 20-70 years. However, LDKT from elderly donors is
debatable due to uncertainty in graft function. We evaluated the clinical
outcomes of LDKT from elderly (>60 years) donors.

Methods: From January 2008 to December 2015, 119 patients underwent
LDKT at our center. We grouped them into elderly (ED; donors >60 years;
n=41) and normal donor groups (ND; donors <60 years; n= 78) and
compared the outcomes.

Results: Donor age in ED and ND groups was 65.6 + 4.1 and
46.5 £ 9.9 years, respectively. ED vs. ND preoperative HbA1c (5.8 + 0.4
vs. 5.6 £ 0.4 mi/min, p =0.002), estimated glomerular filtration rates
(76.7 + 13.2 vs. 90.3 + 18.0 ml/min, p < 0.001), and creatinine clearance
(92.1 + 17.3 vs. 110.5 + 20.8 ml/min, p < 0.001), were significantly different
between the 2 groups. There was no significant difference in the number of
patients in ED vs. ND groups, who required medication for acute T-cell
mediated rejection (10/41 [24.4%] vs. 9/78 [11.5%]) (p = 0.112) and for
cytomegalovirus infections (10/41 [24.4%)] vs. 12/78 [15.4%)]) (p = 0.320)
within 1 year after LDKT. Serum creatinine levels, 3 years after LDKT, were
significantly higher in the ED than in the ND group, but in the 4th year after
LDKT there was no significant difference (ED vs. ND at 3 years: 1.63 + 0.46
vs. 1.35 +£ 0.66; p=0.012; at 4 years: 1.50 + 0.39 vs. 1.37 + 0.60;
p = 0.213). ED vs. ND graft survival rate and patient mortality rate after
5 years of LDKT (97.4 vs. 88.8%, p = 0.400) and (94.6 vs. 93.1%, p = 0.694)
were not significantly different.

Conclusion: LDKT from elderly donors was found to be safe. Lower renal
function was seen in the ED group in early years after LDKT; however, serum
creatinine levels at 4 years were almost comparable. Careful selection of elderly
donors and regular follow-up can achieve successful transplant outcomes.

THE INVESTIGATION AND OUTCOME OF LIVING
KIDNEY DONORS WITH NON-VISIBLE HAEMATURIA: A
6-YEAR SINGLE CENTRE EXPERIENCE

Ammar Almidani, Gareth Jones, Peter Dupont, Neal Banga
Royal Free Hospital London NHS Trust, United Kingdom

Background: Investigation of non-visible haematuria (NVH) in potential living
kidney donors can include diagnostic flexible cystoscopy and/or renal biopsy.
Counselling of potential donors with thin basement membrane disease (TBMD)
on their renal biopsy, and the use of such patients as donors remains
controversial.

Methods: We collected data for all potential donors in our centre from 2010 to
2015. (NVH) was defined as having urine dipstick positive for blood (including
trace) on at least 2 occasions in the absence of infection. Investigations were
performed as per BTS guidelines. Patients were divided into 3 groups: Group 1-
potential donors with NVH who did not proceed to donation; Group 2 — patients
with NVH who proceeded to donation; Group 3 (control group)- age, gender
and race-matched donors without NVH. Post-donation estimated glomerular
filtration rate (eGFR), blood pressure (BP) and presence/absence of protein-
uria were compared between groups 2 and 3.

Results: Between 2010 and 2015 we screened 886 potential living kidney
donors, and 69/886 (7.8%) were found to have NVH. 54/69 (78.2%) patients
with NVH did not proceed to donation (group 1). 21/69 (30.4%) patients with
NVH had renal biopsies, showing TBMD in 16/21, no pathology in 4/21 and a
new diagnosis of IgA nephropathy in 1/21 patients. No complications occurred
following renal biopsy. Of the patients with TBMD, 7/15 proceeded to donation.
4 patients with TBMD underwent genetic testing, which was positive in one
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patient (COL4A3 G871C mutation). No significant difference in eGFR, BP and
proteinuria was identified between groups 2 and 3 at a mean follow-up of
2.8 years.

Conclusion: (NVH) is a common finding amongst potential living kidney
donors in our institution, but only a minority of patients proceed to donation.
TBMD is the commonest finding in potential donors who undergo a renal
biopsy, but the role of genetic testing in these patients needs to be better
defined, as does their suitability as living kidney donors.

Basic Kidney Donation and donor types

IMPACT OF THE POST-TRANSPLANT RECIPIENT’S
EVOLUTION IN THE QUALITY OF LIFE OF LIVING
KIDNEY DONORS

Nuria Avinyo', Ana Menjivar', Xavier Torres?, David Paredes?,
Marti Manyalich?, Fritz Diekmann®
Fundacio Clinic, Spain; ?Hospital Clinic Of Barcelona, Spain

Introduction: Studies on the post-donation outcome of Living kidney Donors
(LKD) are usually orientated to the medical consequence of organ donation.
However, there is a very few data that evaluating the impact on how the
recipient medical evolution and post-transplant complications can impact the
LKD’s Quality of Life (QoL).

Objective: To determine the impact of post-transplant recipient’s evolution in
the QoL of LKD evaluated in the tertiary level and University Hospital.
Methodology: A follow-up at list one year after kidney living donation was
applied to all LKD between the years 1999-2014. We used three selected ad
hoc psychosocial validated questions from European Living Donor Psychoso-
cial Follow-up (ELIPSY project) to assess the perception of the LKD about
recipient’s outcome: 1-The recipient status (alive or not); 2-The LKD perception
about their recipient health status; 3-The LKD perception about their recipient
behaves in a way that risks the continued healthy functioning of the graft. These
questions were linked with their QoL using the SF-36 questionnaire. LKD were
contacted by phone to inform about the study and request their inform consent.
If LKD approved the protocol was sent by mail post and to be returned. For the
statistical analysis independent T-test and Chi-square were performed.
Results: Duringthe years of the study have been 514 LKD; 491 met the inclusion
criteria; 417 give their consent to participate; and 350 LKD (72%) return the
questionnaire. As a first analysis, the eight scales and two component scales
(physical and mental) of SF-36 was calculated and 17 outliers LKD were found and
were analyzed case be case and have been excluded. Mean T-scores of SF-36
were above 50 felling within the normal range compared to the general population
in all scales. However, we were observed that mental component summary score
was lower if the recipient died (p = 0.003) and also if the LKD has the perception
that their recipient health is bad (p = 0).

Translational Kidney Biomarkers and molecular changes

PROSPECTIVE MATCHED CONTROL EXPLORATION
OF CHEMOKINES UNDER BELATACEPT THERAPY
COMPARED TO CONVENTIONAL
IMMUNOSUPPRESSION WITH CNI AND MTORI

Michael Diirr’, Laili Anwari’, Fabian Halleck’, Eva Schrezenmaier’,
Christine Falk?, Klemens Budde’

"Charité Universitétsmedizin Berlin, Germany; °Mhh Inst F
Transplantationsimmunologie, Germany

Only limiting data exist concerning chemokine profile of patients (pts) under
belatacept (BEL) based therapy after renal transplantation (tx).

The evaluation of certain chemokines may offer an opportunity to explore
the effect and the impact of different immunosuppressive regimen.

N = 20 pts were converted from a calcineurin inhibitor (CNI) or inhibitor of
mammalian target of rapamycin (mTORIi) to a BEL-based regimen compared to
control pts (n = 20, matched for age, sex, and renal function) with continued
CNI or mTORIi therapy.

Bel was administered 5 mg/kg atday 0, 14, 28, 42, 56, every 4 weeks. Plasma
samples were collected for baseline (BL), Month (Mo) 1 and Mo3. 23 Chemokines
(in particular CCL1, CCL15, CCL17 and CXCL12) were analyzed by the Luminex-
based multiplex technique and calculated as absolute values (pg/nl).

After conversion to Bel only pts that were converted from CNI express
higher levels of CCL1 (BL: 6.98 vs. M3: 8.77; p = 0.046). CCL15 showed an
increase in pts that were converted from only mTORi to BEL (BL: 6290.8 vs.
M3: 6459.7; p = 0.011). Pretreatment with CNI had no effect on CCL15.
Interestingly, levels of CCL17 were lower already 1 M after conversion from
CNI to BEL (BL: 131.2 vs. M1: 97.1; p = 0.037). CXCL12 expression increases
significantly under BEL treatment in mTORIi converted pts (BL: 2872.7 vs. M3:
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3218.7; p = 0.021). Control pts showed in each expression profile no significant
changes between BL and each investigation time point.

Interestingly, after conversion from CNI to Bel there were higher levels of
CCL1 and lower levels of CCL17, that reflect a more pro inflammatory condition
via CCR8 and a lower chemotactic conditions via CCR4 for T-cells. After
conversion from mTORI to Bel there were higher levels of CCL15 and CXCL12
that lead to a more pro inflammatory condition with activation of T- and antigen
presenting cells. In summary, Bel shift chemokine environment to a more

inflammatory phenotype.

Basic Kidney Biomarkers and molecular changes

COMPARATIVE STUDY ON THE ISOLATION OF
URINARY EXOSOMES USING DIFFERENT METHODS
TO DISCOVER NOVEL KIDNEY REJECTION
BIOMARKERS

Andrea Carraro’, Susanna Negrisolo’, Giulia Fregonese’, Elisa Benetti’, Piera

De Gasparf, Luisa Murer’
"University Hospital Of Padova, Pediatric Nephrology, Dialysis And Transplant
Unit, Department Of Women’s And Children’s Health, Italy; 2Institute Of

Pediatric Research, Citta Della Speranza, Italy

Background: Rapid and accurate diagnosis of renal allograft injury by renal
biopsy could lead to prompt treatment improving graft survival. In this
perspective, the identification of reliable non-invasive biomarkers for allograft
injury could allow earlier monitoring. Urinary exosomes (UExs), lipid mem-
brane-bound nanovesicles (40-150 nm of diameter) released also from the
kidney cells are, for instance, a useful noninvasive predictive biomarkers of
rejection. Different studies demonstrated that UExs carry different types of
cargo (e.g. miRNA, proteins) and reflect the physiological status of the cells
they originated from. However, due to their low amount, UExs concentration
and characterization remain a challenge. This study aims to identify the most
efficient UExs isolation method both for RNA profiling and proteomic analysis to
discover novel renal transplant rejection biomarkers.

Methods: UExs were isolated from 5 ml filtered urine using 3 different
commercial kits (Norgen, ExoQuick and Qiagen), compared to the ultrafiltration
method. UExs were quantified by gNano instrument. Chromatography column
kit was used to extract total RNA, included small RNA species and biochemical
assay was used to extract proteins. miRNA and protein integrity and
concentration were evaluated by Agilent Bioanalyzer 2100.

Results: The comparison among the 4 methods highlighted a high variability in
the raw concentration of UExs (3.5 x 10%-3.5 x 10') and showed different
UEXxs size (90-130 nm). gNano reports indicated that Qiagen kit was the most
efficient isolation method for UExs. However, Agilent Bioanalyzer RNA analysis
emphasized that the highest amount of miRNAs was obtained using Norgen Kit.
Same kind of experiments are currently undergoing for the UExs proteins content.
Conclusions: All four methods yielded UExs, although a great variability in
the UExs number and diameter was observed. Based on our results, the most
efficient method for miRNA UEXxs isolation is Norgen kit.
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SCLEROSTIN IS NOT ASSOCIATED WITH
CARDIOVASCULAR EVENTS IN KIDNEY
TRANSPLANTATION CANDIDATES

Hanne Skou Jorgensen’, Simon Winther?, Morten Bottcher®, Laust

Dupont Rasmussen’, Lars Rejnmark®, Ellen-Margrethe Hauge®,

My Svensson®, Per Ivarsen’

'Kidney Diseases, Aarhus University Hospital, Denmark; ?Cardiology, Aarhus

University Hospital, Denmark; 3Internal Medicine, Hospital Unit West, Herning,

Denmark; “Endocrinology And Internal Medicine, Aarhus University Hospital,

Denmark; °Rheumatology, Aarhus University Hospital, Denmark; °Nephrology,

Division Of Medicine, Akershus University Hospital, Oslo, Norway

Background: Sclerostin, a bone derived protein, has been linked to cardiovas-
cular calcifications. This study investigated the associations between sclerostin
and bone and cardiovascular disease in kidney transplant candidates.

Figure 1 Sclerostin and vascular calcification in kidney transplant

Figure 2
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Methods: Cardiac computed tomography scans were performed in 157
kidney transplant candidates. Calcification scores (CS) were calculated for
coronary arteries (CA), ascending aorta (AA), descending aorta (DA), aortic
valve (AoV) and mitral valve (MiV). Bone mineral density (BMD) was measured
atlumbar spine and total hip. Blood samples were drawn in the fasting state and
Sclerostin was analysed by ELISA (R&D). Events were registered through
review of patient records until 31.10.2016.

Results: Median age was 54 (range 32-72) yrs and 68% were men. Patients
on dialysis (n = 59, 62%) had 21% higher levels of sclerostin compared to pre-
dialysis patients (Cl 9-32%, p = 0.001). Sclerostin was positively correlated
with age (r = 0.32, p < 0.001), BMI (r = 0.26, p = 0.001) and Z-scores of
lumbar spine (r = 0.21, p = 0.01) and total hip (r = 0.53, p > 0.001).

Higher levels of sclerostin were seen in patients with vascular calcifications

(Figure 1). Sclerostin was a positive predictor independent of age and sex of
CACS (p=0.005, p = 0.02) and BMD of spine (p=21.7, p = 0.002) and hip
(B=39.3, p < 0.001). During a median follow-up of 4.3 years (range 3.1-5.8), 34
patients died, 29 had a major cardiovascular event (MACE) and 19 had a
fragility fracture. Sclerostin levels above/below median did not predict all-cause
mortality or MACE (Figure 2) or fragility fracture (p = 0.65). Sclerostin as a
continuous variable was not associated with risk of events (p = 0.70, 0.70 and
0.60, respectively).
Conclusions: Sclerostin levels are positively associated with bone density
and vascular calcification in kidney transplant candidates; but this does not
appear to translate into a predictive ability of future events related to chronic
kidney disease mineral and bone disorder.

Elizabeth Sarmiento’, Maria Luisa Rodriguez-Ferrero’, Marcos Lopez-Hoyos?,
Boris Karanovic®, Manuel Arias®, Emilio Rodrigo®, Fernando Anaya’,

Patricia Murioz", Alia Eworo’, Joaquin Navarro, Pilar Catalan’,

Javier Carbone*

"Hospital General Universitario Gregorio Mararion. Madrid, Spain; ?Hospital
Universitario Marques De Valdecilla, Santander, Spain; ®Division Of Clinical
Immunology And Rheumatology, University Hospital Centre Zagreb, Croatia;
“Hospital General Universitario Gregorio Mararion. Complutense University,
Madrid, Spain

IGG HYPOGAMMAGLOBULINEMIA: A RISK FACTOR OF
CMV INFECTION IN A MULTICENTER STUDY IN KIDNEY
TRANSPLANTATION

Background: 1gG hypogammaglobulinemia has been demonstrated as a risk
factor of severe infection in solid organ transplantation in single center studies
and metanalysis. Kidney transplant patients are more prone to CMV infection
due to immunosuppressive therapy. We here present the results of a
multicenter study with the aim to evaluate distinct humoral immunity biomarkers
as potential predictors of CMV infection.

Methods/Materials: In a prospective multicenter study of a cohort of 212
patients in 2 centers in Spain who underwent kidney transplantation we
identified patients who developed CMV infection during a 6 month follow-up
after transplantation. Levels of IgG, IgM, IgA and complement C3 and C4 were
prospectively measured in both centers using the routine laboratory. Assess-
ment times were before transplantation, at day 7 and at day 30 after
transplantation. Logistic regression analysis was performed to assess potential
biomarkers.

Results: During follow up 18 (8.5%) kidney recipients developed at least one
episode of CMV infection. Day 30 IgG level was lower in patients who
developed CMV infections after transplantation compared to patients without
this complication (704 + 276 and 894 + 281%, respectively, p = 0.013). IgG
level <750 mg/dl (IgG hypogammaglobulinemia) was significantly associated
with risk for development of CMV infection in logistic regression analysis, RH
5.89, 95% Cl 1.79-19.44, p = 0.004. Patients with hypogammaglobulinemia
also disclosed a higher risk of developing recurrent infections (defined as 3 or
more episodes caused by distinct pathogens, 24.1%), RH 2.4, 95% ClI, 1.12—
4.95, p = 0.024).

Conclusion: The results obtained in this multicenter study suggest that lower
levels of IgG are a risk factor for development of CMV infection in kidney
transplantation. IgG assessment is easily available, rapid and low cost. The
inclusion of this biomarker in immunomonitoring protocols should be taken into
account.
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A RAPID AND SUSTAINED IMPROVEMENT OF
CALCIFICATION PROPENSITY SCORE (SERUM T50)
AFTER SUCCESSFUL KIDNEY TRANSPLANTATION:
RE-ANALYSIS OF A RANDOMISED CONTROLLED
CLINICAL TRIAL OF IBANDRONATE

Knut Smerud’, Anders Asberg?, Hakon Kile', Andreas Pasch®, Dag

Olav Dahle?, Jens Bollerslev®, Kristin Godang®, Anders Hartmann®

"Smerud Medical Research International As, Norway; “Department Of
Transplantation Medicine, Oslo University Hospital, Rikshospitalet, Norway;
SCalciscon Ag, Switzerland; *Institute Of Clinical Medicine, Faculty Of
Medicine, University Of Oslo, Norway; ®Section Of Specialized Endocrinology,
Department Of Endocrinology, Oslo University Hospital, Rikshospitalet,
Norway

Background: A serum test called Tso assesses the overall propensity for
calcification of blood and is associated with cardiovascular outcomes. We
aimed to examine Tso over time in kidney transplant recipients and also
address any effects of ibandronate.

Methods/Materials: Serum samples taken from kidney transplant patients
included in a 1-year prospective, randomized placebo controlled study of
ibandronate were analyzed in retrospect. All patients received underlying
supplementation with calcium and active vitamin D3. Study baseline was within
four weeks after transplantation, when a clinically stable and adequate graft
function (estimated glomerular filtration rate > 30 ml/min/1.73 m?) had been
obtained. Serum Tso analyses were performed at baseline in 129 patients, at
10 weeks in 127 patients and at one year in 123 patients.

Results: |bandronate caused no differences to placebo in Tso at 10 weeks
(p = 0.094) or at 1 year (p = 0.116). Baseline Tso was a significant covariate
(p < 0.0001) for Tso scores at 10 weeks and 1 year. In the total cohort there
was a highly significant (p < 0.0001) increase in T50 of 26.6% after 10 weeks
and Tso remained stable after one year. For change in Tsg, there was an inverse
correlation to phosphate of —0.515 (p < 0.0001) and to change in serum
albumin (p < 0.03).

Conclusion: Ts, increased from baseline to 10 weeks after transplantation
with no further change after one year. Ibandronate had no effect on Tsg
compared with placebo. The significantly improved calcification propensity
measured with the T, score is encouraging in terms of utilizing this variable as
a potential early biomarker for improved prognosis of cardiovascular mortality
in the kidney transplant setting.
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SOLUBLE TIM-3 IS ASSOCIATED WITH RENAL

BO034
FUNCTION IN RENAL TRANSPLANT RECIPIENTS

Ya-Mei Li’, Yi Li’, Yun-Ying Sh?, Yang-Juan Bai', Xiao-Juan Wu', Bei Cai’,
Lan-Lan Wang’

"Department Of Laboratory Medicine/Research Centre Of Clinical Laboratory
Medicine, West China Hospital Of Sichuan University, China; zDepartment of
Nephrology, West China Hospital Of Sichuan University, China

Background: Chronic renal allograft rejection remains a major hurdle that
affects the long-term survival of renal allografts. Finding novel noninvasive
biomarkers of chronic allograft rejection is of great benefit for patients and graft
outcomes. T-cell immunoglobulin domain and mucin domain-3 (Tim-3) has
been identified as a co-inhibitory molecule, participating in the regulation of
immune response and the induction of allograft tolerance. Here we explored the
association of cellular Tim-3 (cTim-3) and soluble Tim-3 (sTim-3) with the renal
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function of renal transplant recipients (RTs). Moreover, the application of cTim-
3 and sTim-3 in diagnosing chronic allograft rejection were further evaluated
among RTs.

Methods: Periphery whole blood and serum samples were collected from 58
RTs, including 27 with impaired renal function planning for allograft needle
biopsy (10 recipients were classified as having chronic allograft rejection after
allograft biopsy) and 31 with stable renal function. Surface expressions of Tim-
3on CD4 + and CD8 + T cells were determined by flow cytometry. sTim-3
was quantified by Enzyme-linked immunosorbent assay (ELISA).

Results: The level of sTim-3 was significantly and positively correlated to
serum creatinine (Scr) levels (Fig. A), while the expressions of cTim-3 were not
associated with Scr levels. The area under receiver-operating curve (ROC) for
sTim-3 to diagnose chronic allograft rejection was 0.810 (95% Cl, 0.704-0.916,
p = 0.005) with an optimal cut-off level of 603.8 pg/ml, which would achieve a
100% sensitivity and a 72% specificity. However, cTim-3 showed no such
ability to diagnose chronic allograft rejection in RTs.

Conclusions: Our data indicated that soluble Tim-3, instead of cellular Tim-3,
was a novel marker reflecting renal function in RTs. Moreover, soluble Tim-3
might be a promising noninvasive biomarker for chronic allograft rejection
diagnosis.
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BO035 FP7 BIOMARGIN SHOWS THAT A SMALL SET OF

BLOOD MICRO-RNAS IS ASSOCIATED WITH ACUTE
KIDNEY ALLOGRAFTS REJECTION

Claire Tinel', Aurélien Benon', Stéphane Gazut®, Maarten Naesens®,
Wilfried Gwinner®, Marie Essig®, Pierre Marquet®, Dany Anglicheau’

"Necker Hospital, France; ?Cea, France; °Ku Leuven, Belgium; *“Mh Hannover,
Germany; ®Limoges University Hospital, France; °Limoges University, France

Background: FP7 Biomargin aimed at detecting and validating non-invasive
biomarkers of kidney graft lesions. After untargeted screening of different —
omics, candidate biomarkers were confirmed in independent patient groups. In
this study, we investigated the diagnostic potential of microRNAs (miRNAs) in
whole blood samples.

Methods/Materials: Blood samples were collected at the time of protocol or
for-cause biopsies in 4 European clinical centers. Biopsies were retrospectively
selected after centralized histological reading by expert pathologists, and
classified into 4 groups (Normal, ABMR, TCMR or IF/TA), to build two
independent case-control studies (discovery- and validation sets). Global
microRNA (miRNAs) profiling was performed on blood samples from the
discovery set by TagMan® Array microRNA v3 microfluidic cards (TLDA, Life
Technologies). A statistical pipeline including 2 uni- and 5 multivariate analyses
was applied to identify a list of biomarker candidates associated with one of the
4 groups. This list of MiRNAs was quantified using custom TLDA plates on the
validation set. Multivariate models were then built to define miRNAs signature
of graft lesions.

Results: A total of 754 miRNAs was quantified in the discovery set that
included 42 Normal, 17 TCMR, 37 IF/TA and 30 ABMR samples. Our statistical
pipeline identified 141 candidates that were assessed in the validation cohort of
37 Normal, 23 TCMR, 41 IF/TA and 37 ABMR samples. The table shows the
association between histological phenotypes and miR-derived statistical
models in the validation cohort.
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Number of miRNAs

Group comparison in the best model Mean AUC*
Rejection vs. Normal 4 0.70
TCMR vs. Normal 6 0.75
ABMR vs. Normal 4 0.81
ABMR vs. TCMR 5 0.64
ABMR vs. IF/TA 5 0.72

*Estimated by resampling approaches.

Conclusion: We identified a small subset of miRNAs in the blood with a
strong association with ABMR and/or TCMR, thus providing the basis for
innovative non-invasive molecular tools development. Their diagnostic perfor-
mance is currently being investigated in blood samples collected at time of 453
consecutive allograft biopsies in our BIOMARGIN trans-sectional study.

Translational Liver Biomarkers and molecular changes

A GLYCOMIC BASED SERUM MARKER ANALYSED ON
POSTOPERATIVE DAY 7 AFTER LIVER
TRANSPLANTATION IS AN INDEPENDENT PREDICTOR
OF GRAFT AND PATIENT SURVIVAL DURING THE
FIRST YEAR AFTER LIVER TRANSPLANTATION

Xavier Verhelst, Anja Geerts', Xavier Rogiers’, Aude Vanlander’,
Frederik Berrevoet', Nico Callewaert?, Roberto Troisi', Hans

Van Vlierberghe'

"Ghent University Hospital, Belgium; 2Medical Biotechnology Center Vib,
Belgium

Background and Aims: Poor graft function after liver transplantation (LT)
remains a challenge and can lead to retransplantation. Biomarkers that reliably
identify patients at risk for graft failure after LT are lacking. Analysis of N-
glycans in serum (glycomics) has shown to reflect the underlying liver function
in liver disease but has never been assessed after LT. The aim of this study was
to assess the potential of serum glycomics as predictive markers for graft and
patient survival after LT.

Methods: In this monocentric prospective cohort 127 liver transplant patients
were included between 1 December 2012 and 31 December 2014. Serum
samples were collected just before and on daily bases during the first 2 weeks
after liver transplantation. Glycomic profiles were analysed using an optimized
glycomic technology on a DNA sequencer. The major outcome parameters
(graft and patient survival during 1 year) were related to the observed glycomic
alterations and the best predictive association was searched for using cox
regression analysis.

Results: The assessment of 2 serum glycans NG1A2F (an agalacto, core-
alpha-1,6-fucosylated biantennary glycan structure) and NA3 (a triantennary
glycan), combined as log(NG1A2F/NA3) on day 7 after LT was strongly
associated with graft loss (hazard ratio = 7.222; p < 0.001; 95% CI 2.352—
22.182) and patient death (hazard ratio = 3.885; p = 0.30; 95% CI 1.127-
13.276) during the first year after LT (cox regression analysis). In a
multivariable cox regression model including early allograft dysfunction
(according to Olthoff) and Donor Risk Index, this glycomic marker, called
GlycoTransplantTest, was the only independent predictor of graft survival
(p = 0.0083).
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Conclusions: Assessment of GlycoTransplantTest, a glycomic serum
marker, on day 7 post LT is a strong and independent predictor of graft and
patient survival during the first year after LT. This glycomic marker can be
analysed on routine clinical capillary electrophoresis equipment.

Clinical Kidney Biomarkers and molecular changes

A HIGH NUMBER OF REGULATORY T CELLS IN
PERIPHERAL BLOOD AT 1 YEAR AFTER KIDNEY
TRANSPLANTATION IS AN INDEPENDENT PREDICTOR
OF LONG-TERM GRAFT SURVIVAL

Luis Humberto Galvan Espinoza’, David San Segundo Arribas?, Emilio
Rodrigo Calabia’, Juan Irure Ventura?, Juan Carlos Ruiz San Millan’, Gema
Fernandez Fresnedo’, Esther Asensio®, Jairo Bada Da Silva', Lara Belmar’,
Marcos Lopez Hoyos?

"Nephrology Service, University Hospital Marqués De Valdecilla, Santander,
Spain; 2lmmunology Service, University Hospital Marqués De Valdecilla,
Santander, Spain

Background: Progressive reduction in acute rejection rates has led to an
improvement of kidney graft survival throughout the first year, but long-term
graft attrition rates remain stable beyond this point. It is known that regulatory T
cells (Tregs) play a role in limiting kidney transplant rejection and can
potentially promote long-term transplant tolerance. Despite this, there are no
large studies that demonstrate the role of peripheral blood Tregs on long-term
graft outcome. The aim of our study was to analyze the influence of 1-year
peripheral blood Tregs on long-term death censored graft survival.
Methods/Materials: A total of 133 consecutive kidney transplant recipients
between 2005 and 2011 were included in the study. Tregs were measured
prospectively and identified as CD4*CD25"S"Foxp3* and/or CD4*CD25"
CD127°"“Foxp3* by flow cytometry Death censored graft survival was
assessed in January-2017.

Results: Mean follow-up was 7.4 + 2.9 years and 32 (24.1%) patients
suffered death censored graft loss (DCGL). One-year peripheral Tregs were
17.4 + 16.9 cellss/mm®. Patients with high Tregs above the median value
(13.0 cells/mm?®) showed better death-censored graft survival (5-year 92.5%
vs. 81.4%, Log-rank p = 0.030). One-year Tregs showed AUC-ROC of 63.1%
(95% CI1 52.9-73.2%, p = 0.026) for predicting DCGL. After multivariable Cox’s
regression analysis, a high number of peripheral blood Tregs was a protective
factor for DCGL (HR 0.961, 95% CI1 0.924-0.998, p = 0.041) independent of 1-
year proteinuria and renal function.

Conclusion: A high number of peripheral blood Tregs at 1-year after kidney
transplantation relates to a better long-term graft outcome. This relationship
was independent of other significant 1-year variables. In this sense, peripheral
blood Tregs can be useful as a biomarker to predict graft outcomes and to tailor
immunosuppression.

Translational Kidney Biomarkers and molecular changes

BOO038 FP7 BIOMARGIN SHOWS THAT SMALL SETS OF

INTRA-GRAFT MICRORNAS ARE STRONGLY
ASSOCIATED WITH RENAL ALLOGRAFT LESIONS

Claire Tinel', Aurélien Benon', Stéphane Gazut®, Maarten Naesens®,
Wilfried Gwinner*, Marie Essig®, Pierre Marquet®, Dany Anglicheau’

"Necker Hospital, France; 2Cea, France; °Ku Leuven, Belgium; *Mh Hannover,
Germany; ®Limoges University Hospital, France; ®Limoges University, France

Background: FP7 Biomargin aimed at detecting and validating biomarkers of
kidney graft lesions. After untargeted screening of different —omics, candidate
biomarkers were confirmed in independent patient groups. In this study, we
investigated the diagnostic potential of microRNAs (miRNAs) in allograft biopsy
samples.

Methods/Materials: Biopsies were collected from protocol or for-cause
biopsies in 4 European clinical centers. Samples were retrospectively selected
after centralized histological reading by expert pathologists, and classified into
4 groups (Normal, ABMR, TCMR or IF/TA), to build two independent case-
control studies (discovery- and validation sets). Global miRNA profiling was
performed on TagMan® Array microRNA v3 microfluidic cards (TLDA, Life
Technologies) on the discovery set. A statistical pipeline including 2 uni- and 5
multivariate analyses was applied to identify an extended list of biomarker
candidates associated with one of the 4 groups. This extended list of miRNAs
was quantified using custom TLDA plates on the validation set. Multivariate
models were then built to define miRNA signatures of graft lesions.

Results: A total of 754 miRNAs was quantified in the discovery set that
included 32 Normal, 13 TCMR, 25 IF/TA and 18 ABMR samples. Our statistical
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pipeline identified 140 candidates that were assessed in the validation cohort of
32 Normal, 13 TCMR, 26 IF/TA and 28 ABMR samples. The table shows the
association between histological phenotypes and miRNA-derived statistical
models in the validation cohort.

Number of miRNAs

Group comparison in the best model Mean AUC*
ABMR vs. Normal 4 0.76
ABMR vs. TCMR 3 0.90
ABMR vs. IF/TA 6 0.94
TCMR vs. Normal 6 0.96
Rejection vs. Normal 3 0.95
Rejection vs. No Rejection 4 0.86

*Estimated by resampling approaches.

Conclusion: We identified a small set of miRNAs within kidney allograft
biopsies with a strong association with TCMR and ABMR. These miRNA
signatures might provide useful molecular tools to improve allograft assess-
ment. Their diagnostic performance is currently being investigated in our
BIOMARGIN trans-sectional study of 312 consecutive allograft samples.

Basic Kidney Biomarkers and molecular changes

BO039 CELL-FREE MICRORNAS IN KIDNEY GRAFT

PRESERVATION FLUID AS NOVEL BIOMARKERS FOR
DELAYED GRAFT FUNCTION

Henk P. Roest’, Liselotte S.S. Ooms’, Ad J.M. Gillis?, Jan N.M. ljzermans’,
Leendert J.H. Looijenga®, Frank J.M.F. Dor’, Luc J.W. Van Der Laan’
Erasmus Medical Center - Department of Surgery, The Netherlands;
2Erasmus Medical Center - Department of Pathology, The Netherlands

Background: Delayed graft function is a common complication after
deceased donor kidney transplantation (KT), which affects both short and
long-term outcome. Currently available biomarkers in graft preservation fluid
lack sensitivity in predicting outcome after transplantation. The aim of this study
is to identify microRNAs in preservation fluid predictive of delayed graft function
(DGF) after transplantation.

Methods: In this study, preservation samples were collected during kidney
transplantations from deceased donors. The graft outcome was defined as DGF
orimmediate graft function (IF). As a discovery cohort, 4 IF samples and 4 DGF
samples were analysed using TagMan Array MicroRNA cards with 2 grafts from
both DCD (donation after cardiac death) and DBD (donation after brain death) in
each group. As validation cohort, we analysed 40 IF and DGF samples.
Results: On average, 222 miRNAs (range 192-246) were detected per
sample with 223 miRNAs fulfilling the pre-set parameters (Ct<40 in 3 or more
samples). PCR array expression analysis using the HTQPCR package for R
returned 7 miRNAs with p < 0.01. After correcting for multiple testing only miR-
505 remained significantly different between the groups (p = 0.02). We
confirmed this in an independent validation cohort using regular miRNA gPCR
assays (p = 0.0071). If samples were stratified for donor type, miR-505
remained significantly different between IF and DGF in DCD kidneys.
Discussion: MiRNAs in graft preservation fluids are well detectable and can
be a promising source for biomarkers of graft quality and for predicting outcome
prior to kidney transplantation. In the era of extended criteria donor organs, this
may have great clinical impact for graft reconditioning strategies to improve
transplant outcome.

Clinical Others Other

NEUTROPENIA IN KIDNEY AND LIVER TRANSPLANT

BO040
RECIPIENTS: RISK FACTORS AND OUTCOMES

T. Mavrakanas', M.A. Fournier?, S. Clairoux®, J.A. AmieP’, M.E. Tremblay”,
D.C. Vinh®, C. Coursol, D.J.G. Thirion®, M. Cantarovich’

"Division of Nephrology, Multi-Organ Transplant Program, Mcgill University
Health Center, Canada; Department of Pharmacy, University of Montreal
Hospital Centre, Canada; °Faculty of Pharmacy, University of Montreal and
Mecgill University Health Center, Canada; *Department of Pharmacy, St-Justine
Hospital, Montreal, Canada; ®Division of Infectious Diseases, Mcgill University
Health Center, Canada; °Department of Pharmacy, Mcgill University Health
Center, Canada

Aim: This study aimed to: 1) Define the risk factors associated with
neutropenia within the first-year post kidney or liver transplantation; 2) Describe
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the association between neutropenia and patient survival, infection, or acute
rejection.

Methods: In this single-center, retrospective, cohort study, we enrolled all
adult patients who received a kidney (KTx) or liver transplantation (LTx)
between 2000 and 2011. Neutropenia was defined as two consecutive absolute
neutrophil count (ANC) values lower than 1500/mm?. The first neutropenia
episode occurring during the first-year posttransplantation was analyzed.
Patients with preexisting neutropenia were excluded. Median follow-up was
55 months.

Results: 663 patients with KTx and 354 patients with LTx met the inclusion
criteria. The incidence of neutropenia was 20% in KTx, and 38% in LTx, and the
median time to onset of neutropenia was 91 and 78 days, respectively. The
median lowest ANC was 790 in KTx, and 900/mm?® in LTx, and the median
duration of each episode was 14 days in both groups. High-risk CMV status
and valganciclovir (VGCV) use were significant predictors of neutropenia for
KTx recipients, but only VGCV use vs. non-use in LTx recipients. Neutropenia
was associated with worse survival in KTx recipients (adjusted HR 1.95, 95%
Cl 1.18-3.22, p < 0.01), but not in LTx recipients (adjusted HR 0.75, 95% CI
0.52-1.10, p = 0.15). Sixteen acute rejection episodes were associated with
preceding neutropenia in KTx recipients (HR 1.77, 95% CI 1.16-2.68,
p = 0.007), but only two of them led to graft loss. Twenty-four acute rejection
episodes were associated with preceding neutropenia in LTx recipients (HR
1.41,95% Cl 0.97-2.04, p = 0.07), but only one led to graft loss. The incidence
of infection was similar in patients with and without neutropenia among KTx and
LTx recipients.

Conclusion: Neutropenia is associated with worse patient survival, and
higher acute rejection rates in KTx recipients, but not in LTx recipients.

Clinical Kidney Immunology

THE BALANCE BETWEEN INTERLEUKIN 17-
SECRETING T HELPER CELLS AND REGULATORY T
CELLS AFTER RENAL TRANSPLANTATION: RELATION
TO GRAFT FUNCTION AND SURVIVAL

Hayam EI Aggan’, Nahla Farahat®, Mohamed Emara®

"Alexandria University, Faculty of Medicine, Department of Medicine, Egypt;
2University of Alexandria, Faculty of Medicine, Department of Clinical and
Chemical Pathology, Egypt; University of Alexandria, Alexandria University
Students Hospital, Egypt

Background: T helper (Th) 17 cells, a subset of Th cells, are major mediators
of inflammation-associated disease and have a reciprocal developmental
relationship with the immunosuppressive regulatory T (Treg) cells, which
actively restrain the inflammatory response. Th 17 has the exclusive ability to
produce interleukin (IL)-17A.

Methods/Materials: This study included 60 subjects; they were divided into
three groups each 20, renal transplant patients with stable renal function
(Group 1), with chronic allograft dysfunction (CAD) (Group Il) and healthy
subjects as controls (Group lll). The Th cells, Th17 cells and Treg cells in fresh
whole blood samples were identified as CD3 + CD4 +, CD4 + IL17 + and
CD4 + CD25 + FoxP3 + cells respectively using flow cytometry and
expressed as percentages of total lymphocytes. Serum and urinary IL17A
levels were measured using solid phase sandwich enzyme linked immunosor-
bent assay (ELISA) kit. Renal hemodynamics was evaluated by duplex Doppler
ultrasonography and resistive and pulsatility indices (RI, PI) were calculated.

Results: Renal transplant recipients, especially patients with CAD, showed
significant increases in the percentage of Th17 cells, total CD4 + Th cells,
Th17/FoxP3 + Treg ratio, serum and urinary IL17 levels and a significant
decrease in the percentage of circulating FoxP3 + Treg cells compared with
healthy subjects (p < 0.01). The percentage of Th17 cells were positively
correlated with serum and urinary IL17, Th17/FoxP3 + Treg ratio, and
inversely correlated with the percentage of circulating FoxP3 + Treg cells
(p < 0.01). The increased of Rl and Pl were positively correlated with renal
function and cyclosporine trough level.

Conclusions: In renal transplant recipients the CD4 + Th cell phenotype is
skewed toward the IL17 producing cells with the increase of serum IL 17. The
imbalance between Th17 and Foxp3 + Treg cells plays an important role in
graft dysfunction with deterioration of renal function.

BO042 IMPACT OF CYTOKINE GENE POLYMORPHISM ON

CLINICAL OUTCOME OF RENAL TRANSPLANTATION

Isabel Perez Flores’, Jose Luis Santiago®, Natividad Calvo Romero’, Beatriz
Rodriguez Cubillo’, M. Angeles Moreno De La Higuera', Elena Urcelay’, Ana
Sanchez Fructuoso’

"Hospital Clinico San Carlos, Spain; 2Ucg Immunology, Hospital Clinico San
Carlos, Spain

Background: Cytokine production is subject to genetic regulation, in such a
way that gene polymorphisms at the level of promoter or coding regions can
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alter their levels and modify the immunologic response. We evaluate the
influence of single nucleotide polymorphisms (SNPs) of IL10, TNFa, IFNy and
IL18 on early renal graft outcomes.

Methods: Observational study that included 709 consecutive patients who
received a first renal transplant at our center from 2005 to 2011. SNP analysis
was carried out by realtime PCR using TagMan® probes. Patients were
stratified according to the higher production genotype. A control group that
included healthy subjects was used to confirm that the genotypic data obtained
conformed to the expected frequencies in accordance with the Hardy-
Weinberg equilibrium.

Results: There was a significant association between SNP of TNFx-308G/A
and acute vascular rejection (AVR) in the adjusted logistic regression model.
Allele A carriers had nearly a threefold higher risk of developing AVR (OR=2.64;
Cl 95%: 1.46-4.76; p = 0.001) compared to those who had GG genotype. In
the analysis for risk of delayed graft function (DGF), stratified according to
donor type, an association between DGF and SNP of TNFx-308G/A in grafts
from donors after brain death (DBD) was found. A further association was
observed between DGF and SNP of IL18-137 G/C in grafts from donors after
cardiac death (DCD). Regarding renal graft recipients from DBD, TNFaGA/AA
genotypes had a higher risk of DGF (OR=6.15; Cl 95%: 1.65-22.86;
p = 0.007); while in those from DCD, G allele carriers within SNP-137G/C of
IL18 had the higher risk (OR=2.76; Cl 95%: 1.03-7.40; p = 0.042).
Conclusions: SNP-308G/A of TNFao can be considered as a non-invasive
risk biomarker for AVR and, in grafts coming from DBD, DGF. On the other
hand, SNP-137G/C of IL18 was the main genetic marker for DGF in grafts from
DCD. The knowledge of these polymorphisms previous to transplantation could
aid in individualizing immunosuppression.

Translational Others Cancer

BO043 NEOPLASTIC RISK DONORS IN THE EMILIA-ROMAGNA

REGION: THE TIMES THEY ARE A-CHANGIN’

Carlo De Cillia, Tiziana Campione, Gabriela Sangiorgi
Emilia-Romagna Transplant Reference Centre, Italy

Introduction: The “Neoplastic Risk Donor” protocol was implemented in Italy
in 2003. This protocol is uniform nationwide and provides organ donation from
donors presenting either present or past history of neoplasia: donation is
allowed for some kind of malignant tumour after evaluation of its grading,
staging and tumour free interval prior to donation. Organs of this kind of donors
are allocated to a very selected recipients category. Uniform informed consent
and monitoring follow-up programme are provided to the recipients. The
National Second Opinion in Pathologic Anatomy supports this protocol. The
protocol has been split into 2 levels (“Non Standard Minimal Risk” and “Non
Standard Acceptable Risk”) since October 2015. Aim of this study is to review
“Neoplastic Risk Donor” organ procurement in the Emilia-Romagna region
(ERR, Northern ltaly region of 4 550 500 inhabitants) and related transplan-
tations which were performed from 2006 to 2016.

Materials and Methods: All “Neoplastic Risk Utilized Donors” and all organs
with related transplantations from the 1st of January 2006 to the 31st of
December 2016 in the ERR were reviewed.

Results: 56 neoplastic risk utilized organ donors with 110 organs in all (55
livers, 38 kidneys, 10 lungs, 6 hearts and 1 pancreas) were reported between
the 1st of January 2006 and the 31st of December 2016. The percentage of
these donors on total utilized donors in the same period is 3.8%. The most
frequently affected organs were: Kidney and Central Nervous System (24%),
Prostate (14.7%), Skin (12%), Uterus (8%). In this period 90 transplants were
carried out, 57 of them between 2014 and 2016. Data concerning recipient
survival still have not reported neoplasia transmission.

Conclusion: “Neoplastic Risk Donors” are more and more increasing, due to
the high age average of deceased potential donors; low risk of neoplasia
transmission between donor and recipient seems to emerge by this study,
provided that the dedicated.

Clinical Kidney Cancer

PRE-TRANSPLANT MALIGNANCY ON KIDNEY
TRANSPLANT RECIPIENTS IS NOT ASSOCIATED TO

BO044
THE INCIDENCE OF POST-TRANSPLANT MALIGNANCY
Tae Hyun Ban', Ji Won Min?, Byung Ha Chung’, Bum Soon Choi', Cheol
Whee Park’, Yong-Soo Kim', Chul Woo Yang'
Seoul St. Mary’s Hospital, Korea; ?Bucheon St. Mary’s Hospital, Korea
Background: Incidence of malignancy in kidney transplant recipients (KTRs)

is known to be higher than that of the general population. Recently, the ageing
of the kidney transplant recipient population has lead to an increase in the
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number of KTRs who have had pre-transplant malignancies. However, there is
no sufficient evidence on whether KTRs treated for pre-transplant malignancies
are safe from cancer after KT. In this study, we investigated the development
and features of post-transplant malignancies on KTRs with malignancies
before kidney transplantation (KT).

Methods: We retrospectively reviewed all patients who underwent KT in our
center between March, 1969 and November, 2016. The KTRs divided into two
groups with and without pre-transplant malignancy (n =71 and n = 2664,
respectively). They were compared to patient and donor characteristics, type of
malignancy, the incidence of recurrent cancer and de novo cancer, time interval
between development of pre-transplant cancer and KT, and post-transplant
patient survival were analyzed.

Results: A total number of KTRs with pre-transplant malignancy was 71
patients (2.6%). The most common type of pre-transplant malignancy was
thyroid cancer (24.6%), followed by urologic malignancy (21.7%), gastric
cancer (11.6%) and hematologic malignancies (11.6%). Three patients (4.2%)
were diagnosed with malignancies in the post-transplant period in KTRs with
pre-transplant malignancy. Among them, 2 patients presented with recurrent
bladder cancer and one case with de novo colon cancer. The incidence of post-
transplant malignancy between KTRs with and without pre-transplant malig-
nancy was not a significant difference (n=3, 4.2% and n =201, 7.3%,
respectively; p = 0.29).

Conclusion: In KTRs who were treated malignancies before KT, the risk of
post-transplant malignancy did not increase. Regular surveillance of cancer
after KT in KTRs with pre-transplant malignancy is comparably recommended
with KTRs without pre-transplant malignancy.

Clinical Lung Cancer

BO045 RISK FACTORS FOR NONMELANOMA SKIN CANCER

AFTER LUNG TRANSPLANTATION

Nikolai Sikora', Mareike Leffler', Jens Gottlieb®, Jan Fuge®, Martin Strueber®,
Gregor Warnecke®, Ralf Gutzmer', Imke Satzger’

Department Of Dermatology, Allergy And Venereology, Skin Cancer Center
Hannover, Hannover Medical School, Hannover, Germany; 2Depan‘ment Of
Respiratory Medicine, Hannover Medical School, Hannover, Germany;
3Richard Devos Heart & Lung Transplant Program, Frederik Meijer Heart &
Vascular Institute, Grand Rapids, Michigan, United States; 4Depaﬂment Of
Cardiac, Thoracic, Transplantation And Vascular Surgery, Hannover Medical
School, Hannover, Germany

Background: The prevalence of nonmelanoma skin cancer (NMSC) is
elevated in organ transplant recipients (OTRs). Known risk factors are fair
skin, male sex, age, history of NMSC before transplantation and duration and
type of immunosuppressive medication. Prospective, randomized trials have
shown a decreased risk for NMSC after switching renal transplant recipients to
mTORIis. Equivalent data for lung transplant recipients have yet to be
determined. As these patients are prescribed higher dosages and triple
immunosuppressive therapy, they are at even higher risk for post-transplant
NMSC and thus of major interest.

Method: Between 2005 and 2011, a prospective, randomized, open label trial
comparing the safety and efficacy of everolimus vs. mycophenolate mofetil
each combined with cyclosporine A and prednisolone was performed in 190
lung transplant recipients. In 2015, we recruited from both study arms a total of
90 patients for assessment of individual risk factors for NMSC and dermato-
logic exam including dermoscopy and optical coherence tomography.
Results: After median follow-up of 101 months, the prevalences for NMSC or
its precursors were 37.8%, for precursors 35.6% and for NMSC 17.8%. Risk
factors in multivariate analysis were male sex (OR 4.01, 95% Cl 1.43 — 11.22,
p = .008), higher age at first transplantation (OR 1.09, 95% CI 1.01 — 1.12,
p =.02) and fair skin (OR 3.01, 95% Cl 1.02 — 8.93, p = .047). Both,
immunosuppression with mTORi at date of screening and long-term immuno-
suppression with mTORi were not associated with decreased prevalence of
NMSC or its precursors.

Conclusion: Lung transplant recipients often develop NMSC or its precur-
sors. Male, older patients with fair skin are at greater risk. The investigated
immunosuppressive regimens with or without mTOR: did not alter the risk for
NMSC after transplantation. However, the number of patients is too small to
draw definitive conclusion of the relevance of the immunosuppressive regimen
in lung transplant recipients.
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BO046 PREVALENCE AND SURVIVAL OF CANCER AFTER

PANCREAS-KIDNEY TRANSPLANTATION

Victoria Pendon-Ruiz De Mier, Mluisa Aguera, Dolores Navarro,
Alberto Rodriguez-Benot, Pedro Aljama
H Unv Reina Sofia, Spain

Background: Malignancy is an important cause of mortality in solid organ
transplantation. However, there have been few studies of de novo malignancy
after pancreas-kidney transplantation (PKT). The aim of this study was analyze
the prevalence of de novo solid organ malignancy (NSOM) and transplant
outcomes.

Methods: We studied the development of NSOM after PKT in our centre from
May 1990 to February 2017. We analyzed demographic characteristics,
prevalence of cancer and survival of both patient and grafts after cancer
diagnosis. We excluded nonmelanoma skin cancer and patients with history of
malignancy before transplantation.

Results: We included 194 patients who received 206 PKT (184 simultaneous
pancreas kidney (SPK) and 22 pancreas after kidney (PAK)) with triple
immunosuppressive therapy and Basiliximab in more than 95%. The mean age
at transplantation was 39 + 7 years and 74% were male. 12 patients
developed malignancies (6.1%). Median time from transplant to NSOM was
6.6 (IQR 0.2-11.7) years. The malignancies were: 2 carcinoid tumors, 2
hematologic tumors, 2 breast, 1 melanoma, 1 native kidney, 1 brain tumor, 1
bladder, 1 prostate and leiomyosarcoma. 35 of the 194 patients of the whole
cohort died throughout the follow-up, of which 4 recipients died after NSOM
diagnosis (11.4%). Patient and grafts survivals were lower in recipients with
tumor compared with recipients without tumor (although no statistical signif-
icance was found, probably by the low sample size): renal graft survival was
80% versus 90% at 10 years (p = 0.86); and pancreatic graft survival was 45%
versus 70% at 10 years (p = 0.15), respectively. The mean patient survival
time from the diagnosis of cancer was 36.6 (IQR 18-54) months. Patient
survival after NSOM diagnosis was 90% at 1 year and 50% at 5 years.
Conclusion: The prevalence of NSOM in our PKT recipients is low, in spite of
the scarce series of published data for comparison. Also hematological tumors
rate is very low, possibly influenced by age and type of induction.

Clinical Kidney Cancer

BO047 DESENSITIZATION PROTOCOL IN LIVING DONOR

KIDNEY TRANSPLANTATION DOES NOT INCREASE
THE RISK OF CANCER

Elena Cuadrado’, Valeria Tubita?, Erika De Sousa®, Pierluca Piselli?,

Eduard Palou®, Miguel Lozano®, Joan Cid®, Diego Serraino’, Josep

M Campistol®, Federico Oppenheimer®, Fritz Diekmann®, Ignacio Revuelta®
"Renal Transplant Unit. Department Of Nephrology And Kidney Transplant.
Hospital Clinic, Spain; Idibaps, Spain; *Renal Transplant Unit. Department Of
Nephrology And Kidney Transplant, Spain; “Dipartamento Di Epidemiologia E
Ricerca Pre-Clinica. Inmi “L. Spallanzani” Irccc, Italy; °Department of
Immunology. Hospital Clinic, Spain; °Department of Apheresis. Hospital Clinic,
Spain; “Irccs Centro Di Riferimento Oncologico, Aviano, ltaly; 8Renal
Transplant Unit. Department of Nephrology and Kidney Transplant, Hospital
Clinic, Spain; °Renal Transplant Unit, Department Of Nephrology and Kidney
Transplant. Hospital Clinic, Idibaps, Spain

Introduction: Incompatibilities is a challenge in kidney transplantation.
Potent immunosuppression approach based on desensitization protocols
(DS) are needed; However, controversies in publish results, and lack
information related to cancer risk is not well documented. Our aim is study
the incidence and behaviour of posttransplant malignancies in transplant
patients under DS.

Method: Living Donor Kidney transplants (LDKT, 2006-2015) were enrolled.
Incompatible patients receiving rituximab, plasma exchange/ immunoadsorp-
tion and IGIV were comparing with compatible LDKT. All patients signed inform
consent, and the study was approved by the Ethics Committee of our
Institution.

Results: 486 LDKT were included, 105 receiving DS before the transplant
(ABO:I:66, Positive crossmatch:33, Both:4, Others: 2). Median age: 47.94 +/
—13.645 (20-82); 61.3% males. Patient/graft survival: 94.4%/86.4%. 77 tumors
in 42 patients (8.6%). 51 NMSC (in 16 patients), and 26 non- skin tumors: 21
solid organ tumors (5 lung; 4 prostate, 3 kidney, others), 4 PTLD, and 1 Kaposi
sarcoma. 14.4% pretransplant neoplasia. 73.2% of patients with neoplasia
were under CNI, 14.6% mTORi, and 9.8% both. sCr at tumor: 1.57 + /-
0.76 mg/dl. Patient survival (p < 0.05), age at transplant (p = 0.031), and de
novo CNI (p = 0.10) were significantly associated with neoplasia. Cancer
causes death (30.8%). CNI de novo (p = 0.039) and at-tumor (p = 0.043),
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smoking habit (p = 0.01), and neoplasia (p = 0.000) were associated with
death. However, DS, induction therapy or mTOR inhibitors were not associated
with neoplasia or patient death. More acute rejection (p = 0.001), graft loss
(p = 0.025), etiology of CKD (p = 0.009), and induction therapy (p = 0.001)
were associated with DS. However, DS was not associated with the
appearance of neoplasia, graft loss due to cancer, either death by neoplasia.
Conclusion: The use of DS protocol is not associated with posttransplant
malignancy either death by neoplasia in incompatibility LDKT.

IS LOW/INTERMEDIATE RISK PROSTATE CANCER
STILL A CONTRAINDICATION FOR RENAL
TRANSPLANT?

Andrew Vicens-Morton, Hide Yamamoto, Oussama Elhage, Rhana Zakri,
Rick Popert, Ben Challacombe, Paul Cathcart, Prokar Dasgupta,
Jonathon Olsburgh

Guy’s And St Thomas NHS Trust, United Kingdom

Introduction: Historically active prostate cancer (PCa) has ruled out the
possibility of being considered for a renal transplant. PCa is now categorised
into low, intermediate and high risk. Treatment options discussed with Low /
intermediate PCa patients without ESRD are: active surveillance (AS),
brachytherapy, external beam radiotherapy, radical prostatectomy (RP) and
hormone therapy.

Objective: Demonstrate our experience of managing patients with ESRD
being considered for renal transplant and low / intermediate grade PCa.
Methods: A retrospective database of ESRD patients being considered for
renal transplant and concomitant PCa was assessed.

Results: During the last 12 years, 15 ESRD patients have been diagnosed
with PCa. One patient was found to have asymptomatic metastatic di with
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Patients and Methods: From January 2008 till September 2014, 192 patients
(mean age: 58.9 + 7.4 years; 80% of male) underwent LT for HCC with
underlying liver cirrhosis. Mean follow-up was 43.4 + 28.2 months. 21 patients
(11%) developed HCC recurrence after a mean time to recurrence of
14.7 £ 12.3 months. 6 out of 21 patients received domino livers. Factors
significantly associated with recurrence were: previous hepatectomy
(p = 0.0018), outside Milan (p = 0.001) or UCSF criteria (p = 0.006) at
transplant, AFP (p = 0.037), blood transfusions (p = 0.017), number of
nodules (p = 0.004), size of nodules (p < 0.001) and microvascular invasion
at pathology (p = 0.007). Recurrence site was the liver (n = 3), lungs (n = 4) or
disseminated (n = 14). Treatments of recurrent patients were: wedge resection
(n=1), RFA (n=2) or chemotherapy (Sorafenib, GEMOX, n = 17). Four
patients were under everolimus plus CNI or MMF and 14 others were converted
from CNI to EVL after diagnosis. The 5-year patient and disease free survival of
the whole cohort was respectively 73% and 71%. Patient survival after
diagnosis of recurrence was 50% at 1 year and 19% at 3 years. Survival was
significantly better (p = 0.01) in the group converted to EVL and treated with
Sorafenib (n = 13) than in the group treated with other strategies (n = 6), 67%
and 23% vs. 50% and 0% respectively at 1 year and 3 years.

Conclusion: In this large cohort, HCC recurrence was relatively low occurring
mainly in patients with HCC outside Milan/UCSF criteria. The prognostic of
patients after recurrence is dramatic but less rapidly when patients were
converted to EVL and treated with Sorafenib.

Clinical Kidney Cancer

BO050 IMAGE-GUIDED THERMAL ABLATION IN DE NOVO

a presenting PSA of 120 ng/ml. 6 were included in an AS protocol, 8 underwent
robotic radical prostatectomy (RRP).

8 patients post-RRP; all have undetectable PSA after mean 46 months f/u;
2 received RTx both 6 years post RRP and both have stable renal function; 2
patients are active on the RTxWL; 3 are awaiting activation between 6-12 m
post RRP and 1 is suspended for 3 years.

6 patients on the AS protocol; 2 active on RTxWL on AS. 4 transplanted on

AS. One was transplanted after 26 months on AS; he died of Oesophagus
carcinoma with 93 months PCa progression-free follow-up. The second patient
has stable renal function after 41 months f/u; the 3rd had KTx on AS, the Tx
failed; regarding PCa he continues on AS. The 4th patient had PCa progression
after 2 year AS; treated with Radiotherapy plus hormones, 5 years later he was
transplanted.
Conclusion: Our experience suggests that ESRD patients should be offered
as the standard treatment option for low/intermediate risk PCa based on
individual PCa disease characteristics and RTx options. AS in appropriate
ESRD patients may no longer be a contra-indication to RTx.

Clinical Liver Cancer

Faouzi Saliba’, Aline Younes?, Vincent Karam’, Hidetoshi Nitta',

Rodolphe Sobesky’, Eric Vibert', Audrey Coilly’, Gabriella Pittau-Pedicone’,
Oriana Ciacio’, Daniel Cherqui’, Didier Samuel’, René Adam’

Aphp Hopital Paul Brousse, France; 2Ap-Hp Hopital Paul Brousse, Hepato-
Biliary Centre, Villejuif-France, France

HCC RECURRENCE AFTER LIVER
TRANSPLANTATION: RISK FACTORS,
CHARACTERISTICS AND OUTCOME

Hepatocellular carcinoma (HCC) is currently the most common indication of
liver transplantation (LT). HCC recurrence is still the main complication
affecting short and medium term outcome. The aim of this retrospective study is
to analyze, in a recent era, risk factors, features, management and outcome of
patients who developed HCC recurrence.
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RENAL TUMORS ARISING IN KIDNEY ALLOGRAFT: A
TWO CASE REPORT

Gionata Spagnoletti’, Flavia De Gennaro', Maria Paola Salerno’,

Roberto lezz”, Jacopo Romagnoli’, Franco Citterio’

"Renal Transplant Unit - Universita Cattolica Del Sacro Cuore - Roma -, Italy;
2Department Of Bioimaging - Institute Of Radiology, - Universita Cattolica Del
Sacro Cuore - Roma -, ltaly

De novo tumors in renal allograft recipients is a severe complication during the
long term follow up after transplantation. Tumors located within the renal
allograft are not frequent, and once diagnosed are frequently difficult to be
treated with conventional surgery and may be end up to transplantectomy.
Herein we present two cases of de novo renal tumors arising in the renal
allograft treated with the less invasive radiofrequency thermal ablation.

Both tumors were detected during the routine annual follow-up in two
patients (aged 68 and 62 years) with excellent renal function (creatinine 1.43
and 1.10 mg/dl) that had received renal transplantation in 1989 and 1994. In
both cases, computerized tomography (CT) showed a mass in the pole of the
allograft whose shape, vascularization and density suggested the presence of
a solid, malignant mass located very close to the calyxes. Maximal diameter of
both masses was less than 20 mm.

CT-guided successful thermoablation was performed at the beginning of
December 2016 and the immediate outcome was verified by a control-CT, just
after the intervention. No residual pathological tissue was evidenced; no major
bleeding nor damage to the adjacent parenchyma occurred. Patients were
discharged on day 2 and 5, with stable renal function (creatinine 1.53 and
0.99 mg/dl). At 1 month follow-up no significant change of renal function was
observed and the contrast-enhanced CT scan did not show any recurrence,
neovascularization or damage to the adjacent microcirculation. Figure 1. The
6 month follow-up will be presented.

In conclusion, percutaneous thermal ablation of small renal tumors
occurring in renal allografts can be considered a function sparing, safe and
effective therapeutic option, when difficult surgical removal may be anticipated.
Our experience also supports the absolute need of yearly renal allograft
ultrasound follow-up, for early identification of small neoplasm than can be
treated less invasively.
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Figure 1
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Casel

Abdominal CT scan of two patients with kidney allograft tumor successtully treated by percutaneous radiofrequency ablation:

A. Kidney allograft tumoral mass at the time of diagnosis
B. Post-procedure result
C. One-month follow-up result

Clinical Liver Cancer

BO051 PREDICTION OF SALVAGE LIVER TRANSPLANTATION

FOR HCC RECURRENCE: WHEN AND WHICH PATIENT
SHOULD WE DECIDE TRANSPLANT?

Yuzo Umeda, Takabhito Yagi, Ryuichi Yoshida, Daisuke Nobuoka,
Takashi Kuise, Kenjiro Kumano, Takeshi Koujima, Kosei Takagi,
Takeshi Nagasaka, Toshiyoshi Fujiwara

Okayama University, Japan

Background: Hepatectomy (Hr) should be the first approach for hepatocel-
lular-carcinoma (HCC) with favorable hepatic reserve. In recurrent HCCs,
salvage liver transplantation (LT) is a privileged option to remove recurrent
potential with total replacement of liver. However the indication and timing of
salvage approach have been debated topics.

Materials and Methods: To clarify patient-selection and timing of salvage LT,
HCC-patients with intra-hepatic recurrence after initial Hr (n=212) were
retrospectively analyzed and compared with primary LT for HCC (n=60).
Results: Treatment of recurrent-HCCs consisted of Repeat-Hr (n=46), RFA
(n=102), and TAE (n=64). The 1/3/5-year post-recurrence overall-survival (OS)
were 84/62/28%; 88/57/27%; and 56/10/0%, respectively, in the Repeat-Hr,
RFA, and TAE. Multivariate-analysis identified tumor size > 3 cm, tumor
number > 3, AFP > 100 ng/ml, and hepatic reserve: Child-B as significant risk
factors. A scoring-system using 1-point for each risk factor provided a well-
categorized predictive model. The 2-/5-year OS were 92/67%, 83/46%, 52/7%,
and 11/0% at risk number (R) RO, R1, R2, and R3, respectively. With regard to
LT, the 2-/5-/10-year OS in the within-Milan (n=43) were 87/84/84%, while
those in the over-Milan (n=17) were 70/54/45%. Comparing recurrent-HCCs
with LT, the RO/1-prognosis was equivalent to that of LT for within-Milan until

Prediction of salvage liver transplantation

HCC: Primary

Liver Resection :
¥ Risk at recurrence

1 - Child-Pugh grade B

+ AFP 2 100 ng/ml|
Recurrence

+ Tumor size 2 3 cm

| * Number of tumors 23
! !
Risk 0/1 Risk 2/3
Basically Repeat hep 1y (RFA), Within Milan < Salvage Tx.

but for Re-recurrence =<* Salvage Tx. (or Extended criteria: Up-to-Seven, UCSF, elc)
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the 3rd year, however it showed poorer prognosis after the 3rd year due to re-
recurrence (2nd recurrence). And 15% of patients with R2/3 met Milan-criteria
at the recurrence, who could be good candidates for salvage approach.
Conclusion: In R0/1-HCC recurrence, patients could be tenacious of loco-
regional therapy including Repeat-Hr as first approach, whereas 2nd recur-
rence in RO/1 after the 3rd year or some limited cases in R2/3 should be
salvaged by LT.

Basic Kidney Cancer

LOSS OF REGULATORY ANTI-ANGIOGENIC
PROTEASE ACTIVATED RECEPTOR-1 (PAR-1)
ANTIBODIES ASSOCIATE WITH THE DEVELOPMENT
OF METASTATIC CANCER POST RENAL
TRANSPLANTATION AND PATIENT DEATH

Duska Dragun’, Robert CarrolF?, Isa Schramm?®, Michele Simon?®,

Oskar Wischnewski®, Angelika Kusch’, Aurelie Philippe®, Rusan Catar’
"Clinic For Nephrology And Critical Care Medicine, Campus Virchow-Klinikum,
Charité Berlin Germany And Bih, Germany; ?Royal Adelaide Hospital, Centre
For Experimental Transplantation - Adelaide, Australia, Australia; Clinic For
Nephrology And Critical Care Medicine, Campus Virchow-Klinikum, Charité
Berlin Germany, Germany

Background: Activated angiogenesis and impaired host immune response
contribute to cancers in renal transplant recipients. Induction of VEGF is crucial
for neoangiogenesis in tumors. Functional autoantibodies targeting GPCRs are
able to induce endothelial dysfunction. We hypothesized that autoimmune
GPCR targeting process may disturb VEGF induced angiogenesis. We
identified in an in vitro model PAR-1 as a novel activating autoantibody target
and assessed the presence of this naturally occurring blocking antibodies in 20
Kidney Transplant Recipients (KTR) with and 29 KTR without metastatic
cancer.

Methods/Materials: Human endothelial cells were stimulated with IgG
isolated from sera of kidney transplant recipients (KTx-IgG). Transcriptional
regulation of VEGF was studied by promoter deletion assay. Transcription
factor activation and binding was assessed by gRT-PCR, western blot, EMSA
and cFOS knockdown. VEGF secretion was determined by ELISA. Tube
formation on Matrigel served to study endothelial neoangiogenic response. All
49 patients enrolled had sera for assessment of PARab via ELISA in 2016 and
at the time of transplantation.

Results: Treatment with KTx-lgG reduced ERK1/2 dependent VEGF secre-
tion and tube formation. VEGF secretion and endothelial tube formation could
be only normalized by pretreatment with specific PAR-1 inhibitor. KTx-IgG
contributed to deregulated neoangiogenesis via reduced VEGF-promoter
activity and increased cFos protein expression via its binding to the VEGF
promoter. PARab levels were lower at the time of transplant in KTR who
developed cancer after transplant compared to those who did not. Levels were
also different at the time of cancer diagnosis compared to those who had not
developed cancer when assessed in 2016.

© 2017 The Authors
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Conclusion: We identified the PAR-1 receptor as a new target for functional
antibodies in the context of kidney transplantation and tumor angiogenesis.
PAR-1 regulated angiogenesis could offer new possibilities.

Basic Others Histology

GASTROINTESTINAL STROMAL TUMOR DIAGNOSED
DURING DONOR PROCUREMENT: DESCRIPTION OF 5
CASES FROM A SINGLE INSTITUTION

Luca Novelli’, Camilla Eva Comin’, Chiara Caporalin?
TInstitute Of Histopathology And Molecular Diagnosis, Italy; ?Pathology Unit, A.
Meyer Children’s University Hospital. Florence, Italy, Italy

Background: Gastrointestinal stromal tumors (GISTs) are rare neoplasms,
accounting for 5% of all sarcomas. Yet, they represent the most common
mesenchymal tumors within the gastrointestinal (Gl) tract. GISTs occur
throughout the Gl tract, the stomach being the most frequent site of origin.
Herein we describe five cases of GISTs diagnosed during donor procurement.
Methods/Material: Cases were retrieved from the files of the Institute of
Histopathology and Molecular Diagnosis, University of Florence, Careggi
Hospital, Florence, ltaly. Five GISTs were identified out of 847 biopsies
analyzed during donor procurement from 2011 to 2016. All candidate subjects
were selected as donor by the Tuscany Regional Center Allocation of Organs
and Tissues (CRAOT) and National Transplant Center (CNT). No history of
cancer was known before the donor procurement. Frozen sections of the
tumors were highly suspicious for GISTs, and mitotic count evaluation was also
performed. However, the definitive diagnosis and risk assessment required
immunohistochemical staining for CD117 and DOG-1 together with the mitotic
count performed on permanent sections. The diagnosis of GIST was made
according to the morphological and immunohistochemical criteria of Miettinen
et al. Mitotic activity was evaluated on 50 consecutive high-power-fields
(HPFs). Clinical-pathological studies and follow-up data were provided by the
CRAOT.

Results: From our five donors, 2 kidneys and 1 liver were transplanted with no
evidence of donor transmitted neoplasia after 18 and 46 months respectively.
Conclusion: We described 5 cases of GISTs with no risk of progressive
disease (size <2 cm, mitotic index <5/50 HPFs). In accordance with the latest
guidelines of The European Committee on Organ Transplantation, only donors
with small gastric GIST are accepted for liver and renal transplant.

Clinical Kidney Cancer

MALIGNANCIES AFTER KIDNEY TRANSPLANTATIONS
AT THE OSAKA UNIVERSITY TRANSPLANT GROUP

Ryoichi Imamura’, Koichi Tsutahara®, Kazuaki Yamanaka®,

Shigeaki Nakazawa®, Toyofumi Abe®, Yoichi Kakuta®, Naotsugu Ichimaru®,
Kenji Nishimura®, Seiji Yamaguchi?, Shiro Takahara®, Norio Nonomura®
Department Of Urology Osaka University Graduate School Of Medicine,
Japan; 2Osaka General Medical Center, Japan; °Hyogo Prefectural
Nishinomiya Hospital, Japan; “Osaka University Graduate School Of Medicine,
Japan

Background: It is considered that the risk of malignancies in kidney
transplantation recipients is about 3 to 5 times higher than in general population
because of having immunosuppressants. Malignancy is one of the most
common causes of patient death with functioning graft. Therefore, it is
important how to diagnose and treat malignancies earlier. The aim of this study
is to investigate the prevalence of malignancies after renal transplantation and
to discuss its examinations and treatments.

Methods: From 1965 to 2016, 1953 patients have received kidney trans-
plantations at the Osaka University Transplant Group hospitals. The incidence
of malignancies, clinical courses, and treatment outcomes were analyzed.
Results: The overall incidence of malignancies was 10.2% (200 patients). Of
the patients, 178 patients had malignant tumor in single organ, 19 in two organs
and 3 in three organs. Death censored graft survival rate and overall survival
rate of recipients who have malignancies were 83.5% (no malignancies;
76.2%) and 84.3% (no malignancies; 89.9%) at 10 years, respectively. The
cumulative incidence of malignancies was 2.3% at 60 months, 7.2% at
120 months, and 16.9% at 240 months. Post-transplantation lymphoprolifer-
ative disorder (PTLD) was the most common malignancy and 35 recipients
were diagnosed.

Conclusions: With these data, we speculated that over immunosuppression
might induce not only better graft survival rate but also malignancies. We
should take care not to be over immunosuppression. On the other hand, we

© 2017 The Authors
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should consider when and how to start to examine for each type of malignancy
after kidney transplantation.

Clinical Liver Cancer

IS THERE ANY DIFFERENCE BETWEEN ABO-
INCOMPATIBLE AND ABO-COMPATIBLE LIVER
TRANSPLANTATION? ONCOLOGIC ASPECT

Jee Youn Lee’, Juhan Lee’, Hyung Soon Lee?, Jung Jun Lee®, Jae Geun Lee’,
Su-Kyung Kwon', Myoung Soo Kim', Soon Il Kim', Dong Jin Joo'

"Yonsei College Of Medicine/Severance Hospital/Korea; National Health
Insurance Service llsan Hospital, Korea; 3Cha Bundang Medical Center, Cha
University, Korea

Introduction: Liver transplantation (LT) is increasing treatment option for
hepatocellular carcinoma (HCC) in East Asia. Over-immunosuppression is risk
factor for oncologic outcome after transplantation and the recurrent HCC is the
major cause of graft failure and patient death. But, there are few reports
comparing the recurrence of HCC after ABO-incompatible (ABOi) LT and ABO-
compatible (ABOc) LT. We analyzed post-transplantation recurrence survival
of HCC after ABOi and ABOc liver transplantation.

Methods: A total 115 recipients with HCC who underwent liver transplantation
between January 2010 and December 2015 in Severance hospital were
retrospectively reviewed. Among 115 patients, 23 patients underwent ABOi LT.
We compared the characteristics and recurrence free survival of HCC after
ABOi and ABOc liver LT.

The results: There was no significant difference of characteristics between
ABOc and ABOi LT. Among 115 patients, 16.3% of patients underwent ABOc
LT and 30.4% of patients underwent ABOi LT were recurred. One and 3-year
recurrence-free survival rates were 87.9% and 82.1% for the ABOc LT group
and 82.4% and 72.9% for the ABOi LT, respectively. When we performed
multivariate analysis, high AFP level was the only independent risk factor for
HCC recurrence.

Conclusion: The HCC recurrence survival of ABOi LT was comparable to
that of ABOc LT. ABO-incompatible liver transplantation is safe and feasible for
hepatocellular carcinoma patients.
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Variables ABOc LT (n=92) ABOI LT (n=23) p value
Age 54.0 [37-68] 53.0 [48-65] 0.544
Male, n (%) 79 (85.9%) 20 (87.0%) >0.99
Etiology of liver disease, n (%) 0.963
HBV 79 (85.9%) 21 (91.3%)

HCV 5 (5.5%) 1 (4.3%)

Alcoholic 3 (3.3%) 0 (0.0%)

Others 5 (5.5%) 1 (4.3%)

Milan criteria 0.863
within Milan criteria 72 (78.3%) 19 (82.6%)

above Milan criteria 20 (21.7%) 4 (17.4%

Preoperative AFP 8.7[0.88-2410.72] 6.4 [1.84-565.74]  0.388
Preoperative PIVKA Il 28.0 [5-29612] 39.0 [14-590] 0.087
UCSF criteria 0.88
within UCSF 64 (69.6%) 15 (65.2%)

above UCSF 28 (30.4%) 8 (34.8%)

Number of HCC 2.0 [0-44] 3.0 [0-5] 0.212
Histologic grade 0.582
No residual tumor 11 (12.0%) 1 (4.3%)

Grade | 5 (5.4%) 2 (8.7%)

Grade Il 41 (44.6%) 8 (34.8%)

Grade Il 30 (32.6%) 9 (39.1%)

Grade IV 1(1.1%) 1 (4.3%)

CCC-Combined 4 (4.3%) 2 (8.7%)

Microvascular invasion 19 (20.7%) 6 (26.1%) 0.777
Satellite nodule 9 (9.8%) 5 (21.7%) 0.226
Use of mTOR inhibitor, 25 (27.2%) 10 (43.5%) 0.205

n (o/o)

LIVER TRANSPLANTATION IN A SERIES OF THE 22
PATIENTS WITH UNRESECTABLE BILATERAL
NEUROENDOCRINE METASTASES

Francisco Sanchez-Bueno’, Ricardo Robles?, Pablo RamireZ®, Jose
Manuel Rodriguez®, Francisco Acosta®, Jose Antonio Pons®, Pedro GiF,
Pascual Parrilla®

"Hospital Clinico Universitario “Virgen De La Arrixaca”, Spain; ?Hospital
Arrixaca, Spain

Background: Neuroendocrine tumors are rare neoplasms that present
bilateral liver metastases at diagnosis. Because of the good initial results
obtained, liver transplantation is considered as a potentially curative treatment.
The aim is to present our experience in liver transplantation in a series of 22
patients with unresectable bilateral hepatic metastases of neuroendocrine
origin.
Patients and Methods: We retrospectively reviewed the medical records of
22 patients (12 men and 10 women), with a mean age of 49.7 years, who
underwent liver transplantation due to bilateral neuroendocrine liver metas-
tases during 20 years. The most frequent location of the primary tumor was the
pancreas in 13 patients (2 carcinoid, 3 gastrinoma, 1 glucagonoma and 8 non-
functioning tumors). The remaining 9 tumors were located in the small bowel (7)
and in the lung (2).
Results: Only 1 patient died due to technical complications related to the
transplant, representing a mortality rate for the entire group of 4.5%. After a
median follow-up of 10 years (range: 1 month-20 years), two patients died due
to tumoral recurrence at 15 and 17 months. The survival rate at 3 and 5 years
was 86% and 57%, respectively.
Conclusions: In our series, the results the liver transplantation in the
management of unresectable neuroendocrine liver metastases indicate that
careful patient selection is required. The key to obtaining good results is
individualization of the indication for this procedure.

Basic Others Donation and donor types

DECEASED ORGAN DONATION AND
TRANSPLANTATION ACTIVITY IN THE KINGDOM OF
SAUDI ARABIA A 20 YEAR PERSPECTIVE: 1997-2006
VS. 2007-2016

Faissal Shaheen, Besher Al Attar, Mohamed Kamal Ahmed, Paul Mark Follero
Saudi Center for Organ Transplantation, Saudi Arabia

Background: Organ transplantation is the best existing method for the
treatment of end-stage organ failure. The need for viable organ supply limits its
progress; thus, we studied the algorithm of process for deceased heart beating
donors with the rate of adapting the critical pathways of organ donation from
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possible to potential to eligible to consent and to actual deceased donors (DD)
in the kingdom.

Methods & Materials: A retrospective study comparing the nationwide
figures and composition of the Critical Pathway of DD cases for 20 years from
1997 to 2006 compared with 2007-2016 of the Saudi Center for Organ
Transplantation (SCOT).

Results: A remarkable increase in the total number of possible DD cases from
3884 of 1997-2006 to 5881 (+51%) of 2007-2016. Mean possible case per
year in relation to the number of population for the first half of the 20 year period
is 17.7 pmp as compared to 20.7 pmp on the latter. Conversion from possible to
potential is 59% (2366 and 3489 respectively). Eligible donors ascend its
number from 2030 to 2814 (+38.6%) of which 530 (26% with 2.4 pmp) and 985
(35% with 3.4 pmp) respectively were consented for organ donation. Actual DD
for the year 1997-2006 was 538 and 856 (+59%) for the year 2007-2016.
There was a significant increase of 99.3% in the number of organs
transplanted, from 1160 to 2313 and there was an increase of 31.3% (628
and 825 respectively) with the tissues recovered alongside during the retrieval
of DD cases.

Conclusion: There is a notable increase in the number of possible DD
reported and consented in the latter period. There was a significant increase in
the actual DD. The various strategies being implemented to promote organ
donation in every region of the kingdom are relatively effective in applying the
critical pathways of deceased organ donation.

Basic Others Other

THE FIRST YEARS OF EXPERIENCE WITH STAND-
ALONE ORGAN PROCUREMENT TEAM ERASMUS MC
ROTTERDAM

Marion Hoeven Van Der, Hanneke Hagenaars, Jeroen De Jonge,
Jan lizermans
Erasmus Mc, The Netherlands

Background: In 2009, the Ministry of Health gave instructions to the
university hospitals in the Netherlands to implement a master plan to increase
the number of organ donors. The Leiden University Hospital started in 2009 and
the Erasmus MC started in 2012 with the realization of a stand-alone Multi-
Organ Donation (MOD) team to improve quality, reduce the waiting time for the
family and relieve the donor hospitals, so that no planned surgery has to be
cancelled due to staff utilization.

In this abstract we describe the first experiences and results of the first
3 years of this team.

Method: This team contains: a certified surgeon, an assistant surgeon, an
anesthesiologist and two surgical assistants.

The team carries out the MOD completely independent. In a special
ambulance they take all the disposables and reusable materials that are
needed during the MOD. The team will only use an empty OR room in the donor
hospital. The team works in 24 h service connection, and is on call every other
week with the Leiden transplant team.

Results: In the first 3 years, no elective surgery had to be cancelled.
Compared with the year before implementation, waiting times for the family of
the donor reduced with 300 min. Realization of a faster and more efficient
procedure by experienced teams led to a reduction in surgery duration of
40 min per procedure. In one year the team retrieved 80 kidneys of which 74
were transplanted. In the same period 30 livers were procured and all used for
transplantation. A survey showed very good satisfaction of the donor hospitals
with the effort of the MOD team.

Conclusion: Inall areas the stand-alone MOD team is showing improvement.
No donor hospital surgery had to be cancelled. Waiting time for the family was
reduced with 5 h. The procedures are carried out more quickly with good
outcome of the procured organs. In conclusion, the implementation of a stand-
alone MOD team was a success, and is now structurally implemented in the
Netherlands.

© 2017 The Authors
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BO059 DEVELOPMENT OF KEY INTERVENTIONS AND

QUALITY INDICATORS FOR THE MANAGEMENT OF AN
ADULT POTENTIAL DONOR AFTER BRAIN DEATH: A
RAND MODIFIED DELPHI APPROACH

Pieter Hoste', Eric Hoste', Patrick Ferdinande?, Dirk Vogelaers', Ann

Van Hecke', Xavier Rogiers’, Kristof Eeckloo’, Kris Vanhaecht?,

Koenraad Vandewoude’

"Ghent University Hospital, Belgium; 2University Hospitals Leuven, Belgium

Background: A substantial degree of variability in practices exists amongst
donor hospitals regarding the donor detection, determination of brain death,
application of donor management techniques or achievement of donor
management goals. A possible strategy to standardize the donation process
and to optimize outcomes could lie in the implementation of a care pathway.
The aim of the study was to identify and select a set of relevant key
interventions and quality indicators in order to develop a specific care pathway
for donation after brain death and to rigorously evaluate its impact.
Methods/Materials: A RAND modified three-round Delphi approach was
used to build consensus about potential key interventions and quality indicators
identified in existing guidelines, review articles, process flow diagrams and the
results of the Organ Donation European Quality System (ODEQUS) project.
Comments and additional key interventions and quality indicators, identified in
the first round, were evaluated in the following rounds and a subsequent
physical meeting. This was conducted over a 4 month time period in 2016.
Results: A multidisciplinary panel consisting of 18 Belgian experts completed
the three Delphi rounds. Out of a total of 80 key interventions assessed
throughout the Delphi process, 65 were considered to contribute to the quality
of care for the management of a potential donor after brain death (DBD); 11 out
of 12 quality indicators were validated for relevance and feasibility. Detection of
all potential DBD in the intensive care unit and documentation of cause of no
donation were rated as the most important quality indicators.

Conclusion: Using a Delphi approach, consensus was reached for a set of 65
key interventions and 11 quality indicators in the management of a potential
DBD. This set is considered to be universally applicable in quality improvement
programs for the care of potential DBD.

Clinical Liver Allocation

BO060 THE NORTHERN LIVER ALLIANCE (NLA): SUPRA-

REGIONAL PRIORITISATION BY SEVERITY

Abdullah K Malik', Agne Zarankaite®, Elisa Allen?, Steven Masson®,

Mark Hudson®, Murat Akyol*, James Powell*, Ernest Hidalgo®, Magdy Attia®,

Derek M Manas®

"Newcastle University, United Kingdom; 2Nhsbt, United Kingdom; *Newcastle
Upon Tyne Hospitals, United Kingdom; “Royal Infirmary of Edinburgh, United
Kingdom; °Leeds Teaching Hospitals Trust, United Kingdom

Background: Currently in the UK deceased donor liver grafts for transplan-
tation are allocated to centres rather than a named patient. The Northern Liver
Alliance (NLA) Top Band scheme was established in Aug 2006 as a supra-
regional allocation system. Donor livers are allocated to patients from 3 UK
transplant centres (Edinburgh, Newcastle and Leeds) when their MELD score
is >25 (Aug 2006 — Apr 2013) or UKELD score is >62 (Apr 2013 — present)
registered on a common waiting list. Patients are prioritised by severity score.
Livers from deceased donors are shared between the centres to improve organ
availability for the sickest patients on the elective waiting list. An organ
‘payback’ scheme ensures no centre is disadvantaged.

Methods: We performed a retrospective review of patients listed on the NLA
Top Band from Aug 2006 to Jul 2016. The Kaplan-Meier method was used to
predict waiting list survival (WLS) and waiting time (WT) to transplant,
comparing NLA Top Band with all patients with MELD>25/UKELD>62 from
non-NLA centres. A separate analysis compared the pre-NLA period (1996—
2006) with the post-NLA period for WT. Comparisons were made using the log-
rank test for significance.

Results: 88% NLA top band patients were transplanted over 10 years. The
analysis compared 233 NLA patients registered as top band with 523 non-NLA
top band patients. WLS was significantly greater for NLA top band patients
(p<0.0001) for both MELD and UKELD periods (fig. 1 and fig. 2). Median WT to
transplant was significantly shorter at NLA centres (15 vs. 58 days). WT was
significantly shorter at the three centres in the post-NLA period (15 vs.
122 days).

Conclusions: The NLA improved WLS for patients with MELD>25/UKELD
>62 compared to non-NLA centres. WT to transplant improved, likely
translating into an improvement in survival. Further analyses to be performed
will investigate the effect the NLA has on non-top band patients at NLA centres
and whether the NLA affects disease course.

© 2017 The Authors
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Antonia Alvarez, Pablo Castro De La Nuez, Jesls Huet Ruiz-Matas,
Concepcion Diaz-Aunion, Manuel Alonso Gil
Regional Transplant Organisation of Andalusia, Spain

TEN YEARS OF A VIGILANCE SYSTEM FOR ORGANS,
TISSUES AND CELLS IN ANDALUSIA, A SPANISH
REGION OF 8.4 MILLION INHABITANTS

Background: This work describes a regional V&S system for organs, T&C in
Andalusia, a region in southern Spain with a population of 8.42 million
inhabitants.

Methods/Materials: We elaborated a practical guidance agreed with the
different experts in the field containing a common protocol for the whole region.
It also incorporated vigilance tools for evaluation and grading of SAER adapted
from the EUSTITE project. We participate actively in SAER investigations as
Competent Authority (CA), using experts in the field to assist in investigation
and evaluation. We report annually to the national CA, who reports to the EC.
Our aim is not only to quantify report activity, but also to foster a culture of
report. Along the last ten years we have included the vigilance in training
courses and in periodic meetings with our organs, T&C transplant teams in
order to reduce fear to report.

Results: We received 369 notifications since 2007 (77% affecting different
T&C, 17% organs, 5% both of them and 2.2% relating to the donor).
Musculoskeletal (26%) and ocular (27%) tissues, kidney (11%) and liver
(7%) are the most frequently implied. The number of notifications has increased
progressively from 2007 to the end of 2016 (1, 3, 26, 43, 44, 35, 47, 49, 71, 50
respectively). Reports arrive from a wide range of people in different places and
different professional roles, but mainly from tissue establishments.
Conclusions: Having into account that a V&S system is a quality tool, we
considered necessary that all the professionals who participate in the whole
process from donation to transplantation must know the current protocol in
order to detect problems and to take corrective measures as soon as possible,
but it is necessary to foster a culture of report among all of them. Increasing of
reporting SAER progressively along the last ten years reveals an increase of
awareness among users in our region which is probably contributing to improve
the quality and safety of organs, T&C.

Clinical Others Donation and donor types

BO062 BRAIN DEATH AND DONOR MANAGEMENT DURING

13 YEARS IN AKDENIZ UNIVERSITY

Ozlem Cakin’, Ayca GiimiiS’, Murat Yilmaz', MellKe CenglZ’,

NiLgiin Ke¢eclOGLW?, AtiLla RamazanoGLu’

! Anesthesiology and ICU Department, Akdeniz University Hospital, Turkey;
2Akdeniz University Hospital, Organ Transplantation Center, Turkey

Introduction: The diagnosis and incidence of brain death and donor
management were investigated in Akdeniz University ICU.

Materials and Methods: Records of 411 brain death patients admitted to ICU
between 2003 and 2016 were evaluated. However, 211 patient’s records were
found eligible to be included in the study.

Results: Mean age was 37, 68 (2-80) and 141 (58%) of the patients were
male. Primary pathology leading to brain death was intracranial hemorrhage in
116 (77.9%) patients. Other causes were tumors (7%), infarcts (3.7%),
meningoencephalitis (3.2%) and others. Clinical examinations of 42 (19.7%)
patients were compatible with brain death at the time of ICU admission. Mean
GCS at emergency room and ICU admission were 7 and 5, respectively. Apnea
testing could not be performed in 14 (6.5) patients because of hemodynamic
instability or hypoxemia. Brain death diagnosis was confirmed with SPECT
(32.8%), Transcranial Doppler USG (26.5%), electroencephalography
(24.6%). More than one confirmatory test was used in 26% of patients. Spinal
reflexes were observed in 27 (12.6%) patients and two patients had Lazarus
sign. Sympathic storm and diabetes insipidus were determined in 33.3% and
57.2% patients. Vasoactive drug infusion was used in 147 (33.8%) patients for
improving hemodynamic variables. Organ donation was performed in 139
(33.8%) brain dead patients among 411 patients diagnosed as brain death in
13 years.

Discussion: Brain dead patients are potential organ donors and should be
identified and treated immediately. Unsuccessful apnea testing incidence and
reasons for brain death was in accordance with other studies. Sympathic storm
was less frequent than other studies (33% vs. 63%). Different cultures and
nations have various perspectives and regulations in terms of brain death and
organ donation which may hamper rapid diagnosis of the potential donors.
However, ICU clinicians should be sophisticated and careful about determining
brain death and providing donor care.
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BO063 SPLIT LIVER TRANSPLANTATION CAN REDUCE

MORTALITY ON WAITING LIST: 4 YEARS OF THE
CZECH NATIONAL SPLIT LIVER PROGRAM

Jiri Fronek’, Libor Janousek’, Matej Kocik", Marek Kysela’, Pavel Trunecka®
"Transplant Surgery Department, Institute for Clinical and Experimental
Medicine (Ikem) Prague, Czech Republic; °Hepatology Department, Institute
For Clinical And Experimental Medicine (lkem) Prague, Czech Republic

Background: Split liver transplantation (SLT) has got potential to help with
organ shortage. Until 2013, the pediatric and small adult recipients used to wait
the Czech Republic for full size liver graft, only few received partial graft.
Morbidity and mortality on the waiting list used to be relatively high. The
systematic SLT program has been introduced in Jan 2013, each donor within
criteria must be assessed for liver splitting. SLT are used for all types of
transplants including fulminant failure and urgent re-transplantation.
Methods: The data were collected prospectively; results of 357 whole liver
and 88 SLT performed between 1/2013 and 12/2016 were compared. For
waiting list mortality period 1/2006-12/2012 (642 patients listed) and 1/2013-
12/2016 (553 patients listed for liver transplantation) were compared.
Results: We performed 45 SLT, of those 29 classical for child and adult, 16
full left/full right for 2 adults/children. SLT received 88 patients, 2 grafts were not
used for long cold ischemia. As expected, there was significantly higher biliary
complication rate: 14.29 vs. 40.91% (p < 0.001), there were 14 (15.91%)
resection margin leaks, 20 (22.73%) anastomotic leaks and 7 (7.95%)
anastomotic strictures, 18 (50%) required re-operation, only 4 (11.11%)
patients required re-transplantation. There was no significant difference in early
mortality: 3.08% vs. 6.82% (p = 0.824). The mortality on waiting list decreased
non-significantly: 8.7 vs. 4% (p = 0.18), although there was no death of child on
the waiting list since 1/2013 and also no death of an adult in 2015.
Conclusions: SLT program is used since 2013 at our institution for all
patients including pediatric, adult, fulminant, re-transplants; some of the urgent
cases were ABOi. The rate of biliary complications is high; majority of
complications can be treated successfully without need for re-transplant.
Despite all the related difficulties SLT program has helped to decrease waiting
list mortality.
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Maria Theodosopoulou’, Daniel Casanova?, Frank Dor®, Thanos Athanasiou?®,
Charles Pusey’®, George Baskozos*, Raquel Perez Barquin?,

Vassilios Papalois®

"Imperial College London, United Kingdom; University of Cantabria, Spain;
3Imperial College Healthcare NHS Trust, United Kingdom; *University of
Oxford, United Kingdom

SPANISH MEDICAL STUDENTS AND DECEASED
ORGAN DONATION

Background: Consistently throughout the last years Spain has a leading
position as far as the organ donation rates are concerned. Due to its success it
is described as the ‘Spanish model’, and many countries have tried to adopt it.
In this research project we present attitudes, views, and communication
patterns about Deceased Organ Donation (DOD).

Methods/Materials: A validated questionnaire was distributed to 159 medical
y students of a major Spanish university to explore their attitudes, views, and
communication about DOD. The survey was followed by a focus group
discussion, following the thematic analysis.

Results: Spanish medical students view DOD as an act of helping others
(87%), the believe that scientific facts and figures (67%) are an important
reason for supporting DOD, as well as a way for raising awareness and setting
an example for other people (62%). The most preferred source of information is
medical TV shows and films (53%) and awareness campaigns (52%). The
students further analysed the role of awareness campaigns in motivating
people and suggested possible ways that medical students could participate in
campaigns in Spain and throughout Europe.

Conclusion: Exploring the ways medical students learn, view, and commu-
nicate regarding the issue of DOD could inform future educational approaches.

© 2017 The Authors
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BO065 THE SURGICAL APPROACH TOWARDS DCD LIVER

PROCUREMENT: RESULTS OF AN ONLINE SURVEY

M. Van Reeven'?, J. Pirenne®*, P. Muiesan®, C. Fondevila®”,

J.N.M. lizermans’, W.G. Polak’

"Division of Hepatopancreatobiliary and Transplantation Surgery, Rotterdam,
The Netherlands; Department of Surgery, Erasmus University Medical Center
Rotterdam, Rotterdam, The Netherlands; ®Division of Abdominal Surgery and
Transplantation, Leuven, Belgium; *Department of Surgery, University Hospital
of Leuven, Leuven, Belgium; °The Liver Unit, Queen Elizabeth Hospital
Birmingham, United Kingdom; ®Division of Hepatobiliary Surgery & Liver
Transplant, Barcelona, Spain; “Department of Surgery, Hospital Clinic De
Barcelona, Barcelona, Spain

Introduction: Donation after circulatory death (DCD) is a valuable source of
liver grafts for transplantation, however there are different approaches among
transplant surgeons regarding the donation procedure. Aim of our study is to
determine the differences in the approach in procurement of DCD livers among
transplant centers in Belgium, Spain, The United Kingdom and The Nether-
lands.

Methods: An online survey was sent by Survey Monkey® to all surgeons
involved in liver transplantation in above-mentioned countries.

Results: The survey had a response rate of 65% (64 out of 98); Of the
respondents, 34% limits the age of the DCD donor to 60 years, whereas 64%
accepts livers from older donors. We found that the calculation of the first Warm
Ischemia Time (WIT) varies substantially between countries: respondents from
the UK and Spain start counting WIT at deterioration of saturation/blood
pressure (87% and 86%, respectively), whereas in the Netherlands 60% of the
respondents use cardiac arrest as starting point of WIT. A majority (80%) states
that the trend of transaminases is more important than the last value when
deciding to transplant a DCD liver. Eighty-one percent of the respondents
perform a super-rapid sternolaparotomy as a procurement technique. Dutch and
Belgian surgeons use mainly aortic perfusion (95% and 71%) with UW (95%)
and IGL-1 (65%), respectively. Dual perfusion is more common in the UK (87%)
and in Spain (86%), in 67% with UW (UK) and in 71% with Celsior (Spain). Liver
biopsy before implantation is performed by 73% of the respondents, mostly to
determine the percentage of steatosis. Fifty-one percent of the surgeons accept
a maximum first warm ischemia time (WIT) of 30 min.

Conclusion: The results of this survey showed important differences in the
surgical approach to the DCD liver donation mainly in the perfusion technique
and the calculation of the first WIT. The impact of this finding is currently under
investigation.
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BO066 HOW THE RATE OF ORGAN DONATION INCREASED

AGAIN IN IRAN

Omid Ghobadi’, Keyhan Hadisadegh’, Sanaz Dehghan®, Sayed

Ghasem Hashemian’, Katayoun Najafizadeh’

"lranian Society of Organ Donation, Tehran, Iran; ZOrgan Donation and
Procurement Unit of Tehran, Sina Hospital, University of Medical Sciences,
Tehran, Iran

Introduction: With 2 weeks educating the Organ Procurement Units (OPU)
directors and staff we could increase the rate of organ donation in Iran but we
realized that they are not able to function ideally without help in their provinces.
So we made a group of experts in organ donation process and by sending this
group to different provinces helped the OPUs to put their train on the rail.
Material and Methods: A group of experts in different aspects of organ
donation (Detection, Brain dead diagnosis and confirmation, Donor Mainte-
nance, Family interview, organ preservation and procurement paperwork) was
made. The program named Iranian OPU supporting system (IrOSS). Provinces
with higher population but lower PMP were chosen first. The group would go to
that province and start motivating and educating (Theoretically and practically)
the following groups for one week about organ donation and then for 2 years by
periodic travels and strict control of their activities:

1. Authorities including the University director and his/her assistants,
Mayor, TV director and religious leaders

. Director of OPU and the coordinators

. Brain dead confirmation team

. Forensics

. Anesthesiologists and ICU specialists

ICU nurses

. Medical Students

. Volunteers

© 2017 The Authors
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Results: IrOSS course has been hold in 5 provinces which its results are
presented in table 1.

Conclusion: [rOSS could improve organ donation significantly. It shows that
an expert team in every country should get the responsibility of periodic
educating and promoting the OPUs to help them for improving their organ
donation system.

AD/2015 PMP/2015 AD (after PMP
(before (before IrOSS)/ (after
NO. OPU IrOSS) IrOSS) month IrOSS)
1 Guilan 18 7.2 27/7 month 18
2 Mazandaran 19 7.3 14/5 month 13
3 Bushehr 3 2.9 6/4 month 18
4 East 8 2 4/3 month 5.2
Azarbaijan
5 Hamedan 15 8.5 10/5 month  13.7
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BO067 IMPACT STUDY OF THE EUROPEAN-MEDITERRANEAN

POSTGRADUATE PROGRAM ON ORGAN DONATION
AND TRANSPLANTATION PROJECT (EMPODAT)

Chloé Ballesté-Delpierre’, Melania Istrate?, Empodat Consortium?®,

Ricard Valero, Marti Manyalich’

"University of Barcelona/Tpm-Dti Foundation, Spain; 2Tpm-Dti Foundation,
Spain; >Empodat Consortium, Spain

Background: EMPODaT was a TEMPUS product (an Education, Audio-visual
and Culture Executive Agency (EACEA) program) to cooperate in higher
education programs of Organ Donation & Transplantation in Egypt, Lebanon and
Morocco in accordance with the European Space for Higher Education guidelines.
The EMPODaT consortium was constituted by 4 European Univ., 1 European
Foundation and 6 beneficiary Univ. from Egypt, Lebanon and Morocco.
Methods/Materials: Three evaluations were performed: Donation & Trans-
plantation Diagnosis (DTD), Training and Quality. DTD was carried out before
designing the postgraduate curricula and conducted in 3 parts, following
different adapted questionnaire methodologies. Training (available in English
and French) was designed in 1 academic year of 30 ECTS credits (750-900 h)
employing blended learning methodology. Pre- and Post-training tests, self-
assessing activities, and traineeship activity charts were used to evaluate the
students. For Quality evaluation, assessment questionnaires and semi-
structured interviews were conducted.

Results: Beneficiary Univ. reported in DTD Part | a general lack of specific
training. Part Il was answered by 444 health care students, 62% reported low
knowledge on Donation and 72% on Transplantation, being donor manage-
ment and surgical procedures the less known (77%; 82%). Part Il detailed the
current transplant/donation activity data in the 3 countries. 90 students were
trained 15 per Univ.), 39W-51M, 79 doctors (23% ICU & 22% surgeons) and 11
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nurses. Significant differences were found among improvement knowledge
between countries.

The main score in the project quality evaluation was 4.2 (scale 1-5).
Conclusion: Specific training was needed in all countries. All did living
donation thus the knowledge improvement in organ donation was greater than
in transplantation. Morocco was the most beneficiated country obtaining better
final scores albeit from lower basis. The project was highly appraised by
students.
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MONITORING DONATION AND TRANSPLANTATION
ACTIVITY: THE DONOR ACTION PROGRAM

Carlo De Cillia, Nicola Alvaro, Gabriela Sangiorgi
Emilia-Romagna Transplant Reference Centre, Italy

Introduction: The Emilia-Romagna region (ERR), a northern Italy region of
4 450 508 inhabitants, in order to achieve quality levels in organ donation, has
supported the “Donor Action” program (DA) since 1998, so as to check whether
all brain deaths are identified, referred and assessed.

Methods: The program started in July 1998 in 28 ERR Intensive Care Units
(ICUs, 254 beds in all), 7 of them belonging to hospitals with neurosurgical
department (81 beds in all).

The DA program analyzes the potential donor identification through

deceased patient charts in the ERR. The program is utilized by transplant
hospital Coordinators through the regional computer network, whose data are
collected and analyzed by the CRT-ER.
Results: ICUs total deaths have increased from 1998 to 2016, in the
meantime a reduction in the percentage of deaths with severe brain damages
on total deaths (43.9% vs. 22.6%) and a remarkable growth of brain death
assessments (86 vs. 229) have been seen. Stability of refusals has persisted
(Table 1).

Over the years, organ donation has seen a substantial growth (33.3 per
million population in 2016), while transplant activity has reached high level
quality standards, reporting a remarkable amount of organ transplantations
(362 in all in 2016).

Conclusion: These data prove a positive potential donor identification activity
in the regional ICUs and transplantation activity in the regional transplant
centres thereafter; refusals amount keep on representing an important issue.

DA program confirms to be an efficient quality control program and has
helped the ERR system to improve potential donor identification in the ICUs.

1998 2nd
sem 2011 2012 2013 2014 2015 2016
ICUs Total Deaths 649 1774 1764 1638 1636 1832 1767
Severe Brain 285 344 414 363 371 429 399
Damage (SBD)
SBD/Total Deaths  43.9 202 235 222 227 234 226
(o)
%o
Brain Death 86 208 198 188 186 228 229
Assessments
Organ Donors 55 96 114 111 101 124 143

26/33 59/ 50/ 43/ 56/ 63/ 61/
34 26 23 33 30 27

Refusals (N°/%)
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Hyung Joon Ahn', Oh Jung Kwon?, Curie Ahn®
"Kyung Hee University, Korea; ?Han Yang University, Korea; *Seoul National
University, Korea

CURRENT STATUS OF FOREIGNERS AND OVERSEAS
ORGAN TRANSPLANTS IN KOREA

Background: Transplant tourism (TT) have become as an important legal
and ethical issue to be discussed at the international society. In this paper, to
estimate the prevalence of transplantation tourism, we collected official data
available, and conducted a survey on foreigners as well as overseas transplant
cases in Korea.

Methods: Data on kidney and liver transplantation (KT & LT) performed
abroad were obtained from 42 transplant centers by surveying through
transplant coordinators. Data on foreigners transplanted in Korea and
deceased organ donors were obtained from KONOS and Korea Organ
Donation Agency.

Results: A total of 336 foreigners received organ transplantation (OT) (KT:
174 cases, LT: 162) in Korea from 2006 and 2016. Among foreigner KTs,
Mongolian was the most common (32%), followed by Chinese (18%), USA
(9%) and Arab Emirate citizens (7%). Among LTs, 39% of cases were from
Mongolia. Arab Emirate (23%), China (13%) and USA (6%) were next common
countries of origin. A total of 2205 patients were received overseas OT (KT: 976
cases, LT: 1229) between 2000 and 2015. Destination countries for overseas
OT revealed that 2149 of the 2205 cases (97.5%) of OT were conducted in
China. The number of deceased donors showed negative correlation to the
number of overseas transplants. The number of overseas transplants, which
was only nine in 2000, drastically increased to 40 cases in 2002 and 508 cases
in 2005 (Figure 1). After the announcement of the moratorium on the
commercialization of executed criminals’ organs in China, the number of
overseas transplants in Korea decreased. Especially, the number of transplant
tourism cases drastically decreased after 2009 was noted (Figure 1).
Conclusion: National effort to achieve self-sufficiency by increasing activity
for organ donations is one of the fundamental solutions to TT. And, cooperation
between organ-receiving and organ-supplying countries (revision of the
transplantation law in Chi)
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BO070 THE GREEK FINANCIAL CRISIS: IMPACT ON ORGAN

DONATION AND TRANSPLANTATION

Emmanouil Giorgakis', Andrew Singer’, Andreas Prachalias®
"Mayo Clinic, United States; ?King’s College Hospital, United Kingdom

Background: Greece’s debt crisis has had widespread societal impact with
its healthcare system taking an especially hard blow. With its healthcare
system in freefall, the aim of this study is to assess its effect on organ donation
and transplantation in Greece.

Methods/Materials: We analyzed retrospectively data (2001-2016) provided
by the Hellenic Transplant Organization, The International Registry in Organ
Donation and Transplantation (IRODaT), Eurotransplant, Scandiatransplant,
National Health Service Blood (NHSBT) and the Transplant and United
Network of Organ Sharing (UNOS) databases.

Results: Organ donation in Greece has been decreasing, averaging 4.6
donors per million people (dpmp) for the last 4 years, with an average of 2.5
organs transplanted per deceased donor, fig. A&B. Despite high transport-
related deaths (9.5/105 inhabitants compared to an EU average of 5.9) brain-
dead donation remains low. Conversion-to-donation rates were 39% in 2015,
fig. D. In 2015, organ donation rates were inferior to Eurotransplant,
Scandiatransplant, NHSBT, UNOS and lItaly (15.1, 18.8, 20.2, 28.5 and 22.5
dpmp respectively), fig. E. Kidney transplantation (KT) overall and deceased
donor KT (DDKT) specifically have been declining. Live donor kidney
transplants (LDKT) make up 33.8% of total KT, fig. C. Liver transplantation
(LT) is also declining, with a single active transplant center remaining,
performing an average of 25.3 LTs annually. Pediatric and living-liver donor
transplantation, multi-visceral, small bowel, and whole organ and islet pancre-
atic transplantation are non-existent.

Conclusion: There has been a sharp downturn in Greek organ donation and
transplantation. This has resulted in an efflux of Greeks seeking transplantation

(4) Donors per million of population

abroad with more than 50 million euros public health funds channeled out of the
country (2010-2014). Individuals with inadequate independent financial
resources to seek transplantation abroad are especially underserved.s
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BOO071 GLOBAL QUALITY OF LIFE TRANSPLANT RECIPIENT

SURVEY WORLD TRANSPLANT GAMES FEDERATION

Chris Thomas, Gudrun Manuwald-Seemdiller
World Transplant Games Federation, United Kingdom

Background: The importance of exercise in all populations is recognised by
health authorities across the world. It is generally accepted that this is no
different for organ transplant recipients although there is less empirical
evidence.

The World Transplant Games Federation has recognised the need to
provide pathways from a sedentary life immediately post transplant to activity
and movement underpinning a recipient’s daily and weekly regime.

Methods: To establish a benchmark, a survey was distributed to 65 member
countries. It was released in English and a limited number of other languages.
Topics included standard of living, employment, emotional well-being, body
composition, exercise and activity and lifestyle factors.

Results: 1216 respondents from 58 countries completed the 39 questions.
The benefits of transplantation were clearly evident. 70% of respondents
indicated their standard of living had improved significantly since their
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transplant. 8% self-reported as being significantly overweight and 32% a little
overweight. 25% of respondents were ‘extremely keen’ and another 25%
‘moderately interested’ to reduce their weight to improve their health. ‘Keeping
fit' ranked as the leading reason why recipients participated in sport followed by
its ‘social aspects’ and ‘for the competition’. A quarter reported that their
transplant medical team recommended that they undertake exercise or sport as
part of their rehabilitation only when they were first transplanted. 20% were
reminded regularly, 26% occasionally and 28% had never been recommended
they undertake exercise or sport. 80% were ‘interested’ or ‘extremely
interested’ in participating in more sport.

Conclusion: Transplant recipients responding to a survey by the WTGF are
motivated to improve their health and well-being and recognised the role of
exercise and sport. Despite a high degree of interest to participating in more
sport, advice given to them by transplant care providers appears variable and
often non-existent.

Emma Carbonell’, Veronica Torras?, Isshak Mrabet®, Isabel JimeneZz®,
Andrea Cataldo?, Albert GomeZz?, Alvaro Rodriguez®, Maria Begoria Campos®,
Alberto Sandiumenge®, Teresa Pont®

"Universitat De Barcelona — Hospital Clinic De Barcelona, Barcelona, Spain;
2Universitat Autonoma De Barcelona — Hospital Universitari Vall D’Hebron,
Barcelona, Spain; *Universidad De Salamanca, Salamanca, Spain; “Universita
Degli Studi Di Palermo — A.O.U.P Giaconne Palermo, Palermo, ltaly;
SUniversitat De Barcelona, Barcelona, Spain; sHospital Universitari Vall
D’Hebron, Barcelona, Spain

ATTITUDES, PERCEPTIONS AND KNOWLEDGE OF
EUROPEAN MEDICAL STUDENTS TOWARDS ORGAN
AND TISSUE DONATION AND TRANSPLANTATION

Background: Organ donation and transplantation has become the only
option for some final-stage diseases. An adequate training in medical faculties
is crucial to assure our future doctors are prepared to face this new reality.
Methods/Materials: An on-line survey about organ and tissue donation and
transplantation was distributed through social networks during 2016 to medical
students from European universities.

Results: A total of 979 medical students from 147 universities of 30 European
countries (female 67.9%, mean age 22.7 years old) responded to the survey.
ltaly (21.6%), Belgium (10.6%) and Spain (9.4%) were the most responders.

Most of the students would consent to donation of their own organs (88%) or
those from their relatives (79.1%) having Austria and Belgium the highest
consent rates and Ukraine and Sweden the lowest. The main reason for
opposing donation was the lack of knowledge of their relative wishes (28.8%).

A 37.4% of the students were not sure or had misconceptions about the
current organ donation legislation in their country. In Sweden, Turkey or
Ukraine none of the responders knew about the current legislation.

Most students (65.9%) agreed that death can be diagnosed according to
neurological or cardio-circulatory criteria, having Ukraine the highest ratio of
agreement and Denmark the lowest, and 73.8% conceptualized correctly brain
death as equivalent to death, having Austria the highest ratio and The
Netherlands the lowest.

An overall positive attitude towards donation was observed in 96.4% of the
students who described the process using positive adjectives, being positive
(68.3%) and altruism (67.7%) the most frequently used. Complicated (29.7%)
and stressful (11.6%) were the preferred negative terms used to describe it.
Conclusions: European medical students show a positive attitude towards
donation and transplantation, although major shortfalls have been identified.
Donation and transplantation issues should be included on the university
educational curricula.

Clinical Ethics/law/psychosocial/public policy Donation and donor
types

Marion Renneberg’, Thomas Gutmann?, Pablo De Lora®, Hartmut

H.-J. Schmidt’

"Klinik Ftir Transplantationsmedizin, Miinster, Germany; ?Lehrstuhl Fiir
Blirgerliches Recht, Rechtsphilosophie Und Medizinrecht, Miinster, Germany;
3Legal Philosophy, Universidad Autonoma De Madirid, Madrid, Spain

ATTITUDES AMONGST MEDICAL STUDENTS
TOWARDS DEATH CONCEPTS AND PROCEDURES
RELATED TO ORGAN DONATION

Background: The EU announced the problem of increasing organ scarcity
and estimated that 16 people die daily while waiting for a transplant. Especially
Germany is known for low rates for organ donation; opt in is in practice and
there is no acceptance for donation after cardiac death. Interestingly, one of the
obstacles remains the fear of German politicians and decision makers to
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discuss openly this topic. We therefore addressed these concerns to evaluate
attitudes towards organ donation.

Methods/Materials: As a spin-off project of ESOT-ELPAT we developed a
survey which was introduced into the curriculum of medical students at the
University of Munster in Germany. Since June 2016 medical students in their
3rd clinical semester were asked to participate with the aim to evaluate beliefs
and opinions in regard to death and organ donation. The survey was
accompanied by a tutor in case of questions. Multiple answers were possible.
Results: So far 233 medical students were interviewed. Most respondents felt
being moderate informed on legal, medical, and psychosocial aspects in death
criteria and organ donation. Attitudes towards defining death revealed that
mostly “body as whole is non-functional” (86/227) and “person is gone despite
some left body functions” (137/227) were accepted. A cranioplasty after
craniotomy using bandaging was accepted in 49/229, while 111/229 accepted
organ donation once prognosis is fatal without further diagnostics/procedures.
Organ donation after cardiac death was accepted in 197/227 responders. The
wish of the patient to donate was more appreciated than the legal regulations.
Furthermore, organ quality in the process of donation was relevant in decision
making for most students.

Conclusion: Attitudes amongst medical students towards death concepts
and procedures related to organ donation seem to be liberal, which is in
contrast to the taboo of German decision makers. Patient centered decisions
were more accepted than legal regulations.

Basic Ethics/law/psychosocial/public policy Donation and donor types

ROLE OF RELIGION ON RAPID DECEASED ORGAN
DONATION RATE IN IRAN

Masoud Deghani, Sayed Ali Malek Hosseini
Shiraz Organ Transplantation Centre, Nemazee Hospital, Shiraz, Iran

Background: Transplantation is the treatment of choice for organ failure, but
a worldwide shortage of suitable organs exists. We conducted a systematic
review of factors affecting improvement deceased solid organ donation rates in
Iran.
Methods: An analysis of the last decade, 20062016, demonstrated a
rapid growth curve for Iran deceased donor organ donation, which increased
from 1.8 to 16.3 donors per million population (pmp). We found multiple
factors in Iranian population for rapid growth of deceased organ donation
including: religious beliefs, cultural background, high education, the altruistic
motive of saving lives and improving lives for others, mass media and many
others.
Results: The population of Iran is more than 80 million. More than 85% of
Iranians are literate. Between 98 and 99 percent are Muslim. Around 80 percent
of total Muslims are Shi’a, the rest being Sunni. Christian, Zoroastrian, Jewish
communities and other minorities have constituted between 1 and 2 percent of
the population. More than 700 liver transplants were done in Iran annually.
Shiraz (center of Fars province in south of Iran) transplant center is the
busiest in the world as more than 500 liver transplants were done in last year.
More than 95% are from deceased donors. Deceased donor pmp in Fars
province in 2016 was 23.8. Almost all of deceased donors are Muslim and
belongs to Shi’a branch of Islam.
Conclusion: This review highlights the positive role of Islam on deceased
organ donation. The religion of Islam strongly believes in the principle of saving
human lives. Almost all of supreme leaders of Islam have permitted the organ
transplant from deceased donors as a necessity.

Clinical Ethics/law/psychosocial/public policy Other

CAN THE BEST PRACTICE INDEX ADMISSION FOR
KIDNEY TRANSPLANTATION BE COVERED BY A
STANDARD NATIONAL TARIFF? AN ECONOMIC
ANALYSIS OF A REPRESENTATIVE COHORT

Rebecca Varley, David Van Dellen, Titus Augustine, Charles Reynard
Manchester Royal Infirmary, Department of Renal and Pancreas
Transplantation, United Kingdom

Introduction: The National Health Service is undergoing stringent fiscal
scrutiny of its services. National tariffs are being constructed to provide lean
and efficient services akin to private health models. However currently services
are costed using a ‘top-down’ approach, relying on assumptions and estima-
tions from large hospital databases. Consequently regional tariffs differ vastly
for kidney transplantation. There is little in-depth work on patient-level costing
(PLC) in this area. We aim to provide a comprehensive ‘bottom-up’ cost of an
uncomplicated adult renal transplant at our centre.

© 2017 The Authors
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Methods: Retrospective pathway analysis of 48 patients from April 2015 to
April 2016 was performed. Data was systematically collected for each index
inpatient transplant episode, with deconstruction it into its independent
components for costing. Costings were sourced directly from departments.
Repeat surgery for complications and critical-care admissions were excluded.
Results: The mean overall cost for a standard adult renal transplant was
£15 612 (range £12 048-£33 038). It worked out to £15 983 for deceased
donor transplants and £14 868 for living donor transplants. Mean length of stay
was 10.3 days (range 6-32). 35.4% required haemodialysis for delayed graft
function. 18.8% required additional biopsy. In this cohort no direct correlation
was found between graft/recipient factors and cost.

Discussion: The large variation in cost between even ‘uncomplicated’
transplant patients highlights the individuality of each case. Current costing
mechanisms fail to capture the nuances of an inpatient episode; critically
missing high cost areas- staff interactions, out-of-hours premiums, biopsies,
and haemodialysis. To deliver a best practice national kidney service, it is
paramount that baseline costings are accurate. PLC exercises should be
utilised to ensure this. Itis vital that these costing exercises should model all the
numerous variables to ensure centres are correctly reimbursed.

Clinical Ethics/law/psychosocial/public policy Donation and donor
types

Julien Rogier
Hopital Pellegrin De Bordeaux, Service Anesthésie Réanimation, Coordination
Hospitaliere Prélevements Organes Tissus, France

COMPLICATED GRIEF AND ORGAN DONATION:
ASSESSMENT OF DONORS’ RELATIVES AFTER SIX
MONTH

Objective: In 2016, 1774 organ donations were performed in France.
Currently, there doesn’t exist any sector to orientate donors’ families. The
purpose of our study is to investigate the complicated grief donors’ relatives, its
associated diseases and risk factors.

Method: Prospective, single-center, observational study. During the first
meeting with the transplantation coordination team of the University Hospital of
Bordeaux, France, it was proposed to the organ donors’ relatives to participate.
The relatives who had accepted received the ICG, IDS-SR and PCLS
questionnaires at 1, 3 and 6 months after the death. The primary endpoint
was the presence of complicated grief, defined by an ICG>25, among the
relatives of organ donors after 6 months from the death. The secondary end
points were the presence of major depressive disorders (IDS-SR>15) and post-
traumatic stress disorders (PTSD) (PCLS>44) at 6 months and the analysis of
complicated grief’s risk factors.

Results: From December 2014 to January 2016, 81 donors’ relatives were
included. An average of 3.24 relatives per donor was included. 16 of the 29
relatives who responded at 6 months had an ICG>25. The prevalence of
complicated grief is 55.2% [Cl 95 = 37-73]. The prevalence of major
depressive disorder and PTSD are respectively 72% [Cl 95 = 55.7-88.3] and
31% [Cl 95 = 14.2-47.8]. No risk factors of complicated grief after 6 months
from the death were found in this population.

Conclusion: This study shows a high risk of complicated grief among donor’s
relatives. The establishment of dedicated channels to orientate these bereaved
persons seems important. Further studies should be conducted to define better
the complicated grief’s risk factors following the organ donation.

Keywords: complicated grief, major depression, post-traumatic stress disor-
der, organ donation, intensive care

BO078 TRANSPLANTATION OF ORGANS FROM DONORS

WITH HEPATITIS C: THE POTENTIAL TO
SUBSTANTIALLY INCREASE TRANSPLANT ACTIVITY

Patrick Trotter’, Dominic Summers’, J. Andrew Bradley’, James Powelf,
Ines Ushiro-Lumb®, Christopher Watson', James Neuberger’

"University Of Cambridge, United Kingdom; Hepatic-Pancreatico-Biliary
Surgical Services and Edinburgh Transplant Unit, Royal Infirmary of
Edinburgh, United Kingdom; 3NHS Blood and Transplant, United Kingdom;
“Queen Elizabeth Hospital, Birmingham, United Kingdom

Introduction: Organs from hepatitis C virus positive (HCV+ve) donors are
commonly declined for transplantation because of the risk of disease
transmission, but new direct acting antivirals (DAA) open up the possibility
that organs from such donors could be safely used. A registry analysis was
undertaken to determine the potential impact that use of all organs from
HCV-+ve donors would have on transplant activity and outcome.

Methods: The UK Transplant Registry and the Potential Donor Audit were
interrogated to identify anti-HCV antibody positive deceased organ donors over
the 16-year period from 01/01/2000 to 31/12/2015. Discarded HCV+ve organ
quality was assessed using donor quality indices and functional parameters.
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Results: 244 HCV+ve deceased donors were identified, of which only 65
(27%) provided organs used for transplantation in 93 recipients (63 liver and 30
other organ transplants). Unadjusted liver recipient patient and graft survival
was not adversely impacted by the donor HCV+ve status. Organs from 146
HCV-+ve consented donors were declined for transplantation and in most cases
(71.4%) this was because of positive virology rather than poor organ function
(8.9%). The median eGFR of declined HCV-+ve donors was 103 ml/min/m?
(IQR 70-144) and 49% had a UK kidney donor risk index score of <1.02,
suggesting at least 77% of potential transplanted kidneys from such donors
would be functioning at 5 years. 120 eligible donors were not consented for
transplantation in the UK because of the presence of HCV. Cost analysis
demonstrated that transplanting an HCV+ve kidney into an HCV-ve recipient
and treating them with DAA would be cost neutral with dialysis by 4 years after
transplantation.

Conclusion: Consideration should be to the use of organs from HCV+ve
donors for HCV-ve recipients. Donor kidney quality is generally good and the
use appears to be cost effective compared to dialysis when taking into account
the need for antiviral therapy after transplantation.

Basic Ethics/law/psychosocial/public policy Other

EDUCATIONAL INTERVENTIONS EXPANDING THE
LIVING KIDNEY DONOR POOL

Steef Redeker, Sohal Ismail, Martijn Visser, Emma Massey, Jan Busschbach,
Willem Weimar
Erasmus Medical Center, The Netherlands

Background: Previous research has shown that our home-based educational
program for patients with end-stage renal disease (ESRD) may lead up to four
times more living donor kidney transplantations (LDKT) than without an
educational program. We have investigated the relation between educators’
treatment adherence and the effectiveness of the educational program.
Methods/Materials: The health educators held tailored, group educational
meetings in the homes of 63 patients. A Treatment Adherence Measure (TAM:
Scale 1-5) questionnaire was completed by patients after receiving the
education in the presence of the educator (TAM-1). A second TAM (TAM-2)
was administrated afterwards by an independent person by telephone. Pre-
and post-educational knowledge and communication regarding renal replace-
ment therapies (RRT) were measured using standardized questionnaires. The
rate of LKDT was recorded.

Results: TAM-1 scores shows a significant positive relation with both
communication attitude (B = 0.832; p = 0.041) and communication frequency
(B =1.368; p=0.027). The TAM-2 scores showed a significant positive
relation knowledge regarding RRT (B = 6.94, Cl 95% [1.67-12.22], p = 0.029).
No relation was found between any TAM-score and LDKT activities.
Conclusion/Discussion: Given that there is an indication that program
effectivity is related to educators’ treatment adherence, it is relevant to monitor
the quality of the program. Currently, our home-based educational program is
implemented in four regions in The Netherlands. The first objective of this
implementation is to map the generalizability of previous research, while
maintaining quality, by creating a quality assurance framework. Second, to
convince policymakers that this home-based education needs to become
standard care, a cost-effectiveness assessment is warranted for the program,
as well as for the quality control system.

Clinical Ethics/law/psychosocial/public policy Inmunosuppressive
agents

INTEGRATING MENTAL AND PHYSICAL HEALTHCARE
IN KIDNEY TRANSPLANT PATIENTS:
PSYCHOLOGICAL WELLBEING AND HEALTH BELIEFS
ABOUT IMMUNOSUPPRESSION MEDICATION

Antonia Cronin’, Sharon Frame?, Amy Carroll®, Hayley Wells®,

Anna Simpson®, Matthew Hotopf*

"Mrc Centre For Transplantation, King’s College, London, United Kingdom;
2Guy’s and St. Thomas’ Hospital NHS Foundation Trust, United Kingdom;
3Guy’s and St. Thomas’ NHS Trust, United Kingdom; *King’s College London,
United Kingdom

Background: An increased prevalence of depression and anxiety in long-
term (>7 years) kidney transplant patients (LKT) has been associated with
medication non-adherence and poorer transplant outcomes. Integrating phys-
ical and mental health care is a key national priority in the UK and a screening
package has been developed to facilitate this through collection of patient
reported data. We have previously identified and reported significant
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psychological morbidity in LKT. In this pilot study we investigated health beliefs
of LKT on their immunosuppression medication (IS).

Methods: Between 01/09/16 and 30/11/16 all LKT attending our Transplant
clinic were screened using (i) Patient Health Questionnaire (PHQ-9) (ii)
Generalised Anxiety Disorder Questionnaire (GAD-7) and (iii) Renal Health
Beliefs Questionnaire (RHBQ).

Results: N = 50 LKT were screened. Their mean age was 53.1 years (range
22-80 years). 49% were female. 44 patients reported symptoms of depression.
Of those 30 (68.2%) had mild symptoms, 10 (22.7%) had moderate symptoms
and 4 (9.1%) had moderately severe depression. 12 patients reported
symptoms of anxiety. Of those 6 (50%) had probable generalized anxiety
disorder. 24 (48%) patients reported the health of their kidney significantly
affected their lives. 15 (30%) reported little or no control over their risk of kidney
transplant failure. All patients reported that IS interfered with their lives. 47
(94%) agreed their health depended on these medications. 16 (30%) patients
reported unpleasant side-effects. Only 8 (16%) patients avoid using IS,
however 34 (68%) regularly forget to take IS.

Conclusion: Our results demonstrate significant psychological morbidity in
LKT. General understanding about the importance of IS in this cohort was
good, however a significant proportion are non-adherent. Analyses to identify
associations between physical and mental health parameters on medication
adherence are underway and will inform targeted treatment to improve
adherence.

Basic Ethics/law/psychosocial/public policy Donation and donor types

FAMILY APPROACH IN EMERGENCY CLINICAL
COUNTY HOSPITAL OF ORADEA FOR ORGAN AND
TISSUE DONATION

Carmen Pantis’, Aurel Mohan', Nicolae Ovidiu Pop’, Calin Tudor Hozan?
"Emergency Clinical County Hospital, Oradea, Romania; 2Faculty of Medicine
Oradea, Oradea, Romania

Background: This retrospective study shows patrticularities in the psycholo-
gies of different families of identified potential donors within the January 2008 —
December 2016 period, depending on a case-by-case basis on the personal
religion of the families.
Material and Method: 465 potential donors were identified, of which 286 were
considered eligible. The ineligible donors were declared as such because of
hemodynamic instability, the presence of viral infections with Hepatitis B or C,
syphilis, neoplasms or forensic dismissals. In Oradea, 30% of families refused
organ donation, compared to the alarming overall country-wide refusal rate of
over 60%.
Motives:

® 24% are presumed objections of the potential donors

® 24% refusal of closest next-of-kin

* 12% not knowing the thoughts of the donor

* 11% not understanding the concept of cerebral death

* 8% concerns regarding to the esthetics of the body post-donation

® 7% problems with the healthcare system

® 6% social problems

® 2% religious problems

* 1% wishing to take the patient home

* 5% clear dismissal with no declared basis

Results: The determining factors in refusal can sometimes be the misunder-
standing of the concept of cerebral death, the feeling that the medical treatment
was badly implemented, the poor choice of location where the family was
informed and the relationship between the transplant coordinator and the
family. Other variables which contribute to refusal are as follows: duration of
hospital stay, age of the deceased, socio-cultural level of the family, a certain
religious orientation or the absence of family.

Conclusions: We have undertaken a religion-based statistic of families which
have agreed to organ donation, with the first place being occupied by families
belonging to the reformed cult with 32%, followed by Catholics with 21%,
eastern-orthodox families with 18%, neo-Protestants with 3% and other
religions with 2% (Jehovah’s Witnesses, Jews, Muslims, Buddhists). Religion
is an important factor for final consent.
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BO082 RAISING AWARENESS OF UNSPECIFIED LIVE KIDNEY

DONATION: AN ELPAT VIEW

Lisa Burnapp’, Kristof Van Assche®, Franco Citterio®, Annette Lennerling®,
Nizam Mamode®, Dorte Slaats®, David Van Dellen’, Willjj Zuidema®,

Willem Weimar®, Frank Dor®

"NHS Blood and Transplant/Guy’s, United Kingdom; 2University of Gent,
Belgium; °Rome, Italy; “Gothenburg, Sweden; °Guy’s & St. Thomas’, United
Kingdom; SErasmus Mc, The Netherlands; “Manchester Ri, United Kingdom;
8Imperial, United Kingdom

LDKT is the preferred treatment for ESRD patients and unspecified live kidney
donation (UKD) is morally justified. Despite excellent outcomes, UKD is limited
in Europe for legal and moral reasons and its contribution is under-valued with
significant variations in practice and approach. Where UKD is practised
routinely, an increasing number of patients in the domino paired exchange
programme are successfully transplanted when a ‘chain’ of transplants is
triggered by a single UKD. Our Working Group has examined the limitations on
UKD and recommends strategies to increase transplant opportunities by
raising awareness and engaging with key audiences across nations including
the public, healthcare professionals, policy makers and society leaders. Their
roles and responsibilities are defined and discussed in the context of the
following recommendations: (i) countries wishing to undertake UKD must have
a legal framework to support LOD and be committed to LDKT and UKD; (ii)
UKD offers the best opportunity to maximise transplant opportunities for
patients with ESRD through the domino paired exchange (donor chains)
programme; (iii) raising awareness by providing stratified information that is
country specific, culturally sensitive and relevant across all sectors of society
offers a sustainable option for increasing UKD activity; (iv) the content and
context of raising awareness initiatives must be relevant for both mature and
emerging programmes and all target audiences; (v) collaboration between
dedicated groups: previous UKDs, healthcare professionals and procurement
organisations, is the most effective model for engaging with target audiences;
(vi) competent authorities with support of dedicated groups are best placed to
achieve legislative change in individual countries. Increasing UKD by raising
awareness contributes more kidneys to the shared living donor pool, extending
the benefit of LDKT to more patients, even if they do not have a suitable living
donor of their own.

Basic Kidney Immunosuppressive agents

BOS84 DIFFERENTIAL EFFECTS OF IMMUNOSUPPRESSIVE

DRUGS ON DNA METHYLATION IN T CELLS

Fleur Peters, Annemiek Peeters, Leo Hofland, Michiel Betjes, Karin Boer,
Carla Baan
Erasmus Mc, The Netherlands

The immune response after transplantation can be affected by DNA methy-
lation — an epigenetic modification that regulates gene expression. We wanted
to know whether immunosuppressive drugs might control T cell function via
changes in DNA methylation. In activated T cells, we determined the effects of
tacrolimus and mycophenolic acid (MPA) on DNA methylation of the promoter
region of interferon-gamma (IFN-y) — a pro-inflammatory cytokine.

Naive T cells (CCR7+CD45RO—) and memory T cells (CD45RO+ and
CCR7-CD45R0-) isolated from healthy donors were stimulated for 3 days with
a-CD3/CD28 with or without tacrolimus (10 ng/ml) or MPA (0.2 pug/ml). DNA
methylation was quantified by pyrosequencing at two CpG sites (CpG-54 and
CpG-186) in the IFN-y promoter. T cell differentiation and IFN-y protein
production were analyzed by flow cytometry.

After stimulation, naive T cells differentiated into a memory-like phenotype
(CD45RO+) and this differentiation was inhibited by tacrolimus and MPA
(p = 0.02). In terms of /FN-y DNA methylation, the average percentage at the
two sites decreased in naive T cells from 79.3% to 69.8% (p = 0.002) after
stimulation. The two immunosuppressive drugs had different effects on this
reduction in DNA methylation. While tacrolimus had no effect, MPA neutralized
the effect of stimulation (80.7% before, and 78.2% after stimulation). In memory
T cells, DNA methylation and differentiation were unaffected by the immuno-
suppressive drugs. IFN-y protein production by the memory cells on day 1 was
blocked by tacrolimus but not by MPA.

In stimulated T cells, IFN-y DNA methylation was affected by MPA but not
by tacrolimus, while T cell differentiation was inhibited by both immunosup-
pressive drugs. These results suggest that these drugs induce changes in DNA
methylation independently of changes in cell phenotype. Therefore we
conclude that differentiation and DNA methylation follow different dynamics
after immune activation of T cells.

© 2017 The Authors
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BOS85 IMPACT OF MYCOPHENOLIC ACID ON T-CELL

METABOLIC REPROGRAMMING

Ana A. Fernandez Ramos, Catherine Marchetti-Laurent, Virginie Poindessous,
Samantha Antonio, Sylvie Bortoli, Marie-Anne Loriot, Nicolas Pallet
Inserm, France

Naive and memory T cells rely on oxidative phosphorylation but activated T
cells use anaerobic glycolysis to support rapid cell growth and proliferation.
This metabolic shift is critical for T cell fate and polarization, and is regulated by
metabolic checkpoints, including Myc, HIF-1o, AMPK and mTOR. Our
objective was to determine the impact of mycophenolic acid (MPA), compared
with rapamycin (Rapa), a classic inhibitor of the metabolic checkpoint
mTORCT1, used as a control, on proliferating T cell metabolism.

In vitro experiments were performed on the Jurkat T cell line incubated with
MPA and Rapa from 24 to 72 h. We used RT-PCR, Western Blot, glucose
uptake, glycolytic and glutaminolytic flux experiments and lactate and ATP
dosage.

We identified a drug-specific transcriptomic signature of key enzymes and
transporters involved in glycolysis, glutaminolysis or nucleotide synthesis,
resulting from significantly different effects on metabolic reprogramming. MPA
produced an early and transient drop in intracellular ATP content related to the
inhibition of the de novo synthesis of purines, leading to the activation of the
energetic sensor AMPK. The analysis of glycolytic or glutaminolytic fluxes
indicates that both MPA and Rapa produce a significant decrease of glucolytic
flux, in agreement with a reduction in glucose uptake, both also in glutamine
oxidation. In addition, both drugs reduce aerobic glycolysis. Consistent with
this, the expression HIF-1a and Myc, promoting the activation of glycolysis and
glutaminolysis, was inhibited by MPA and Rapa.

In conclusion, we report for the first time that MPA profoundly impacts the
cellular metabolism of proliferating T cells by generating an energetic distress,
decreasing the glycolytic and glutaminolytic fluxes and by targeting the
metabolic checkpoints HIF-1o and Myc. These findings open interesting
perspectives for new therapeutic targets blocking metabolic checkpoints to
inhibit T-cell proliferation.

Clinical Kidney Immunosuppressive agents

BOS87 DIFFERENT REGULATORY EFFECTS OF TACROLIMUS

AND SIROLIMUS ON TFH AND TFR IN ALLO-RENAL
RECIPIENTS
Yangjuan Bai, Yamei Li, Yunying Shi, Yi Li, Xiaojuan Wu, Bei Cai, Tingli Wang,
Lanlan Wang
West China Hospital of Sichuan University, China

Background: Tacrolimus (Tac) and Sirolimus (SRL) are commonly used
immunosuppressive agents in renal transplant recipients. T follicular helper
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cells (Tfh) and T follicular regulatory cells (Tfr) are CD4+T cells subsets which
play counter roles in regulating B cells and are reported to be closely related to
antibody-mediated rejection (ABMR). However, how do Tac and SRL impact
Tfh and Tfr in allo-renal recipients (RTs) remains unclear. Here we investigated
the phenotypic and functional variation of Tfh and Tfr in RTs receiving Tac or
SRL treatments.

Methods: The frequency of circulating Tth and Tfr and the expression of Tth
related molecules including inducible costimulatory molecule (ICOS), pro-
grammed cell death protein 1 (PD-1) and interleukin-21 (IL-21) were analyzed
by flow cytometry in 31 living related RTs treated with Tacrolimus-based
regimen (Tac-group), 20 with Sirolimus-based regimen (SRL-group) and 20
healthy volunteers (HC group).

Results: The percentage of peripheral Tth and the expression of PD-1 on Tth
cells were significantly higher in Tac group when compared with both SRL and
HC groups (Fig. A and B). Whereas, no significant difference was found among
three groups in regards to IL-21 and ICOS expressions of Tfh. The number of
Tfr cells was significantly elevated in FK506 group compared with that in HC
group, instead of SRL group (Fig. C). The ratio of Tfh to Tfrin Tac group an SRL
group remained comparable to that of HC group. (Fig. D).

Conclusions: Ourdata showed that the quantity of circulating Tfh with normal
IL-21 secreting function was significantly elevated in Tac treated RTs while in
SRL treated RTs that remained comparable to HC group. This indicates SRL
can suppress Tth more effectively than Tac, which is crucial in preventing
antibody-mediated rejection (ABMR) and maintaining the immune tolerance in
renal transplant recipients.

Basic Kidney Imnmunosuppressive agents

BOS88 EFFECT OF INDUCTION THERAPY REGIMENS ON

MONOCYTIC MYELOID-DERIVED SUPPRESSOR CELLS
IN KIDNEY TRANSPLANTATION RECIPIENTS

Yihang Jiang, Xiaodong Zhang
Beijing Chaoyang Hospital, China

Objective: To investigate the effects of commonly used inductive agents on
peripheral blood monocytic myeloid-derived suppressor cells (M-MDSCs) in
renal transplantation recipients and to discuss their associated mechanism.
Method: The enrolled patients received rabbit anti-thymocyte globulin (rATG)
or basiliximab for induction therapy, with the maintenance immunosuppressive
regimen of tacrolimus, mycophenolic acid/mycophenolate mofetil and steroid.
CD11b+CD33+HLA-DR-CD14+CD15- M-MDSCs numbers and cytokine levels
in peripheral blood, including interferon-y (IFN-y), interleukin-2 (IL-2), IL-4 and
IL-6, were measured by flow cytometry before the operation and 1 week,
2 weeks, 1 month, 2 months, 3 months afterward.

Result: A total of 47 recipients (rATG 29, basiliximab 18) were included in this
study. Compared to the patients with basiliximab, a significant increase of the
frequency of M-MDSCs was observed in the rATG group at post-2 month
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(rATG group 5.5 + 2.8% vs. basiliximab group 3.8 + 1.6%, P < 0.001) and
post-3 month (rATG group 7.0 &+ 3.1% vs. basiliximab group 4.1 + 2.3%,
P < 0.001), while there was no difference of the cell numbers between the two
groups. In the cytokine detection, levels of IL-2 and IL-4 of the rATG-treated
recipients were significantly higher at post-2 week (PIL-2 = 0.032,PIL-
4 = 0.019) and post-1 month (PIL-2 = 0.024,PIL-4 < 0.001) than the basilix-
imab group.

Conclusion: rATG promotes the expansion of M-MDSCs, which is associ-
ated with the secretion of IL-2 and IL-4 due to the lymphocytes depletion. The
synergistic immunosuppressive effect may contribute to the induction of
immune tolerance.

CYCLOSPORINE A, BUT NOT TACROLIMUS, INHIBITS
THE SERUM RESPONSIVE PATHWAY OF PROXIMAL
TUBULAR CELLS THROUGH COFILIN INHIBITION AND
REORGANIZATION OF F-ACTIN BRANCHED
MESHWORK

Bastien Burat, Julien Gonzalez, Frangois-Ludovic Sauvage, Emilie Pinault,
Pierre Marquet, Marie Essig
Inserm Umr 850, France

Background: Calcineurin Inhibitors, Cyclosporine A (CsA) and Tacrolimus
(Tac), are the keystones of immunosuppressive regimens in solid organ
transplantation. However, they induce a nephrotoxicity whose mechanisms
remain widely elusive. CsA was previously shown to affect actin organization in
podocytes. We explored if CsA and Tac had similar cytoskeletal effects on
proximal tubular cells, and the downstream consequences of this reorganiza-
tion.

Methods: Porcine proximal tubular LLC PK-1 cells were exposed for 24 h to
CsA, Tac and VIVIT a specific NFAT inhibitor. LLC PK-1 proteome was
analyzed with iTRAQ shotgun proteomics by nano-LC-QTOF tandem mass
spectrometry. Actin cytoskeleton was characterized by TRITC-phalloidin
labeling of F-actin. Serum response factor (SRF) activity was assessed by
luciferase gene reporter assay.

Results: CsA (5 pM) induced a decrease in perimembranous branched F-
actin meshwork with a significant decrease in F-actin fluorescence positive
area (—3.3%, p < 0.0001). This reorganization led to a rigidified aspect of
plasma membrane of proximal tubular cells, which lose their crenelated aspect.
On contrary to CsA, Tac and VIVIT had no effect on F-actin area. iTRAQ
analysis showed that CsA induced a decrease in F-Actin/G-Actin ratio resulting
from a decrease in cofilin/actin ratio. This decrease in F-actin/G-actin ratio
induced a MRTF/G-actin cytoplasmic sequestration, leading to SRF inhibition
(—56.2% of control activity). Cofilin phosphorylation inhibitor S3-R, which has
no significant impact on F-Actin/G-Actin ratio or SRF, blocked CsA effects on
actin organization and SRF activity.

Conclusion: Our results suggest that CsA deeply affects the actin cytoskele-
ton of proximal tubular cells through the inhibition of the severing/nucleating
activity of cofilin. This reorganization of actin cytoskeleton leads to G-Actin
increase and SRF inhibition. Inhibition of the SRF pathway may trigger tubular
atrophy, one of the typical lesions of CsA toxicity.

Clinical Others Immunosuppressive agents

PRE-CUT DRIED BLOOD SPOT USED AS STRATEGY
FOR THERAPEUTIC DRUG MONITORING OF
TACROLIMUS

Ignacio Bressan, Mariangeles Marossero, Maria Del Rosario Aragone,
Mariana Mendez, Maria Isabel Gimenez, Biochemist
Hospital Italiano De Buenos Aires, Argentina

Background: Since the introduction of liquid chromatography coupled to
tandem mass spectrometry (LC-MS/MS), dried blood spot sampling become a
promising strategy for therapeutic drug monitoring of tacrolimus (TaC).
However, hematocrit (HT) is currently identified as the most important
parameter which could impact on the validity of the results. To solve this
problem, we validated a LC-MS/MS method to quantify TaC using an
alternative sampling strategy, called pre-cut dried blood spot (PCDBS).
Methods/Materials: 12 ul of EDTA blood samples, calibrators or quality
control materials (QCs) (provided by the Waters MassTrak Immunosuppres-
sants XE Kit) were pipetted on 6 mm pre-cut Whatman 903 paper punches.
Experiments were performed on a Waters Xevo TQ-S triple quadrupole MS/MS
system, with a Waters Acquity UPLC H-Class system. The punching machine
was a Perkin ElImer Wallac DBS puncher.

Results: The linear range was between 1.1 and 29.6 ng/ml. The limit of
quantification was 1.1 ng/ml. Intra and inter assay precision and accuracy were
performed using 4 levels of QCs materials. In all the cases, CV% was minor than
12 and BIAS% was minor than 8. Recovery was between 100% and 106%. QCs
were stable for 14 days at room temperature. 91 transplanted patient samples
were assayed for TaC in whole blood over a range of 1.2 to 20.1 ng/ml. HT
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values were between 18.7% and 51.7%. Comparison with PCDBS analysis
using paired samples yielded a correlation (R?) of 0.97 (regression line;
y = 1.09x-0.05) and a Lin concordance coefficient (p) of 0.94. Concordance was
also demonstrated using Bland and Altman graphical analysis.

Conclusion: the method is suitable for the intended purpose. Compared with
conventional whole blood analysis, PCDBS shows distinct advantages includ-
ing longer lifespan of samples and easy shipment and storage. This
methodology is especially interesting for outpatients, who usually need to
travel to the hospital on a regular basis to have their blood samples taken and
analyzed.

Basic Kidney Immunosuppressive agents

ASSOCIATION BETWEEN TPMT460 G>A AND TPMT719
A>G (POLYMORPHISMS OF TPMT GENE), UGT-275 T>A
AND UGT-2157 C>T (POLYMORPHISMS OF UGT1A9)
AND THE RESPONSE TO IMMUNOSUPPRESSANTS

Nesrine Baili", Baili Nesrine®, Sahtout WissaF, Boujaafar Samira®,
Omezzine Asma®, Azzabi Awatef’, Mrabet Sanda®, Guedri Yosra?,
Zellama Dorsaf’, Bouslama Amor?, Achour Abdellatif’

"Sahloul, Tunisia; 2Sahloul Hospital, Tunisia

Introduction: in this article, we discuss the use of mycophenolate mofetil and
azathioprine in the context of renal transplantation. The objectives of this study
were to determine: (i) the impact of two polymorphisms affecting the UGT1A9
gene (UGT-2157C>T and UGT-275 T>A) on the pharmacokinetics and
tolerability of MMF; and (ii) the association between two other polymorphisms
affecting the TPMT gene (TPMT 460 G>T and TPMT 719A>G) and the toxicity
of Azathioprine.

Methods: We studied 94 patients with renal transplants. We used PCR-RFLP
technique to genotype the studied polymorphisms.

Results: The frequencies of the mutated allele of UGT-2157C> T
(rs17868320) and UGT-2157C> T (rs6714486) were respectively, 0.037 and
0.15. The frequencies of the mutated allele of TPMT 460 G>T (rs1800460) and
TPMT 719A>G (rs1142345) were about, respectively, 0.028 and 0.013. It
seems that the UGT polymorphism-275 T>A is associated with the onset of
chronic rejection in patients with the mutated allele after renal transplantation.
However, we did not find any association of these polymorphisms (UGT-
2157C>T and CGU-275 T>A) with the tolerance of the MMF. As for the impact
of UGT1A9 polymorphisms on the AUC of MMF, we noted that the AUC is
reduced in patients carrying the mutated allele of the UGT polymorphism-275
T>A. The association between polymorphisms of TPMT (TPMT 460G>T and
TPMT 719 A>G) with AZT toxicity has not been established given the small
sample size of patients under this treatment.

Conclusions: A larger sample is required to confirm these results in order to
establish these genetic tests as routine pre-transplantation tests to select the
adequate treatment and dosing.

ASSOCIATION BETWEEN UGT-275 T>A AND UGT-2157
C>T (POLYMORPHISMS OF UGT1A9 GENE) AND THE
RESPONSE TO MYCOPHENOLATE MOFETIL

Nesrine Baili", Sahtout Wissal, Boujaafar Samira®, Omezzine Asma®,
Azzabi Awatef?, Mrabet Sanda®, Guedri Yosra®, Zellama Dorsaf’,
Bouslama Amor?, Achour Abdellatif’

"Sahloul, Tunisia; 2Sahloul Hospital, Tunisia

Pharmacogenomics can provide a better understanding of the mechanisms
involved in therapeutic efficacy and the development of adverse effects. It is
proposed in this work to determine the relationship between the response to
MMF and the polymorphisms affecting the genes encoding the UGT enzyme
(UGT-2157 C>T (rs17868320), UGT-275 T>A (rs6711486) to individualize
therapy on a genetic basis. The study population included 97 renal transplant
recipients. The sex ratio is 1.6. The average age of renal transplant recipients is
29 years. Hemodialysis is the most frequent mode of extrarenal treatment
73.2%. These were related living donors in 63.9%. Patients are under
Tacrolimus + MMF in 62.9%. The most frequent infections after renal
transplantation are due to CMV in 14.4%. Nephrotoxicity and diarrhea are
the most frequent complications with 34% and 54.6%, respectively. It appears
that the UGT-275 T>A polymorphism (rs6711486) is associated with a higher
frequency of chronic rejection in patients with the mutated allele after renal
transplantation. However, there was no significant association between these
polymorphisms and the tolerance of MMF which suggests the involvement of
another pathway in the occurrence of adverse effects of this drug. The AUC of
MMF is reduced in the carriers of the mutated allele of the UGT-275 T>A
polymorphism (rs6711486) significantly in the study population. This effect is
more pronounced in patients with the mutated allele of UGT-275 T>A
(rs6711486) receiving the combination MMF + Ciclosporin compared to those
receiving the MMF + Tacrolimus combination. This may be due to the inhibition
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of the enterohepatic cycle of MMF by ciclosporin further reducing its availability
in the bloodstream. Several studies concluded an effect of this variant on the
pharmacokinetics of MMF, it appears tobe a promising candidate for future
studies to identify factors modifying pharmacokinetics and the therapeutic
response to this drug.

Clinical Kidney Immunosuppressive agents

BOS93 A CYP3A5 GENOTYPE-BASED STRATEGY USING

EXTENDED-RELEASE TACROLIMUS IN DE NOVO
KIDNEY TRANSPLANTS

Kouhei Nishikawa, Satoru Masui, Shou Sekito, Shinichiro Higashi,
Manabu Kato, Yuko Yoshio, Yoshihiro Hasegawa, Hideki Kanda,
Kiminobu Arima, Kaname Nakatani, Yoshiki Sugimura

Mie University School of Medicine, Japan

Background: Kidney transplant recipients with the CYP3A5*1 allele (enzyme
expressers) reportedly required higher extended-release tacrolimus (ERTAC)
doses than those without this allele (nonexpressers) to establish an optimal
drug concentration. Moreover, we have reported that blood concentrations
showed great variation and could not be controlled exactly during 1 week after
transplantation. Therefore, fixing the dose of ERTAC according to CYP3A5
single nucleotide variation during the early post-transplantation period could be
a useful strategy for kidney transplantation.

Methods: Thirty-eight de novo kidney transplant recipients were retrospec-
tively divided into two groups: the conventional group (CG, n = 10) and the
genotype-based group (GG, n = 28). The initial immunosuppressive regimen
consisted of ERTAC, mycophenolate mofetil, methylprednisolone, and basil-
iximab. In the CG, ERTAC was initially administered at 0.10 mg/kg/day,
regardless of the CYP3A5 genotype and was then adjusted after transplan-
tation to achieve the target trough level (6-10 ng/ml). In the GG, the initial dose
was set according to the CYP3A5 genotype (0.15 and 0.10 mg/kg/day for
expressers and nonexpressers, respectively). Dose adjustment was not
performed until 7 days after transplantation unless the trough level exceeded
the permissible range (5-15 ng/ml). Dose adjustments were then performed.
Results: Forthe GG, 78.6% of patients reached the target trough level of TAC
at 14 days after transplantation; 25% of these patients did not require changes
to their ERTAC doses. In contrast, for the CG, although 50.0% of patients
archived the target trough level, all patients changed their doses. The mean
number of dose changes was significantly lower in the GG than in the CG.
Adverse events and graft function during 2 months after transplantation were
similar between groups.

Conclusion: ERTAC dosing based on CYP3A5 genotyping could facilitate
immunosuppressive therapy in kidney transplantation.

Genotype-
based Conventional
(n=28) (n=10) p value
POD 7 Within therapeutic 10 (35.7%) 3 (30.0%) n.s.
range
Supra-therapeutic 1 (3.6%) 1 (10.0%) n.s.
range
Infra-therapeutic 16 (57.1%) 6 (60.0%) n.s.
range
No dose change 19 (67.9%) 0 (0.0%) <0.001
Serum creatinine 1.30 + 0.54 1.27 + 0.29 n.s.
(mg/dl)
POD 14 Within therapeutic 22 (78.6%) 5 (50.0%) n.s.
range
Supra-therapeutic 1 (3.6%) 0 (0.0%) n.s.
range
Infra-therapeutic 5 (17.9%) 5 (50.0%) n.s.
range
No dose change 7 (25.0%) 0 (0.0%) n.s.
Number of dose 1.7+ 1.6 3.8 £22 0.003
changes
Serum creatinine 1.21 £ 0.41 1.18 £ 0.30 n.s.
(mg/dl)

Adverse Acute rejection AMR 1 (3.6%) 0 (0.0%) n.s.
events Graft loss 0 (0.0%) 0 (0.0%) n.s.
(during CMV infection Antigenemia 8  Antigenemia n.s.

2 months) (28.6%) 4 (40.0%)
Slow graft function 1 (3.6%) 0 (0.0%) n.s.
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EARLY INTRA-INDIVIDUAL VARIABILITY IN
TACROLIMUS TROUGH CONCENTRATIONS AND
CYP3A5 GENOTYPES IN PEDIATRIC KIDNEY
TRANSPLANTATION AND ITS IMPACT ON LONG-TERM
OUTCOME

Sungsin Cho', Sang-Il Min', Min-Ji Cho', Won Pyo Cho’, Chanjung Choi’,
Sanghyun Ahn’, Seung-Kee Min', Sang Joon Kim?, Jongwon Ha'
Seoul National University Hospital, Korea; ZMyungji Hospital, Korea

Background: The individualized approach in immunosuppressive drugs is
generally accepted and well-established in adult kidney transplantation (KTP).
However, it is under investigated in pediatric population. The goals of this study
were to identify whether high intra-individual variability (I1V) in tacrolimus (TAC)
can influence on long-term kidney allograft outcome in pediatric field.
Furthermore, we hypothesized that cytochrome P450(CYP)3A5 polymor-
phisms are associated with TAC pharmacokinetics and would thus lead to
high IIV.

Methods: We performed retrospective data collections for 11V measurement
from pediatric KTP recipients who treated between 2000 and 2010 in Seoul
National University Hospital. And we calculate the TAC 11V for one year after the
KTP.

Results: A total 142 pediatric patients were identified, and 114 were received
TAC-based immunosuppression regimen. Mean follow-up period was
3484 + 859 days. The patients with higher IV showed tendency of more
acute rejection rate (32.1 vs. 17.2%), BPCAN (25.0 vs. 20.7%) and DSA
detection rate (17.9 vs. 13.8%), but statistically nonsignificant (p = 0.065,
0.123, and 0.552 respectively). On subanalysis of CYP3A5 of 68 pediatric
patients, a 28 CYP3A5 expressers and a 40 nonexpressers were identified.
Nonexpressers showed some association with high IV (65.9 vs. 34.1%,
p = 0.108), more BPCAN (10.0 vs. 3.6%, p = 0.642), more DSA detection rate
(25.0 vs. 7.1%, p = 0.104), shorter time to detect DSA (74.8 vs. 87.5 months,
p = 674) and more graft failure rate (7.5 vs. 0%, p = 263).

Conclusion: This study shows that [IV has somewhat association with graft
outcome in the pediatric KTP setting also. Identification of patients at risk of
developing early BPCAN and poor long-term graft survival, through calculate
early phase IV, could improve clinical outcome. Furthermore CYP3A5
polymorphism revealed contribute to high IIV in pediatrics also. Unfortunately,
we failed to confirm the statistical significance due to small sample size, but the
impact on 11V and graft outcome seemed to stand out.

Translational Liver Inmunosuppressive agents

INFLUENCE OF DONOR AND RECIPIENT CYP3A5 AND
ABCB1 GENETIC POLYMORPHISMS ON TACROLIMUS
DOSAGE AND TROUGH LEVEL

Speranta lacob, Miriam Maschmeier?, Anna Hiising?, lyad Kabar?,
Hartmut Schmidf?, Vito Cicinnat?, Susanne Beckebaum®
"Fundeni Clinical Institute, Romania; 2University Hospital Munster, Germany

Background: The pharmacokinetic characteristics of tacrolimus (TAC) vary
greatly among individuals. Genetic polymorphism of the multiple drug resis-
tance gene-1 (ABCB1) (3435C/T) and the CYP3A5 genes (CYP3A5*1) have
the greatest potential to influence the pharmacokinetics of immunosuppres-
sants. The aim of our study was to investigate the impact of ABCB1 and
CYP3AS5 polymorphisms in both recipient and donor on TAC pharmacokinetics
after switching from TAC BID (Prograf®) to TAC OD (Advagraf®) regimen
based on a 1:1 mg proportion.

Methods: TAC trough levels and doses required to achieve target blood
concentrations, laboratory parameters and metabolic disorders were
assessed. Sequencing was applied to detect the SNPs of the specified genes.
Results: We analysed 98 liver transplant recipients, with a median age of
57 years, 36% were females and 16% had HCV infection. The most frequent
ABCB1 combination of genotypes was recipient and donor 3435CT (19%). For
CYP3AS5, the combination CYP3A5*3 in both donor and recipient was the most
encountered (25%). The genotype population proportions of ABCB1 showed
no statistically significant differences between recipients and donors
(p = 0.48), but for CYP3A5 the difference was statistically significant
(p = 0.002). ABCB1 3435CT genotype in both donor and recipient did not
influence dosage or trough level of TAC OD. In recipients with CYP3A5*3
genotype who received an allograft with CYP3A5*3 genotype, mean TAC OD
dosage requirement was significantly lower at month 1 (3.1 £ 1.2 vs.
4.4+2.6 mg/day, p = 0.02) and month 3 (2.9 + 1.3 vs. 4.2 + 2.3 mg/day,
p = 0.01) after switching from TAC BID, but not at month 6 (3.2 + 1.5 vs.
3.8 + 1.9 mg/day, p = 0.27).

Conclusions: Donor and recipient CYP3A5 genotypes, but not ABCB1
genotypes impact on TAC OD dosage requirements at 1 and 3 months after
conversion to TAC OD.
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ACUTE GRAFT-VS-HOST DISEASE AFTER LIVER
TRANSPLANTATION: EXPERIENCE AT A HIGH-
VOLUME LIVER TRANSPLANTATION CENTER IN
KOREA

Woohyoung Kang, Shin Hwang, Gi-Won Song, Dong-Hwan Jung, Ji-Hyun Seo,
Su-Min Ha, Sung-Gyu Lee
Asan Medical Center, University of Ulsan College of Medicine, Korea

Background: Acute graft-vs-host disease (GVHD) is a rare but life-threaten-
ing complication of orthotopic liver transplantation (OLT). We present 6 cases
of GVHD after OLT.

Methods: Among our 4294 OLT recipients, we identified 6 patients (0.14%)
who were diagnosed with GVHD. Their medical records were reviewed
retrospectively.

Results: Liver graft types included deceased donor whole liver graft (n = 3)
and right liver graft from son (n = 3). Mean recipient and donor ages were
57.2 + 6.6 years and 32.7 + 10.8 years, respectively. Onset of GVHD
symptoms occurred 14 to 32 days after OLT, and initial symptoms were skin
rash (n = 5) and fever (n = 1). GVHD was pathologically confirmed by skin or
rectal biopsy. Chimerism of donor lymphocytes was identified in all 3 patients
who underwent the short tandem repeat polymerase chain reaction assay.
Attempts were made to treat the GVHD in all 6 patients by corticosteroids with
or without low-dose calcineurin inhibitor, but we had to stop early or reduce
these agents due to aggravation of pancytopenia and septic complications.
Ultimately, 5 patients died 6 to 106 days after the onset of GVHD, and only 1
patient recovered. This surviving patient was diagnosed earlier and had been
administered the recommended dosage of corticosteroid for a longer period
with aggressive infection prophylaxis compared to the other cases.
Conclusions: Because of very poor outcomes of GVHD after OLT, early
diagnosis and vigorous treatment should be emphasized, although no effective
treatment modality has been established yet. We strongly suggest performing
aggressive infection prophylaxis during GVHD treatment.

Clinical Kidney Infection

IS CMV PROPHYLAXIS EFFECTIVE IN CMV-
SEROPOSITIVE PATIENTS RECEIVING
THYMOGLOBULIN AS INDUCTION THERAPY?

Jose Otto Reusing Junior, Emanoela Batista Feitosa, Fabiana Agena,
Ligia Pierroti, Luiz Sergio Azevedo, Elias David-Neto
Hefmusp, Brazil

Thymoglobulin (ATG) is considered a risk factor for CMV infection in renal
transplantation (RTx). The outcome of our 90-day prophylaxis is not clear. All
RTx in CMV-seropositive adults from Jan 10 to Dec 14 with rATG (2-6 mg/kg)
as induction therapy (n = 510) were evaluated (June 15) using our electronic
database. 87 cases were excluded (no clear data, non-renal Tx and graft-loss
before day 19). Final analysis included 423 cases with a median f-up of
700 days; initial maintenance 1S was tacrolimus/MPA/pred. CMV prophylaxis
was defined as at least 14 days of antiviral. CMV disease was diagnosed when
clinically suspected plus viremia (PCR or antigenemia) or histology. After a
mean of 94 days of prophylaxis, 54 (12.8%) pts developed CMV disease and
369 did not. Patient and graft survival did not differ, but eGFR (MDRD4) at
2 years post-Tx was lower in the CMV group (43 + 21 vs. 53 + 21 ml/min,
p = 0.013). CMV occurred at a later time after RTx (mean 177 + 85 days),
92% before day 300. 29 CMV cases were syndrome and 25 were invasive
disease (24 G-I and 1 encephalitis). Demographics, other Tx features and
immunosuppression (3 and 6 months) were similar in both groups except for
type of donor and that pts converted to an mTOR inhibitor had less CMV
thereafter. CMV pts had lower blood lymphocyte counts at the end of
prophylaxis (673 + 396 vs. 851 + 562, ROC curve = 690 cells/mm?,
area = 0.596 p = 0.031), Acute rejection (AR) occurred more frequently in
patients who developed CMV (50% vs. 24.1%, p < 0.001). In a multivariate Cox
regression model with AR as time-varying covariate, factors associated with
subsequent CMV disease were: AR Odds ratio: 2.21 (1.21-4.04), deceased
donor 3.43 (1.2-9.8) and mTORIi conversion 0.09 (0.01-0.66), controlled for
lymphocyte counts. These data indicate that 90-day CMV prophylaxis seems to
be effective for prevention of CMV disease in this population, although its
incidence is 13% after antiviral withdrawal. Some features could indicate
monitoring for late CMV disease.
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BOS99 IMPROVED CYTOMEGALOVIRUS VIRAL LOAD

PARAMETERS ASSOCIATED WITH EARLIER
INITIATION OF PRE-EMPTIVE THERAPY

Sheila Lumley’, Mark Harber’, Cameron Green', Colette Smith’,

Emily Rothwell’, Gareth Jones’, Douglas Thorburn’, Aileen Marshall’,
Tina Shah', Mohamed Zuhair', Sowsan Atabani®, Tanzina Haque’,
Paul Griffiths’

"Royal Free Hospital, NHS Foundation Trust, United Kingdom; “Heart of
England NHS Foundation Trust, United Kingdom

Background: Cytomegalovirus (CMV) is an important opportunistic pathogen
after solid organ transplant which can be managed by pre-emptive therapy
historically initiated when the viral load reaches 3000 genomes/ml (2520 U/
ml). We reasoned that intervention should occur earlier when a seropositive
donor transmitted virus to a seronegative recipient (D+R—) to cause primary
infection.

Methods: Our standard treatment protocol was changed in July 2012 so that
D+R— patients commenced valganciclovir immediately once the viral load
exceeded the lower limit of detection of the assay (200 genomes/ml; 168 1U/
ml). To facilitate early initiation of therapy in outpatients, D+R— patients were
discharged from hospital with a 5-day supply of valganciclovir. Virological
outcomes were assessed three years after the protocol was changed, by which
time 74 D+R— patients treated under the old protocol could be compared with
97 treated afterwards. The primary outcomes were changes in peak viral load,
duration of viraemia and duration of treatment in the D+R— group. The
secondary outcome was the proportion of D+R— patients who developed
subsequent episodes of viraemia. The treatment protocol remained unchanged
for the D+R+ and D—R+ groups who were used as a comparison.

Findings: The median values of peak viral load (27 254 to 6409 genomes/ml,
p < 0.001), duration of viraemia (43 to 23 days, p = 0.003) and duration of
treatment (54 to 35 days, p = 0.004) were all significantly reduced in the D+R—
patients, but not in the other two patient subgroups. Early treatment did not
increase subsequent episodes of viraemia.

Interpretation: Pre-emptive therapy initiated at the first sign of viraemia post-
transplant significantly reduced the persistence of viraemia, peak viral load and
duration of treatment required during follow-up. Widespread introduction of this
protocol could reduce the drug exposure and cost associated with pre-emptive
therapy.

BOS100 | EFFICACY OF EVEROLIMUS CONVERSION FROM

MYCOPHENOLATE MOFETIL FOR GANCICLOVIR-
RESISTANT CYTOMEGALOVIRUS INFECTION IN
KIDNEY TRANSPLANT RECIPIENTS

Kenta Futamura, Manabu Okada, Takahisa Hiramitsu, Makoto Tsujita,
Norihiko Goto, Syunji Narumi, Yoshihiko Watarai
Nagoya Daini Red Cross Hospital, Japan

Background: Cytomegalovirus (CMV) infection and disease are major
complications in the kidney transplant recipients. Although several clinical
studies have indicated that the use of the mammalian target of rapamycin
(mTOR) inhibitors may decrease the incidence and severity of CMV infection,
efficacy of conversion from mycophenolate mofetii (MMF) to an mTOR
inhibitor-based regimen has not been elucidated in patients with ganciclovir-
resistant (Gan-R) CMV infection after kidney transplantation.

Methods: Between January 2007 and December 2015, recipients converted
from MMF to everolimus (EVR) due to Gan-R CMV infection (EVR-group,
n = 5) were examined. CMV pp65-antigenemia (C10C11) levels and adverse
events were compared between EVR-group and matched historical control
group (MMF-group, n = 31).

Results: Antigenemia levels of EVR-group were always less than MMF-
group. The average period required of intravenous ganciclovir treatment was
not significantly different between two groups, but the average period required
of oral valganciclovir treatment in EVR-group was apparently shorter than in
MMF-group (34 days vs. 70 days). Recurrence of CMV disease after remission
occurred in four cases in MMF-group but none in EVR-group. There were no
significant differences in adverse events after treatment between two groups.
Conclusion: We recommend switching from MMF to EVR as a useful salvage
therapy for kidney transplant recipients with Gan-R CMV infection, when other
options are difficult to use for adverse effects or not available (e.g. foscarnet).
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BOS101 REDUCTION OF LATE-ONSET CYTOMEGALOVIRUS

PRIMARY DISEASE AFTER DISCONTINUATION OF
ANTIVIRAL PROPHYLAXIS IN KIDNEY TRANSPLANT
RECIPIENTS TREATED WITH DE NOVO EVEROLIMUS

Arnaud Devresse, Marianne Leruez-Ville, Anne Scemla, Véronique Avettand-
Fenoel, Lise Morin, Xavier Lebreton, Claire Tinel, Lucile Amrouche,

Lionel Lamhaut, Marc-Olivier Timsit, Julien Zuber, Christophe Legendre,
Dany Anglicheau

Necker Hospital, France

Background: Donor (D)+/recipient (R)— serostatus is critically associated
with an higher risk of cytomegalovirus (CMV) infection and disease. Antiviral
prophylaxis is conventionally used in such patients, but late-onset CMV
infection/disease still occurs after prophylaxis discontinuation.

Method: We retrospectively analyzed data of 215 low immunological risk
patients who received kidney transplantation in our center between 2011 and
2016.

Results: Ninety-seven patients received a combination of everolimus (EVL)/
reduced doses of calcineurin inhibitors (CNI) (EVL group) de novo, and 118
received a combination of mycophenolic acid (MPA)/standard doses of CNI
(MPA group) de novo. All patients received induction by basiliximab, steroids
and standardized antiviral prophylaxis depending on their CMV D/R serostatus.
D-+/R— recipients comprised 17% (n = 16) of the EVL group and 19% (n = 22)
of the MPA group (p = 0.722). In the D+/R— subgroup, the 1-year incidence of
late-onset CMV primary disease after the withdrawal of prophylaxis was lower
than that in the EVL group (6% vs. 41%, p = 0.025). Kaplan-Meier analysis of
1-year CMV primary disease-free survival in seronegative patients showed
significantly better survival in the EVL group (p = 0.029, log-rank test) [figure 1].
Conclusion: The de novo use of EVL reduces late-onset CMV primary
disease after the withdrawal of antiviral prophylaxis in kidney transplantation
patients.

Figure 1: One-year CMV disease-free survival among CMV- egative kidney
recipients in the CNI/EVL group (dashed curve) and the CNI/MPA group (solid curve).
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BOS102 | ATG DOES NOT INCREASE CMV INFECTION IN D+R—

KIDNEY TRANSPLANT RECIPIENT

Hannah Kaminski', Pierre Merville?, Lionel Couz?, Ludovic Di Ascia?,
Benjamin Taton?, Isabelle Garrigue®, Jean-Frangois Moreau®, Julie Déchanet-
Merville®

"Bordeaux Hospital University, France; Department of Nephrology,
Transplantation, and Dialysis/Chu Bordeaux, France; 3Laboratoire De
Virologie/Chu Bordeaux, France; *Laboratoire D’immunologie Clinique,
France; °National Center of Scientific Research, Mix Unit of Research 5164
Immunoconcept/Bordeaux, France

Rabbit-derived anti-thymocyte globulin (rATG) is the most used T-cell depleting
agent in solid organ transplantation but has been associated with an increased

risk of cancer and infection. However, prospective studies comparing rATG
with other induction treatment failed to isolate a clear excess of CMV infection
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risk with rATG. Heterogeneity of patients in front of the CMV serostatus of
donor and recipient, rATG dosages, CMV preventive strategies and absence of
lymphocyte kinetics description are potential issues to explain those contra-
dictory results. In this work, our aim was to compare the kinetics of T
lymphocyte subsets in a homogeneous retrospective cohort of D+R— kidney
transplant patients, receiving either anti-IL2 receptor antibody (anti-IL2RA) or
rATG as induction therapy, transplanted between January 2003 and December
2011 with a two-year follow-up post transplantation. Three groups of CMV
preventive strategy (preemptive strategy, 3 or 6 months of universal prophy-
laxis) were individualized. 168 D+R— patients were enrolled, 54 with rATG and
114 with anti-IL2RA. Incidence of CMV infection (55% in anti-IL2RA and 60% in
rATG group, p = 0.6) and CMV disease (42% in anti-IL2RA and 50% in rATG
group, p = 0.45) were not different between the two groups and in each CMV
preventive strategy subgroups. Interestingly, CD4 lymphopenia was associ-
ated with CMV infection independently of rATG (p = 0.0001). When the CD4 T
cells count was above 368/mm?®, we observed a reduction of the risk of CMV
DNAemia more than 5-fold (RR = 5.42, [Cl 95% 1.2; 25.6], p = 0.03). Our
results suggest that the risk of CMV infection is not increased by rATG,
compared to anti-IL2RA in D+R-— patients, but is promoted by CD4
lymphopenia.

Clinical Kidney Infection

BOS103 CMV INFECTION IN RENAL TRANSPLANT RECIPIENTS:

INCIDENCE AND EFFICACY OF PROPHYLAXIS
ACCORDING TO CYTOKINE SINGLE NUCLEOTIDE
POLYMORPHISMS

Isabel Perez Flores’, Jose Luis Santiagoz, Maria Angeles Moreno De

La Higuera®, Beatriz Rodriguez Cubillo®, Natividad Calvo Romero®,

Elena Urcelay®, Antonia Rodriguez Pena’, Ana Sanchez Fructuoso®

"UGC Immunology, Hospital Clinico San Carlos, Spain; ?Hospital Clinico San

Carlos, Madrid, Spain; 3Hospital Clinico San Carlos, Spain; ‘UGC Immunology,

Hospital Clinico San Carlos, Madrid, Spain

CMV Infection OR (Cl 95%) p

pro-IL18 HAPLOTYPE: carriers GC vs no carriers  2.79 (1.01-7.78)  0.044
Acute vascular rejection 2.63 (1.55-4.45) <0.001
Recipient age: <60 years vs. >60 years 1.73 (1.11-2.69) 0.014
Cold ischemia time >18 hvs. <18 h 1.64 (1.07-2.50) 0.022
Delayed graft function 1.63 (1.06-2.51)  0.026

Early detection of patients with a higher susceptibility for developing post-
transplant viral infections can aid in their prevention.
Objectives: To evaluate the influence of single nucleotide polymorphisms
(SNP) of IL10, TNFa, IFNy and IL18 in the incidence of CMV infection in renal
transplant recipients.
Methods: We performed a retrospective cohort study from a prospective
database that included 709 patients that received a renal transplant at our
center between 2005 and 2013. All patients who had received a previous
transplant, were not Caucasian, had primary graft failure or were deceased in
the early post-transplant period were excluded. SNP analysis was performed
by real-time PCR with TagMan® probes. The patients were stratified according
to the higher producing genotype.
Results: The incidence of CMV infection and disease was of 37% and 6.4%
respectively. The main risk factors are described in tables 1 and 2. There was a
significant independent association between SNP -137 G/C of IL18 and CMV
infection, where carriers of G allele had a higher risk of CMV infection
(OR = 2.79; Cl 95%: 1.00-7.78; p = 0.044). In the subgroup of patients that
received prophylaxis for CMV, the main risk factor for infection after discon-
tinuation of Valganciclovir was being a carrier of G allele (OR = 5.10; Cl 95%:
1.12-23.20; p = 0.035). No patients developed CMV disease within non-
carriers.
Conclusions: SNP -137G/C of IL18 can affect the incidence of CMV infection
and response towards prophylaxis with Valganciclovir. The knowledge of these
polymorphisms in recipients previous to transplantation and a closer virological
monitorization in those patients with a higher risk of CMV infection can aid in the
individualization of treatment regimens and lower the rate of infectious
complications.
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BOS104 | HUMAN LEUKOCYTE ANTIGEN ALLELES AND

CYTOMEGALOVIRUS DISEASE IN KIDNEY
TRANSPLANT PATIENTS

Dan Adrian Luscalov’, Luminita loana Loga’, Simona Luscalov?,

Adriana Muntean’, Gabriel Cristian Dragomir Loga®, Lucia Dican’

"Ciutr Cluj, Romania; 2UMF Cluj, Romania; Faculty of Automation and
Computer Science Cluj Napoca, Technical University, Romania, Romania

Introduction: Cytomegalovirus (CMV) is an important cause of morbidity and
mortality in transplant patients. With more patients undergoing transplants,
along with the expanding indications for immune-modulating agents, the
number of patients at risk for developing CMV disease is increasing.
The Aim: The aim of our study was to analyze the association of CMV disease
and particular HLA genotypes in recipients after transplantation.
Material and Methods: This study included 674 kidney transplantations
between January 2009 and December 2014 and it was performed in CIURT
Cluj-Napoca. The patients were divided into two groups according to the
presence of CMV disease. All recipients were serum CMV IgG positive (100%),
but none of them was CMV IgM positive (0%).
Results: From a total of 674 patients, 416 patients were male and 258
patients were female. The range of patients was 4-74 years. Relation of each
allele to CMV disease is expressed through an OR calculated in the context of
all allele at each locus. The HLA alleles frequencies were determined in
patients with CMV disease and recipients without CMV disease. The difference
in HLA frequencies between these two groups was statistically significant.
Association analysis of HLA-A reveals the A36 allele (p < 0.05) predispose
to increased risk of CMV disease. The OR values was 18.50. HLA-B with
greater allelic polymorphism has two alleles predispose to CMV disease: B48
and B57 shown by p < 0.05. Concerning HLA-DRBH1, our results reveals one
protective allele against developing CMV disease: DRB1*09, p < 0.05, and
OR < 1 and no alleles for this locus which give susceptibility to CMV disease.
Conclusion: We have concluded that a larger number of samples will be
required to confirm our data: the association of HLA-A36, HLA-B48, HLA-B57
with CMV disease and HLA-DRB1*09 may be protective against CMV disease.

BOS105 | BKV AND CMV COINFECTION IN RENAL TRANSPLANT

PATIENTS: RESULTS FROM A LARGE MULTICENTER
STUDY

Arturo Bldzquez Navarro', Chantip Dang-Heine’, Michal Or-GuiF,

Chris Bauer®, Ulrik Stervbo®, Timm Westhoff?, Christian Hugo®, Petra Reinke’,
Birgit Sawitzki', Nina Babel’

"Berlin-Brandenburg Center For Regenerative Therapies, Charité — University
Medicine, Germany; 2Systems Immunology Lab, Department of Biology,
Humboldt University, Germany; °Research And Development, Microdiscovery
GmbH, Germany; “Center For Translational Medicine, Medical Clinic I, Marien
Hospital Herne, University Hospital of The Ruhr-University Bochum, Germany;
SDepartment of Internal Medicine lii, University Hospital Carl Gustav Carus at
the Technische Universitat Dresden, Germany

BK virus (BKV), Epstein-Barr virus (EBV) and Cytomegalovirus (CMV)
reactivations are common after kidney transplantation (Tx), and associated
with graft failure and increased morbidity and mortality. CMV is a risk factor for
BKV and EBV reactivations, but the effects of viral coinfections remain
unknown. Here we study the prevalence and clinical implications of the viruses
in Tx.

In a large prospective multicenter study, 3797 blood samples from 541
kidney transplant recipients were analyzed for BKV, EBV and CMV load by
gPCR. The measurements were performed throughout eight visits during the
first post-Tx year. Clinical characteristics, including graft function (GFR) were
collected in parallel.

BKV was the most prevalent infection, had the higher viral load and the
lowest clearing rates. Patients with BKV or CMV monoinfection over 10 000
copies/ml had a significant renal function impairment 1-year post-Tx compared
to non-infected. 115 patients were BKV*CMV*; both infections were signifi-
cantly associated (p < 0.0001). The temporal sequence of the two infections
was not uniform: 52 patients showed BKV reactivation before CMV, 42 had
CMV before BKV and in 21, both were detected simultaneously. Coinfected
patients did not have higher viremias than monoinfected and did not show more
rejection episodes. Nevertheless, coinfected patients showed a significant loss
of renal function comparing to monoinfected infections. Even at much lower
thresholds (BKV > 1000 and CMV > 4000) than for monoinfected patients,
coinfected patients showed a significant loss of GFR of 10.2 ml/min 1-year
post-Tx (p = 0.03). For EBV, a significant association (p = 0.02) was found
with CMV. High peak tacrolimus blood levels were significantly associated with
viral reactivation.

Our results demonstrate the significance of BKV and CMV coinfection for
the long-term allograft function and highlight the importance of a good
therapeutic monitoring and control of the viral reactivations, even at low
viremia levels.
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BOS106 | SCREENING OF POLYOMAVIRUSES VIRURIA IN

KIDNEY TRANSPLANT RECIPIENTS

Michat Komorniczak, StAwomir Lizakowski, Ewa Krol, Alicja DeBska-éLizieri
Clinic and Department of Nephrology, Transplantation and Internal Medicine
Medical University of Gdansk, Poland

Background: Infection with human polyomaviruses (PV), such as BK virus
(BKV) and JC virus (JCV), are very common, but their clinical meaning are
often miscalculated. It's estimated that up to 80% of the population had contact
with PV and is seropositive, however polyomavirus-associated nephropathy
(PVAN) was mostly described in immunocompromised patients. PVAN is an
emerging disease in kidney transplant recipients (KTRs) because of high graft
loss up to 80%.

Methods: From November 2015 to February 2017 we examined 91 KTRs.
Patients were between 8 day and 16 years after kidney transplantation (KTx).
We examined morning urine sample for the occurrence of PV (BKV and JCV)
DNA by Quantitative Real-time PCR.

Results: PV viruria has been found in 32.9% of all patients. In the first period
after KTx, PV infections were more often caused by JCV than BKV (53.3% vs.
43.7%), but with time BKV participation was increasing.

The presence of symptoms of PV infection (increase of serum creatinine
concentration by more than 20% in a period of 3 to 6 month) were noticed in
one third of patients from groups B, C and D with confirmed PV viruria. The
prevalence of BKV and JCV was similar: 23% of BKV and 19% of JCV infection.

In our study there are no differences in frequency of infection PV depending
of regimen of immunosuppressive (IS) maintenance therapy. Although, we
have found correlation between applied dose of MMF and risk of infection PV:
KTRs with PV viruria took higher dose of MMF than KRTs without this infection
(mean daily dose of MMF 1423.07 mg vs. 1063.03 mg, p = 0.03).
Conclusions: PV infection is common in patients after KTx, however the
symptoms occur in only one third of patients with PV viruria. Screening for
urinary PV viral load seems to be necessary thus it will allow early intervention
and prevent from loose function of kidney graft due to PVAN. The factor that
most strongly impact on the presence of the PV in urine is the dose of
antiproliferative agent.

BOS107 | POLYOMAVIRUS (BK) MONITORING AND EARLY

REDUCTION OF IMMUNOSUPPRESSION REDUCES
GRAFT LOSS SECONDARY TO BK VIRUS
NEPHROPATHY: SIR PETER MEDAWAR TRANSPLANT
UNIT, ROYAL LIVERPOOL UNIVERSITY HOSPITAL

Abdulwhab Elmghrbee’, Amar M Eltweri?, Adham El-Bakry', Dan Ridgway’,
Ajay Sharma’, Sanjay Mehra’, Abdul Hammad’

"Royal Liverpool University Hospital, United Kingdom; “Leicester General
Hospital, United Kingdom

Background: The BK viremia related renal graft loss is up to 60% before
screening. We report the effects of BK monitoring, and modification of
immunosuppression on the 5-year allograft survival in patients who developed
BK viremia after kidney transplant.

Material and Methods: Patients: This was a retrospective study of 101 renal
transplant patients in a period of 12 months from April 2011 with a five years
follow up. Twenty patients were excluded due to lack of follow-up data. All
patients subjected to a screening protocol by measuring quantitative serum BK
polymerase chain reaction (PCR) monthly for the first 6 months, and every
3 months up to 2 years after transplant.

Immunosuppression: Forty two patients had Alemtuzumab and 39 patients
had basiliximab as induction therapy. Maintenance therapy for all patients was
Tacrolimus (TAC) and Mycophenolate Mofetil (MMF). Our protocol is based on
steroid avoidance.

Results: Twenty two percent of patients (n = 18) had BK viremia. The first
peak appearance of BK viremia was seen in 83% (n = 15) within the first
18 months of transplant and latent viremia occurred in 17% (n = 3) after
36 months of renal transplant. Thirty three percent (n = 6) had significant
viremia (BK viral load >10 000 copies) and 67% (n = 12) had non-significant
viremia. Our strategy is to stop MMF, start prednisolone for significant viremia
and maintaining TAC level at 4 to 5, while for non-significant viremia close
monitoring and reduce MMF on clinical need. The average time to clear
significant and non-significant viremia was 16 months vs. 7 months respec-
tively. Clearance achieved in all cases with exception of 3 cases of significant
viremia in which 2 cases had not cleared the virus over study period and 1 case
died before clearance. Five-year graft survival for those with or without BK
viremia was 89% vs. 92% and graft loss 2.4% (n = 2) secondary to BK virus
nephropathy.

Conclusion: Our BK viremia related renal graft failure after screening was
only 11%.
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BOS108 | LOW-DOSE CIDOFOVIR AND CONVERSION TO MTOR

IN POLYOMA VIRUS-ASSOCIATED NEPHROPATHY
(PVAN) - A CASE SERIES

Thomas Muehlbacher’, Hanno Bunz', Silvio Nadalin?, Nils Heyne’,

Martina Guthoff’

"Department of Endocrinology and Diabetology, Angiology, Nephrology and
Clinical Chemistry/University of Tiibingen, Germany; °Department of General-,
Visceral- and Transplantation Surgery/University of Ttibingen, Germany

Background: Polyoma virus-associated nephropathy (PVAN) is an emerging
disease in renal allograft recipients with a high rate of allograft loss. Overall
reduction in immunosuppression is a cornerstone of PVAN therapy, whereas
optimal drug combination, as well as specific antiviral therapy remain a
question. We report safety, efficacy and outcome data of a protocol using low-
dose cidofovir as well as a conversion in the immunosuppressive regimen in a
case series of 20 patients with PVAN and progressive renal functional
deterioration.

Methods: Patients with biopsy-proven PVAN received single low-dose
cidofovir according to the Tubingen Cidofovir Protocol, developed to effectively
deliver therapeutic drug concentrations at limited nephrotoxicity and were
converted to mTOR-based maintenance immunosuppression. Polyoma virus
replication and renal function were prospectively monitored over time.
Results: Results from an ongoing case series (since 2007) of currently 20
patients with a median follow-up of 4.4 [0.4-9.9] yrs. are reported. Median time
to PVAN diagnosis was 260 [60-2908] days after transplantation. Median
eGFR prior to therapy was 28 [10-48] ml/min/1.73 m>. The protocol allowed
antiviral therapy without adverse nephrotoxicity, irrespective of allograft
function. 18/20 pts. were initially converted to mTOR-based immunosuppres-
sion, whereas two patients had to discontinue the mTOR due to side effects. 16
patients stabilized allograft function, 4 patients progressed to ESRD due to
PVAN, one of which was successfully retransplanted without recurrence.
Polyoma virus clearance from plasma was achieved in 80% of patients after a
median of 90 [27-298] days.

In conclusion, low-dose cidofovir and conversion to mTOR-based immuno-
suppression allows for effective virus clearance and preservation of allograft
function in a high proportion of patients with PVAN and progressive allograft
dysfunction and may prolong allograft survival in these patients.

BOS109 CLINICAL SIGNIFICANCE OF BK VIRUS-SPECIFIC T

CELL IMMUNITY MONITORING USING ELISPOT ASSAY
IN KIDNEY TRANSPLANT RECIPIENTS

Ji-Yeun Chang, Ki Hyun Park, Bum Soon Choi, Cheol Whee Park, Chul
Woo Yang, Yong-Soo Kim, Eun-Jee Oh, Byung Ha Chung
Seoul St. Mary’s Hospital, The Catholic University of Korea, Korea

Introduction: BK virus (BKV) is an important opportunistic pathogen which
can affect allograft outcome. However, suitable parameters to predict the
reactivation and the clearance of BKV are still unclear. This study aimed to
investigate whether BKV-specific T-cell immunity measured by an interferon-y
enzyme-linked immunosorbent spot (ELISPOT) assay can predict the outcome
of BKV infection.

Methods: We included 50 kidney transplant recipients (KTRs) and 44 healthy
controls (HCs). BKV-specific CD4+ T-cell responses for Large T (LT), Small T
(ST), VP1, VP2, VP3 antigen were measured by using an ELISPOT and BKV-
specific IgG antibodies were measured using ELISA method. Cut off value for
positivity of ELISPOT was 10 SFU/106 PBMC. KTRs were divided into three
groups according to the real-time PCR-determined BKV status: patients who
never had viremia, patients with current viremia and patients who recovered
from previous viremia. We compared BKV-specific T cell immunity between
KTRs and HCs, and we also investigated whether it is associated with the
clearance of BKV or the development of BKV-associated nephropathy (BKVN)
in KTRs.

Results: All five BKV-specific T cells significantly increased in KTRs
compared to HCs. Among KTRs, patients who recovered from previous
viremia tended to have higher ELISPOT results for all antigens than the others.
And patients who achieved the clearance of the virus during the study period
had a higher T-cell immunity compared to patients with persistent viremia
(p < 0.05). Of 30 cases of allograft biopsies done after the virus reactivation,
BKVN comprised of 16.7%. KTRs with BKVN had poorer T-cell responses to
LT, ST, VP1 antigen compared to the patients without BKVN (p < 0.05). BKV-
specific IgG antibodies had no role in this study.

Conclusions: BKV-specific T cell response measured by ELISPOT may be
useful to predict the clearance of viremia and development of BK nephropathy.

© 2017 The Authors
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BOS110 | ORIGIN AND PATTERN OF HUMAN POLYOMAVIRUSES

REPLICATION AFTER KIDNEY TRANSPLANTATION: A
PROSPECTIVE OBSERVATIONAL STUDY

Evaldo Favi', Serena Delbue®, Caterina Colico’, Maria Dolc?,

Pasquale Ferrante®, Sonia Villani, Antenore Giussani', Laura Clementoni’,
Carlo Alfieri", Piergiorgio Messa', Mariano Ferraresso’

"Kidney Transplantation, Fondazione Irccs Ca’ Granda, Ospedale Maggiore
Policlinico, Italy; 2Department of Biomedical, Surgical and Dental Sciences,
University of Milan, Italy

Background: Human Polyomaviruses (HPyV) are ubiquitous DNA viruses
establishing latent infections in the host. Immunosuppression is a recognized
risk factor for HPyV reactivation. The most extensively studied HPyV in kidney
transplantation (KTx) is BK virus (BKV) but other HPyV such as JC virus (JCV),
Merkel Cell PyV (MCPyV), and Polyomavirus 9 (HPyV9) have been detected in
KTx. Origin, natural history, and clinical significance of these HPyV remain
unclear.

Methods: Urine and blood samples from 22 KTx donor/recipient pairs were
collected immediately before KTx and on post KTx day 1 (T1), 15(T2), 30 (T3),
60 (T4), 90 (T5). Samples were tested for BKV, JCV, MCPyV, Polyomavirus 7
(HPyV7), and HPyV9 genome by virus-specific DNA TagMan Real Time PCR.
Molecular characterization of the amplified viral strains was conducted by
automated sequencing.

Results: No HPy vs. viremia was observed whereas HPy vs. viruria was
detected in 10/22 (45.5%) donors and 10/22 (45.5%) recipients. Identical HPyV
strains were isolated in 6/22 (27.3%) donor/recipient pairs. JCV genome was
amplified in 10 donors and in 6 recipients since T1. JCV strains detected in the
recipients were identical to those amplified in the paired donors. MCPyV DNA
was detected in 3 recipients at T2. BKV genome was detected in 1 recipient at
T3. One recipient experienced concomitant replication of JCV and MCPyV. No
relationship between HPyV replication and clinical course was identified during
the first 3 months of follow up.

Conclusions: Our data confirm that replicating JCV is frequently observed in
organ donors. They also suggest that JCV replication in the early post KTx
phase is common. We demonstrated that JCV early post KTx infections are
caused by viral strains transmitted by the donors. MCPyV and BKV post-
transplant replications observed in this series were likely due to reactivation of
recipient strains. Extended follow up is needed to rule out clinical impact of
early JCV infection after KTx.

BOS111 DNA VIRAL INFECTIONS ASSAY IN KIDNEY

TRANSPLANT RECIPIENTS BY A NEW HIGH
THROUGHPUT MASS SPECTROMETRY METHOD

Gaetano La Manna', Carlotta Pia Cristalli’, Vanessa Mucciacciaro®, Sabrina
De Carolis®, Raffaella Minardi’, Chiara Zannini’, Marco Ruggeri’,

Giorgia Comai', Monica Cricca®, Vilma Mantovani®, Maria Cappuccilli’,
Massimiliano Bonafé®

"Unit of Nephrology, Dialysis and Renal Transplant, St. Orsola-Malpighi
Hospital, Bologna, Italy; °Center for Applied Biomedical Research, St. Orsola—
Malpighi Hospital, Bologna, Italy; >Department of Specialized, Experimental
and Diagnostic Medicine, University of Bologna, Bologna, Italy; “Medical
Genetics Unit, St. Orsola- Malpighi Hospital/Center of Applied Biomedical
Research, Bologna, Italy

Introduction: Infections represent a major complication after renal transplant
with an important impact on allograft survival and outcome. Polyomaviruses
(PyVs), a group of small and circular dsDNA viruses, mediate a broad spectrum
of diseases in immune-compromised patients. NF-kB (nuclear factor kappa-
light-chain-enhancer of activated B cells) is a key regulator of immune and
inflammatory responses and the -94ins/delATTG (rs28362491) polymorphism
in the gene promoter has been widely investigated for clinical associations. To
date, rs28362491 has been shown to influence the susceptibility to systemic
lupus erythematosus, rheumatoid arthritis, inflammatory bowel disease and
recently renal transplant rejection.

Materials and Methods: We developed a high throughput mass spectrom-
etry (MS)-based method to detect rs28362491 and 18 Py vs. types. Primer
pairs of MS assay were designed within the specific large T antigen genes. Viral
and human DNAs were extracted from blood samples of 43 kidney transplant
recipients, before and after transplantation.

Results: We analysed the correlation among Py vs. infections, rs28362491
genotype and post-transplant follow up. Five out of the 18 viral types tested
were found in the specimens analysed: BKV, JCV, Merkel cell PyV, Human
PyV6 and SV12. In our cohort, 14 patients showed SV12 infection: 10 cases
were -94ins/-94ins, 4 were -94ins/-94del. All the patients with the NF-kB-94del/-
94del genotype were characterized by the absence of SV12 strain. No
correlation between genotype and viral infection was observed for the other
viral types.
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Conclusions: Our MS assay improved the Py vs. typing and allowed to drive
towards the identification of novel biomarkers for the infective management of
transplanted patients. The genetic background might modulate the viral
infection susceptibility in renal transplant recipients.

Clinical Kidney Other

BOS112 ASSOCIATION BETWEEN DIPSTICK PROTEINURIA

AND ALLOGRAFT OUTCOMES IN LIVING DONOR
KIDNEY TRANSPLANT RECIPIENTS

Ji Yoon Choi', Oh Jung Kwon?
' Asan Medical Center; Department of Surgery, College of Medicine, Hanyang
University, Seoul, Korea

Background: Proteinuria is one of the important factors suggestive of kidney
function impairment. Previous epidemiologic studies had demonstrated that
greater than trace amounts of protein on a casual urine dipstick may be an
important predictor of long-term clinical outcomes in general population. In
kidney transplant (KT) recipients, there were few data concerning it.
Methods: Thus, we retrospectively analyzed 238 living donor KT recipients to
investigate impact of dipstick proteinuria on allograft outcomes. All KT
recipients were divided into 2 groups according to dipstick proteinuria: control
group (n = 190), negative; case group (n = 48), > trace. Cox’s proportional
hazard model with time-dependent covariates was used to encompass
compounding effect of covariates that change over time, including vintage
and allograft survival time.

Results: As compared with controls, the change of estimated glomerular
filtration rate was prominent in recipients with dipstick proteinuria after 3-year
post-KT (=15 + 7.1 vs. —4.4 + 7.4 ml/min 1.73/m?/year’, p < 0.0174). In
Kaplan—Meier analysis, KT recipients in control group had a better dialysis-free
survival as compared with cases (201 + 6 vs. 164 + 10 months; log-rank
p = 0.0118). In Cox proportional hazard models, trace or more dipstick
proteinuria was closely associated with long-term allograft loss (HR = 1.964,
95% CI = 1.152-3.348), and further adjustment for age and gender did not
attenuated this association (HR = 1.764, 95% CI| = 1.050-3.065).
Conclusions: Our results may suggest that presence of small amount protein
in urine may be the first sign of deteriorating allograft renal function.

BOS113 DELAYED GRAFT FUNCTION IN KIDNEY

TRANSPLANTATION: IMPACT ON GRAFT FUNCTION,
RENAL TRANSPLANT SURVIVAL AND PATIENT
SURVIVAL

Lilia Ben Lasfar, Wissal Sahtout, Awatef Azzebi, Ferdaous Sabri,
Yosra Guedri, Sanda Mrabet, Salma Toumi, Dorsaf Zallema, Samira
Ben Amor, Abdellatif Achour

Chu Sahloul Soussa, Tunisia

Introduction: Delayed graft function (DGF) is a form of acute renal failure
resulting in post-transplantation oliguria, increased allograft immunogenicity.
Factors related to the donor and prerenal, renal, or postrenal transplant and
factors related to the recipient can contribute to this condition. In renal
transplantation, the impact of DGF on prognosis is controversial. We will be
interested in the impact of DGF on graft function, graft survival and patient
survival.

Methods: One hundred and ninety-one renal transplants performed between
November 2007 and June 2016 were analyzed. DGF was diagnosed when
serum creatinine levels increased, remained unchanged, or decreased less
than 10% per day in five consecutive days in the first week after transplantation.
Results: The mean age of recipients was 33.13 + 13.04 years. There were
35% females and 65% males.

Univariate analysis revealed the following results. The frequency of DFG
was 14.1%. The necessity of hemodialysis was observed in 25.9% (eight
cases). DFG occurred in 7.4% cadaveric graft and 92.6% live — graft.

The chronic graft dysfunction was observed in 33.3% of patients with DFG
vs. 11.8% of patients without DFG (p = 0.007). Acute rejection occured more
frequently with DFG (20% vs. 12.8%, p = 0.27)

There was a worse graft survival in patients developing DFG but the
difference was statistically not significant (p = 0.052). Finally we have not fined
a real impact on patient survival (p = 0.69).

Discussion: Recent studies provide conflicting results. Some centers report
DGF as an independent risk factor for acute rejection episodes, reduced long-
term graft and patient survival, while others report no impact. This result from
differences in definitions (DGF, long-term outcomes), and statistical methods
that may partly explain the variability.

Conclusion: DFG can have serious consequences on the long term outcome
of renal transplantation.

So, we recommend optimal immunosuppressive regimen for patients with
DGF and weekly renal biopsy.
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BOS114 | THE MANAGEMENT OF RENAL ALLOGRAFT FAILURE

Marie Docherty, Rhodri Pyart, Sharon Warlow, Eiddwen Glyn, Clare Jones,
Pramod Nagaraja, Sian Griffin
Cardiff Transplant Unit, United Kingdom

Background: Management of the recipient with a failing renal allograft is
complex. In addition to psychological support, optimisation of immunosup-
pression and correction of the metabolic consequences of chronic kidney
disease (CKD), there should also be timely referral for definitive access or re-
transplantation as appropriate.
Methods: We performed a retrospective analysis of all renal allograft failures
in a large transplant unit in two recipient cohorts — those whose grafts had failed
in the period 1st January 2007-31st December 2011, when all recipients were
seen in a general transplant follow up clinic, and those failing between 1st
September 2014 and 31st August 2016, following the establishment of a low
clearance transplant clinic.

Data was collected from electronic databases and clinical notes.
Results: Grafts failing within one year were excluded from further analysis.
There were 52 failures in cohort one (67% male) and 49 failures in cohort two
(59% male).

Cohort two
(n=49)

Cohort one
(n=52)

Age at transplant/graft failure 41 + 15/47 + 16 44 + 17/54 + 16

(years, + SD)

% LD/DBD/DCD 29/69/2 31/49/20

% First transplant 79 84

Cause of graft failure: 23/17/60 18/16/65
% CAN/recurrent disease/other

% with history of non-adherence 15 14

Excluding recipients with a rapid and unexpected decline in graft function, 9/
20 (45%) patients in cohort one started haemodialysis with a line, despite being
known to have declining function with an eGFR of <20 ml/min 6 months prior to
graft failure. Only two had been assessed in the vascular access clinic.

In contrast, in cohort two, although 8/24 (33%) predictably progressive
patients started dialysis with a line, all had been assessed and offered a fistula.

The rate of pre-emptive listing for a further transplant were similar in both
cohorts, despite the second cohort being older at the time of graft failure (54 vs.
47 years), with a greater prevalence of diabetes (22% vs. 12%).
Conclusion: Management of recipients with failing renal allografts in a
dedicated low clearance transplant clinic facilitates provision of definitive
access prior to return to dialysis, and may improve re-listing prior to graft
failure.

BOS115 HYDRATION AND NUTRITIONAL STATUS OF PATIENTS

AFTER SUCCESSFUL KIDNEY TRANSPLANTATION

Sylwia Malgorzewicz', Maja StAwiriSka-Morawska®, Alicja DeBska-SLizieri®
’Department of Clinical Nutrition, Medical University of Gdarisk, Poland;
2Medical University of Gdarisk, Poland; *Department of Nephrology,
Transplantology and Internal Medicine, Medical University of Gdansk, Poland

Background: Hypervolemia is a major risk factor for hypertension leading to
cardiovascular diseases and also a frequent problem in patients with chronic
kidney disease. Hydration status can be determined by bioimpedance
spectroscopy which is a practical, and non-invasive method.

This study was carried out to estimate the hydration and the nutritional
status in a cohort of stable kidney recipients (KTRs).
Methods: The study population consisted of 121 patients after kidney
transplantation in mean age 51.2 + 13.5 years. 34% KTRs had diabetes
mellitus (DM). Hydration status was assessed through clinical evaluation and
bioimpedance spectroscopy over a 24-month observation period. Nutritional
status was assessed by clinical (SGA), anthropometric (BMI, body fat, lean
body mass contents) and biochemical parameters. eGFR was calculated by
CKD EPI formula.
Results: The mean BMI was 25.8 + 4.1 (range 17.5-39.0); the mean eGFR
was 56.4 + 22.1 ml/min. Nutritional status has not changed during the year.
During the study period hydration status assessed by bioimpedance spec-
troscopy was stable +1.04 +2.21 — at the beginning the study and
+0.94 + 2.3 | - after 24-months. The significant differences in body fat content
between patients >60 years. old vs. younger were observed. Elderly KTRs and
KTRs with diabetes mellitus presented also, a significantly higher (p < 0.05): E/
| ratio (external/internal body water), BMI and body fat content. The nutritional
status assessed by SGA (DM —5.3 vs. nonDM —6.6 points; p = 0.0002) was
statistically worse in diabetic KTRs.
Conclusions: The hydration status was at proper range and stable during the
observation although extracellular water, E/I ratio and also body fat increased
significantly with the age.
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BOS116 | COMPARISON OF GRAFT FUNCTION AND FACTORS

OF INFLUENCE ESTIMATED WITH THREE FORMULAS
BASED ON SERUM CREATININE DURING TWELVE
MONTHS AFTER TRANSPLANTATION WITH BASIC
FUNCTION OF DONATED KIDNEY MEASURED

Irena Rambabova Bushljetik’, Gjulsen Selim’, Jelka Masin Spasovska’,
Olivera Stojceva Taneva’, Oliver Stankov?, Ladislava Grcevska’,

Goce Spasovski'

"University Clinic of Nephrology, Macedonia, The Former Yugoslav;
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Introduction: Assessment of renal function is a crucial component of donor
evaluation. The higher measured GFR of donor is independently associated
with better allograft outcomes in living donor kidney transplantation. Monitoring
graft function and estimation of GFR is recommended method for follow up the
patients in post transplant period. The aim of our study is to investigate
correlation of directly measured GFR of donated kidney with estimated GFR
with the creatinine based formulas and to detect factors of influence on graft
function in 12 months after transplantation.

Methods: 50 patients with transplanted kidney from living donor (related and
non-related donors) with stabile renal function in period of 12 months after
transplantation was included in our study. The mean recipient age was
30.7 + 9.6 years, and donor age was 55.45 + 9.41 years. The mean sepa-
rated directly measured GFR of donated kidney was 47.61 + 5.72 ml/min.
Graft function was estimated on three time points 3, 6 and 12 months with 3
formulas: Cockroft-Gault, MDRD 6 variables and Nankivell.

Direct correlation of estimated GFR with 3 formulas with measured GFR

with radiolabeled isotopes 99mTc DTPA was done. Different factors od
influence as donor age, time of dialysis treatment and different calcineurin
inhibitors as a part of immunosuppression was evaluated.
Results: Estimated GFR at 12 months with MDRD was 72.65 + 22.6 ml/
min, with Cockroft Gault was 94.25 4+ 36.42 ml/min, and with Nankivell
formula was 81.78 + 17.89 ml/min. The highest GFR was estimated with C-
G formula at three time points. The estimated allograft GFR does not correlated
with directly measured GFR of donated kidney. Donor age is most influenced
factor on the graft outcomes at 12 months. Allografts from SCD (<60 years)
have better function than allografts form ECD (>60 years). The highest
estimated GFR was with C-G equation (106.08 + 39.26 ml/min), and with
other formula, Nanki.

BOS117 | A CASE DIAGNOSED WITH MITOCHONDRIAL DISEASE

AFTER LIVING KIDNEY TRANSPLANTATION

Naomi Ota’, Kouichi Tutahara?, Hiroki Okushima®, Yukimasa Iwata®,

Karin Shimada®, Kensuke Mitsumoto®, Rei lio®, Tetsuya Takao®,

Terumasa Hayashi®, Seiji Yamaguchi®

Department of Nephrology, Osaka General Medical Center, Japan;
2Department of Urology, Osaka General Medical Center, Japan; *Department
of Nephrology, Osaka General Medical Center, Japan

Case Report: A 30-year-old man was referred to our hospital for living kidney
transplantation from his donor who was his father. At the age of 15, he was
diagnosed as having proteinuria during a school physical examination. Then,
his hearing ability worsened, and he was diagnosed as having sensory hearing
loss at the age of 25. At the age of 27, renal dysfunction (serum creatinine level
[sCr], 2.17 mg/dl) was diagnosed, and 2 years later, his renal function further
declined (sCr level, 4.86 mg/dl). He underwent living kidney transplantation
from his donor father at the age of 30.

His family history was significant in that his mother had chronic kidney
disease, bilateral sensory hearing loss, diabetes, and dilated cardiomyopathy.
Furthermore, many of his relatives had similar multi-organ dysfunction, which
was likely to be characteristic of mitochondrial disease. Thus, we first
performed genetic testing of his mother, and the results showed mutation of
mtDNA (A3243G). Subsequently, we also examined him after kidney trans-
plantation, and we diagnosed him as having inherited mitochondrial disease.
He is now 32 years old, and his kidney allograft function and sCr level have
been stable for 2 years after transplantation.

Discussion: Kidney transplantation is rarely performed in both adult and
pediatric patients with primary mitochondrial disease partly because of the
disease severity, especially when it is accompanied by neurologic disorders.
Another important reason may be that some patients with this disease are likely
to be misdiagnosed because of the wide range of clinical phenotypes. We
experienced another patient who underwent living kidney transplantation from
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his donor sister, and he developed graft failure a few years later. Therefore,
transplant teams should be aware of mitochondrial disease as an etiology for
kidney failure, and they should consider appropriate consultation, especially for
living donor selection, because the disease is inherited from mothers.

BOS118 | BUTYRATE PRODUCING SPECIES IN RENAL DISEASE

Matty Terpstra, Marjan Sinnige, Suzanne Geerlings, Frederike Bemelman
Academic Medical Center-University of Amsterdam, The Netherlands

Background: End Stage Renal Disease (ESRD) is associated with a
decreased intestinal barrier function. This possibly causes bacterial transloca-
tion over the intestinal wall, which can trigger a systemic inflammatory
response. The cause of this decreased barrier function is not clarified. The
permeability or barrier function of the intestine is determined by a family of
proteins that form paracellular slit pores called claudins. Butyrate, a short chain
fatty acid, facilitates the transcription from the claudins and therefore affects the
intestinal permeability. Furthermore butyrate is an important energy source for
colon cells. Butyrate is mostly produced through bacterial fermentation of
dietary fiber, for which specific bacterial species are required. The most
abundant butyrate producing species are F. prausnitzii and Eubacterium
rectale.

The aim of this study is to evaluate whether a depletion of these specific
butyrate producing species might be part of the cause of the decreased
intestinal barrier function in ESRD.

Methods: We used gPCR to quantify the total amount of bacterial DNA (16S),
F. prausnitzii and Eubacterium rectale in fecal samples obtained from healthy
kidney donors, preemptive renal transplant recipients prior transplantation and
dialysis patients. We aim to include 20 patients in each group before
September 2017.

Results: Median (IQR) copy numbers are displayed in table 1. On group level
we found no statistical differences. Individual values are shown in figure 1.
Conclusions: Our preliminary data show that the range in the abundance of
F. prausnitzii and Eubacterium rectale is high. Though there was no statistical
difference between the groups, some dialysis patients appeared to have
extremely low counts of these specific butyrate producing species. We will
continue to include patients in this study to determine if and in which patients a
decreased amount of butyrate producing species is present and possibly
clinically relevant.
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Figure 1. Copies/ng input, median + IQR

Healthy donors (n = 9)

Preemptive (n = 3) Dialysis (n = 13)

16S median (IQR)
F. prausnitzii median (IQR)
Eubact. rectale median (IQR)

2 356 883 (1 823 377-3.290 852)
358 169 (135 710-555 506)
10 988 (9 287-60. 602)

3 571 723 (2 683 784-3 571 723%)
1 040 768 (331 288-1 040 768*)
53 335 (9330-53 335%)

2 311 093 (826 865-3 248 939)
349 171 (349 171-1 417 213)
12 896 (3658-20 218)

*50th percentile due to n =3

© 2017 The Authors
Transplant International © 2017 European Society for Organ Transplantation

Vol. 30 (Suppl. 2), 165-346 199



Abstracts of the 18th Congress of the European Society for Organ Transplantation

BOS119 | IMPACT OF CALORIE RESTRICTIONS ON THE

GLOMERULAR FILTRATION RATE IN KIDNEY
TRANSPLANTATION PATIENTS
Magdalena Barbara Kaziuk', Waldemar Kosiba®, Marek Jan Kuzniewski®
TJagiellonian University Medical College, Poland; ?2nd Internal Branch With
Intensive Cardiology Care of the Zeromski Hospital in Krakow, Poland;
3Jagiellonian University Medical College Chair and Department of Nephrology,
Krakow, Poland

Aim: An attempt was made to assess the impact of following a calorie
restricted diet on the glomerular filtration rate of kidneys and the nutritional state
in the studied group.

Materials and Methodology: Patients with correct body weight and active
kidney transplantation of over three months after the transplantation were
qualified for the study, whereas patients with diagnosed diabetes mellitus and
eating disorders were excluded from it. The patients were divided into two
groups: those adhering to a restricted calorie diet (60 patients) and those with
no diet (41 patients). The diet consisted of 5 meals a day, with the caloricity for
women of approx. 1500 and 2000 kcal in the case of men. The patients ate
meat products once a week and were following the diet for approx. 2 months.
The control group consisted of patients who did not adhere to any diet.

A body composition analysis was conducted by means of bioelectrical

impedance analysis (BIA) and anthropometric measurements. The nutritional
state was described using the BMI (body mass index), the waist to height ratio
(WHtR) as well as the level of albumin and the Nutritional Index (NI). The
excretory function of a transplanted kidney was assessed by calculating the
estimated glomerular filtration rate (eGFR) using the MDRD formula.
Results: In patients who followed the restricted calorie diet, which at the same
time provided all the necessary building and regulatory components, better
glomerular filtration rate was observed compared with patients adhering to the
high calorie diet (p = 0.004). Hypoalbuminaemia and poor nutritional state
(NI < 1.31 points) occurred more frequently in persons who did not have any
diet (p = 0.001).
Conclusions: Rational and balanced diet with restricted calorie intake may
have an impact consisting in an improved glomerular filtration rate and better
well-being. However, in the case of patients with chronic diseases, supervision
of treating physician is necessary.

BOS120 | PATIENT SURVIVAL IN KIDNEY TRANSPLANT

EXPANDED CRITERIA DONORS: IMPACT OF STEROID
WITHDRAWAL

Veronica Lopez, Mercedes Cabello, Pedro Ruiz, Cristina Jironda,
Juana Alonso, Eugenia Sola, Domingo Hernandez, Teresa Vazquez
Hur Malaga, Spain

Steroids are largely effective for the immunosuppressive treatment in renal
transplant patients, but cause severe side effects.

Objective: To analyze the effect of steroid withdrawal on patient survival in
kidney transplant expanded criteria donors (KTECD)

Material and Methods: A longitudinal, retrospective cohort study, where we
included 335 KTECDs performed between February 1999 and December
2011. Factors associated with patient survival were analyzed.

Results: Patient’s survival at 2, 5 and 7 years was, respectively, 96%, 88%
and 83%. During follow up period (68 months, IR 39-109) 60 patients died
(18%). The most frequent cause of death was infectious (27.9%), followed by
tumoral (26.2%) and cardiovascular (CVC) (23%).

After performing several models adjusted by age, time on dialysis,
cardiovascular disease (CVD), diabetes and propensity scores to receive
steroids, Cox’s multivariate regression analysis showed in the final model, as
risk factors associated to the patient death, the age of the patient (HR 1.1, CI
1.06-1.1, p < 0.001) and post-transplant CVD (HR 2.4, Cl 1.1-5.2, p = 0.025),
while the steroid withdrawal was a protective factor (HR 0.2, Cl 0.1-0.4,
p < 0.001).

Conclusions: Steroid withdrawal is a protective factor for the patient death in
KTECD. Based on these data, early suspension of steroid therapy could be
suggested in this elderly population with low immunological risk.

BOS122 GRAFT LOSS FROM ANTI-GBM NEPHRITIS: A RARE

EVENT IN ALPORT SYNDROME EVEN WITH A SEVERE
COL4A5/A4/A3 MUTATION
Valentine Gillion", Karin Dahan’, Eric Goffin', Pascale Hilbert?, Jean-
Pierre Cosyns’, Michel Jadoul”, Martine De Meyer', Michel Mourad’,
Yves Pirson’, Nada Kanaan’
"Cliniques Universitaires Saint-Luc, Belgium; ®Institut De Pathologie Et De
Génétique, Belgium

Background: Alport syndrome (AS) is caused by mutations in a3/a4/a5 (IV)
collagen genes, whose severity determines the progression of AS. Post-
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transplant outcome is good, though anti-GBM nephritis occurs in 3-5% of
recipients, clustering in patients with a severe mutation

Aim: To assess whether the severity of the underlying AS mutation affects
graft and patient’s outcome after transplantation, including the occurrence of
anti-GBM nephritis

Methods: Retrospective analysis including AS patients with an identified
mutation transplanted between 1972 and 2014. Severe mutations included
truncating, splice-site and non-sense mutations. Missense mutations and in-
frame deletions were considered non-severe.

Results: 73 patients had received 93 kidney grafts: COL4A5 = 57,
COL4A3 = 9, COL4A4 = 6, heterozygous composite COL4A3 and A4 = 1.
Forty-one patients had a severe mutation (COL4A5:30, COL4A3:6, COL4A4:5)
and 32 had a non-severe mutation (COL4A5:27, COL4A3:4; COL4A4:1).
Patient survival was similar in patients with severe and non-severe mutations
(89% vs. 84% at 5 years, 83% vs. 75% at 10, 15 and 20 years (p = 0.46). Graft
survival was not affected by the severity of mutation (77% vs. 63% at 5 years,
60% vs. 55% at 10 years, 55% vs. 55% at 15 years, and 55% vs. 50% at
20 years (p = 0.65). Post-transplant cardiovascular, infectious, neoplastic
complications and acute rejection rate were similar in both groups. Anti-GBM
nephritis occurred in 1 patient with truncating COL4A5 mutation 6 years after
transplantation leading rapidly to graft loss. He developed the same episode
3 years after retransplantation. Of 48 grafts biopsies, linear IgG deposits
without glomerular lesion were observed in 4 grafts (2 severe COL4A5
mutations, 1 severe COL4A4 mutation, 1 missense COL4A5 mutation).
Conclusion: Anti-GBM nephritis occurred in only 1.4% of AS patients and in
2.4% of the subgroup with a severe mutation which is lower than generally
thought. Anti-GBM nephritis may manifest later than previously thought.

BOS123 | TREATMENT WITH MYCOPHENOLIC ACID DOES NOT

INCREASE MALFORMATIONS IN DESCENDANTS
FROM KIDNEY TRANSPLANT RECIPIENTS MALES

Cristian Rodelo-Haad', Isabel Lopez-LopeZ®, Marisa Agliera®, M.
Dolores Navarro®, Alberto Rodriguez-Benot®, Pedro Aljama®
"Maimonides Biomedical Research Institute of Cordoba, Cordoba, Spain;
2Reina Sofia University Hospital, Cordoba, Spain

Background: Mycophenolic acid (MA) is prescribed as immunosuppressive
treatment after Kidney Transplantation (KT). MA has been associated with
teratogenicity in rats and women exposed during pregnancy. Recently, the
European Medicines Agency (EMEA) and the Spanish Agency of Medicine and
Sanitary Products (AEMPS) warned about the potential teratogenic effects
even in descendants of males under treatment with MA, so that contraceptives
recommendations should be taken during its consumption. However, there is
no available evidence of malformations in the offspring of males exposed to
MA. Thus, the aim of the present study was to evaluate the incidence of
offspring malformations in KT’s male recipients.

Methods: We conducted a longitudinal and retrospective study in which we
evaluated the incident of descendants’ malformations of 21 KT’s male
recipients that were under treatment with MA before and at the time of
conception.

Results: 28 post-transplant conceptions were identified from 21 KT patients.
MA was used as immunosuppressive medication in 25 out of 28 conceptions.
Whereas 53.6% (n = 15) received Mycophenolate Mofetil, 35.7% (n = 10)
were under Sodium Mycophenolate. The three remaining patients were under
Azathioprine. 11 (58%) patients had had one child, 7 (37%) patients had two
children and 1 (5%) patient had conceived 3 children. Mean age of recipients at
the time of conception was 36.7 + 4.7. Median time from grafting to conception
was 6 (IQR 2.3-10-7) years. Male or female offspring’s gender percentage
was comparable. 2 miscarriage episodes were recorded in two different
recipients, after which conception was effortlessly accomplished. No malfor-
mation was detected among all offspring at birth or after 5 years of age.
Conclusions: In our study, no evidence of MA-associated malformations was
observed in descendants of males under treatment with MA. Further research
is needed to confirm our findings to properly advice KT recipient males keen to
procreate.

BOS124 | THE IMPACT ON LONG-TERM KIDNEY FUNCTION OF

THE RENAL RESISTIVE INDEX IN THE IMMEDIATE
POSTOPERATIVE PERIOD AFTER KIDNEY
TRANSPLANTATION: A COHORT ANALYSIS

Stijn Bogaert', Alexander Decruyenaere’, Philippe Decruyenaere’,

Patrick Peeters’, Eric Hoste®

"Ghent University Hospital, Belgium; Clinical Research-Foundation (Fwo),
Belgium

Background: The renal resistive index (RI) is a sonographic value that is
measured routinely in our hospital in the immediately postoperative period to
monitor recipients of a kidney transplantation. We evaluated whether RI

measured in the immediate post-transplant phase during ICU admission can be
used to predict long-term graft function.
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Methods/Materials: The RI was measured by Doppler ultrasonography in
kidney graft recipients within the first two days after transplantation between
2005 and 2014. Our primary endpoints were eGFR (CKD-EPI) and mortality at
30 days, 1 year and 5 years. The data were retrospectively retrieved from one
tertiary care academic center and 15 peripheral hospitals. Donor, recipient and
outcome variables were retrospectively retrieved from the electronic hospital
database, the laboratory database, DICOM images, the database on intensive
care (Adaptive Server Enterprise), the database of our Transplantation Center,
the Eurotransplant database and local databases of peripheral hospitals.
Results: We included 478 patients, with a median age of 54 years (IQR 45—
62) and with 295 (61.7%) men. Patients had a median follow-up period of
35 months (IQR 19-59, range 0-127). During follow-up, 30 (6.3%) patients
died, of which 27 with a functioning graft. There was no significant correlation
between the Rl value and the eGFR at 30 days, 1 year, or 5 years
posttransplant. However, patients who had died at 1 year and 5 years had a
higher Rl compared to long-term survivors.

Conclusion: RI, routinely measured the first days after kidney transplanta-
tion, has no correlation with long-term kidney function as measured by eGFR,
but was associated with all-cause mortality at 30 days, 1 year and 5 years.

BOS125 | THE EFFECT ON GRAFT FUNCTION AND SURVIVAL OF

BK VIRUS VIREMIA AND NEPHROPATHY IN RENAL
TRANSPLANT PATIENTS

Vural Taner Yilmaz', Huseyin Kocak®, Guitekin Suleymaniar?,

Ramazan Cetinkaya®, Abdullah Kisaoglu®, Dilek Colak®, Halide Akbas®,
Bahar Akkaya®, Aydinli Bulent®

"Division of Nephrology, Department of Internal Medicine, Akdeniz University
Medical School, Turkey; ®Division of Nephrology, Department of Internal
Medicine, Akdeniz University Medical School, Turkey; 3Department of General
Surgery, Akdeniz University Medical School, Turkey; *Department of Clinical
Microbiology, Akdeniz University Medical School, Turkey; *Department of
Biochemistry, Akdeniz University Medical School, Turkey; ®Department of
Pathology, Akdeniz University Medical School, Turkey

Background: The aim of this study was to evaluate the effects on graft
function and survival of BK virus viremia and nephropathy in renal transplant
patients.

Methods and Materials: This study included 2575 renal transplant patients
who were transplanted from living and cadaveric donors in between 2000
2016 years in our transplant center and divided to two groups. Group 1: BK
virus serum PCR negative 2545 patients (male/female: 1716/829, mean ages
38.2 + 12.4), Group 2: BK virus viremia and/or BKV associated nephropathy
(BKVAN: %1.2) 30 patients (male/female: 23/7, mean ages: 40.9 + 12.6).
Tacrolimus, mycophenolic acid derivates (MPA), prednisolone and basiliximab
induction therapy were the most used protocols in group 2 (80%). The
diagnosis of BKVAN and rejection were confirmed by biopsy. Firstly, dose
reduction or end of the MPA (5 patients: %25, 9 patients: %50, 16 patients stop)
and than tacrolimus. Secondly, switched to cyclosporine or everolimus. Thirdly,
cidofovir use in resistant cases. SPSS 20.0 software program was used for
statistical analysis.

Results: Graft survival rates (1./3./5./10. years; %98-90/ %98-80/ %97-80/
96-80, respectively), were lower in the group 2 (p: 0.003, Figure 1), the rates of
acute rejection (16.3-33.3%, p: <0.001), anti-thymocyte globulin uses for
rejection (11.9-13.7%, p: <0.001), cytomegalovirus viremia (1-10%, p: 0.004),
new onset diabetes after transplantation (11.8-50%, p: <0.001), chronic
allograft dysfunction (6.6-46,7%, p: <0.001), serum creatinine levels in last
control (1.38 + 0.9-1.75 + 0.6, p: <0.001) were higher in the group 2. In 6 graft
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Figure 1. Serum BKV DNA titers
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loss patients (3 BKVAN) were used tacrolimus and MPA based regimen.
Serum BKV DNA titers were showed in the Figure 1.

Conclusion: The most effective therapy modalities for BKV viremia and
nephropathy according to our study is the reduction or end of MPA and than
tacrolimus, switched to cyclosporine or especially everolimus in addition to
cidofovir in resistant cases.

Clinical Liver Other

BOS126 | IS SIMULTANEOUS LIVER TRANSPLANTATION (OLTX)

COMBINED WITH THORACIC/CARDIAC SURGERY
FEASIBLE?

Aditya Kanwar, Rohan Thakkar, Aimen Amer, Paul Williams, Ibrahim Ibrahim,
Asif Hasan, John Dark, Mark Hudson, Steven Masson, Jeremy French,

Colin Wilson, Gourab Sen, David Talbot, Derek Manas, Steven White
Freeman Hospital / Institute Of Transplantation/ NIHR Blood Transplant
Research Unit, United Kingdom

Background: Experience of simultaneous liver transplant combined with
thoracic/cardiac surgery in the UK is extremely limited. There are a number of
reasons for this but with continuing improvements in the technical aspects of
surgery, immunosuppression/graft survival and post-operative care the indi-
cations are likely to expand. We present our experience of simultaneous liver
transplants combined with thoracic/cardiac surgery.

Methods: A retrospective review of all such procedures carried out within our
unit since 1995 were evaluated from available medical notes and electronic
records.

Results: 6 (4M:2F age range 17-56 years) patients underwent combined
procedures. A variety of procedures were performed including Simultaneous
liver and lung (SiLivLunTx) for cystic fibrosis (n = 2), Simultaneous liver and
heart (SiLivHTx) (n = 2) (for familial hypercholesterolemia n = 1 and cardio-
genic cirrhosis following a previous Fontan’s procedure n = 1). A further 2
patients had liver transplantation combined with either an aortic valve
replacement (n=1) or CABG (n=1). Two patients received liver re-
transplants one for hepatic artery thrombosis at day 6 and another after
14 years for ductopaenic rejection who also required a pacemaker after a
cardiac arrest following SiLivHTx. 2 patients required endoscopic management
of biliary strictures. Patient mortality at 30 days was 0%. Follow up ranges from
18 months to 20 years during this time 5/6 patients are currently alive and well,
one patient who received SiLivCABG died after 8 years due to cardiac
complications.

Conclusion: Despite the complexities and considerable risks involved, along
with overcoming the logistics of performing 2 major procedures in a single
centre, simultaneous liver transplants performed with major thoracic/cardiac
procedures including either lung or heart transplantation excellent long-term
results can be achieved with zero inpatient mortality even if immediate re-
transplantation is needed.

BOS127 | COMBINED LIVER AND PANCREATIC ISLETS

TRANSPLANTATION - IS IT WORTH IT?

Matej Kocik, Kvetoslav Lipar, Libor Janousek, Milos Kucera, Martin Oliverius,
Pavel Trunecka, Peter Girman, Frantisek Saudek, Jiri Fronek
Ikem, Czech Republic

Introduction: Pancreatic islet transplantation (ILTx) can prevent brittle
diabetes (DM) and even achieve insulin independence in some patients.
Transplanted islets may be infused into the portal system during liver
transplantation (LTx), so combined transplantation carries only small additional
risks to LTx. We describe our series of patients with end-stage liver disease and
DM who underwent combined LTx + ILTx at our institution.

Methods: From 2/2007 to 7/2014 six patients underwent combined LTx and
ILTx. Indications for LTx were liver cirrhosis in 4 patients, neuroendocrine liver
metastases and HBV. Indication for ILTx was type 1 DM with zero C-peptide
level and secondary DM after total pancreatectomy in 3 cases. Islets were
isolated from the same donor and were infused into the portal vein intraop-
eratively.

Results: The median number of islets transplanted was 244 000 ieq (range
130 000482 000 ieq, median number 3330 ieq/kg, range 1510-6600 ieq/kg).
We observed no complication related to islet infusion. All islets grafts exhibited
partial function with median C-peptide and HbA1c levels of 0.27 nmol/l (range
0.05-0.37) and 46 mmol/mol (range 38-57) at 1 year, 0.09 nmol/l (0.02-0.29)
and 48 mmol/mol (41-54) at 2 years and 0.08 nmol/l (0.01-0.45) and
55 mmol/mol (43-63) at 3 years. Two patients died after 42 and 46 months
(liver retransplantation for ischemic cholangiopathy, tumor recurrence) with
partial islets function. Four patients are alive, two with partial islets function (33
and 46 months after ILTx) and two (121 and 115 months after ILTx) with islet
graft failed 46 and 65 months after ILTx. No episodes of severe hypoglycemia
occurred in any of our patients.
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Conclusion: Although we were not able to achieve insulin independence in
our small series, partial islets function provided patients with excellent glucose
control as shown by HbA1c levels. Adding ILTx to LTx improved quality of life of
patients without causing any additional complication.

BOS128 | LIVER TRANSPLANT (LTX) IN PATIENTS OVER

65 YEARS OLD: WHERE IS THE PROBLEM?
EXPERIENCE OF SINGLE TRANSPLANT CENTER

Maria Grazia Luca’, Luisa Pasulo’, Anna Baldan’, Claudia legri’,

Arianna Ghirard?, Giovanna Gaffuri’, Michela Guizzetti®, Alessandro Aluffi®,
Marco Zambelli®, Michele Colledan®, Stefano Fagiuoli’

"Division of Gastroenterology, Hepatology and Transplantation, Papa Giovanni
Xxiii Hospital Bergamo, ltaly; 2From Foundation, Papa Giovanni Xxiii Hospital,
Bergamo, Italy; °Department of Surgery, Papa Giovanni Xxiii Hospital,
Bergamo, Italy

Controversial outcomes are reported in the literature on the outcome of LTx in
elderly recipients (>65 years old). We aimed to investigate both indications and
outcome of LTx in recipients aged 65 to 70 years from 2014 (a time in which the
new upper age limit was established) together with early post-transplant
Intensive care and hospital stay, and complications at our Ltx Center.
Methods: 17 consecutive over 65 years old transplant recipients (14 Male, 68
median age - range 66-69) (GROUP 1) were compared to 27 consecutive
transplanted patients aged 60-64 years (19 Male, 61 median age — range 60—
64) (GROUP 2). Baseline features of the two groups were compared by chi-
square test. Median of hospital stay days as well as complications for each
group was collected. Data on overall costs and cost of Intensive Care Unit and
High Dependency Care Unit were registered.

Results: No differences were found between GROUP 1 and GROUP 2 on
HCV rate at transplant (11 pts vs. 4 pts — p 0.21), ESLD and/or HCC as
indication to transplant (48.1% and 44.4% vs. 44.4% and 44.4% respectively—p
0.89), alcohol consumption and smoking history (42.3% and 30.8% vs. 33.3%
and 27.8%-p 0.75 and p = 0.83), BMI (25.3 + 3.5vs. 24.2 + 3.5 mean + SD —
p 0.29), Diabetes and Hypertension (30.8% and 30.8% vs. 5.6% and 22.2% —p
0.06 and p = 0.73), renal failure (7.7% vs. 5.6% —p = 1.0), natural MELD score
at transplant[14 (11-20) and 15 (13-20) — p = 0.42]. Median post-liver
transplant overall hospital stay in GROUP 1 was 40 days (9-73 range) vs.
36 days (13-150 range) in GROUP 2.

Conclusion: In our single centre series the post transplant outcome indica-
tors (post-transplant hospital stay, post-LTx complications and overall costs) of
greater than 65 years old recipients are comparable to those younger than
65 years. Aging population leading to an increased number of elderly patients
with potential need for transplantation can be faced without affecting cost-
efficacy.

BOS129 | COST AND RISK FACTOR ANALYSIS FOR

PARTICIPATION IN REHABILITATION PROGRAMS
AFTER LIVER TRANSPLANTATION

Heiko Mix, Lena Harries, Harald Schrem, Volker Amelung, Christian Krauth,
Alexander Kaltenborn, Jill Gwiasda
Hannover Medical School, Germany

Background: Ultimately, successful liver transplantation is characterized by
complete socio-professional reintegration of the patient into everyday life.
Specialized rehabilitation clinics can be of help. The aim of this study is to
identify risk factors for participation in rehabilitation programs (RP).

Methods: 182 adult patients after deceased donor liver transplantation were
analysed. We used current reimbursement schemes (e.g. G-DRG) and overall
drug costs for cost calculation from transplant listing until 3 years post-
transplant. Multivariable binary logistic regression analysis was performed to
identify risk factors associated with rehabilitation.

Results: 34.1% of patients used an RP with a median duration of 21 (range 5-
60) days. Transplant specific independent significant risk factors for participa-
tion in RP were the indication acute liver failure (p = 0.001; OR: 8.304 (95%-Cl:
2.107-32.730)) and surgical revision due to complications (p = 0.038; OR:
0.474 (95%-Cl: 0.232-0.969)). Patients who participated in a RP had a
significantly longer graft and overall survival (p < 0.001). Overall mortality rates
were 4.8% (RP) and 41.2% (non-RP) (p = <0.001), respectively. In the
observed period the total costs did not differ significantly between the groups
with and without a RP (p = 0.059; median 168.467€ vs. 213.947€). While the
non-RP-group showed significantly higher costs in the first year period post-
transplant (p = 0.012), the RP-group showed significantly higher costs in the
period 1-3 years after transplantation (p = 0.008).

Conclusion: Participation in RPs is associated with prolonged graft and
patient survival. Patients without complications more often participate in RP,
especially without the burden of a chronic underlying disease, while patients
with post-transplant complications would be expected to benefit more. The
higher expenses in the period 1-3 years after transplantation in the RP-group
are well explained by overall shorter survival in the non-RP group.
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BOS130 | LOWER LEVEL OF CARE ADVERSELY IMPACTS THE

OUTCOMES OF LIVER TRANSPLANTATION

Paolo De Simone, Paola Carrai, Stefania Petruccelli, Juri Ducci, Laura Coletti,
Davide Ghinolfi, Franco Filipponi
University of Pisa Medical School Hospital, Italy

Background: Post-transplant care greatly differs across centers and
patients. However, the impact of level of care on the outcomes of liver
transplantation (LT) is largely unknown.

Materials and Methods: This was a retrospective analysis of adult, de novo
LT recipients between January 1996 and December 2015 at a single center.
Patients were included if surviving at least 30 days after LT and with one post-
transplant outpatient follow-up visit. Levels of care were categorized as follows:
LT centers and/or hepatology units at academic hospitals (tertiary, TER);
hepatology units at community hospitals (secondary, SEC); non-hepatology
units at rural hospitals and/or general physicians (primary, PRI).

Results: Out of 1646 patients undergoing primary LT, 1549 were included
(mean (SD) age 50.9 (7.8) years; male 77.6%) and consisted of 673 TER
patients (43.4%); 533 SEC (34.4%), and 343 PRI (22.1%). Ata mean (SD) follow
up of 2871.7 (1869.3) days, 490 patients died (31.6%), 90 (5.8%) were re-
transplanted, and 12 (0.7%) were lost to follow-up. Hepatic morbidities
accounted for 63.7% of deaths (312/490). Deaths were unevenly distributed
across groups: 31.3% (211/673) for TER vs. 26.6% (142/533) for SEC vs. 39.3%
(137/343) for PRI (p < 0.0001). Extrahepatic morbidities accounted for 70.1% of
deaths in PRI patients (96/137) vs. 30.9% for SEC (34/142) and 22.7% for TER
(48/211) (p < 0.0000). Incidence of CKD was numerically higher in PRI patients
(76/343,22.1%) vs. TER (128/673, 19%) and SEC (96/533, 18%) (p = 0.30), but
diabetes mellitus (47.8% for PRI vs. 35.8% for SEC vs. 36.9% for TER;
p < 0.001) and hypertension (61% vs. 51% vs. 52.9%, for PRI, SEC, and TER
patients respectively; p = 0.01) were statistically higher in PRI patients.
Conclusions: Lower level of care is associated with reduced graft survival,
higher incidence of extrahepatic mortality, and poorer cardiovascular and
glycemic control.

BOS131 IDENTIFYING INDEPENDENT RISK FACTORS FOR

GRAFT LOSS AFTER PRIMARY LIVER
TRANSPLANTATION

Jill Gwiasda, Harald Schrem, Nico Richter, Jiirgen Klempnauer,
Alexander Kaltenborn
Hannover Medical School, Germany

Background: Hepatic artery thrombosis (HAT) is a dreadful complication
after liver transplantation often resulting in graft loss. The aim of this study was
to identify independent risk factors for re-transplantation after primary liver
transplantation beyond the occurrence of HAT.

Methods: Analyzed were 834 adult patients undergoing primary liver trans-
plantation. A propensity score was developed using multivariable binary logistic
regression with HAT as the dependent variable to mitigate differences in
patients with and without the onset of HAT. The logit link function of the
propensity score was included into multivariable Cox regression analyses for
graft loss to adjust the study population.

Results: Graft loss was observed in 143 patients (17.1%). Multivariable Cox
regression analysis revealed recipient platelet count (p = 0.045; HR: 1.002;
95%-Cl: 1.000-1.003), preoperative portal vein thrombosis (p = 0.01; HR:
1.919; 95%-Cl: 1.145-3.080), donor age (p < 0.001; HR: 1.025; 95%-Cl:
1.012-1.039), the percentage of macrovesicular steatosis in the donor graft
(p = 0.01; HR: 1.041; 95%-ClI: 1.015-1.064), early post-transplant complica-
tions leading to surgical intervention (p < 0.001; HR: 2.727; 95%-Cl: 1.908-
3.911), the duration of the transplant procedure in minutes (p < 0.001; HR:
1.005; 95%-Cl: 1.002-1.007) as well as the transplantation of a split liver graft
(p = 0.01; HR: 2.308; 95%-Cl: 1.237-4.137) to be independent risk factors for
graft loss. The logit of the propensity score for the adjustment of the occurrence
of HAT did not reach statistical significance in the final multivariable Cox
regression model (p = 0.13) indicating good adjustment.

Conclusion: Liver transplant programs might benefit from regular donor
organ biopsies. Pairing of an elderly donor with a recipient with an elevated
platelet count or pre-transplant portal vein thrombosis should be avoided,
especially when macrovesicular steatosis is observed or transplantation of a
split graft is planned.

© 2017 The Authors
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BOS132 | RISK FACTOR OF ISCHEMIC-TYPE BILIARY LESION

AFTER ABO-INCOMPATIBLE LIVING DONOR LIVER
TRANSPLANTATION USING B-CELL DEPLETION
PROTOCOL

Sung Yeon Hong, Bong-Wan Kim, Hee-Jung Wang, In-Gyu Kim, Xu-
Guang Hu
Ajou University School of Medicine, Korea

Aim: To evaluate risk factor of ischemic-type biliary lesion (ITBL) after ABO-
incompatible (ABO-I) adult living donor liver transplantation (ALDLT).
Methods: Among 141 ALDLTs performed in our hospital between 2008 and
2014, the clinico-pathological data from consecutive 27 ABO-l ALDLTs were
analyzed. All recipients underwent B-cell depletion protocol with preoperative
rituximab, plasma exchange (PE), and operative splenectomy. The median
follow-up period of the recipients was 26 months.

Results: The median hospital stay after ABO-I ALDLT was 28 days (range:
20-75). The graft function was normalized between POD 12 and 21 after
transplantation. All recipients showed satisfactory blood flows of graft’s hepatic
vein, portal vein, and hepatic artery without stenosis or obstruction on Doppler
ultrasound and CT scan. ITBL was developed in 4 recipients (14.8%) between
45 and 112 days after transplantation. The ITBLs were confirmed by the
cholangiogram via external biliary stent. One of 4 recipients with ITBL had
biopsy-proven AMR prior to development of ITBL; however, three had no
evidence of AMR on biopsy. In the risk factor analysis, there was no difference
between the patients with ITBL and without ITBL in terms of B-cell and T-cell
count, serum titers of isoagglutinin, number of PEs, operative time and
transfusion, use of graft infusion therapy, and number of remnant B-cell follicles
and plasma cells in the spleen. NK cell counts in perioperative analysis were
significantly higher in the patients with ITBL than without ITBL (p < 0.05).
Preoperative NK cell count >150/uL and postoperative count >120/uL had
greater relative risk (RR) for development of ITBL (RR=20 and 14.3,
respectively, p < 0.05).

Conclusions: High NK cell counts in the recipient’s blood could be associated
with ITBL after ABO-I ALDLT. Further researches are required to elucidate
molecular mechanism of NK cell in the development of ITBL.

BOS133 IS IT SAFE TO USE DCD GRAFTS IN RECIPIENTS WITH

PRE-TRANSPLANT PORTAL VEIN THROMBOSIS?

Irene Scalera, Thamara Perera, Hynek Mergental, Darius Mirza, John Isaac,
Paolo Muiesan
Queen Elizabeth Hospital, United Kingdom

Patient with pre-transplant portal vein thrombosis (PTPVT) have a higher risk
of early mortality and graft loss when transplanted with marginal grafts from
donors after brain death (DBD): UNOS data showed that donor risk index
(DRI) > 1.7 in these recipients is an increased risk for development of
hepatic artery thrombosis (HAT) and primary non function (PNF). The aim of
the study is to assess the outcomes of recipients with PTPVT grade | or Il
transplanted with livers from donors after circulatory death (DCD) compared
to DBD. PTPVT was considered a contraindication to DCD liver transplan-
tation at our centre, however some unexpected PTPVT cases were found
intraoperatively.

Donor and recipient characteristics were collected from a prospectively held
database from 2007 and July 2016 and the outcomes were retrospectively
analysed.

Thirty-nine of 347 DCD transplant recipients had PTPVT and were
compared with 75 DBD-PTPVT recipients. The median DRI of DCD grafts
was greater than DBD livers (2.67 vs. 1.43, p < 0.01). Low MELD score and
shorter CIT in DCD recipients were part of the centre policy.

Despite a higher peak ALT (894 vs. 297, p < 0.05) and AST (966 vs. 158,
p < 0.05) and greater DGF rate (49% vs. 21%, p < 0.05) in DCD compared to
DBD recipients, day-7 bilirubin and INR were comparable. The median length
of stay in intensive care and in hospital, acute kidney injury and 30-day mortality
rates were similar in both groups. PNF/HAT and recurrence of PVT rates were
comparable. A greater incidence of ischemic-type biliary lesions incidence was
noted in DCD transplants. Patient survival at 1-3 and 5-years in DCD recipients
was similar to DBD group (DCD: 79%, 71% and 63% vs. DBD: 92%, 84% and
76%; p > 0.05). Similar results were obtained in terms of graft survival.

Selected DCD grafts can be successfully used in recipients with low-grade
PTPVT.

© 2017 The Authors
Transplant International © 2017 European Society for Organ Transplantation
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BOS135 | CLINICAL OUTCOMES OF OBESE RECIPIENTS

(BMI > 30) IN LIVING DONOR LIVER
TRANSPLANTATION

Chan Woo Cho, Gyu-Seong Choi, Jong Man Kim, Jae-Won Joh, Choon Hyuck
David Kwon, Jongwook Oh, Suk-Koo Lee, Joo Kim Sung
Samsung Medical Center, Korea

Obese recipients increase difficulty on the aspect of retaining acceptable graft-
to-recipient weight ratio (GRWR) in living donor liver transplantation (LDLT).
The aim of our study was to assess clinical outcomes of LDLT in obese
recipients and to find acceptability in terms of small for size graft (SFSG).

We performed a retrospective study to validate LT outcomes of obese
recipients who were defined as body mass index (BMI)> 30 and who
underwent LDLT from January 2001 to December 2015 at a single institute.
Based on GRWR, obese recipients were divided into Group 1 (GRWR < 0.8)
and Group 2 (GRWR > 0.8), and assessed posttransplant study parameters
included incidence of early allograft dysfunction, primary nonfunction, and
hospital mortality.

61 patients (5.3%) were obese recipients in the middle of 1131 cases who
underwent LDLT during the study period. Group 1 included 30 recipients and
Group 2 included 31 recipients. In baseline characteristics, there were no
significant differences between 2 Groups except for GRWR (0.73 vs. 0.97;
p < 0.001). Hospital stay after LDLT did not show significant difference
between two groups (29 vs. 27 days; p = 0.217). In Group 1, hospital mortality
was 2 (6.7%) cases, and cause of death was graft dysfunction caused by SFSG
and sepsis by pneumonia. In Group 2, hospital mortality were 4 cases (12.9%);
2 cases of primary nonfunction (PNF), 1 case of aspiration pneumonia, and
intraabdominal bleeding. In the Kaplan-Meier analysis for graft survival, 10-
year graft survival in Group 1 and 2 was 76% and 65%, respectively. LDLT in
obese patients represented unfavorable outcomes in terms of postoperative
mortality, and graft survival. However, Low graft weight did not impact
outcomes after LDLT.

BOS136 | IS NASH A SUITABLE INDICATION FOR DCD LIVER

TRANSPLANTATION?

Irene Scalera, Thamara Perera, Keith Roberts, Hynek Mergental, Darius Mirza,
John Isaac, Paolo Muiesan
Queen Elizabeth Hospital, United Kingdom

The prevalence of non-alcoholic-steatohepatitis (NASH) is on the increase
worldwide. NASH recipients have an increased risk of 30-day-mortality post
transplant due to a higher infectious and cardio-vascular complications. In
recent years an increasing number of NASH recipients have been transplanted
with livers from donors after circulatory death (DCD) in the attempt to reduce
waiting list mortality. DCD grafts are though associated with concerns of graft
dysfunction and ischaemic-type-biliary-lesions (ITBL). The aim of this study is
to analyse the outcome of NASH recipients transplanted with DCD grafts
(NASHdcd) compared with those transplanted with livers from donors after
brain death (DBD) (NASHdbd).

From a prospectively held database of over 350 DCD liver transplants, 25
consecutive NASH recipients of DCD grafts and 57 patients transplanted with
DBD grafts from 2007 and 2015 were included in the analysis. Outcomes
evaluated included patient and graft survival, vascular/biliary and renal
complications. A multivariate analysis for early—mortality risk was performed.

Donor and recipient characteristics were similar in both groups, a part for an
expected lower DRI in NASHdbd. Early mortality rates (respectively 12% vs.
7%, p > 0.05), incidence of pre-transplant portal vein thrombosis (16% vs.
16%), long term graft- and patient survival, vascular complications were similar
in NASHdcd and NASHdbd, but the ITBL rate was lower in DBD recipients.
Univariate analysis showed donor and recipient BMI and MELD scores as risk
factors of early-mortality, but the type of graft was not. Regression analysis
confirmed both the recipient BMI (OR 1.23; 95% CI 1.01-1.63) and MELD (OR
1.31; 95% CI 1.01-1.27) as independent risk factors of 30-day mortality
(p < 0.05).

Recipient selection of NASH recipients is necessary for an acceptable
outcome. In this context DCD grafts per se do not seem to be an additional
mortality risk factor for NASH recipients.
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BOS137 | ENDOSCOPIC MANAGEMENT OF POST-LIVER

TRANSPLANT BILIARY COMPLICATIONS: OUTCOME
ANALYSIS OF 751 PROCEDURES

Paolo De Simone’, Emanuele Marciano?, Laura Coletti’, Giulia Boni,

Davide Ghinolfi', Paola Carrai’, Stefania Petruccelli’, Franco Filipponi’
"University of Pisa Medical School Hospital, Italy; °General Surgery, University
of Pisa Medical School Hospital, Italy

Background: Aim of this study was to assess feasibility, efficacy and safety of
endoscopic management of biliary complications at a single center.
Materials and Methods: This was a retrospective analysis of LT patients
between January 1996 and August 2016. Patients were enrolled if: adults
(>18 years); recipients of a primary liver graft from deceased donor;
undergoing ERCP for biliary complications in the presence of graft vessel
patency.

Results: Two-hundred-sixty-nine patients (mean (SD) age 52.5 (8.7) years;
male 33.8%) were included. A total of 751 endoscopic procedures were
performed with a mean (SD) of 2.8 (2.7) per patient (median (IQR) 1-3).
Indications to ERCP were: non-anastomotic biliary strictures (NABS) in 93
patients (34.6%); anastomotic biliary strictures (ABS) in 88 (32.7%); bile leaks
(BL) in 41 (15.2%); stones (S) in 29 (10.8%); and varia in 18 (6.5%). Twenty-
two procedures (2.9%) failed for technical reasons. Overall treatment-related
AEs were observed in 98 procedures (13%) and pancreatitis in 53 (7%), and
were fatal in 2 patients (0.7%) (1 pancreatitis, 1 sepsis). A total of 44 patients
(16.3%) were referred to surgery or radiological procedures after endoscopy:
16 (5.9%) were re-transplanted (11 NABS; 4 ABS; 1 BL) and 24 (8.9%)
underwent hepatico-jejunostomy (12 ABS; 5 BL; 3 NABS; 2 S) combined with
liver resection in 2 cases (2 NABS). Four (1.5%) patients required percuta-
neous radiological treatment (3 NABS, 1 ABS). Patients with NABS had higher
number of ERCPs (mean (SD) 4.3 (4.4); median (IQR) 2.5 (2-5); p < 0.001)
and lower 5-year graft survival rates (71%) vs. ABS (78%), BL (75%), S (78%),
and other indications (76%) (log-rank p < 0.01).

Conclusions: ERCP shows high feasibility (97.1%) and success (85.2%)
rates, with acceptable (13%) post-procedure morbidity and almost nil mortality
(0.7%). However, NABS are associated with higher number of procedures per
patient (p < 0.001) and lower 5-year graft survival rates (p < 0.01).

Basic Liver Other

BOS138 | THE NOVEL USE BIODEGRADABLE SX-ELLA BILIARY

STENT PLACED BY PERCUTANEOUS TRANSHEPATIC
APPROACH FOR THE TREATMENT OF BILIARY
STENOSIS AFTER LIVER TRANSPLANTATION

Cristina Dopazo, Anna Curell, Iratxe Diaz, Carla Gonzalez-Junyent,
Mireia Caralt, Jose Andrés Molino, Elizabeth Pando, Jose Luis Lazaro,
Javier Jaumperez, Jesus Quintero, Mercedes Perez, ltxarone Bilbao,
Ramon Charco

Hospital Universitario Vall D’Hebron, Spain

The uncovered self-expandable metal stents placed by percutaneous tran-
shepatic approach (PTA) was used routinely in our center for the treatment of
biliary stenosis after liver transplantation (LT). However the rate of complica-
tions thereafter achieved more than 60%. Our aim was to evaluate feasibility,
safety and outcome of patients treated with biodegradable SX-ELLA biliary
stents placed by PTA for the treatment of biliary stenosis after LT in adult and
pediatric setting.

Methods: Observational retrospective single-centre study including adult and
pediatric patients underwent a first LT who developed biliary stenosis
(anastomotic or non anastomotic stenosis) treated with Biodegradable SX-
ELLA biliary stents. The median patient follow-up period after stent was placed
was 16 months (5-32 months).

Results: Between August 2014 and October 2016 nineteen patients required
a biodegradable SX-ELLA biliary stent by PTA. Nine patients were adults with a
median age of 61 (49-68) years-old, they received whole graft from brain-dead
donors and the biliary reconstruction was end-to-end in all cases. Ten patients
were children with a median age of 2.5 (1-9) years-old and 90% received partial
graft (split liver and living donor) being the hepaticojejunostomy performed in all
of them. The biliary complications after LT appeared in a median time of 7 (0.2—
194) months. After a median of unsuccessful balloon dilatation of 2 (1-4),
biodegradable SX-ELLA biliary stents were placed due to anastomotic stenosis
in 18 cases (with patent artery in 15 patients) and one case was due to non-
anastomotic stenosis. Stents implantations were always feasible and no
immediate major complications occurred in any case. Three adult patients
presented cholangitis after 2 months of procedure and one adult patient had
further endoprotesis obstruction (7 months thereafter) and hepaticojejunos-
tomy had to be done.

Conclusions: Biodegradable biliary stents represents a new feasible option
for treatment of biliary stenosis after LT.
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BOS139 | TRANSPLANT PREGNANCY REGISTRY

INTERNATIONAL: PREGNANCY OUTCOMES IN LIVER
TRANSPLANT RECIPIENTS WITH HEPATITIS B

Michael Moritz, Lisa Coscia, Dawn Armenti, Serban Constantinescu
Gift of Life Institute, Transplant Pregnancy Registry International, United States

The purpose of this study is to compare pregnancy outcomes in liver recipients
who were transplanted for hepatitis B with liver recipients without hepatitis B.
Data were collected by the Transplant Pregnancy Registry International (TPR)
via telephone interviews and review of medical records. In the TPR 10
recipients were transplanted for hepatitis B and 243 recipients were hepatitis B
negative.

No

Hepatitis B Hepatitis B p value*
Recipients 10 243
Pregnancies 13 462
Pregnancy outcomes 13 477
Drug treated hypertension during ~ 46% 23% NS
Graft loss within 2 years of 23% 3% <0.01

pregnancy

Live births 84.6% 71.9% NS
Gestational age (wks) 33.1 +47 36.8 + 3.3 <0.001
Preterm (<37 wks) 73% 38% 0.03

Birthweight (g)

*Chi? or ttest.

Hepatitis was treated with lamivudine during 3 pregnancies; no hepatitis B
antivirals were taken during the other 10 pregnancies. There were 2 rejections
reported during pregnancy, one resulting in retransplant shortly after delivery
and the other treated with methylprednisolone, but requiring retransplantation
4 years postpartum. Three Hepatitis B recipients (23%) lost their graft within
2 years postpartum (1 retransplant and 2 died) compared to 3% of those
without hepatitis B. Adequate transplant function at last follow-up was reported
in 70% of the hepatitis B recipients and 81% of the non-hepatitis B recipients.
The incidence of prematurity and low birthweight infants was significantly
higher in the hepatitis B pregnancies, with one neonatal death due to
prematurity and one child death due to sudden infant death syndrome.
Conclusions: Pregnancy after liver transplantation generally is well-tolerated
with good outcomes for mother and child. However, the small group of liver
transplant recipients transplanted for hepatitis B exhibit a significantly higher
risk of graft loss within 2 years of delivery and preterm low birthweight infants.
Pregnancies in liver transplant recipients transplanted for hepatitis B are
considered extremely high-risk and discussions prior to pregnancy should
include the potential for prematurity and adverse effects on the transplanted
liver.

2095 + 1059 2760 + 761 0.005

Basic Kidney Allocation

BOS140 3-YEAR SINGLE CENTRE EXPERIENCE WITH THE

“ACCELERATED ORGAN ALLOCATION SYSTEMS”
(REAL, RESCUE, CENTRE OFFERS) IN THE KIDNEY
TRANSPLANT PROGRAMM OF EUROTRANSPLANT

Katharina M. Heller', Hendrik ApeF
"Transplant Centre Erlangen-Niirnberg, Germany; 2Urology, University
Hospital Erlangen-Ntirnberg, Germany

Under pressure from the increasing reduction of organ donation in Germany,
the willingness increases, to accept donor organs from the so-called “accel-
erated organ allocation procedures” (AOAP). These are donor organs, which
have previously been repeatedly declined by other centers and are defined by
extended donor criteria.

In December 2013, Recipient-Extended-Allocation (REAL) was added to
the AOAP in Germany.

At our transplant center, AOAP accounts for 40% of all kidney donation
offers from the Eurotransplant Kidney Allocation System (ETKAS) during the
observation period from December 2013 to December 2016. Every 4th
transplanted ET kidney offer comes from AOAP.

Comparing transplanted AOAP offers to transplanted ET primary offers:

* AOAP donors are significantly older and significantly more likely
diabetics.

* AOAP recipients are also significantly older.

* AOAP transplants show significantly more frequently delayed graft
function (> 1 dialysis post transplantation).

* AOAP transplants show a significantly worse function in the 1st year.

© 2017 The Authors
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* AOAP recipients do not experience a significantly prolonged hospital
stay.

* AOAP graft survival and patient survival did not differ significantly
during the observation period.

Our retrospective analysis shows, that it is worthwhile taking part in AOAP
and the general recipient risk is acceptable. Our retrospective analysis calls for
a multi-center retrospective analysis on whether our results can be confirmed in
general and also in long-term monitoring. Our retrospective analysis leaves
open the reasons of a manifestly high refusal of ET primary offers, in view of a
continuously descending of organ donation in Germany.

Clinical Kidney Donation and donor types

BOS141 EFFECT OF DONOR-RECIPIENT AGE MATCH IN

EXPANDED CRITERIA DECEASED DONOR KIDNEY
TRANSPLANTATION

JillKim, Jeongkye Hwang?, In Sung Moon®, Mihyung Kim®, Sangil Kim®, Kang
Woong Jun®

"Uijeongbu St Mary’s Hospital College of Medicine, The Catholic University,
Korea; ?Daejeon St Mary’s Hospital, The Catholic University of Korea, College
of Medicine, Korea; ®Yeouido St Mary’s Hospital, The Catholic University of
Korea, College Of Medicine, Korea; 4St Paul’s Hospital, The Catholic University
of Korea, Korea; °Seoul St Mary Hospital, Korea; SBucheon St Mary’s Hospital,
The Catholic University of Korea, College of Medicine, Korea

Purpose: Our objective was to investigate the effects of age on patient and
graft survival in expanded criteria donors (ECD) renal transplantation.
Methods: Between February 2000 and December 2015, we analyzed 405
deceased donor renal transplants included 128 grafts (31.9%) from ECD.
Based on the recipient age and ECD criteria classification, the recipients were
divided into four groups. (Group I: Non-ECD to recipient age < 50, Group Il
Non-ECD to recipient age > 50, Group Ill: ECD to recipient age <50, Group IV:
ECD to recipient age > 50 years).

Results: Among the four groups, there was significant difference in baseline
characteristics (Age, BMI, cause of ESRD, Number of Kidney transplantation,
the use of induction agent). The mean MDRD GFR level at 1 month, 6 months,
1 year, 3 years and 5 years after transplantation was significantly lower in
patients with ECDs but MDRD GFR level at 7, 9, 10 years did not differ
significantly (p = 0.183, 0.041, 0.388, respectively). There were no significant
differences in graft survival (p = 0.400) and patient survival (p = 0.147).
Conclusion: Our result shows that regardless of recipient age, kidney
transplants donated by expanded criteria deceased donors have similar graft
and patient survival.

BOS142 | DONOR BODY MASS INDEX AS A RISK FACTOR FOR

DELAYED GRAFT FUNCTION

Juraj Miklusica, Ivana Dedinskd, LUdovit Laca, Denisa Osinova,
Mariana Lajclakova, Alexander Sendrey, BlaZEj Palkoci
University Hospital Martin, Slovakia

Hazard P
Ratio 95% ClI value
Donor age <49 years 0.7757 0.5141-1.1707 0.2264
Donor age 50-59 years 1.0338 0.5626-1.8999 0.9147
Donor age 60-69 years 1.9526 0.8858-4.3041 0.0971
Donor age >70 years 2.3548 0.2204-25.1655 0.4786
Donor BMI <20 kg/m? 0.4896  0.02703-8.8665 0.6289
Donor BMI 20-24.9 kg/m? 0.6609 0.4154-1.0515 0.0804
Donor BMI 25-29.9 kg/m? 1.2903 0.8237-2.0212  0.2657
Donor BMI 30-34.9 I<29/m2 6.0215 1.4188-25.556 0.0149
Donor BMI >35 kg/m 13.5484 1.4575-125.938 0.0220
Donor ECD 1.6935 0.9895-2.8987 0.0547
Abuse of alcohol in donor's 1.7799 1.0679-2.964 0.0270
history
No induction (%) 0.8995 0.3725-2.1578 0.8126
Induction basiliximab/daclizumab 1.0533 0.5202-2.1328 0.8853
(%)
Induction with ATG (%) 1.0370 0.4009-2.6823 0.9402
Tacrolimus (%) 1.6162 0.6059-4.3112  0.3375
Cyclosporine A (%) 0.6187 0.2312-1.6506 0.3375

© 2017 The Authors
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Introduction: Delayed graft function (DGF) continues to pose a significant
challenge to clinicians in the context of kidney transplantation.

Material and Methods: The objective of this retrospective, 5-year analysis is
to identify the parameters of beating-heart donors and those of recipients that
affect the delayed development of graft function — the necessity of dialysis
treatment a week and longer after kidney transplantation.

Results: The monitored group was composed of 152 beating-heart donors
and 179 recipients. DGF was identified in 32 patients (17%). The most frequent
cause of DGF was acute tubular necrosis (98%). The predictor for development
of DGF was the body mass index (BMI) of the donor [odds ratio 1.1473; 95% Cl
1.0017-1.3140 (p = 0.0472)], and the independent risk factors were donor BMI
30-34.9 kg/m? [hazard ratio (HR) 6.0215; 95% Cl 1.4188-25.556
(p = 0.0149)], donor BMI >35 kg/m? [HR 13.5484; 95% CI 1.4575-125.938
(p = 0.0220)], and abuse of alcohol in the donor’s history [HR 1.779; 95% ClI
1.0679-2.964 (p = 0.0270)] — table 1.

Conclusion: The occurrence of obesity in donors is constantly increasing,
and this is related to constantly higher number of collections from donors with
BMI values of more than 35 kg/m=. In the case of accumulated risk factors for
DGF (expanded criteria donor, long cold ischaemia, etc.) together with a higher
BMI, it is appropriate to keep an immunologic protocol in view of possible
development of DGF.

BOS143 | SUCCESSFUL TRANSPLANTATION OF HUMAN

KIDNEYS FROM DONOR AFTER CIRCULATORY DEATH
REPUTED UNTRANSPLANTABLE BUT RESUSCITATED
BY HYPOTHERMIC MACHINE PERFUSION

Marilena Gregorini', Enrico Eugenio Minett?, Luca Novell?, Eleonora
Francesca Pattonieri’, Valeria Corradetti’, Anna Allesina®, Marta Mattiotti®,
Maria Antonietta Grignano®, Vincenzo Sepe®, Massimo Abelli,

Elena Ticozzelli*, Renato Rosso’, Pasquale Esposito®, Teresa Rampino®
Fondazione Irccs Policlinico San Matteo And University of Pavia, Pavia, Italy;
2Azienda Ospedaliero Universitaria Careggi, Italy; *University of Pavia, Pavia,
Italy; *Fondazione Irccs Policlinico San Matteo Pavia, Pavia, Italy

Background: Kidney donation after circulatory death (DCD) is a challenging
way to face organ shortage, but 20 min warm ischemia time, imposed by the
ltalian law, is a risk for kidney eligibility. Macroscopic, microscopic and
parameters perfusion are criteria used to give organ suitability. The most
common cause of organ discard is intravascular thrombosis, however donor
factors as hypotensive shock, the use of large doses of vasoactive or
nephrotoxic drugs, the release of inflammatory mediators can contribute. Here,
we report the successful transplantation of human kidneys that were deemed
untransplantable for glomerular lesions.

Case Report: Both kidneys were procured from a 55-year-old male DCD
donor who died after a cardiac arrest and treated with high dosage amines in
intensive care unit for 2 days. The cold ischemic time was 24 h, the perfusion
flow was 0.68 ml/min, and renal resistance was 0.33. A wedge biopsy,
performed before hypothermic machine perfusion (HMP), showed widespread
glomerular collapse and severe tubular necrosis but no evidence of vascular
thrombi (Fig 1 upper panel). Glomerular lesions contraindicated the transplant,
however we hypothesized that glomerular collapse could depend by nora-
drenalin vasoconstrictive effect and so we performed a second biopsy after 1 h
of HMP, showing glomerular collapse disappearance (Fig 1 lower panel).
Results: The kidneys were transplanted without any complications and both
had immediate urine output. Dialysis was not necessary. Hospital stay lasted
12 days. 6 months after transplantation recipients serum creatinine levels were
1.2 mg/dl (eGFR 71 mi/min/1.73 m?®) and 1.19 mg/dl (eGFR 70 ml/min/
1.73 m?), respectively.

Conclusion: In conclusion this is a singular case of reversible glomerular
collapse. HMP has the potential to rescue kidneys previously deemed
untransplantable because of drugs and inflammatory cytokines by improving
cortical microcirculation.
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DCD KIDNEY BIOPSY AT RETRIEVAL

ROLE OF PRE-DONATION SERUM NEUTROPHIL
GELATINASE ASSOCIATED LIPOCALIN (NGAL) IN

ASSESSMENT OF VIABILITY OF CADAVERIC KIDNEYS
FOR TRANSPLANTATION; A PILOT STUDY

Aeliya Zaidi, Christopher Chalklin, Chantal Colmont, Jerry Warden-Smith,
Elijah Ablorsu
University Hospital of Wales, United Kingdom

eGFR at 12 Months eGFR at 12 Months eGFR at 12 Months oGFR at 12 Months
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DCD KIDNEY BIOPSY
AFTER PULSATILE PERFUSION

Introduction: Delayed graft function and primary non-function are unwanted
outcomes in kidney transplantation, with DCD organs being affected more than
DBD. There is ongoing interest in discovering biomarkers to assess kidney
graft function prior to transplantation and predict outcomes. Neutrophil
Gelatinase-Associated Lipocalin (NGAL) is a biomarker which has been shown
to be sensitive in detecting acute kidney injury (AKI) with a diagnostic level
being 150 ng/ml.

Methods: A retrospective study was designed to assess correlation between
serum NGAL levels of DBD/DCD donors immediately prior to retrieval and post-
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transplant kidney function. The source of serum samples was the QUOD tissue
bank and donor samples were selected according to recipients’ kidney function
12 months after transplant. In total, 20 DBD and 20 DCD samples were
analysed in 4 sub-groups; half of the samples in each group had good function
(GFR >50) and half had poor function (GFR <25). Serum NGAL levels were
measured using an ELISA assay.

Results: Across the four sub-groups there was a 50:50 split of standard
criteria (SCD) and extended criteria donors (ECD). 42.5% of all donors had an
AKI diagnosed by serum NGAL levels (NGAL-AKI, serum concentration
>150 ng/ml), but only 12.5% had an AKI based on serum creatinine. 66.7% of
kidneys with poor 12-month function and NGAL-AKI, were from ECD donors
(DBD and DCD). In contrast, only 35% of kidneys that achieved good function
at 12 months were from ECDs. Only 18.2% of kidneys with good function at 12-
months had NGAL-AKI.

Discussion: A high proportion of deceased donors have an NGAL confirmed
AKI despite having a ‘normal’ pre-donation serum creatinine level. ECD donor
kidneys with AKI diagnosed by serum levels are more likely to have a poor
outcome at 12 months.

Group 3 Group 4
Group Group 1 DBD Group2 DBD DCD eGFR DCD eGFR
description eGFR <25% eGFR>50% <25% >50%
Donor age Median 54.5  Median 57 Median 58.5 Median 39.5
(years) Mean 57.8 Mean 51.7 Mean 56.2 Mean 38.5
12 month Median 19 Median 67.5  Median 20 Median 66.5
eGFR Mean 18.4 Mean 75.1 Mean 19.1 Mean 75.1

BOS145 | OUTCOMES OF KIDNEY TRANSPLANTS FROM

DONORS WITH ACUTE KIDNEY INJURY ON
CONTINUOUS RENAL REPLACEMENT THERAPY
(CRRT)

Yasir Qazi’, Kristina Lee’, Aaron Cohen?, Tom Monée?,

Mirosolaw Smogorzewski'

"Keck Medical Center at University of Southern California, United States; °One
Legacy Los Angeles, United States

Body: A Acute Kidney Injury (AKI) occurs frequently in the ICU and renal
replacement therapies are often initiated in this setting. Continuous renal
replacement therapy (CRRT) has become a standard in many ICU’s for fluid
and electrolyte management and more donors are being placed on CRRT.
Once on CRRT, it is difficult to assess the true renal function of the donor, and
can result high discard rates. Outcomes data from Donors with AKI on CRRT is
limited.

Aim: To assess outcomes of kidney transplant recipients from donors with
AKI on CRRT at the time of procurement.

Methods: A Single Center data was collected on recipients who had received
a kidney transplant from Donors with AKI on CRRT between 1/2015-10/2016.
Donor demographics, donor admit Cr (DaCr), Donor Peak Cr (DpCr), and
Donor Terminal Cr (DtCr), post transplant recipient Cr (Cr) at 1, 3, 6, and
12 month intervals, along with patient and graft survival were collected. All
donor kidneys were biopsied and results were used in the clinical decision
making for accepting kidneys.

Results: 25 recipients were transplanted from donors with AKI on a RRT. 7
donors on intermittent HD were not included in this analysis. 18 kidneys from 11
donors were transplanted from donors with AKI on CRRT. The mean DaCr was
1.56 mg/dl (0.6-2.28 mg/dl), mean DpCr was 6.67 mg/dl (1.8-9.2 mg/dl) and
mean DtCr was 3.27 mg/dl (1.5-5.19 mg/dl). Mean donor age and KDPI was
27.77 years (15-52 years) and 37% (16-88%) respectively. Race: 4 AA, 3
Caucasian, 3 Hispanic, 1 Other. Post kidney transplant, mean Cr was 1.61 mg/
dl (0.8-4.6 mg/dl) at 1 month, 1.02 mg/dl (0.7-1.7 mg/dl) at 3 months,
1.14 mg/dl (0.8-1.8 mg/dl) at 6 months, and 1.13 mg/dl (0.8-1.5 mg/dl) at
12 months. There was 1 death with functioning graft (Cr 1.19 mg/dl), related to
a fungal infection.

Conclusions : The renal function of donors on CRRT may be difficult to
interpret and may result in a high discard rate. Our single center study of kidney
transplant recipients from donors with AKI had excellent outcomes. Long term
prospective data is being collected.

© 2017 The Authors
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BOS146 | WAITING LIST REGISTRATION FOR KIDNEY

TRANSPLANTATION MUST IMPROVE

Bernadette Haase', Martin Heemskerk', Willem Weimar', Stefan Berger?,
Andries Hoitsma'

"Dutch Transplant Foundation, The Netherlands; 2University Medical Center
Groningen, The Netherlands

Background: To investigate how the composition of the waiting list for
postmortem kidney transplant has developed, and whether the waiting list
reflects actual demand, we performed retrospective research and a cohort
study.

Methods/Materials: We used data from the period 2000-2014 from the Dutch
Transplant Foundation, RENINE and Eurotransplant Foundation. This con-
cerned data on postmortem kidney donation, live kidney donation, the waiting
list and kidney transplantation in the Netherlands.

Results: The postmortem kidney transplant waiting list included trans-
plantable (T) and non-transplantable (NT) patients. The number of T patients
declined from 1271 in 2000 to 650 in 2014, and the median waiting time
between the start of dialysis and postmortem kidney transplant increased in the
first period and then decreased from 4.1 years in 2006 to 3.1 years in 2014.
The total number of T and NT waitlisted patients, however, increased from
2263 on 31-12-2000 to 2560 on 31-12-2014 and in the same period the number
of new patient registrations increased from 772 to 1212 per year. In 31-12-2014
the reason for the NT status was not registered for 67% of all patients on a NT
status for more than 2 years. A cohort analysis showed that NT-patients have a
2-times lower chance of a postmortem kidney transplant and a 2-times higher
chance of leaving the waiting list without transplantation or of live donor
transplantation (p < 0.001). This was not confounded by patient age, blood
group and registration time.

Conclusion: The demand for donor kidneys remains high. The increased
number of transplants resulted in a declining waiting list for T-patients while the
total waiting list is getting longer. There is a difference between T and NT
patients. Reasons for NT registration however are not well recorded. Waiting
list registration and maintenance need to be improved, to give better insight into
the real demand.

Clinical Kidney Donation and donor types

BOS147 | ECMO PRIOR TO DEATH DCD DONATION, ARE TIMES

MATURE TO INCLUDE THOSE DONORS IN A NEW
DEDICATED CATEGORY?

Carolina Bianco', llaria Benzoni?, Marinella Zanierato', Teresa Rampino®,
Paolo Geraci®, Elena Ticozzelli’, Massimo Abelli"

TIrces Policlinico San Matteo, Pavia, Italy; 2University of Pavia, Phd In
Experimental Medicine, Italy; *Fondazione Irccs Policlinico San Matteo and
University of Pavia, Italy

Background: The Maastricht classification has been used worldwide to
describe and characterize different categories of donors after cardiocirculatory
death DCD in a simple and useful manner. Extracorporeal membranous
oxygenation (ECMO) has become an increasingly common mean of support for
patients with salvageable cardiac or respiratory failure. ECMO prior to death
(EPD) donors cannot be ascribed to any of those categories despite it is a
rapidly expanding pool of donors.

Methods: A total body cardiopulmonary by-pass is performed in asystolic
patients to allow brain perfusion while attempting to restore cardiac activity.
Despite ECMO outcomes continue to improve a significant amount of those
patients fail due to unrecoverable heart or lung failure or to a neurologic event. If
they meet donation criteria and family consent is obtained, they can be
considered donors after cardiocirculatory death regardless of the criteria used
to certify death but they do not belong to any specific Maastricht category
because the total body extracorporeal circulation is performed to save patient
life and it is maintained after death certification.

Results: Since the DCD program started in Italy we were able to perform 10
kidney transplants from DCD EPD donors with good results. Mean age of the
donor was 52.1 + 9.25 years, recipient mean age was 49 + 8.9 years; As far
as perfusion parameters are concerned mean resistance was 0.25, mean flow
was 95.12 ml/min. In 7 donors death was ascertained by neurological criteria
while in 3 with cardiac criteria. Mean follow up was 2.75 years (min 0.19 year,
max 7.56 years). We experienced 1 case of Primary Non function (PNI), 60% of
Delayed Graft Function (DGF), 0% acute rejection.

Conclusions: Organ coming from EPD donors are well preserved even after
several hours of ECMO and since and previsions show that more donors
belonging to this category will be recruited in the next few years they deserve to
be included in a new dedicated category.
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BOS148 | CONTROLLED DONATION AFTER CIRCULATORY

DEATH (CDCD) DONORS: AN OPTIMAL DONOR!

Corinne Antoine’, Michel Videcog?, B. Riou®, Didier Dorez*, G Cheisson®,
Emilie Savoye', Louise Durand’, Olivier Scatton®, G. Karam?, Benoit Barrou®
Agence De La Biomédecine, France; °Chu Nantes, France; °Chu La Pitié,
France; “Chu Annecy, France; °Chu Bicétre, France

Since 2014 in France, we started a cDCD program characterized by the
introduction of normothermia regional perfusion (nRP) and selection criteria as
donor age <65 years, functional warm ischemia time (fWIT) <30 min (liver),
<90 min (lung), <120 min (kidney), and short cold ischemia times (CIT).

Potential recipients were recipients awaiting a 1st transplant.

Out of 119 potential cDCD donors (2015/2016), 62 have been retrieved,
mean age 49 years. Causes of death are mainly hypoxic brain damage (59%)
and trauma/head injury (27%). Mean fWIT are 36 min (kidney only), 22 min
(liver and kidney). nRP was used in all utilized donors, the mean circulatory
arrest delay was 25 min. Average renal CIT was 10.4 h. Mean fWIT are 36 min
(kidney only), 22 min (liver and kidney). Average renal CIT was 10.4h.

The aim of this study was to compare primary non function (PNF), delayed
graft function (DGF) and length of stay in hospital after 1st single kidney
transplantation (KTR) with 2 types of donors: cDCD (113 KTR from 12/2014 to
12/2016) and matching donors after brain death (DBD) aged 18-65 years
(1050 KTR from 1/2013 to 12/2015). Rate of PNF (2 vs. 3%), and mean renal
clearance (49 vs. 44 ml/min) at discharge are similar. DGF rate (9% vs. 18%)
and dialysis number in case of DGF are significantly lower in case of cDCD.

28 liver transplants and 3 bilateral lung transplant were also performed
without EAD and with excellent transplant outcomes.

These good results ensue from a consensual national protocol, which aims
were to limit warm ischemia times and injuries, thanks to the use of nRP,
optimal graft preservation and recipient selection. cDCD donors might
represent a source of kidneys giving results equivalent to SCD donors!

BOS149 | IS THERE A LIMIT TO THE USE OF VERY EXTENDED

CRITERIA DONORS IN KIDNEY TRANSPLANTATION?

Eva Gavela Martinez', Asuncidn Sancho Calabuig?, Julia Kanter Berga®,
Irina Sanchis®, Ana Isabel Avila Bernabel?, Jose Francisco Crespo Albiach?,
Luis Manuel Pallardé Mateu?

"Hospital Dr Peset, Spain; Hospital Universitario Dr Peset, Spain; *Hospital
Universitario Dr Peset, Valencia, Spain

The use of very extended criteria donors has increased in the last years related
to the paucity of donors and the increasing age of recipients. However, doubts
about their viability make extremely difficult the decision about their allocation.
Objective: To analyze evolution of kidney transplants performed with kidneys
from donors older than 80 years.

Material/Methods: We compared, in a retrospective study, kidney trans-
plants from donors older than 80 years (D > 80) vs. donors younger than
80 years (D < 80). From January 2012 to December 2016, 258 kidney
transplants were performed, 65% (176) of them with expanded criteria donors,
with a mean follow-up of 24.46 + 18.24 (0-60.9) months.

Results: Nineteen kidney transplants were performed with kidney from
D >80, and 157 with D < 80. Median recipient age in D > 80 group was
68.5 + 9.8 years vs. 60.6 + 9.8 years in the group of D < 80 (p < 0.001). No
differences were found about recipient gender between groups. Mean donor
ageinD > 80was 81.8 + 1 yearsvs 67.5 + 6 yearsin D < 80 (p < 0.001). In
D > 80 group, there was a greater proportion of female donors (77.8% vs 50%,
p = 0.02). No differences were found in blood pressure (p = 0.636) or
cerebrovascular death (p = 0.663). Delayed graft function was more frequent
in D >80 (p = 0.06) in spite of a shorter cold ischemia time (14.5 + 6.1 vs.
17.8 £ 5.1 h, p = 0.022). Early acute rejection episodes were similar in both
groups. Renal function was significantly lower in D > 80 during the follow-up.
Graft survival was lower in D > 80 (p = 0.041) without differences in patient
survival. There have been four graft losses in the early postoperative period in
D > 80 group (two graft thrombosis and two primary non-function).
Conclusions: Kidneys from D > 80 have allowed transplant access to older
recipients. The high rate of early graft losses reflects a greater vascular risk and
a lower capacity to recovery of ischemia-reperfusion injuries, making essential
the continuous review of results.

BOS150 | A BRIDGE TOO FAR? OUTCOMES OF EXPANDED

CRITERIA KIDNEY TRANSPLANTATION

Alexander Adorno, Petros Yiannoullou, lestyn Shapey, Hussein Khambalia,
Zia Moinuddin, Angela Summers, Titus Augustine, David Van Dellen,
Giuseppe Giuffrida

Manchester Royal Infirmary, United Kingdom

Background: The critical shortage of suitable organ donors has led to

increased use of Expanded Criteria Donor (ECD) kidneys, with poorer reported
outcomes. We aim to compare outcomes with standard criteria donors (SCD)
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and investigate donor and recipient variables associated with graft failure and
mortality.

Methods: A retrospective analysis of all adult kidney transplants carried out
over a 36-month period at a single centre was performed. Graft and recipient
outcome data were collated along with recipient, donor and transplant factors.
Graft failure was defined as a return to end-stage renal failure (eGFR <15 ml/
min).

Results: 708 kidney transplants were performed with a mean recipient age of
52 years (18-80), with 40% ECD kidneys. The average waiting time was
864 days (2-7032). Delayed graft function (DGF) was reported in 26% of
cases, with primary non-function in 3.4%. Recipients with DGF had longer total
ischemia time (819 vs. 575 min, p < 0.0001). Total mortality was 3.5%. 2.1% of
recipients experienced graft failure. ECD kidney recipients were older (58 vs.
48 years, p <0.0001) and had higher rates of DGF (58% vs. 22.6%,
p < 0.0001). Survival was reduced in ECD recipients (log-rank, p = 0.026)
and diabetic recipients (log-rank, p = 0.003). Diabetic recipients receiving an
ECD kidney had further reduced survival (p = 0.021). Within the SCD group,
diabetes was not associated with reduced survival (p = 0.152). In a multivariate
Cox regression model, recipient diabetes history conferred a 3.6-fold increased
risk of graft failure. In the Cox mortality model, recipient diabetes and DGF were
the only significant hazards (HR 3.124 and 3.693, p < 0.05).

Discussion: ECD kidney recipients experience a higher rate of DGF, graft
failure and mortality than SCD recipients. Moreover, DGF and recipient history
of diabetes are significant predictors of mortality. Therefore, the combination of
ECD kidneys and diabetic recipients should be minimized to decrease the risks
of graft failure and mortality

Basic Kidney Allocation

BOS151 COMPARING THE EURO TRANSPLANT KIDNEY

ALLOCATION SYSTEM WITH A COLOR PRIORITY
KIDNEY ALLOCATION SYSTEM

Bruno Lima’, Helena Alves®
"Oficina De Bioestatistica, Portugal; 2Instituto Nacional De Saude, Dr Ricardo
Jorge, Portugal

Kidney allocation of cadaveric donors to end stage renal disease patients in a
waiting list must be as equitable as possible. This equity is achieved defining
allocation rules that balance utility and justice, i.e. minimizing the number of
HLA mismatches between donor and recipient while trying to select those
recipients with higher waiting times for a transplant. Here we compare the
EuroTransplant Allocation System (ETKAS) with a proposed Color Priority
Kidney Allocation System (CPKAS). The CPKAS classifies patients in the
waiting list in four color groups (red, orange, yellow and green) according to
patients waiting time on dialysis and cPRA level (table I). Patients with longer
waiting time or cPRA >85% are classified as orange and those with lower
waiting time are classified as green. Within each color group patients with a
negative virtual crossmatch are ordered from the lower number of HLA
mismatches with a potential cadaveric donor.

We generate data for a simulated waiting list of 500 recipients and 70
cadaveric donors and applied both ETKAS and CPKAS to obtain two groups of
selected recipients for each system. Mann-Whitney Test was used to compare
ages and time on dialysis of selected patients and Chi-square test was used to
compare cPRA and HLA mismatches frequencies by allocation system.

Table |

Kidney allocation colour system

Not ECD ECD
Clinically Urgent Clinically Urgent

-} -]
° °
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% or ToD = 3 Quartile? 3 Quartile! e
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8 | cPRA = 50% cPRA:=50%o0rToD= | &
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-2 | or ToD > Median? YELLOW. Median! 2
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@
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cPRA ¢ 50% cPRA < 50% and ToD ¢

and ToD < Median® Median!

ECD - Extended Criteria Donor; cPRA - calculated PRA; ToD - time on dialysis
1 wait listed patients’ time from first dialysis to transplantation
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We don't find differences in ages between recipients selected by ETKAS
and CPKAS. Median time on dialysis was higher in those patients select
CPKAS than by ETKAS (67 months vs 63 months, p = 0.04). In patients
selected by ETKAS 84% have 3 or less HLA mismatches with their potential
donor while in the selected patients with CPKAS this value drops to 60%
(p < 0.01). We don’t’ find statistical significant differences between cPRA
frequencies in both groups.

In conclusion, when compared to ETKAS the previously proposed CPKAS
selects waiting list patients with longer waiting times on dialysis but with more
HLA mismatches with their donors.

Basic Kidney Donation and Donor Types

BOS152 METABOLIC DYSREGULATION AND MITOCHONDRIAL

DYSFUNCTION DEFINE INJURY PROFILES OF DONOR
KIDNEYS AFTER BRAIN DEATH AND ISCHAEMIA-
REPERFUSION

M Letizia Lo Faro', Mohammed Z Akhtar?, Honglei Huang?, Maria Kaisar®,
Rolando Rebolledo®, Karl Morten®, Lisa Heather®, Henri Leuvenink®,

Susan Fuggle?, Benedikt Kessler®, Christopher Pugh’, Rutger Ploeg®
Oxford Transplant Centre, University of Oxford, United Kingdom; 2Oxford
Transplant Centre, University of Oxford, United Kingdom; ®Surgical Research
Laboratory, University of Groningen, Groningen, The Netherlands, The
Netherlands; *Nuffield Department of Obstetrics And Gynaecology, University
of Oxford, United Kingdom; ®Department of Physiology, Anatomy And
Genetics, University of Oxford, United Kingdom; ETarget Discovery Institute,
Nuffield Department of Medicine, University of Oxford, United Kingdom;
’Nuffield Department of Medicine, University of Oxford, United Kingdom

Background: DBD and DCD organ donors are an essential source for kidney
transplantation. However, brain death and warm ischaemia affect the organs
rendering them more susceptible to reperfusion injury once transplanted.
Understanding how kidneys are injured by these processes will allow to
develop novel strategies protecting organs in the donor, especially in higher risk
donors.
Methods: In pre-clinical Brain Death (BD) and Ischaemia-Reperfusion Injury
(IR1) models (unilateral 45 min renal ischaemia followed by 24 h reperfusion),
cellular pathways in kidney biopsies were found to be altered compared to
healthy controls using proteomics and metabolomics techniques. Omics
findings were further validated (by western blot, enzymatic, amperometric
and luminescent assays) and highlighted disturbances in ATP, mitochondrial
function and oxidative stress.
Results: Proteomics and metabolomics results suggested extensive mito-
chondrial dysfunction. Mitochondria isolated from DBD and IRI kidneys both
showed decreased O, consumption (Figure 1) (p < 0.05) which correlated with
decreased tissue ATP levels, compared to controls. In DBD, mitochondrial
morphology showed significant fragmentation and mitochondrial dysfunction
was associated with increased inflammatory response (NFkB mRNA levels,
p =0.01) and increased oxidative stress (p = 0.01), when compared to
controls.
Conclusion: BD and IRl result in concerted alterations of metabolic pathways
in the kidney leading to dysregulated mitochondria and oxidative stress
contributing to injury of the graft. This renders kidneys more susceptible to
reperfusion injury once transplanted and potentially increases the risk of DGF.
DBD and DCD donor samples from the UK QUOD biobank are currently being
investigated to establish whether these phenotypes are also present in
deceased human donors.

Mitochondrial protective strategies are now possible interventions and may
reduce injury to donor organs improving outcomes after transplant.

© 2017 The Authors
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Fig. 1. O, consumption is significantly decreasedin
BD and ischaemic (LK 24h) kidneys compared to
controls {shortsham; RK 24h})

BOS153 MTOR-INHIBITOR RAPAMYCIN IS UNABLE TO INDUCE

AUTOPHAGY AND ATTENUATE TISSUE INJURY AND
APOPTOSIS IN THE LIVER AND KIDNEY OF BRAIN-
DEAD RATS

Anne C. Van Erp’, Rolando A. Rebolledo?, Petra J. Ottens’, Ina Jochmans®,
Diethard Monbaliu®, Jacques Pirenne®, Henri G. D. Leuvenink’, Jean-

Paul Decuypere®

’University Medical Center Groningen, The Netherlands; 2University of Chile,
Chile; 3Catholic University Leuven, Belgium

Introduction: Donor brain death (BD) increases tissue injury and apoptosis.
Apoptosis is counteracted by autophagy, a protective, stress-adaptation mecha-
nism regulated by mammalian target of rapamycin (mTOR). Autophagy disreg-
ulation has been linked to ischemia/reperfusion-injury and sepsis. Whether
autophagy is affected after BD is unknown. This study investigated how BD affects
autophagy in the liver and kidney of brain-dead rats. Second, effects of autophagy
upregulation using mTOR-dependent rapamycin were studied.

Methods: BD was induced in mechanically ventilated rats by inflation of an
epidurally-placed balloon catheter. Vehicle (EtOH) or rapamycin (1 mg/kg) was
administered intraperitoneally 2 h prior. After 4 h of BD, plasma and tissue
were collected and the left kidney normothermically perfused for 90 min in an
isolated perfused kidney model. Tissue injury and function were assessed with
routine biochemistry. Autophagy (p62, Beclin 1, LC3I/Il), apoptosis (Bax, Bcl2,
ratio, cC3), and mTOR activity (phospho-S6) markers were analysed with
Western blot and gPCR.

Results: Brain-dead animals had reduced renal levels of autophagic marker
LC3-Il, associated with increased activation of autophagy-inhibitor mTOR (pS6/
S6), which correlated to increased autophagy degradation substrate p62 and
cC3. In the liver, mTOR activation was seen without changes in LC3-Il, p62, or
cC3. Autophagy upregulation with rapamycin did not attenuate BD-induced
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injury (ALT, AST, creatinine, urea, LDH) or apoptosis (Bax, Bcl2), induce
autophagy (Beclin 1, LC3, p62), or improve renal function after reperfusion.
Conclusion: BD upregulated autophagy-inhibitor mTOR and reducing
autophagy in the kidney but not liver. Inhibition of mTOR with rapamycin did
not induce autophagy or attenuate injury or apoptosis in the liver or kidney, nor
improve renal function after reperfusion. Thus, rapamycin did not improve BD-
induced injury and suggests autophagy is regulated via an mTOR-independent
pathway during BD.

Basic Liver Ischemia-Reperfusion and Preservation

BOS154 | GLYCOGEN SYNTHASE KINASE 3 BETA (GSK3B) AND

VOLTAGE-DEPENDENT ANION-SELECTIVE CHANNEL
1 (VDAC1) INHIBITION IN ORTHOTOPIC LIVER
TRANSPLANTATION USING IGL-1 PRESERVATION
SOLUTION

Arnau Panisello Rosello’, Mohammed Amine Zaoualf?, Alexandre LopeZz®,
Carlos Castro Benitez’, Emma Folch-Puy’, Agustin Garcia Gil*,

Georgina Hotter’, Rene Adam?®, Joan Rosello Catafau’

!Instituto De Investigaciones Biomedicas De Barcelona, Csic. Barcelona,
Catalonia, Spain; ?Institut of Biotechnology of Monastir, University of Monastir,
Monastir, Tunisia; >Centre Hépato-Biliare, Ap-Ph, Hopital Paul Brousse,
Villejuif, Paris 94804, France; 4Hospital Clinico Zaragoza 5009, Zaragoza,
Spain

Background: The relevance of mitochondrial GSK3beta and VDAC 1 in liver
transplantation has not fully investigated. In this communication we explored
the involvement of Glycogen Synthase Kinase-3f (GSK3p) and Voltage-
Dependent Anion Channel (VDAC) in the mitochondrial protection after
transplantation when IGL-1 solution was used and compared to UW.
Methods: Preservation of the livers was performed for 8 hours under different
UW, IGL-1 and IGL-1 supplemented with trimetazidine (TMZ) at 10 uM (IGL-
1+ TMZ) vs UW. Sprague-Dawley rats were subjected to orthotopic liver
transplantation and sacrificed at 24-h reperfusion. Samples were collected
(blood and tissue) for the subsequent analyses. We analyzed transaminases
(AST/ALT), HMGB protein levels, Glutamate dehydrogenase (GLDH) and
oxidative stress. By western blot was analyzed AKT and their direct substrate,
GSK3-B and VDAC; as well as apoptotic markers (caspase 3, 9, and
cytochrome c). Endoplasmic Reticulum Stress (as GRP78, pPERK, ATF4
and CHOP alterations) was also evaluated. Histological findings were also
performed.

Results: IGL-1 + TMZ solution reduced both liver (AST/ALT) and mitochon-
drial damage (GLDH) while decreasing oxidative stress (MDA) too when
compared with the other solutions. This resulted in the phosphorylation of AKT
and, as a consequence, its direct substrate: the GSK3-f. This protection is
related with a decrease in ER stress markers (GRP78, p-PERK, ATF4 and
CHOP) and a decrease of the phosphorylated VDAC. In IGL-1 + TMZ solution,
caspases 3, 9 and cytochrome C protein levels were also reduced when
compared to the rest of the groups UW and IGL-1 alone. Amelioration of liver
graft structure was also confirmed by the histological findings.

Conclusion: IGL-1 preservation solution increases liver protection against I/
R injury through the decrease of ERS and cell death prevention due to the
inhibition of GSK3p and VDAC.

BOS155 | HIGHLIGHTS OF PROTECTION MECHANISMS

INVOLVED IN LIVER GRAFT COLD ISCHEMIA
PRESERVATION: A COMPARISON BETWEEN IGL-1
AND HTK SOLUTIONS

Arnau Panisello Rosello’, Alex LopeZ®, Carlos Castro Benitez?, Emma Folch-
Puy’, Georgina Hotter', Rene Adam?, Joan Rosello Catafau’

!Instituto De Investigaciones Biomédicas De Barcelona, Csic. Barcelona,
Catalonia, Spain; ?Centre Hépato-Biliare, Ap-Ph, Hopital Paul Brousse,
Villejuif, Paris 94804, France

Background: IGL-1 is a good alternative to UW (standard goal), but
comparative investigations with another commercial solutions, such as HTK,
used in liver transplantation are poor. In this communication, we evaluate the
cold ischemia injury and the differential preservation mechanisms when fatty
liver grafts (60-50% steatosis) were preserved in IGL-1 and HTK solutions for
24hC at 4°C respectively.

Methods: Male Zucker Obese rats (10 weeks) were classified as fol-
lows: Group 1 (IGL1)= liver grafts washed with 50 mL of IGL-1 and preserved
24 h at 4°C with IGL-1. After 24 h livers were rinsed with 20 mL of Ringer-
Lactate (RLS). Group 2 (HTK)= Same as Group 1 but using 125 mL of HTK
and preserved 24 h at 4°C. Group Control: liver grafts were flushed via portal
vein with RLS immediately after laparotomy without cold storage. We evaluated
liver injury (AST/ALT) and mitochondrial damage (glutamate dehydrogenase,

210  Vol. 30 (Suppl. 2), 165-346

Brief Orals

GLDH); as well as cytoprotective factors such as AMPK and p-AMPK, eNOS
and p-eNOS which well correlated with the concomitant alterations in liver
reticulum stress (ERS) markers (GRP78, PERK) and autophagy markers
(Beclin 1 and LCBIII), respectively.

Results: AST and ALT levels showed a better protection of fatty liver grafts
preserved in IGL-1 when compared to HTK. This was consistent with a better
mitochondrial protection (lower GLDH levels) during cold storage which was
accompanied by enhanced increases in AMPK and e-NOS expression of
preserved liver grafts in IGL-1 vs HTK. ERS changes were also prevented in
IGL-1 solution, as revealed by GRP78 and PERK decreased levels. Autophagy
changes (Beclin-1 and ATF4) were accompanied by increases and liver
apoptosis prevention during IGL-1 cold storage vs HTK.

Conclusion: IGL-1 protects better the liver graft than HTK. This is due to the
enhanced activation of e-NOS, AMPK expressions and the prevention ERS,
which in turn lead to the prevention of liver apoptosis.

BOS156 A NEW PREDICTING TOOL FOR EXPERIMENTAL LIVER

TRANSPLANTATION — LIVE TISSUE STAINING

Rupert Oberhuber, Margot Foder, Benno Cardini, Manuel Maglione,
Stefan Schneeberger, Jakob Troppmaier, Martin Hermann
Medical University Innsbruck, Austria

The ischemia reperfusion injury is a main contributor to early graft dysfunction,
which leads to costly and lengthy follow-up treatments or even organ loss in
clinical liver transplantation. To address the ever-increasing gap between
patients on waiting list and organs available for transplantations, more and
more marginal grafts are transplanted.

Methods: To monitor graft quality prior to transplantation are therefore highly
desirable to optimize clinical outcome.

In an experimental model we used life confocal microscopy to assess
murine liver graft quality. Six to ten-week-old male animals were subjected to a
methionine-choline-deficient (MCD) diet causing non-alcoholic fatty liver
disease (NAFLD), or to the Lieber DeCarli diet producing alcohol-induced liver
injury. Untreated animals served as control. In each group liver biopsies were
analyzed after 45 minutes’ warm ischemia time (WIT) induced by liver pedicle
occlusion, 24 hours’ cold ischemia time (CIT) respectively. All clamped livers
were reperfused for 4 h. Graft quality assessment was performed by
measurement of serum transaminases, standard histopathology, assessment
of cytokine expression profiles, assessment of oxidative stress and live
confocal microcopy.

After CIT and WIT liver grafts showed a decrease in cell viability when
compared to naive animals (p < 0.05) as assessed using life confocal
microscopy. Animals exposed to the MCD diet showed significantly lower cell
viability within the liver biopsies after CIT as well as after WIT when compared
to control animals (p < 0.05). Similar results were obtained from the analysis of
cell viability of animals fed with the LDC diet. Results from confocal microscopy
were then correlated with the results from detection of serum transaminases of,
standard H&E staining the expression of proinflammatory cytokines as well as
markers for oxidative stress.

Our data demonstrate that confocal microscopy is well suitable to de-
tected organ damage prior to transplantation.
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BOS157 | IMPACT OF DECEASED BRAIN DONORS

CHARACTERISTICS ON LIVER PERFUSATE
LYMPHOCYTE SUBSETS: SINGLE CENTER ANALYSIS

Duilio Pagano, Ester Badami, Pier Giulio Conaldi, Fabrizio Di Francesco,
Alessandro Tropea, Anna Casu, loannis Petridis, Giovanni Battista Vizzini,
Angelo Luca, Salvatore Gruttadauria

Irccs/Ismett, Italy

Background: Interstitial liver T-lymphocytes, natural killer (NK) T cells and
NK cells play important roles in both innate and adaptive immunity and liver
ischemia/reperfusion injury (IRI) regulation.

Methods/Materials: Phenotypes and concentrations of lymphocyte subsets
were analyzed retrospectively in a consecutive series of whole liver graft
perfusates (LPs), and matched with 49 adult liver donor after brain death (DBD)
characteristics. Density gradient centrifugation was used to purify the liver
infiltrating cells from LPs, obtained during the back-table surgical time.
Lymphocytes phenotype and relative percentages were assessed by flow
cytometry after staining with anti CD3, CD4, CD8 and CD56 antibodies. NK cell
activation phenotype was assessed by staining with NKp30, NKp44, NKp46
and NKG2D antibodies.

Results: Percent T-cell number was significantly associated with cold
ischemia time (p = 0.02), and Early-Graft-Loss/Donor Risk-Index (EGL-DRI)
score (p = 0.01). Increasing the percentage of T-cell by one the EGL-DRI
decreases by 0.06 (p-value = 0.006). LP NK content was strongly associated
with donor age and body mass index (p = 0.003 and p = 0.02, respectively).
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Conclusions: Our study indicates novel potential biomarker to target hypoxic
injury and may provide relevant mechanistic insights into the pathogenesis
behind IRI.

Translational Liver Ischemia-Reperfusion and Preservation

BOS158 | DEVELOPING A NON-INVASIVE SPECTROSCOPIC

TECHNIQUE FOR ASSESSING THE BIOMOLECULAR
EFFECTS OF NORMOTHERMIC REGIONAL PERFUSION

Katherine Ember’, Fiona Hunt?, Hannah Johnston®, John Hallett",

Stephen Wigmore®, Karen Faulds®, Colin Campbell°, Stuart Forbes®,

Gabriel Oniscu?

"The University of Edinburgh, United Kingdom; “Transplant Unit, Royal
Infirmary, Little France, University of Edinburgh, United Kingdom; ®Department
of Chemistry, University of Edinburgh, United Kingdom; *Scottish Centre For
Regenerative Medicine, Little France, University of Edinburgh, United
Kingdom; ®Technology And Innovation Centre, University of Strathclyde,
Glasgow, G1 1Rd, United Kingdom; éDepartment of Chemistry, The University
Of Edinburgh, United Kingdom

Background: Normothermic regional perfusion (NRP) re-
establishes in situ circulation to the abdominal organs. Clinical evidence
suggests that it substantially decreases the risk of injury to the liver that would
otherwise occur under ischemia. Despite the increased use of the technique in
the organ retrieval window, there remains an unmet need for real time
assessment of NRP-treated livers prior to transplantation.

Here, we present preliminary work towards a non-invasive, label-free
method for assessing the biomolecular effects of normothermic regional
perfusion.

Method: The baseline ischemic injury was determined using a two-hour warm
ischemia (n = 1). A porcine model of donation after circulatory death (DCD)
with 45 minutes of warm ischemia and 2 hours of NRP was developed. In
situ spectral data from six pigs was obtained prior to cardiac arrest (CA), at the
end of warm ischemia and at the end of NRP using a 785 nm handheld Raman
spectrometer. A minimum of two readings were obtained from the right lobe and
quadrate lobe in all pigs. Liver and bile duct biopsies before CA and after warm
ischemia and NRP were collected for analysis using nuclear magnetic
resonance spectroscopy (NMR), immunostaining and Raman microspec-
troscopy.

Results: NMR coupled with Raman spectroscopy shows that liver and bile
duct samples exhibit morphological and biomolecular variations pre-CA, during
ischemia and during NRP. Moreover, spectral readings taken in real time using
handheld Raman demonstrate the ability of non-invasive spectroscopy to
detect changes in the liver during NRP.

Conclusion: Raman spectroscopy could be used as a bedside tool to assess
the efficacy of NRP and determine the recovery of the liver graft prior to
transplantation.

Figure 1. Schematic diagram showing the various types of techniques that
have been applied to samples of liver, bile duct and bile obtained from a porcine
model of donation after circulatory death.
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BOS159 HYPEROXIC NORMOTHERMIC PERFUSION IS

ASSOCIATED WITH HIGH LEVELS OF SYNDECAN-1
AND PROTEIN CARBONYL SUGGESTING
PRODUCTION OF REACTIVE OXYGEN SPECIES

Anastasia Tsyben', Mazin Hamed?, Christopher Watson?
"University Of Cambridge, United Kingdom; 2University Of Cambridge,
Department Of Surgery, United Kingdom

Background: Normothermic ex situ liver perfusion (NESLiP) was developed
to facilitate assessment of marginal livers and minimize cold ischaemia.
Following initial experience with 6 NESLIP liver transplants, where 5 patients
suffered post reperfusion syndrome and/or profound vasoplegia, we sought to
investigate if this could be related to reactive oxygen species (ROS) formation
due to the use of high perfusate oxygen tensions.

Methods: We compared 5 livers undergoing NESLIP at high and 5 at low
oxygen tensions, measuring perfusate concentrations of syndecan-1 and liver
tissue protein carbonyls from samples taken 3 to 4 hours after the onset of
perfusion.

Results: Hyperoxic livers had higher levels of protein carbonyls (p = 0.04)
and higher perfusate concentrations of syndecan compared to livers perfused
at lower oxygen tensions (see table). Median hyperoxia perfusate pO, was
75 kPa, normoxic pO, was 20 kPa.

Conclusion: High oxygen tensions have previously been shown to cause
reperfusion injury and refractory vasoplegia from generation of ROS and
reactive nitrogen species in animal models and in cardiac patients undergoing
cardiopulmonary bypass. NESLIP in the presence of high oxygen tensions
appears to be associated with ROS production (higher carbonyls) with
associated glycocalyx damage (higher syndecan). Subsequent clinical perfu-
sions (n = 10) using air in place of oxygen to oxygenate the perfusate have
been associated with neither post reperfusion syndrome nor vasoplegia.

Bile duct, bile and liver samples
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BOS160 | AN OXYGENATED AND TRANSPORTABLE MACHINE

PERFUSION SYSTEM FULLY RESCUES LIVER GRAFTS
EXPOSED TO LETHAL ISCHEMIC DAMAGE IN A PIG
MODEL OF DCD LIVER TRANSPLANTATION

Philippe Compagnon’, Eric Levesque®, Hassen Hentati', Mara Disabato’,
Julien Calderaro®, Cyrille Feray®, Anne Corlu®, José Laurent Cohen®, Ismail
Ben Mosbah’, Daniel Azoulay’

"Service De Chirurgie Hépato-Biliaire Et Transplantation Hépatique, Hopital
Henri Mondor, Aphp, Université Paris-Est, Créteil, France; 2Service De
Réanimation Digestive, Hopital Henri Mondor, Aphp, Université Paris-Est,
Créteil, France; ®Service D’anatomopathologie, Hopital Henri Mondor, Aphp,
Université Paris-Est, Créteil, France; *Service D’hépatologie, Hopital Henri
Mondor, Aphp, Université Paris-Est, Créteil, France; ®Inserm, Umr991, Foie,
Meétabolismes Et Cancer, Hopital Pontchaillou, Université De Rennes 1,
Rennes, France; ®Institut Mondor Recherche Biomédicale (Imrb), Inserm
U955, Université Paris-Est, Créteil, France; 7Biopredic International, Rennes,
France

Background: Control of warm ischemia (WI) lesions that occur with donation
after circulatory death (DCD) would significantly increase the donor pool for liver
transplantation. We aimed to determine whether a novel, transportable,
oxygenated and hypothermic machine perfusion device (HMP Airdrive® system)
improves the quality of livers derived from DCDs using a large animal model.
Methods: Cardiac arrest was induced in female large white pigs by IV
injection of potassium chloride. After 60 min of WI, livers were flushed in situ
with HTK and subsequently preserved either by simple cold storage (WI-SCS
group) or HMP (WI-HMP group) using Belzer-MPSTM solution. Liver grafts
procured from heart-beating donors and preserved by SCS served as controls.
After 4 hr of preservation, all livers were transplanted.

Results: All recipients in WI-SCS group experienced primary non-function and
died within 6 hours after transplantation. In contrast, the HVIP device fully protected
the liver against lethal ischemia/reperfusion injury, allowing 100% survival rate. A
post-reperfusion syndrome was observed in all animals of the WI-SCS group but
none of the control or WI-HMP groups. These phenomena caused a significant
increase in fluid challenge and catecholamine needs in WI-SCS group. After
reperfusion, HMP-preserved livers functioned better, and showed less hepatocel-
lular and endothelial cell injury, in agreement with better-preserved liver histology
relative to WI-SCS group. In addition to improved energy metabolism, this protective
effect was associated with an attenuation of inflammatory response, oxidative load,
endoplasmic reticulum stress, mitochondrial damage and apoptosis.
Conclusions: This study demonstrates for the first time the efficacy of the
transportable HMP Airdrive® device to protect liver grafts from lethal ischemic
damage prior to transplantation in a clinically relevant DCD model.

BOS161 SPLIT LIVER EX-SITU OXYGENATED MACHINE

PERFUSION: A NOVEL APPROACH TO ORGAN

PRESERVATION AND TREATMENT
Negin Karimian', Viola Huang', Sharon Geerts®, Safak Mert?, Irene Beijert’,
Fermin Fontan’, Mohamed M. Aburawi’, Robert J. Porte®, Korkut Uygun?,
James F. Markmann’, Heidi Yeh’
"Division Of Transplantation, Department Of Surgery, Massachusetts General
Hospital, Harvard Medical School, United States; 2Center For Engineering In
Medicine, Department Of Surgery, Massachusetts General Hospital, Harvard
Medical School, United States; °Division Of Hepatobiliary Surgery And Liver
Transplantation, Department Of Surgery, University Medical Center,
Groningen, The Netherlands; *Division Of Hepatobiliary Surgery And Liver
Transplantation, Department Of Surgery, University Medical Center
Groningen, The Netherlands

Background: Ex-situ machine perfusion (MP) is a promising method to
improve organ viability for transplantation and is being used in various clinical
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trials. However, the heterogeneity of clinical deceased donor livers makes it
difficult to compare the results of MP to static cold storage (SCS), both in
clinical and pre-clinical research. We therefore developed a split liver ex-
situ MP technique to provide matched controls for each liver.
Methods: We adapted our previously designed subnormothermic (21°C) MP
protocol for whole liver grafts, to test whether two lobes of the same liver would
be comparable to each other and to a whole graft during perfusion. Eleven
discarded human livers with research consent were included. Livers were split
anatomically into right and left lobes. Each lobe was perfused separately for
3 hours. Hemodynamics and biochemical profile of each lobe were monitored
at regular time intervals.
Results: As with whole liver perfusions, each lobe exhibited decreasing
venous and arterial resistance and lactate levels, which were not significantly
different between the right and left lobe within each liver. Overall bile and ATP
production was low in the split livers compared to whole liver perfusions. Liver
ALT release was slightly higher in left lobes compared to right lobes but didn’t
reach statistical significance.
Conclusion: Single liver lobes behave similarly to whole livers during MP,
and to each other. Split liver perfusion is a novel approach that may allow direct
comparison of different preservation techniques and treatments on the same
liver, circumventing the need for extremely large numbers of experimental and
control livers necessary with the wide variability of discarded human livers.
Optimizing perfusion techniques using this system may eventually increase the
supply of viable donor organs so that fewer need to be discarded.

Figure-1: Behavior of single liver lobes during MP shown by resistance (A),
ALT (B) and Lactate release (C).
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BOS162 | HMGB1 IS MOST EFFECTIVE THAN ACETYLCHOLINE

TO PROTECT STEATOTIC LIVER TRANSPLANTATION
FROM CADAVERIC DONORS

Monica Bibiana Jimenez-Castro, Elsa Negrete-Sa’nchezz, Cindy G. Avalos De
Leon?, Arani Casillas-Ramirez®, Jose Gulfo?, Ana Isabel Alvarez-Mercado?,
Maria Eugenia Cornide-Petronio?, Esther Bujaldonz, Jordi Gracia-Sancho®,
Carmen Peralta®

"Transplant Biomedicals S.L, Spain; ZInstitut D’Investigacions Biomédiques
August Pi | Sunyer '3 Spain; SHospital Regional De Alta Especialidad De
Ciudad Victoria, Ciudad Victoria, México, Mexico; *Centro De Investigacion
Biomédica En Red De Enfermedades Hepaticas Y Digestivas, Barcelona,
Spain; °Barcelona Hepatic Hemodynamic Laboratory, Idibaps, Ciberehd,
Barcelona, Spain

Background: High percent the liver grafts undergoing transplantation derive
from brain dead (BD) donors, which may also show hepatic steatosis, being
both characteristics risk factors in liver transplantation. Nevertheless, BD
reduces the tolerance of liver grafts to the preservation/reperfusion injury.
Ischemic preconditioning (IP) shows benefits when applied in liver from non-BD
patients like hepatectomies, whereas it has been less promising in BD clinical
situations. This study evaluated how the activation of cholinergic pathway and
HMGBH1 treatment only or in combination with IP affects steatotic liver grafts
undergoing transplantation.

Methods: Steatotic liver grafts from non-BD and BD-donors were cold stored
for 6 h and then transplanted. After 4 h of reperfusion, hepatic damage was
analyzed. Four strategies, acetylcholine and HMGB1 pre-treatments only or in
combination with IP was induced. The effects on hepatic damage and their
underlying mechanisms were characterized.

Results: The presence of BD exacerbated hepatic damage and reduces
HMGB1 expression. Acetylcholine treatment reduced hepatic damage after
transplantation in BD donors, through PKC, increased antioxidants and reduced
lipid peroxidation, nitrotyrosines and neutrophil accumulation. HMGB1 treat-
ment increases the PI3K/Akt pathway and this result in protection against
neutrophil accumulation, oxidative stress, and hepatic damage. On the other
hand, the combination of acetylcholine and IP conferred protection but
combination of HMGB1 and IP shows additional benefits and stronger protection
than acetylcholine treatment or HMGB1 alone. These superior beneficial effects
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may derive from the anti-oxidant and anti-inflammatory properties of different
mediators generated by IP which may act dependently of HMGB1.
Conclusions: We herein propose that combination of HMGB1 and IP or
acetylcholine and IP as feasible and protective strategies to reduce the adverse
effects of BD and improve the quality of liver grafts.
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BOS163 IMPACT OF PRESERVATION SOLUTION ON EARLY

ALLOGRAFT DYSFUNCTION (EAD) AND GRAFT
SURVIVAL AFTER LIVER TRANSPLANTATION USING
EXPANDED-CRITERIA-DONORS (ECD)

René Adam, Vincent Karam, Mylene Sebagh, Eric Vibert, Antonio Sa Cunha,
Faouzi Saliba, Daniel Cherqui, Didier Samuel, Denis Castaing
Aphp Hopital Paul Brousse, France

Institute(s): 1AP-HP Hopital Paul-Brousse, Centre Hépato-Biliaire, Villejuif,
France, 2Univ Paris-Sud, UMR-S 1193, Université Paris- Saclay, Villejuif,
France, 3Inserm, Unité 1193, Université Paris-Saclay, Villejuif, France.
Background: Optimization of donor management and organ preservation
offers the most realistic w ay to improve both the quality and the pool of current
organ supply.

Aim: Comparing the early liver function and the long-term graft survival of
ECD transplanted grafts that have been stored either in Celsior (CEL),
Histidine-Tryptophan-Ketoglutarate (HTK), Institut Georges Lopez (IGL-
1), Solution de Conservation des Organes et des Tissus (SCOT) or University
of Wisconsin (UW).

Methods: From 2007 to June 2015, 803 out of 1085 (74%) LTs were
performed in a single center using ECD grafts preserved with IGL-1 (n = 293),
CEL (n =220), UW (n = 206), SCOT (n = 33) or HTK (n = 26). The solution
was chosen according to the preference of the local procurement team.
Kinetics of liver function, EAD, vascular, biliary complications, and graft survival
were compared for the 5 groups. Were considered as ECD, donors with:
age>55 yrs or BMI>27 kg/m2 or cold ischemia time >14 hours or macrovesic-
ular steatosis >60%. The EAD was defined by the method of Olthoff.
Results: The incidence rate of EAD was higher with SCOT (56%) and HTK
(46%) compared to UW (38%), CEL (38%) and IGL-1 (35%) (p < 0.05)
(Table 1). These results are in concordance with higher peaks of SGOT, SGPT
and INR (p < 0.01), and with a higher rate of vascular and biliary complications
with these two solutions. However, serum bilirubin at day 1 was the far highest
only in SCOT (p < 0.05). The graft survival at 1 year was similar with SCOT
(82%), HTK (83%), CEL (85%), UW (85%) and IGL-1 (89%).

Conclusion: CEL, UW and IGL-1 give better results than SCOT and HTK in
terms of early graft function after cold static preservation of ECD liver grafts.
However these better results did not impact graft survival.

Abstracts of the 18th Congress of the European Society for Organ Transplantation

BOS164 | POSTREPERFUSION SYNDROME IN LIVER

TRANSPLANTATION: WHAT IS THE IMPACT ON
SHORT-TERM SURVIVAL?

Sophie Chopinet’, Emilie Bollon', Charlotte Kelway?, Laurent Reydellet?,
Valéry Blasco?, Patrick Borentain®, Yves-Patrice Le Treut!, Emilie Grégoire’,
Jean Hardwigsen’

"Service De Chirurgie Générale Et Transplantation Hépatique Hopital La
Timone Marseille, France; °Réanimation Polyvalente Et Des Pathologies Du
Foie, La Timone, Marseille, France; ®Service De Gastroentérologie Et
Hépatologie, La Timone, Marseille, France

Introduction: Postreperfusion syndrome (PRS) is a state of systemic
hemodynamic instability, following graft reperfusion and considered as a poor
prognosis factor after liver transplantation (LT).

Objective: To evaluate the impact of PRS on postoperative outcome after LT.
Methods: From September 2013 to April 2016, all consecutive LT performed
at our center were retrospectively analyzed. PRS was defined as a decrease of
mean arterial pressure greater than 30% below the baseline during more than
1 min during first 5 minutes following graft reperfusion. Postoperative compli-
cations, the graft survival and overall survival were analyzed.

Results: During this period, 145 LT were performed. Median age was
54 years (18-68). PRS occured in 30% of cases (n = 41), Population with or
without PRS were comparable. PRS was associated with an increase of 90-day
mortality (15% vs 4%, p = 0.016), major complications (Dindo-Clavien >3)
(58% vs 35% = 0.008), and graft loss at 6 months (27% vs 6%, p = 0.001). In
the PRS group, there was more postoperative renal failure (30% vs 56%,
p = 0.033) and more primary graft dysfunction (10% vs 1%, p = 0.008). Cold
ischemia duration was no statistical significance between group with or without
PRS. In multivariate analysis, PRS (OR = 5.4 I1C95 (1.7-17), p = 0.004) and
transfusion (OR = 1.2 Cl: 95 (1.1-1.6), p = 0.004) were independent factor of
graft loss at 6 months.

Conclusion: PRS is an independent risk factor for major complications and
graft loss at 6 months.

THE EDINBURGH LIVER FUNCTION (ELF) SCORE
RAPIDLY DEMONSTRATES SIGNIFICANT GRAFT
ENHANCEMENT IN STUDIES OF LIVER
OPTIMISATION

lan Currie’, Yevedzo Ntul?, Fiona Hunt®, Alistair Lee?, Gabriel Onisct?,
Amanda Lee®

"Transplant Unit, Royal Infirmary of Edinburgh, UK; ?Transplant Unit, Royal
Infirmary of Edinburgh, UK; SUniversity of Aberdeen, UK

Background: Graft optimisation is a major initiative in liver transplantation.
However, functional assessment after intervention remains a serious challenge,
as currently available end points, such as non-function, death, re-transplanta-
tion, or other binary outcome scores, are too infrequent or too coarse.

Aim: To validate a continuously variable and detailed scoring system to
support studies of graft optimisation.

Materials and Methods: The ELF Score was previously derived from routine
data (n = 169 patients), then validated in a study of severe graft dysfunction
(Currie et al., ESOT 2015). Briefly, regression was used to derive Z scores
describing changes in Prothrombin time, bilirubin and lactate. Scores were
averaged and translated (score 1-100, with 100 being the best) with a mean of
50 and a standard deviation of 34.1. To assess utility in liver optimisation, data
were collected after DCD liver transplantation, in which 14 grafts were retrieved
with normothermic regional perfusion (NRP), and 45 contemporaneous grafts
were retrieved with standard DCD techniques.

Results: Donor ages in DCD (46; 17-68) and NRP (51; 28-69) groups were
comparable, as were functional warm ischaemic times (DCD; 21; NRP;
23 minutes) and recipient ages (DCD; 60; 43-72; NRP; 62; 54-74). At6, 12, 18
and 24 hours after transplantation, ELF scores in the DCD grafts were
53.1 £ 3.5, 47.8 + 3.7, 49.3 &+ 3.7 and 50.0 + 4.0. In the NRP grafts, the
corresponding scores were 59.2 +£5.1, 62.7 + 4.7, 647 £4.0 and
66.0 + 4.6. These differences showed a significant enhancement (p < 0.05)
at all time points from 12-24 hours in NRP grafts.

Conclusions: The ELF score is derived from changes in Bilirubin, Prothrom-
bin time and lactate. Scores above 50 indicate function above average. NRP
caused a significant increase in the ability of liver grafts to normalise post-
operative liver dysfunction. The data also showed that the ELF Score could

Biliary Vascular
Peak INR Peak SGOT Peak SGPT Bilirubin day 1 complications complications EAD
SCOT (n = 58) 44+23 2514 + 2535 1444 + 1362 118 + 109 28% 14% 56%
HTK (n = 26) 42+1.0 2324 + 3083 1596 + 1921 95 + 73 23% 27% 46%
CEL (n = 220) 34+13 1860 + 2971 1086 + 1317 105 + 85 18% 10% 38%
UW (n = 206) 3.1+ 0.9 1426 + 2001 939 + 976 92 + 78 18% 12% 38%
IGL-1 (n = 293) 32+ 14 1440 + 1575 995 + 1095 107 + 93 22% 11% 35%

© 2017 The Authors
Transplant International © 2017 European Society for Organ Transplantation

Vol. 30 (Suppl. 2), 165-346 213



Abstracts of the 18th Congress of the European Society for Organ Transplantation

demonstrate differences in graft optimisation as early as 12 hours post
transplant.
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BOS165 | CONTROLLED OXYGENATED REWARMING UP TO

NORMOTHERMIA FOR PRE-TRANSPLANT
RECONDITIONING OF LIVER GRAFTS

Charlotte Von Horn', Hideo Baba®, Henri Leuvenink®, Thierry Hauet",
Patrick Hannaert*, Andreas Paul’, Thomas Minor®

"Uniklinikum Essen Germany, Germany; ?Institute of Pathology University
Hospital Essen, Germany; *University Medical Center Groningen, Surgical
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Background: Controlled oxygenated rewarming (COR) during ex vivo
machine perfusion was found to improve organ integrity and limits reperfusion
induced tissue injury upon graft implantation (1). Originally, grafts were warmed
up to only 20°C but rewarming up to normothermia might add further benefits
and provide better prediction of post transplantation organ function.
Methods/Material: Rat livers were retrieved 30 min after cardiac arrest. After
18 hours of static storage at 4 °C the effect of 90 min of oxygenated machine
perfusion with Agix RS-l (a novel extracellular type solution with constant
buffering capacity across the temperature range) combined with gentle
rewarming up to 20°C (COR20) or 35°C (COR35) was studied and compared
with simply cold stored grafts (CS, n = 6, resp).

Post-preservation recovery was evaluated upon warm reperfusion using an
established in vitro system. Liver function was assessed by energetic status
(ATP), bile production, enzyme release (ALT) and histological tissue morphol-

ogy.
Results: COR generally resulted in significantly improved energetic recovery,
increased bile flow, less ALT release and improved histopathology upon
reperfusion as compared to only cold stored livers. However, in spite of
tendentially better results after COR20, no significant differences were
disclosed between COR20 and COR35. Parameters obtained during COR,
especially during COR35, also allowed for prediction of hepatic recovery upon
reperfusion. For instance ulterior bile production upon reperfusion was found
closely correlated to bile flow observed already during COR35 (R2 = 0.91).
Conclusion: COR significantly improved liver quality after static cold storage.
Elevation of machine perfusion temperature up to 35°C instead to only 20°C did
not further enhance ulterior liver recovery, but seems to be a promising
approach to refine ex-vivo evaluation of the graft prior to transplantation.
(1): Am J Transplant, 2013; 13:1450-60.

BOS166 | HOPE FOR FATTY LIVER GRAFTS

Andrea Schlegel’, Philipp Kron?, Leandro Mancina®, Pierre-Alain Clavien?,
Philipp Dutkowski?

"Queen Elizabeth Hospital Birmingham, UK; ZUniversity Hospital Zurich,
Switzerland

Background: Pretreatment of marginal organs by perfusion is a promising
opportunity to consider more organs for transplantation. Protection of human
DCD (donation after cardiac death) livers by a novel machine perfusion
technique, hypothermic oxygenated perfusion (HOPE), was recently estab-
lished. Here we tested in a rodent transplant model, whether HOPE is also
useful for fatty liver grafts.

Methods: Rats were fed over 3 weeks with a special Methionine-Choline-
Deficient-Diet (MCDD) to induce severe hepatic macrosteatosis (>60%).
Afterwards, livers were transplanted with either minimal or 12 h cold storage.
Additional liver grafts were treated after 12 h cold storage with 1 h HOPE
before transplantation. Graft injury after orthotopic liver transplantation (OLT)
was assessed in terms of oxidative stress, DAMP release, toll-like-receptor-4
activation, cytokine release, endothelial activation, and the development of
necrosis and fibrosis. In addition, we link experimental results with our clinical
transplantation of fatty liver grafts analyzing the impact of HOPE prior to liver
transplantation.

Results: Implantation of cold stored macrosteatotic liver grafts induced
massive reperfusion injury after OLT, compared to controls (non-fatty livers).
HOPE treatment after cold storage did not change the degree of steatosis itself,
but decreased markedly reperfusion injury after OLT, as detected by less
oxidative stress, less nuclear injury, less Kupffer- and endothelial cell
activation, and also less fibrosis within 1 week after OLT. Protective effects
were lost in the absence of oxygen in the HOPE perfusate. HOPE treatment of
severely fatty human liver grafts resulted in immediate function and significant
lower complication rate compared to untreated, cold stored controls.
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Conclusion: HOPE after cold storage of fatty livers prevents significantly
reperfusion injury and improves graft function, comparable to the effects of
HOPE in DCD livers and DCD kidney.

Clinical Liver Ischemia-Reperfusion and Preservation

BOS167 | NORMOTHERMIC MACHINE PERFUSION: A COST-

EFFECTIVENESS ANALYSIS ON A SINGLE CENTER
SERIES OF 9 CASES

Daniele Pezzati, Ahmed Hassan, Qiang Liu, Laia Coromina Hernandez,
Giuseppe luppa, Teresa Diago Uso, Cristiano Quintini
Cleveland Clinic, United States

Introduction: Normothermic machine perfusion (NMP) for liver transplanta-
tion is a novel technique that has been used in a few transplant centers. One of
the concerns related to the use of this technology are the costs. The aim of our
study is to analyze what is the impact of this technique on costs of liver
transplantation (LT).

Methods: We conducted a retrospective analysis on a series of 9 LT patients
receiving a graft perfused with NMP at our institution. The device was
developed and used under an FDA regulated and IRB approved clinical trial.
Patients were matched with SCS preserved historic controls with a 1:2 ratio
based on age, calculated MELD score, Donor Risk Index (DRI). Costs that
were independent by preservation technique were not included. Costs related
to NMP components and assembly have been annualized calculating a
hypothetical number of 40 LTs for 10 years.

Results: Every NMP case costed additional $250 for NMP components,
$6500 for disposable and perfusate, $281 for a perfusionist. Total expense/
case was $20878,22 for NMP and $21052,77 for SCS. Costs are on Table 1.
Conclusion: This single center analysis shows that NMP, which is associated
with higher preservation costs, may provide significant cost savings resulting
from a superior graft preservation. However study suggests that the superior
preservation outcomes may potentially offset and even overcome the higher
preservation costs associated with this new technology.

Variable NMP (9) cost in USD SCS (18) cost in USD p

PLT 672.22 + 601.09 3575 + 5465.11 0.03
PRBC 1283.33 + 857.32 1963.89 + 1898.66 0.21
FFP 222.2 + 238.63 488.8 + 538.94 0.08
OR 5530.56 + 2161.04 6297.22 + 1486.53 0.28
ICU 1916.67 + 1285.73 3450 + 5508.14 0.42
Hospital stay 4222.22 + 1563.47 5277.78 + 2539.23 0.26
Total 20878.22 + 4342.58 21052.77 + 11889.88 0.95

Clinical Kidney Other

BOS168 | THE EFFECT OF MORBID OBESITY ON OUTCOME

AFTER KIDNEY TRANSPLANTATION

Eytan Mor', Ruth RahamimoV?, Eviatar Nesher?, Sigal Eizner?,
Viadimir Tennak®, Michael Gurevich®
"Rabin Medical Center Beilinson Hospital, Israel; ?Rabin Medical Center, Israel

Morbid obesity has a significant impact on perioperative morbidity after kidney
transplantation. These patients have higher incidence of wound complications,
metabolic disorders and longer hospital stay. We sought to determine the rate
of perioperative complications and survival among morbid obese (MO) patients
after kidney transplantation at our center

Patients and Methods: We searched our database for MO patients (>35
BMI) undergoing kidney transplantation between 2003-2016. The following
outcome parameters were analyzed for the whole cohort (n = 46) and then
compared between recipients of a kidney from deceased donors (DD=22 and
live donors (LD=24): Length of hospital stay, early (<30 days) and late
complications as well as patient and graft survival.

Results: Out of 1250 patients having a complete data for analysis we
identified 46 patients with BMI>35 (35-45.3); 26 males and 20 females. The
median follow up was 36.5 months (7-156 months). The mean recipients age
was 54.9 (15-72 years. There was no mortality during the immediate post-
operative period; however, 6 patients died at 9-73 months after transplant. The
causes for death included: sepsis (4), cardiac (1) and unknown reason (1).
Another 3 patients lost their graft immediately post-transplant due to graft
thrombosis (1) and PNF (2). DGF requiring dialysis was noted in 17 patients
(37%); 15 in the DD group and 2 in the LD group. Early and late complications
are listed in the table below. Overall 1- and 5 yr. graft survival were 86.2% and
76.7%, respectively. In the LD group the overall 5 yr. graft and patient survival
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were 100%; in the DD group the 5 year graft and patient survival were 53.9%
and 66.8%.

Conclusions: Deceased donor transplantation in morbidly obese patients
constitutes a high risk for delayed graft function/ non-function and associated
with significant morbidity and mortality. Alternatively, elective live donor kidney
transplantation seems to be a safe and a better option.

Early Complications< Late Complications>

Abstracts of the 18th Congress of the European Society for Organ Transplantation

admitted to the ICU (P < 0.001) (figure 1). High LCI score was significantly
associated with increased risk of ICU admission and lower 5-year survival rate
(table 1).

Conclusion: Recipients staying in ICU > 24 h had higher pre-transplant CI
and significantly lower survival compared with the two other groups. High LCI
score was associated with increased risk of ICU admission and impaired
survival

30 days 30 days ICU admission N OR (95% ClI) P-value
Wound 7 Lymphocele 1 LCl score 0-3 437 ref ref
UTI 5 uTl 15 LCI score 4-6 151 2.41 (1.44-4.00) 0.001
Ml 3 Mi 3 LClI score > 7 52 3.56 (1.79-7.09) <0.001
Sepsis 2 Sepsis 2 ICU > 24 hours
Urine Leak 1 Ureter Stricture 2 LCl score 0-3 437 ref ref
Pneumonia 3 LCI score 4-6 151 2.59 (1.06-6.37) 0.038
Total 18 (in 16 26 (in 23 LCl score > 7 52 4.08 (1.33-12.51) 0.014
patients) patients) Survival 5-year survival rate Log Rank P
LCl score 0-3 437 81% ref
LCI score 4-6 151 66% 0.001
LClI score > 7 52 61% <0.001

BOS169 | SURVIVAL IN OLDER KIDNEY RECIPIENTS ADMITTED

TO INTENSIVE CARE EARLY AFTER
TRANSPLANTATION

John Hausken', Kjersti Lanning’, Linda Flaa Johnsen', Kristian HeldaF, Pal-
Dag Line’, Karsten Midtvedt’

"Department of Transplantation Medicine Oslo University Hospital, Norway;
2Clinic of Internal Medicine, Telemark Hospital Trust, Skien, Norway

Introduction: Recipients accepted for kidney transplantation (KTx) are
getting older and carry more co-morbidities. A challenge is to select the
recipients whom will survive the transplantation without major complications
and thereby benefit from KTx. We investigate whether a pre-transplant
comorbidity score (Liu Comorbidity Index; LCI) may predict early admission
(40 days post-transplant) to Intensive Care Unit (ICU), and predict post-
operative mortality in kidney recipients older than 55 years.

Method: All patients 55 years and older who underwent KTx at our center
between 2011 and 2015 were included. Pre-transplant LCI was registered as
part of the routine workup. Post-transplant survival data were extracted from
the Norwegian Renal Registry and ICU admission data were retrieved from the
patient records. Survival was compared between patients not admitted to ICU,
patients who stayed less than 24 hours, and patients who stayed more than
24 hours in the ICU.

Results: Among 640 KTx recipients, 98 were admitted to ICU during the first
40 days post-operative, the majority (63%) within 24 h. Thirty-seven recipients
stayed for >24 hr. Respiratory failure was the main reason for ICU admission.
Mechanical ventilation was needed in 19, inotropic drugs in 19 and hemodial-
ysis in 18 patients. Median LCI was 2 in the non-ICU group, 3 in the ICU <24 h
(p = 0.002 vs. non-ICU), and 4 in the ICU > 24 hr (p = 0.002 vs. non-ICU).
Survival was significantly impaired in patients who stayed > 24 hr in the ICU
compared with patients who stayed < 24 h (P = 0.007) and patients not
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BOS170 OLDER RECIPIENTS HAVE IMPROVED HEALTH

RELATED QUALITY OF LIFE ONE YEAR AFTER KIDNEY
TRANSPLANTATION

Kjersti Lanning’, Karsten Midtvedt’, Tomm Bernklev?, Marit Helen Andersen’,
Nanna Von Der Lippe®, Anna Varberg Reisaeter', Pal-Dag Line’,

Anders Hartmann’, Kristian Heldal*

"Department of Transplantation Medicine, Oslo University Hospital,
Rikshospitalet, Norway; 2Department of Research and Development, Vestfold
Hospital Trust, Tonsberg, Norway; 3Faculty of Medicine, Institute of Clinical
Medicine, University of Oslo, Norway; “Clinic of Internal Medicine. Telemark
Hospital Trust, Skien, Norway

Background: A successful kidney transplantation (KTx) is the optimal
treatment for patients with end stage renal disease (ESRD). Many older
patients experience good health-related quality of life (HRQoL) in modern
dialysis, and immunosuppressive drugs are known to have side effects with
negative impact on HRQoL. There is a lack of knowledge regarding the effect of
KTx on HRQoL in older patients with ESRD. The aim of this study was to
measure HRQoL longitudinally in patients >65 years of age, from time of
enlisting for KTx and until 1 year post transplant.
Methods: Single center prospective study including patients >65 years at
enlisting for KTx. Participants were asked to complete the Kidney Disease
Quality of Life Short Form version 1.3 questionnaire at enlisting and thereafter
every 6 months until KTx, withdrawal or death. Post-transplant, the patients
received a new form after 10 weeks, 6 months and 1 year. All patients revived
prednisolone, tacrolimus and mycophenolate mofetil.
Results: A total of 289 patients were included. By end of January 2017, 102
patients had been transplanted and completed the 1 year post-transplant
questionnaires. Mean age at enlisting was 71 years (65-82), 75% male, 28%
were not in dialysis and 23% got a kidney from a living donor. The majority of
the patients (63%) had low baseline Liu comorbidity (score <3).

When comparing the last HRQoL scores pre-tx with 1 year post-tx,
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Figure 1; Observed HRQoL, mean values. *p<0.05
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Baseline Last pre Tx Tx + 10 weeks Tx + 6 months Tx + 1 year P-value (Pre tx

(n=102) (n=102) (n=89) (n = 88) (n=102) and Tx+1y
Physical Function 67.7 65.9 70.9 72.6 71.4 0.06
Role Physical 28.3 25.3 27.8 37.8 45.8 <0.001
Bodily Pain 66.6 66.2 73.3 73.7 74.3 0.038
General Health 50.7 50.4 71.5 68.4 65.2 <0.001
Vitality 43.8 41.6 55.5 59.3 58.5 <0.001
Social Function 73.3 65.5 63.2 65.5 79.5 <0.001
Role Emotional 59.6 56.5 55.1 65.5 71.2 0.014
Mental Health 78.2 76.8 82.2 83.5 80.4 0.148
Symptoms 77.4 75.6 83.2 85.0 83.1 <0.001
Effect of Kidney Disease 73.1 70.2 82.4 86.0 84.1 <0.001
Burden of Kidney Disease 40.6 37.3 64.4 71.8 79.0 <0.001
Cognitive Function 91.4 89.4 89.2 92.1 90.7 0.636
Quality of Social Interaction 83.1 83.7 83.2 87.6 87.3 0.063
Sleep 67.4 67.1 67.8 72.0 72.6 0.044
Social Support 88.6 87.7 86.3 92.3 91.7 0.138

Deniz Birtan', Mustafa Kemal Arslantas’, Gulbin Tore Altun’, Pelin

Corman Dincer?, Sevgi Gecegormez®, Ali Demirel®, Hilmi Omer Ayanogit?
"Marmara University Pendik Training and Research Hospital, Turkey;
2Marmara University, School of Medicine, Turkey; 3Ministry of Health, Tissue
and Organ Transplantation- Istanbul Regional Transplant Coordination Centre,
Turkey

EFFECT OF VASOACTIVE THERAPY USED FOR BRAIN
DEAD DONORS ON GRAFT SURVIVAL AFTER KIDNEY
TRANSPLANTATION

Background:: Serum catecholamine levels and peripheral vascular resis-
tance decrease after brain death. Vasoactive drugs are used in order to control
these hemodynamic changes and to improve perfusion of the organs. These
drugs might have a role in rejection or loss of the graft organ. We aimed to
investigate the effects of vasoactive drugs used in the cadaveric donor care on
post-transplant renal graft functions.

Methods: Medical records of 135 cadaveric donors and recipients of the
kidneys were evaluated. Correlation analysis was done to assess the data that
may cause rejection and graft loss.

Results: From 106 donors, 207 kidneys were harvested. Rejection of the graft
occurred in 17.4% of patients and graft loss was seen in 10.3%. Mean age of
the 106 donors was 43.6 years. Thirty - five donors (33%) were marginal while
consisting 63% of the graft loss. Rejection and graft loss were seen in five out of
16 deceased patients.

The rate of complications among recipients was 41,9% and the mortality rate
was 7,8%. Vasoactive drug (Noradrenaline 49%, Dopamine 60%, Adrenaline
3%, Dobutamine 11%) consumption ratio was 85,8% in donor care. Increased
number of noradrenaline infusion days was associated with decreased rates of
graft rejection and graft loss. This correlation was not found for dopamine.

For 27,4% of the radiologic investigations radiopaque dye was used, and its
usage was associated with diminished graft rejection.

Pearson
Correlation
n P value Coefficient
Rejection
Number of days noradrenaline used 184 0.008 -0.195
Tests confirming brain death diagnosis 184 0.005 -0.207
Use of radiopaque dye 184 0.029 -0.161
Graft loss
Number of days noradrenaline used 184 0.046 —0.147
Rejection in the other kidney of the same 32 0.033 0.378
donor
Tests confirming brain death diagnosis 184 0.001 —0.238
History of previous rejection 184 0.001 0.74

Conclusion: Noradrenaline but not dopamine usage decreased the graft
rejection rate and graft loss, presumably by improving hemodynamic stability and
organ perfusion. Confirming tests for diagnoses of brain death may buy time by
accelerating the diagnosis and may decrease graft rejection rate. Using radiopaque
dye decreased graft rejection rate, but had no correlation with graft loss.

Istanbul region consists an important portion of all the donations done in
Turkey thus the result of the study will help us improve the management of
cadaveric donors.
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Galina Severova’, llina Danilovska', Lada Trajceska’, Aleksandar Sikole',
Daniela Mladenovska', Elka Masin-Spasovska', Ninoslav Ivanovski®
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FACTORS AFFECTING MEDICATION NON-
ADHERENCE AMONG KIDNEY TRANSPLANT
RECIPIENTS

Introduction: Adherence to therapeutic recommendations is necessary to
obtain optimal medical treatment effects. Medication non-adherence (MnA) can
be considered as an interaction of socio-economic, psychological and health-
care system related factors. The aims of the study were to assess the level of
medication adherence (ME) among our kidney transplant recipients and to
identify potentially modifiable risk factors and their associations with MnA.
Materials and methods: A cross-sectional study was performed in 50 living
donor kidney recipients (male 27, mean age 39 + 8 years) at least 6 months
after the surgery. 19 recipients were employed, 32 married and only 10 with
university degree. The participation in the study was voluntary and anonymous.
ME was assessed by using the 8-item self-reported Morisky Medication
Adherence Scale (MMAS-8). In addition, all participants in the study were
evaluated with the 12-item Multidimensional Scale of Perceived Social Support
(MSPSS) and Beck Depression Inventory (BDI). Data on patients’ demo-
graphic, socio-economic and living status, information about recipient’s life-
style and habits were collected using a non-standardized questionnaire.
Results: The majority of recipients (71%) reported high ME, while 23%
revealed only medium level of compliance. The remaining 6% scored between
3 and 8 on the 8-point MMAS, were patients with low ME. Among demographic
factors involved in the MnA, we confirmed a lower socio-economic status
(p < 0.019) and lower educational level (p < 0.02). The association of MnA
with increased depression (p < 0.01) and active smoking (p < 0.003) was
confirmed to. Further data analysis revealed a significant correlation between
MnA and lower social support (p < 0.0001).

Conclusion : Our study confirmed than approximately 30% of the kidney
recipients reported not satisfied level of ME transplantation. A lower socio-
economic status, lower educational level, active smoking, increased depres-
sion and lack of social support.

BOS173 IS THE CLINICAL OUTCOME GOOD OR BAD IN

PATIENTS HOSPITALIZED WITHIN 1 YEAR AFTER
KIDNEY TRANSPLANTATION?

Woo Yeong Park, Sang Mok Yeo, Hayeon Park, Seong Sik Kang, Kyubok Jin,
Sung Bae Park, Seungyeup Han

Department of Internal Medicine, Keimyung University School of Medicine,
Keimyung University Kidney Institute, Republic of Korea

Background: Although kidney transplantation (KT) is the best treatment for
end-stage renal disease, the hospitalization rate at early period of KT is still
high. Nevertheless, the association between the hospitalization within 1 year
after KT and graft survival is unclear. We investigated the incidence and causes
of hospitalization, and clinical outcome of the patients hospitalized within 1 year
after KT.

Methods/Materials: We retrospectively analyzed the kidney transplant
recipients (KTRs) hospitalized within 1 year after KT between 2013 and 2015.
Results: Of the 174 patients who received KT during the study period, 48%
patients were admitted within 1 year after KT, and the number of hospitaliza-
tions was 116. The mean time from KT to 1st hospitalization was 4.2 months.
Among them, 78% were hospitalized for medical causes and 22% were
hospitalized for surgical causes. The most common cause was cytomegalo-
virus infection (CMV) (25%), followed by urinary tract infection (17%), and
acute rejection (13%). The ages of recipient and donor in the hospitalized group
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were significantly older than the non-hospitalized group. The rate of deceased
donor KT, acute rejection, more than 50% panel reactive antibody, and positive
donor specific antibody was significantly higher in the hospitalized group than in
the non-hospitalized group. In Kaplan-Meier analysis, graft and patient
survivals were significantly worse in the hospitalized group than in the non-
hospitalized group.

Conclusion: The incidence of KTRs hospitalized within 1 year after KT was
high. Most causes of hospitalization within 1 year after KT were CMV infection,
urinary tract infection, and acute rejection. In KTRs with high immunologic risks,
the hospitalization rate by rejection is high and the hospitalization rate by
infection is also high due to the strong immunosuppression to prevent rejection.
Therefore, the immunosuppression status of these patients should be closely
monitored to reduce the hospitalization rate.

BOS174 CLINICAL CORRELATION OF WARM ISCHAEMIA TIME

WITH DELAYED GRAFT FUNCTION IN CADAVERIC
KIDNEY TRANSPLANT

Aeliya Zaidi', Christopher Chalklin’, Roomi AziZ®, Elijah Ablorsu’
’University Hospital of Wales, UK; 2Nur Center For Research and Policy,
Pakistan

Prolonged second Warm Ischaemia Time (WIT) (anastomosis time) is
considered to have impact on early kidney graft function after transplantation
as suggested in some clinical data. In this study we evaluated impact of WIT on
incidence of delayed graft function (DGF) in deceased donor kidney transplant.
Methods: Retrospective review of prospectively collected data for all the
patients undergoing cadaveric kidney transplant from January 2010 to August
2015 was done. Clinical correlation of WIT (in minutes) in the recipient with graft
function at the end of 1 year was analyzed.
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Results: A total of 436 patients underwent cadaveric kidney transplant; ECD-
DBD=60, ECD-DCD= 154, SCD-DBD=118, SCD-DCD=98. 78.3% of the ECD-
DCD and 62.5% SCD-DCD had DGF (as compared to 47.5% ECD-DBD and
44.3% SCD-DBD; p = 0.0005). Subsequently we divided all four groups to
DGF and non-DGF subgroups and compared correlation between WIT and
outcomes: DGF vs. non-DGF ECD-DBD n = 28 vs. 31; ECD-DCD n = 119 vs.
33; SCD-DBD n = 51 vs. 64; SCD-DCD n = 60 vs. 36. There was no statistical
difference in mean WIT between DGF subgroups (47.1 min in ECD-DBD,
48.4 min in ECD-DCD, 49 min in SCD-DBD and 47.3 min in SCD-DCD;
p = 0.885); nor in non-DGF subgroups (48.7 min; 50.2; 45.9; 48.7 respectively;
p = 0.885). However, SCD DBD-DGF subgroup had 2.1 min longer WIT
compared to SCD-DBD non-DGF subgroup (49 vs. 45.9; p=>0.5), which was
largest difference between DGF and non-DGF same donor type subgroup.
Conclusions: WIT does not seem to have a clinical correlation to graft
function in our study. Greatest impact of prolonged WIT on early graft function
are in SCD-DBD kidneys; in ECD and DCD kidneys there are multiple other
factor with negative impact on early outcomes. Therefore, a study in live donor
kidney transplants looking at the impact of WIT on graft function would give us
more information of the effect of WIT on DGF, where donor factors affecting the
graft function have been excluded.

Total number of ECD ECD SCD SCD
participants n = 436 DBD DCD DBD DCD Significance
Delayed graft function group, n = 262
% age of Donors 47.5% 78.3% 44.3% 62.5% 0.0005
Mean Recipient Age 59.6 62.9 471 54
(Years)
Mean Donor Age (Years) 63.9 67.5 421 44.0
Mean 2nd Warm 471 48.4 49 47.3 0.885
Ischaemia Time (in
minutes)
Non delayed graft function group, n = 164
Mean 2nd Warm 48.7 50.2 45.9 48.7 0.885
Ischaemia Time (in
minutes)

BOS175 THE EFFECT OF RECIPIENT BMI ON RENAL

TRANSPLANT OUTCOMES

Emmanouil Giorgakis, Kunam Reddy, Andrew Singer, Hasan Khamash,
Raymond Heilman

Mayo Clinic, United States

Background: Purpose of the study was to explore the effect of BMI class on
renal transplant outcomes. Method: Single center retrospective analysis of

deceased and living donor renal transplants performed through period 07/
2003-07/2016. The cohort was divided into 4 BMI categories: non-obese,
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Class |, Il and Il obese (morbidly obese). Outcomes were graft survival, DGF,
rejection, 1-year eGFR and length of stay (LOS).

Results: N = 2424 patients. Median recipient BMI was 28 kg/m2. 40.1% of
the recipients were obese (BMI>30 kg/m2) and 3.8 % Class Il obese
(BMI>40 kg/m2). Higher BMI recipients received lower KDPI kidneys
(p = 0.002). Obese recipients had higher DGF rates and lower 1-year eGFR
(p = 0.006). LOS and rejection rates were similar. Also, graft survival was
similar across all BMI groups, as well as among obese vs. non-obese and
between BMI> 40 (Class Il or morbidly obese) vs. BMI<40 mg/m2 patients.

<30 30-34.9 35-39.9 >40
BMI Non- Class | Class Il Class Il
(kg/kg/m2) obese obese obese obese p
n (%) 1453 593 (24.5) 285(11.8) 93 (38) <.001
(59.9)
Living 44.7 41.8 38.2 50.54 .087
donor (%)
KDPI 0.54 + 0.51 + 0.52 + 0.42 + .002
(mean+-SD) -0.275 -0.274 -0.235 -0.21
DGF (%) 23.3 28.7 37.9 30.1 .000
1 year 15.3 15.0 16.8 19.4 .959
rejection (%)
1-year GFR 60.06 + 58.55 + 54.72 + 58.29 + .006
21.242 18.768 16.619 22.189

Conclusion: With appropriate donor and recipient selection, obese and
morbidly obese patients have acceptable outcomes after kidney transplanta-
tion and should not be excluded for transplant based on BMI criteria alone.

BOS176 | PREDICTING CLINICAL OUTCOME IN THE ELDERLY

KIDNEY TRANSPLANT RECIPIENTS

Patricia Almeida, Josefina Santos Lascasas, Sofia Pedroso, Manuela Almeida,
Salete Martins, Leonideo Dias, Antonio Henriques
Nephrology And Transplant Department Chp, Portugal

Introduction: The incidence of End Stage Renal Disease is highest in
older adults, which become the fastest growing group of kidney transplant
(KT) candidates in recent years. Outcomes in this population have not been
fully defined. The purpose of this study was to evaluate graft and patient
survival in elderly KT recipients and to identify risk factors that predict
outcomes.

Methods: We retrospectively analyzed patients aged 65 years and older who
underwent primary KT between 1995 and 2016 in our center. Outcome
measures were: donor and recipient age and gender, time on dialysis, renal
disease etiology, cold ischemia time, HLA-mismatch, delayed graft function,
acute rejection, and hospitalization length. The predictors of graft and patient
survival were analyzed using Cox regression analysis.

Results: In a total of 1988 KT, 94 (4.7%) were in patients aged > 65 years.
Their mean age was 67.5 years, 61.7% male, 96.7% from deceased donors.
During a median follow-up of 13.8 + 2.5 years, 20.2 % of patients died, 57.2%
due to cardiovascular causes and 25 patients lost their KT, 19 (76.0%) of them
due to death with a functioning graft. The 1- and 5-year patient survival rates
were 92.1% and 80.3%, respectively. Longer dialysis time is a risk factor for
death at 1- (HR: 1,128, 95% CI [1,044; 1.219]) and 5-year (HR: 1.123, 95% CI
[1.045; 1.206]). Acute rejection during the first year (HR: 3.936, 95% [1.094;
14.168)) is a risk factor for death at 5-year. The 1- and 5-year death-censored
graft survival rates were 97.8% and 94.2%, respectively. None of the outcomes
measures studied were independent risk factors for graft failure.
Conclusions: KT in patients aged 65 years and older is associated with
excellent patient and graft survival, and age alone should not preclude this
treatment. Longer dialysis time and acute rejection are independent risk factors
for patient death, representing potential targets for interventions aimed at
improving outcomes survival in elderly KT recipients.

BOS177 | AN EVALUATION OF SARCOPENIA IN KIDNEY

TRANSPLANT PATIENTS

Kohei Unagami’, Hiroki Ishihara®, Masayoshi Okumf, Hideki Ishida®,
Kazunari Tanabe®, Kosaku Nitta®

"Nephrology, Tokyo Women’s Medical University, Japan; 2Urology, Tokyo
Women’s Medical University, Japan; *Nephrology, Tokyo Women’s Medical
University, Japan

Background: Sarcopenia is a state of degenerative skeletal muscle wasting,
and has recently been recognized as an important physiological change that
associated with poor physical condition, more frequent conditions, and poorer

patient survival. But the clinical information of sarcopenia in kidney transplan-
tation (KTx) remains limited.
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Methods: During the period between April 2015 and January 2017, we
retrospectively evaluated consecutive 187 patients undergone KTx at our
department. Computed tomography (CT) images were used to calculate each
patient’s skeletal muscle index, an indicator of whole-body muscle mass.
Sarcopenia was defined according to the sex-specific definitions, based on the
patient’s skeletal muscle index and body mass index. CT was performed prior
to transplant and at 1 year post-transplant. Change in sarcopenic status
according to KTx was analyzed.

Results: Overall 141 patients were enrolled. Skeletal muscle was increased
in 75 patients (53.2 %) after transplant. Prior to transplant, 45 patients (31.9 %)
were sarcopenic status, and sarcopenia was cured in 24 patients (17.0 %).
These patients were significantly associated with younger age, shorter dialysis
duration and male. Meanwhile, graft function at 1 year post-transplant was not
associated with improvement of sarcopenia.

Conclusions: KTx can improve patient performance status.

BOS178 KIDNEY TRANSPLANTATION IN PATIENT WITH JEUNE

SYNDROME

Marina Ratkovic', Danilo Radunovic’, Viadimir Prelevic!, Nikolina Basic Jukic?,
Branka Gledovic', Srdja llic’, Danica Raicevic'

"Clinical Center of Montenegro, Montenegro; “Clinical Hospital Center Zagreb,
Department For Arterial Hypertension, Nephrology, Dialysis and
Transplantation, Croatia

Introduction: Jeune syndrome (asphyxiating thoracic dystrophy, ATD) is a
rare autosomal recessive skeletal dysplasia. Progressive kidney disease, the
nephronophthisis occurs in about 30% of patients. There are several cases of
patients with Jeune syndrome treated with kidney transplantation successfully
described in the literature.

Methods: Case report study.

Results: Male patient, diagnosed with Jeune syndrome in the age of two. He
has narrow thorax with short, broad, horizontally oriented ribs, a typical trident
appearance of the acetabular margins, small thorax, brachydactyly, short and
broad diaphyses, and wide metaphyses of the arms and legs, and short iliac
bones. He was diagnosed with retinitis pigmentosa, complicated cataract of the
right eye. Also diagnosed with pancreatic cysts. Treated with recombinant
growth hormone. In the age of three had several episodes of seizures,
controlled with anticonvulsants. Radiological examination in the age of two
years also showed nephronophthisis. He developed CKD with arterial hyper-
tension and renal anemia in the age of five. Treated with intermittent
hemodialysis for eight months without complications. Treated with living
related kidney transplantation, father was kidney donor. Treated with basilix-
imab in induction and with immunosuppressive protocol including cyclosporine,
mycophenolate mofetil and steroids. The kidney transplantation was without
complications. There was no DGF - delayed graft function, acute rejection or
other complications, with remaining arterial hypertension. He was evaluated
thirteen years after transplantation. The level of serum creatinine was 123
mcmol/l, with creatine clearance of 0.96 ml/s, and proteinuria level of 0,82 gr,
with anemia controlled successfully with ESA. Respiratory function tests
showed general restrictive ventilation disorder, but still well tolerated.
Conclusions: ATD is multi organ disease with variable expression, with CKD
progression treatable with kidney transplantation.

BOS179 | DO EXTENDED CRITERIA DONOR AND DONOR

VASCULAR DISEASE INCREASE THE RISK OF RENAL
ARTERY STENOSIS?

Rebecca Varley', Stavros Papachristos’, Charles Reynard’, Edward Lake?,
Nicholas Chalmers?®, Titus Augustine’, David Van Dellen’, Charles Reynard®
"Manchester Royal Infirmary, Department of Renal and Pancreas
Transplantation, UK; 2Manchester Royal Infirmary, Department of Radiology,
UK; UK

Introduction: Renal artery stenosis (RAS) remains the most common
vascular complication after transplantation. Early RAS (<6 months) is associ-
ated with graft-specific and operative factors. The increased use of extended
criteria donor (ECD) kidneys may contribute. We aimed to correlate early RAS
and associated graft quality.

Method: Retrospective analysis of early RAS cases (angiography confirmed;
01/15-09/16) at a single centre was performed. Data was collected and
assessed for donor, graft and recipient factors, including arterial quality.
Results: 15 (2.98%) cases of RAS were identified from a total of 504
transplants (333 deceased donors (DD); 171 live donors (LD)). There were 11
DD RAS (3.3%) with 4 in LD (2.3%). Mean donor age was 53.1 years (range
13-69), with a mean total ischaemic time (TIT) of 920 minutes (1169 and 239
for DD and LD). The mean number of days to RAS was 72.5 (range 23-107). 11
(73%) stenoses were ostial and 4 (27%) post-anastomotic. Each of the 4 LD
cases had ostial stenosis. 7 DD (64%) recipients had ostial stenosis and 4
(36%) had mid-arterial stenosis. DD’s also developed ostial RAS despite the
use of a Carrel patch (9/11 cases). Reasons for patch sacrifice included
retrieval injury and severe atheromatous disease. Donor arterial quality was
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reported as healthy to mildly diseased (72.8%), and moderately to severely
diseased (27.3%) All 15 underwent balloon angioplasty with subsequent
improvement in graft function.

Discussion: This series represents an increase in incidence of deceased
donor RAS. The ostial stenosis in LD recipients has previously been reported
and has been associated with anastomotic stricture. However, in DD, donor
arterial disease, the increased rate of ECD’s and prolonged TIT, may explain
increased rates of early RAS. With more marginal organs being accepted,
complication rates including early RAS are likely to continue to rise. The impact
on late RAS and overall transplant outcome requires further investigation.

BOS180 | EFFECT OF RENAL CORTEX VOLUME ON

POSTOPERATIVE GRAFT FUNCTION. DOES IT REALLY
MATTERS?

Tzevat Tefik’, Erol Demir?, Muhammet Cagri Yalcin®, Medical Student, Ibrahim
Ogulcan Canitez®, Medical Student, Aysenur Bulut®, Medical Student,

Yasar Caliskan?, Associate Professor, Hayriye Senturk Ciftci*, Cigdem Kekik®,
Fatma Savran Oguz®, Aydin Turkmen?, Taner Kocak', Haluk Ander’,

Tayfun Oktar', Orhan Ziylan', Ismet Nane'

TIstanbul University Istanbul Faculty of Medicine Department of Urology,
Turkey; 2Istanbul University Istanbul Faculty of Medicine Department of
Nephrology, Turkey; ®Istanbul University Istanbul Faculty of Medicine, Turkey;
“Istanbul University Istanbul Faculty of Medicine Department of Medical
Biology, Turkey

Background: Renal volume is considered an important factor contributing to
grafts quality and postoperative kidney graft function. Low renal mass may
imply low nephron mass and lower GFR. In this study we aimed to evaluate the
effects of donor cortex volume on postoperative renal function in kidney
transplant (KTx) recipients.

Material and methods: A consecutive sample of 65 kidney tx recipients (41
males and 23 females, mean age: 37 + 11 years) were enrolled in this study.
Donor kidney cortex volume (DKCV) was measured by computed tomography
and estimated glomerular filtration rate (eGFR) of the recipient was calculated
on postoperative (postop) 7th day and on last follow up using the CKD-EPI
formula. The patients were divided into 4 subgroups, Group 1: male-male KTx,
Group 2: female-female KTx, Group 3: female-male KTx, and Group 4: male-
female KTx. The effects of pre-KTx donor kidney cortex volume on allograft
functions were evaluated.

Results: The median post-transplant follow up was 21,5 (IQR 12-35) months.
Postop 7th day and last day follow-up of donor eGFR was 73 + 6 mL/min and
70 + 3 mL/min, respectively. DCKV was not correlated with recipients eGFR
of postop 7th day and last follow-up. No significant correlation was found
between donor gender, eGFR and recipient’s eGFR on postop 7th day and last
follow-up. In a subgroup analysis there was only correlation of transplanted
renal volume and recipients’ postop 7th day serum creatinine in Group 3
(r = 0.405, p = 0.49). Other subgroups did not reveal any significance.
Conclusion: Although DKCV did not have significant impact on early and
mid-term post-KTx allograft outcomes, multiple post-KTx factors including
infections, rejection episodes and treatments may dilute the desired influence.
Therefore, pre-KTx DKCV should not be considered alone as a reliable tool
assessing postop kidney allograft function.

Translational Kidney Other

BOS181 RECIPIENT APOL1 GENOTYPE AND ALLOGRAFT

OUTCOMES IN LIVE KIDNEY TRANSPLANTATION

Konstantinos Koutroutsos, Ruhena Sergeant, Fiona Powell, Corinna Freeman,
Paul Brookes, David Taube, Marina Loucaidou
Imperial College London, UK

Background: Apolipoprotein-L1 (APOL1) risk variants have emerged as a
predictor of renal disease in individuals of African Ancestry (AA). The effect of
APOL1 risk variants on the Living Kidney Transplant Recipients (KTR) has
been rarely reported. We investigated the effect of APOL1 genotype on
allograft outcomes.

Methods: We reviewed prospectively collected data on 220 KTR (141 male,
mean age 46.7, 18-73 years). Genomic DNA was extracted from stored blood
samples and three APOL1 single nucleotide polymorphisms (SNPs) were
amplified using primers. The product was sequenced using the forward primer
on the ABI 3130xl. The variants typed (rs73885319 and rs60910145) are
missense mutations in the last exon of the APOL1 gene (S342G and 1384M)
and (rs71785313), a six base-pair deletion leading to the deletion of two amino
acids (deIN388/Y389) in the last exon of the APOL1 gene. Sequences were
evaluated using Mutation Surveyor software.

Results: 220 KTR were included, 77 Asian (48 male, mean age 45.9, 20-69
years), 66 AA (37 male, mean age 47.7, 20-71 years), and 77 Caucasian (47
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male, mean age 46.65, 18-74 years), with a mean follow up 69+27 months. Two
APOLA1 risk alleles were found in 28 (42.4%) AA, 1 (1.3%) Asian and none of
the Caucasian KTRs. (p<0.001) In the AA cohort, Kaplan Meier analysis
showed no significant difference in allograft survival in KTRs with >2 and 0-1
risk alleles. (log rank p=0.49) However KTR with >2 risk alleles were found to
have lower eGFR at 6m (54.7+18.1 vs 45.3+15.3, p=0.03), 1y (56,7+17.5 vs
44+17.4, p=0.008) and 3y (51.5+21.7 vs 40.9+17.1, p=0.04).

Conclusion: In this single center study, with medium term follow up, the
presence of APOL1 risk alleles did not affect allograft loss, but KTR with >2 risk
alleles appear to have lower eGFR for the first 3 years post transplant.

Clinical Kidney Surgical Technique

BOS182 | CHALLENGING CASES IN HAND-ASSISTED

RETROPERITONEOSCOPIC DONOR NEPHRECTOMY:
RIGHT KIDNEYS WITH MULTIPLE ARTERIES

Emin Baris Akin, Soykan Barlas, Murat Dayangac
Florence Nightingale Bilim Universitesi Sisli Hastanesi, Turkey

Background: There are several studies offering hand assisted retroperitoneo-
scopic (HARP) approach as a better surgical technique for right donor
nephrectomy. But the data on challenging situations like multiple arteries is
missing in literature. Herein, we review our series of 509 HARP donor
nephrectomies with a special emphasis on kidneys with multiple (2 or more)
arteries (MA).
Material/Methods: The data on 100 (19.6%) right kidney (RK) donors vs. 409
(80.4%) left kidney (LK) donors who underwent HARP nephrectomy between
February 2009 and December 2015 and the data on their respective living
donor kidney transplant recipients were retrospectively analyzed.

Results: The incidence of MA was not different in RK (16.0%) vs. LK
(16.4%) transplants (p = 1.0).

MA Right MA Left
(n=16) (n=67) P value
Donor age 45.8 + 15.0 43.7 + 12.4 0.5
Donor gender (M/F) 6/10 39/28 0.1
Donor BMI 26.7 + 4.7 26.6 + 4.4 0.9
Recipient age 31.6 + 145 42.7 £1241 0.003
Donor dissection time (min) 102 + 44 104 + 27 0.7
Ischemia time (min) 87.3 + 29.5 87.8 + 26.4 0.9
Donor major peritoneal 1 (6.3%) 4 (6.0%) 1
opening (%)
Recipient graft loss (%) 0 (0%) 8 (12.3%) 0.3
Creatinine, postoperative 1.0+ 04 1.4 +1.0 0.01
day 5 (mg/dl)
Creatinine, postoperative 1.0+ 0.2 14 +1.0 0.01
month 1 (mg/dl)
Creatinine, postoperative 1.0 £ 0.2 12+ 04 0.03
month 6 (mg/dl)
Creatinine, postoperative 1.0 +£ 0.2 1.4 + 1.1 0.04
month 12 (mg/dl)
Follow-up (months) 45.8 + 15.0 43.7 £ 20.1 0.3
Creatinine on the final visit 0.9 £0.2 1.2 £ 05 0.03
(mg/dl)
Recipient hospital stay 75 +23 8.5 +5.2 0.4
(days)

There was no difference in terms of 1-year death-censored graft (100% in
RKvs. 96.9% in LK, p = 0.1) and patient survival (100 % in RK vs. 96.4% in LK,
p = 0.4) between RK and LK transplantation. In donors with multiple arteries,
the reason for selecting RK over the LK were early branching (n = 1), renal
artery stenosis (n = 2), nephrolithiasis (n = 4), renal cysts (n = 5), and more
than 2 arteries on the right (n = 2). When the whole cohort of 509 patients was
analyzed, there was no difference in terms of 1-year death censored graft
survival between the RK and the LK transplants (100% in RK vs. 97.9% in LK,
p = 0.6) and between the grafts with single artery (SA) vs. MA (98.7% in SA vs.
96.3% in MA, p = 0.1). None of the donors had conversion to open DN or
required readmission. All transplanted kidneys had immediate function. We
interpreted the significant difference in post-transplant creatinine levels
between the RK and LK transplants using MA as irrelevant, because this
difference did not reflect on graft survival.

Conclusion: In LDKT using kidneys with MA, there is no significant difference in
terms of donor and recipient outcomes when HARP technique is utilized. The
results are excellent even in challenge as RK with MA.
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BOS183 | OPTIMIZING HAND-ASSISTED

RETROPERITONEOSCOPIC LIVING DONOR
NEPHRECTOMY (HARP) WITH A PASSIVE POLARIZING
THREE-DIMENSIONAL DISPLAY SYSTEM

Roger Wahba', Robert Kleinert®, Martin Hellmich®, Georg Dieplinger?, Hans
A SchléBer?, Nadine Heiermann?, Denise Buchner?, Christine Kurschat®, Dirk
L Stippef

"Division of Transplantation Surgery, Department of General, Visceral and
Cancer Surgery, Transplant Center Cologne, University of Cologne, Germany;
ZDivision of Transplantation Surgery, Department of General, Visceral and
Cancer Surgery, Transplant Center Cologne, University of Cologne, Germany;
3Institute of Medical Statistics, Informatics and Epidemiology, University of
Cologne, Germany; “Department li of Internal Medicine and Center For
Molecular Medicine Cologne, University of Cologne, Germany

Background: Hand-assisted retroperitoneoscopic donor nephrectomy
(HARP) needs a high grade of minimal-invasive surgical skills. Expected
complications during establishing this technique could hinder its introduction in
a transplantation center. Also teaching this operation is challenging. Passive
polarizing 3D display technique seems to ease minimal-invasive surgery. Aim
of this study was to evaluate the influence of a 3D display system on HARP.
Methods: We performed an observational study after the establishment of the
HARP technique in our center. Therefore we compared 81 HARPs performed
with a 2D display system vs. 41 HARPs performed with a 3D display system
including a learning curve evaluation and matched pair analyses.

Results: Operation time (OT) and warm ischemia time (WIT) were signifi-
cantly shorter for the 3D-HARPs compared to 2D HARPs (OT 98 + 16 min vs.
106 + 19 min, p = 0.036; WIT 97 + 37 s vs. 120 & 57 s, p = 0.015). Blood
loss (BL) was not different (52 + 37 ml vs. 57 + 70, p = 0.71). The matched
pair analyses 3D vs 2D (pairs matched for “side of donor nephrectomy” and
“arteries >1") with 41 exact matches confirmed this data (OT p = 0.028, WIT
p = 0.014, BL (p = 0.79). The learning curves seem also to be optimized by the
3D technique compared to the 2D technique.

Conclusion: The introduction of passive polarizing 3D display technique
facilitates the surgical preparation and could help to optimize HARP.

HARP 3D HARP 2D

(n=41) (n=81) p-value
Operation time (min) 98 + 16 106 + 19 0.036
Warm ischemia time (s) 97 + 37 120 + 57 0.023
Blood loss (ml) 57 + 70 52 + 37 0.710

BOS184 | ROBOT-ASSISTED LAPAROSCOPIC DONOR

NEPHRECTOMY: EXCESS OR OPPORTUNITY?

Andrea Collini, Vanessa Borgogni, Giuliana Ruggieri, Gabriele Ugolini,
Mario Carmellini
Azienda Ospedaliera Universitaria Senese, Italy

Background: Robot-assisted laparoscopic surgery has been widely
described in recent years in multiple surgical fields. More and more transplant
centers are adopting this technique for living donor nephrectomies. The
advantages of laparoscopy are undeniable, but the potential benefits of a
robotic technique are not yet clearly defined.

Methods: We analyzed the learning curve and results of this surgical
technique in a single University Transplant Center. We compared 46 (5 right,
41 left) sequential robot-assisted donor nephrectomies (RALDN) performed
during the past 3 years, with 20 full-laparoscopic donor nephrectomies (LDN).
The parameters analyzed were total operating time, blood loss and blood
transfusions given, warm ischemia time, pre- and post-operative serum
creatinine, and length of hospital stay.

Results: There was no statistical difference between RALDN and LDN in any
of the parameters analyzed. No patients developed significant postoperative
complications above Clavien-Dindo Grade 2. The number of intraoperative
bleeding episodes was comparable, with similar mean blood loss (220 vs
240 ml). The median operating time was similar, 240 minutes (RALDN group:
range 160-335), vs 225 minutes (LDN). No procedure was converted to open.
The median warm ischemia time was identical (6 minutes). The difference
between pre- and post-operative serum creatinine levels was not statistically
significant. Finally, the median length of hospital stay was the same in the 2
groups, 5 days.

Conclusion: RALDN is safe with comparable outcomes to standard LDN
technique in our institution. Despite the lack of statistically significant advan-
tages, we believe that RALDN could be extremely beneficial in managing
intraoperative complications.

We recognize that utilizing robotic techniques is cost negative compared to
LDN. However, considering the ethical importance and financial benefits to
society of living donation, we believe that RALDN could be utilized in this
scenario.
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BOS185 | RENAL TRANSPLANTATION IN PATIENTS WITH

VOIDING DYSFUNCTIONS AND WITH OBSTRUCTIVE
UROPATHY

Sahier Khashab, Amin Soliman, Ismail Saad, Enmar Habib, Aziz Kohaif,
Sherif Abdelrahman, Ahmed Morsy
Cairo University, Egypt

Introduction: We aimed to evaluate outcomes of KT in OU and VD ESRD
patients and assess complications specific to this patient population and their
impact on graft function and survival.

Methods: This was a retrospective review of KT database of King Fahd
Kidney Transplant Unit of Cairo University, Cairo, Egypt. It included patients
who underwent living donor related or unrelated KT for ESRD due to OU and/or
VD from January 2007 through December 2011. This included an assessment
of procedures needed in optimizing the UT for renal allograft. A number of
perioperative patient and disease parameters were also examined.

Results: The study included 25 KT recipients who underwent KT for ESRD
due to OU or VD. 24/25 was males. Mean age was 19.3 + 7.12 years at time of
KT. ESRD was due to neurogenic bladder in 6, posterior urethral valves (PUV)
in 5, urethral strictures in 5, urolithiasis in 5, vesicoureteral reflux in 3, and
prune-belly syndrome in 1. There were 25 ancillary procedure performed with 5
patients undergoing > 2 procedures, either prior to or after KT. Pretransplan-
tation nephrectomy, augmentation ileocystoplasty, fulguration of PUV, VIU and
urethroplasty were done in 16, 4, 5, 4 and 1, respectively. Mean follow-up was
24.96 + 11.95 months. All patients were alive with functioning grafts at end of
last recorded follow-up. Mean serum creatinine (mg/dL) at 3, 6 and 9 months,
and 1, 2, 3 and 4 years was 0.99, 1.16, 1.17, 1.14, 1.27, 1.08 and 1.11,
respectively. Post-transplantation follow-up revealed UTI in 4 (16%) cases.
Age and post-transplantation UTI had a significant impact on serum creatinine
at 1 year post-transplantation (p < 0.04 and p < 0.01, respectively).
Conclusions: KT can be safely performed in patients with ESRD due to OU
and VD with acceptable outcomes and graft survival rates. Ancillary procedures
may be needed to optimize UT prior to KT. Only age and post-transplant UTI
had a significant impact on serum creatinine at 1 but not 2 years following KT.

BOS186 | CLINICAL OUTCOME OF A PATIENT OF POST RENAL

TRANSPLANT ENCAPSULATING PERITONEAL
SCLEROSIS AFTER DUODENAL RESECTION
ANASTOMOSIS WITHOUT ADHESIOLYSIS

Ebadur Rahman, Ashraf Attia, Modassar Mahboob, Ihab Afifi
Prince Sultan Military Medical City, Saudi Arabia

We report here a 62-year-old male patient, with past medical history of
hypertension, diabetes mellitus, and end-stage renal disease who remained on
peritoneal dialysis for 12 years without a single episode of peritonitis. He had
living related renal transplant the year 2015. He received ATG induction and
was maintained on triple immunosuppressant with Tacrolimus (FK), mycophe-
nolate, and prednisolone. After 3 months of transplant with stable renal
parameters the patient started complaining of abdominal bloating, early satiety,
anorexia with vomiting and documented weight loss. FK was replaced by
cyclosporine with no clinical improvement.

In a time span of one year, the patient had significant weight loss of 15 kg
with worsening signs and symptoms. Upper and lower gastroscopy was normal
except mild gastritis. Depending upon high clinical suspicion and radiological
imaging, exploratory laparotomy was done with primary resection anastomosis
of the second part of the duodenum. Surgical findings were highly suggestive of
the preoperative diagnosis of Sclerosing peritonitis. This was further consol-
idated by the typical histopathological findings of small bowel and morpholog-
ical findings of peritoneum and visceral structures. The histopathological
findings of the omentum were fibroadipose tissue with sclerosing hyaline
fibrosis with no evidence of malignancy. The patient remained on TPN for a
period of three weeks and significantly improved clinically and starts regaining
his weight with normal renal parameters.

Conclusion: Post transplant Sclerosing peritonitis is the diagnosis of high
clinical suspicion in a patient who had undergone peritoneal dialysis prior renal
transplant.

BOS187 | NATURAL HISTORY OF SPLENECTOMY IN A CASE OF

POST RENAL TRANSPLANT WITH RESISTANT ABO
INCOMPATIBLE VASCULAR REJECTION

Ashraf Attia, Yasir Zahid Khan, Ihab Afifi, Naveed Aslam, Ebadur Rahman
Prince Sultan Military Medical City, Saudi Arabia

We report a 38 years old male who had an ABO incompatible renal transplant
from his wife. Recipient blood group was O positive and donor was A1 positive.
His HLA cross matching was negative with no donor specific antibodies. Anti-
A1 titer was 1:64. He received Rituximab followed by 5 sessions of
Immunoadsorption (IA) and Intravenous immunoglobulin (IVIG) as desensiti-
zation protocol of our renal transplant program. Anti-A1 titer came down to 1:2
after this regimen. He had induction with Anti thymoglobulin (ATG) and
methylprednisolone. He had smooth surgical course and brisk urine output.
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Renal functions improved progressively and serum creatinine was 111 mmol
by fourth post-operative day. Post-transplant he received three sessions of I1A
however, it was discontinued as Anti-A1 titer became 1:1. After 5 days Anti-A1
titer started to rise, and became 1:32. Despite restarting daily IA along with
IVIG, Anti-A1 titer kept on increasing and reached 1:128 with deterioration of
renal function and creatinine increased to 236 mmol on day 8 post surgery.
Kidney biopsy showed interstitial hemorrhage, focal glomerular and arteriolar
thrombi with diffusely positive C4d despite of undetectable donor specific
antibodies (DSA). With this histopathological findings diagnosis of ABO
antibody mediated acute vascular rejection was made. As patient failed to
respond to combined IA, IVIG, ATG we decided to go for Splenectomy as a last
anti-rejection resort. Laparoscopic Splenectomy was done on 9th post-
transplant day with gradual recovery of renal function and progressive drop
of Anti-A titer. Anti-A titer became 1:4 and creatinine dropped to 144 mmol on
day 5 post-Splenectomy. He is following in our transplant clinic for last 2 years
with maintenance triple immunosuppressive regime and is maintaining crea-
tinine of 110-120 mmol.

Conclusion: Splenectomy can be considered a feasible option in ABO
incompatible Transplant with resistant vascular rejection.

BOS188 | PRELIMINARY EXPERIMENTAL MODEL FOR

“ILEOBLADDER” AND RENAL TRANSPLANT IN RATS
AND PIGS

Mehmet Haberal’, Mahir Kirnap', Oruc Numan Gokce', Didem Bacanif,
Zeyneo Ersoy®, Mirbek Bayzakov', Adnan Torgay®, Handan Ozdemir®
"Department of Transplant Surgery, Baskent University, Turkey; ?Research
Center, Baskent University, Turkey; *Department of Anesthesiology, Baskent
University, Turkey; *Department of Pathology, Baskent University, Turkey

Introduction: Small, poor compliant or unstable bladders are one of the major
problems that we face in patients. Many studies have been performed since
more than a century (often unsuccessful or associated with high rate of
complications), but no distinct method has been developed. Herein, our goal
was to develop and evaluate a new ileobladder model.

Methods: A total of 8 rats (250-300 g) and 3 pigs (approximately 100 kg)
were cared for according to institutional and published guidelines. General
anesthetic was given and laparotomy was done through midline incision. lleal
loops were prepared for ileobladder. After cystectomy down to 1 cm above
trigon, anastomoses were done between antimesenteric sides of ileal loops
and the remnant of the bladder with 6/0 prolene suture. In addition, the same
procedure was performed simultaneously with renal transplantation in 2 other
pigs.

Results: One rat died on the first day of operation due to hemorrhage of
multiple organs. Two rats survived for 5 days, 3 rats for 7 days, 1 rat for
11 days, and 1 rat is still alive 32 days after surgery. One pig survived for
22 days, 1 for 9 days, and 1 pig is still alive 15 days after surgery. Of the 2 pigs
that received a simultaneous renal transplant, both are still alive and doing well
10 and 6 days after surgery, respectively. Urinary discharge was normal in all
of them. Pathological examination of the anastomosis sites reported a normal
healing process with moderate inflammation.

Conclusions: Although some complications were faced as no draining
procedure was used, in terms of technique, our new ileobladder model is
promising for providing functional bladder volume. Based on this preliminary
study, we will perform a larger scale series in both an experimental and clinical
setting.
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BOS189 | LONG-TERM ALLOGRAFT AND PATIENT SURVIVAL IS

IMPAIRED IN RENAL TRANSPLANT RECIPIENTS
RECEIVING ANTIPLATELET THERAPY

Tamas Benko, Marlene Gottmann, Sonia Radunz, Anja Bienholz, Fuat Saner,
Jurgen Treckmann, Andreas Paul, Dieter Hoyer
University Hospital Essen, Germany

Background: Antiplatelet therapy is common in patients on the waiting list for
kidney transplantation. This study evaluates the incidence of postoperative
bleeding in patients undergoing kidney transplantation with antiplatelet therapy
and analyzes the impact on the outcome.

Methods: We included all patients in our center undergoing kidney trans-
plantation with concomitant antiplatelet therapy (January 2007 to June 2012).
Data were collected by chart review prospectively. Univariable and multivari-
able logistic regression and cox proportional hazards were performed to
identify risk factors for the long-term outcome.

Results: Among 744 kidney transplant patients, 161 (n = 98 male, 60.9%)
received oral antiplatelet therapy and were included in the study. One third of
patients demonstrated signs of bleeding requiring surgical treatment in 18%.
Coronary artery disease, deceased donor kidney transplantation and dual
antiplatelet medication were identified as independent risk factors for postop-
erative bleeding. Postoperative bleeding was identified as an independent risk
factor for graft and patient survival. One-year allograft survival in the non-
bleeding group was significantly better than in the bleeding group (91.4% vs.
75.9%, p = 0.023), respectively.

Conclusion: This analysis indicates a high risk for bleeding in renal transplant
patients under antiplatelet therapy. The associated negative effect on long-
term allograft and patient survival underscores the need to reduce any risk
factor for postoperative bleeding.

BOS190 | RECONSTRUCTION OF A DAMAGED LOWER POLAR

ARTERY FOR KIDNEY TRANSPLANTATION USING
TUBULARISED DONOR AORTA

Andrew Vicens-Morton’, Chris Callaghan?, Jonathon Olsburgh?
"Guy’s and St Thomas NHS Trust, UK; 2Guy’s and St Thomas NHS Trust, UK

Introduction:

Live donors, extended donor criteria and the maximum usage of organs with
anatomical and / or vascular variants are some of the mechanisms use to
increase the number of organs available.

Case: We present the case of a kidney transplant, in which the organ had an
iatrogenic injury to a lower pole arterial branch occurred during retrieval.
Reconstruction was performed using donor’s tubularised aortic patch.

The donor, a 35 year old male, who died after cardiac arrest (DCD),
Maastricht Ill. The right kidney was accepted; it had three veins in a single cava
patch. Three renal arteries, the main artery with aorta patch 8 cm long. A small
lower pole artery which was sectioned during retrieval surgery at approximately
1 cm from its origin and a third small mid-lower pole artery. The ureter had bifid
renal pelvis.

During bench surgery the kidney perfused well with Soltran. From the three
veins in the single cava patch, the posterior branch was ligated in order to allow
the single patch to be more mobile. The small mid-low pole artery was already
damaged and was deemed unreconstructable and was therefore tied off. The
main artery was left with a 1 cm aortic patch. The lower pole damaged artery
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was reconstructed using tubularised aorta patch to a total length of 5 cm. No
additional donor vessels had been sent.

The reconstruction was carried out with a 5 cm length Aorta patch. Using an
8 ch Nelaton bladder catheter as a mold a 5 cm long aorta segment was
tubularised using 7-0 prolene 3 interrupted stitches in the distal area to avoid
stenosis and prolene 7-0 continues suture in the rest of the patch to minimize
bleeding risk. After construction of the tubularised aorta, E-E anastomosis to
the damaged polar artery was done with interrupted 7-0 prolene.
Conclusion: While the waiting list for a Kidney continues to rise and we
continue to have organ shortness, vascular retrieval injury should not be an
absolute contraindication for transplant.

BOS192 | LAPAROSCOPIC KIDNEY TRANSPLANTATION: FIRST

EXPERIENCE IN TURKEY

Ender Ozden, Yarkin Kamil Yakupoglu, Suleyman Oner, Melda Dilek,
Yakup Bostanci, Saban Sarikaya
Ondokuz Mayis University, Turkey

Background:

The aim of this study is to share our experience with laparoscopic kidney
transplantation (LKT) from cadaveric donors.
Methods/Materials: Between November 2015 and July 2016, 7 patients (2
males, 5 females) received a cadaveric kidney by transperitoneal LKT in our
clinic. Five contralateral kidneys obtained from the same cadaveric donors
were transplanted with classical open method (OKT) into 5 patients (3 male, 2
female).
Results: There were no differences between the two groups in terms of age,
gender, cold ischemia time, delayed graft function and acute rejection. The
mean age of patients with LKT was 40.5 + 12.2 (20-54) years. Mean cold
ischemia time was 591.1 + 220.5 (330-910) minutes, mean operative time
was 215 + 33.5 (190-280) minutes, mean arterial anastomosis time was
23.1 + 5.8 (13-32) minutes, mean venous anastomosis time was 36.5 + 6.6
(28-44) minutes and ureteroneocystostomy was 21.8 + 3.4 (19-25) minutes.
Acute cellular rejection developed in two patients. Mycotic pseudoaneurysm
was diagnosed in two patients who underwent LKT and OKT from the same
cadaveric donor. Also BK virus infection was developed in two other patients
who had kidney transplantation from the same cadaveric donor. Patients with
pseudoaneurysm had a graft nephrectomy on posttransplant third month. In the
LKT group, mean postoperative 7th day creatinine level was 3.8 + 2.5 mg/dl,
whereas in the OKT group 1.5 + 0.9 mg/dl, however this difference was not
significant probably due to low number of samples. There was no difference in
the mean creatinine values of posttransplant 30th day, 3rd and 6th months
between the two groups (Image 1).
Conclusion: LKT should still not be considered as a standard modality for
kidney transplantation; however, it can be performed in selected cases in
experienced centers.

Serum creatinine (mg/dL)

9 T

—t— OKT
- KT

preop 7* day 1" month 3" month 6™ month
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BOS193 | EN BLOC RENAL TRANSPLANTATION: SURGICAL

COMPLICATIONS AFTER 25 YEARS OF FOLLOW-UP

Maria Angeles Moreno De La Higuera, En Bloc Renal Transp, Natividad
Calvo Romero, En Bloc Renal Transp, Isabel Perez Flores, En Bloc

Renal Transp, Marta Calvo Arevalo, En Bloc Renal Transp, Amir Shabaka, En
Bloc Renal Transp, Virginia Lopez De La Manzanara, En Bloc Renal Transp,
Beatriz Rodriguez Cubillo, En Bloc Renal Transp, Angel Gomez Vegas, En
Bloc Renal Transp, Jesus Blazquez Izquierdo, En Bloc Renal Transp, Ana
Isabel Sanchez-Fructuoso, En Bloc Renal Transp

Hospital Clinico San Carlos, Spain

Introduction: En bloc pediatric transplantation (EBPT) began with the aim of
increasing donor pool due to the existing high demand for donors. At its
inception it was considered a type of suboptimal transplantation due to its
association with a high incidence of vascular, urological and immunological
complications. The main objective of this study was to update information on
EBPT with the largest case series that exists on a worldwide scale.
Methods: In a retrospective study the results obtained from brain death
donors (BDD) (n = 770) were compared to those of EBPT (n = 100) from
January 1990 till December 2012. The variables collected for analysis:
demographic factors (age and sex of recipients, age and weight of donors),
renal function, graft survival, recipient survival, surgical complications: throm-
bosis, lymphocele, urological complications and renal artery stenosis and need
for revascularization with angioplasty and/or stents. Subsequently in a second
analysis, the association between the following variables was studied: graft
survival, thrombosis, angioplasty, stents and appearance of lymphoceles with
the different factors that were considered to be related in accordance with
published literature and own experience.

Results: We analyzed 770 BDD renal transplants and 100 EBPT renal
transplants. The median of follow-up was 12.8 years (IQR 8.1-17.2). The mean
age of recipients from BDD was 49 + 13.2 years, and that of recipients from
EBPT was of 46.6 + 13.4 years. Graft loss due to surgical complications was
more frequent in EBPT than in BDD (15% vs. 2.2 % in BDD; p < 0.001) while
interstitial fibrosis and tubular atrophy was more frequent in BDD (13% vs 2%;
p < 0.001). A significant association between incidence of thrombosis and
surgeon involved was observed (p = 0.045). There was no statistically
significant association with donor age or weight, recipient age or use of heparin.
Conclusions: EBPT offers a good survival rate after overcoming the possible
surgical complications that may arise.

Clinical Kidney Surgical technique

BOS194 RENAL TRANSPLANT IN RECIPIENTS WITH COMPLETE

IVC THROMBOSIS

Vishnu Swaroop Venkatanarasimhamoonhy’, Omar Masood?,
Muhammed JameeF, Lutz Hosterf?, Richard Baker?, Niaz Ahmad®
'St James’s University Hospital, Leeds, United Kingdom; 2St James’s
University Hospital, Leeds, United Kingdom

Introduction: Thrombosis of the inferior vena cava (IVC) poses a unique
challenge for renal transplant. Absence of adequate venous outflow for the
transplant kidney makes transplant technically challenging and in most cases,
impossible. There has been reports of successful kidney transplant with venous
drainage to well developed collaterals, portal venous drainage and to
suprarenal IVC. In this abstract we present four cases of renal transplant in
recipients with complete IVC thrombosis.

Methods: Retrospective review of all transplants carried out between 2010
and 2016 was done, where the recipients were known to have complete IVC
thrombosis. All the recipients were investigated extensively with mapping of
possible venous drainage of potential transplant. Possible strategies for
transplant were discussed and agreed in a multidisciplinary meeting involving
transplant surgeons, nephrologists and vascular radiologists.

Results: Four renal transplants were carried out in the study period. Where
the recipients were known to have complete infra renal IVC thrombosis. Mean
recipient age was 30.5 years, all of whom were established on haemodialysis.
Three of these recipients had positive thrombophilia screen (Table 1). A
deceased donor transplant was planned in view of uncertainty in establishing a
venous drainage and avoiding an ‘orphan’ living donor kidney. The details of the
transplants are presented in table 1. Three transplants were successful,
whereas one failed to establish adequate venous drainage and was removed
soon after transplant. All the recipients were placed on long term anticoagu-
lation.

Conclusions: Renal transplant is possible where the recipient has complete
IVC thrombosis. A thorough investigation and venous mapping is critical to
planning. A multidisciplinary discussion and agreed plan for transplant will help
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Recipient Age Sex Cause of CKD Thrombophilia Screen Donor Venous Drainage Outcome

37 F Diabetic Nephropathy Factor V Leiden — Heterozygous 44/F/ DBD Left ovarian vein Successful

38 M Renal Dysplasia Factor V Leiden — Heterozygous 30/M/DBD Suprarenal IVC Failed on table
+ Antiphospholipid

30 M Interstitial Nephritis Lupus anticoagulant 48/M/ DBD Right external iliac vein Successful

17 M Congenital Nephrotic None 46/M/ DBD Left native renal vein Successful

Syndrome

achieve a favourable outcome. Role of lifelong anticoagulation seems
justifiable, although evidence is lacking in this area.

Basic Heart Surgical technique

Sebastien Quéron’, Esmail Saligheh Najar', Paul Delrée?, Carine Deprez’,
Véry Coulic’
"Ulb Laboratory of Experimental Medicine, Belgium; ?Ipg, Belgium

ABOUT THE USE OF FOETAL HEART IMPLANTS FOR
HEART LESION REPAIR IN RATS

Background: The new tendency in heart reparative surgery consists in
reengineering new myocardium through stem cells culture in vitro with
subsequent implantation on the altered heart. Results are controversial though
promising. On the base of foetal organ implantation as a “culture in vivo”, we
have tried to shunt the in vitro procedure and to implant directly foetal heart, i.e.
precursor cells on the surface of a cauterisation lesion of the heart apex in Rats.
Methods: Recipients were 30 Wistar male rats 4-8 months aged. Donors
were Wistar foetuses aged 14-19 days in utero development. During the same
operative action a lesion of 8x7x2 mm was formed by thermocautery (T T & R,
2015, 5, 2) and the implant was placed under a 9x9x1 mm chitosan membrane
fixed to the healthy myocardium by 8° stitches. The follow up included ECG,
cardio echography and histology at 10, 30, further monthly up to 10 months. As
control 8 intact rats, 20 rats with only heart lesion, 20 rats with lesion covered by
a chitosan membrane were used. (Ethic Committee agreement N°508)
Results: The surgery survival was about 95% when all the technical details
were resolved. Functional recovering was the best after foetal heart implan-
tation. Some improving was also noted after covering the lesion with chitosan,
in comparison with control with only heart lesion. Morphologically, coagulation
necrosis, oedema, inflammatory reaction was observed in the early delays,
which turned to fibrosis in the late ones. Chitosan has caused a significant
inflammatory reaction and its degradation was practically complete after
4 months. The implant first regressed, then re-differentiated or simply devel-
oped in tight contact with the host myocardium. It is difficult to establish whether
implanted cardio myoblasts have penetrated the host myocardium or not.
Conclusion: The implantation of foetal heart under a chitosan cover seems to
play an important role in the heart functional recovery after severe apical lesion
in the rat.

Clinical Heart Biomarkers and molecular changes

BIOMARKERS’ PANELS INCLUDING ST2: DIAGNOSTIC
EFFICACY IN PATIENTS WITH REJECTION IN THE
LONG TIME AFTER HEART TRANSPLANTATION

Sergey Gautier, Alexey Shevchenko, Natalia Mozheiko, Olga Gichkun,
Alexandra Aksenova, Kate Stakhanova, Elena Nikitina, Kseniya Bolshakova,
Olga Shevchenko

V.I. Shumakov Federal Research Center of Transplantology And Artificial
Organs, Russian Federation

Background: One of the causes of graft dysfunction and its loss after heart
transplantation (HTx) is rejection. Different studies demonstrated participation
of a number of biomarkers in the development of rejection, as well as the
possibility of using the biomarkers’ data to predict and to stratify risk of heart
transplant rejection. Using a panel of several analytes increases the sensitivity
and specificity of multimarker tests.
Methods: We studied 144 recipients (111 men; 44 + 14 years) from 3 to
1559 days after HTx. The concentration of soluble CD40 ligand (sCD40L),
vascular endothelial growth factor (VEGF-A), platelet-derived growth factor
(PDGF-BB) were measured using multiplex immunoassay (xMAP technology).
The concentrations of ST2 were measured by ELISA. Biomarkers’ levels were
measured in peripheral blood plasma taken at the same day as the
endomyocardial biopsy (EMB).
Results: The ST2 level was significantly higher in patients with heart rejection
(n =12) in the long time after HTx (p = 0.01). The sCD40L, VEGF-A and
PDGF-BB concentrations didn’t show significant differences between pts with
rejection and without it in the long time after HTx (p = 0.9, p = 0.7, p = 0.07
respectively). The relative risk of heart rejection was significantly higher in pts
with high ST2 level (above the median value) (RR=2.6 + 0.33; 95% CI [1.37—
4.91]). Combinations with other biomarkers increased the risk of development
of rejection (figure 1).

The highest diagnostic efficacy for heart rejection can be reached by a panel
of two biomarkers: ST2 and PDGF-BB (RR = 5.0 + 0.56; 95% CI [1.68—
14.92)).
Conclusion: Measurement of ST2 level in combination with other biomarkers
has diagnostic efficacy in patients with rejection in the long time after HTx.

ST2+PDGF-BB A RR=5,0£0.56 [95% AW 1.68-14,92]
R ppp——— 4 RR=3,840,59 [95% A1 1,18-11,96]
ST2-PDGF-BB-VEGF-A A ~3,5£0,55 [95% M 1,17-10,26]

ST2+VFGF-A i RR=2,5+0,37 [95% AW 1,22-5,14]
5T2 A RR=2,640,33 [95% AW 1,37-4,91]
0 1.0 2,0 3,0 4.0 5.0

Relative risk of heart rejection (RR)

Figure 1. The relative risk of heart rejection in the long time (> 1 year) after HTx in pts with a biomarkers concentration exceeding the median value

© 2017 The Authors
Transplant International © 2017 European Society for Organ Transplantation

Vol. 30 (Suppl. 2), 165-346 223



Abstracts of the 18th Congress of the European Society for Organ Transplantation

BOS198 | PLASMA ST2 LEVEL BEFORE AND AFTER HEART

TRANSPLANTATION

Sergey Gautier, Alexey Shevchenko, Natalia Mozheiko, Alexandra Aksenova,
Adelya Ulybysheva, Vladislav Orlov, Guzel Salikhova, Olga Shevchenko

V.I. Shumakov Federal Research Center of Transplantology And Artificial
Organs, Russian Federation

Background: The rejection is one of the most serious complications affecting
the prognosis in heart transplant recipients. The development of biomarkers
data for graft rejection detection allows to improve early diagnostic and
increases the life span of patients by minimizing post-transplant complications.
ST2 is the marker used primarily for predicting the risk of heart failure. We
measured ST2 level to assess the risk of rejection development.

Methods: The study included 98 pts (78 men; 43 + 14 years) with terminal
stage of heart failure, before and during 4 years after heart transplantation
(HTx) and healthy individuals (20 men, 38 + 9 years). Acute cellular and
humoral rejection was identified by endomyocardial biopsy (EMB). Tacrolimus,
corticosteroids and mycophenolate mofetil were included in immunosuppres-
sive therapy after HTx. The concentrations of ST2 were measured by ELISA.
Results: In the pts pretransplant plasma level of ST2 was 74.4 [40.3; 124.7]
ng/ml and it was significantly higher than in healthy individuals (12.2 [6.0; 20.8]
ng/ml, p = 0.00). After HTx ST2 level decreased significantly (p = 0.01). During
the follow up the rejection was diagnosed in 37 pts. The ST2 level in recipients
with rejection was 42.3 [30.5; 79.7] ng/ml, and was higher compared with
recipients without it (34.7 [22.4; 62.1] ng/ml; p = 0.03). The ST2 level was
significantly higher in pts with heart rejection a year after HTx (p = 0.01), but
didn’t show difference in pts with rejection and without it in the first month and
first year after HTx.

Conclusion: Plasma ST2 level decreases after HTx. The ST2 level is higher
in pts with heart rejection than in pts without it a year after HTx.

Translational Heart Rejection

BOS199 | CLINICAL AND HEMODYNAMIC PHENOTYPES OF

GRAFT DYSFUNCTION: IMPROVING ETIOLOGICAL
DIAGNOSIS BY BIOPSY MOLECULAR PROFILING

Laura Borgese', Agnese Gaudenzi', Valentina Agostini, Jeff Reeve?,

Marco Masetti’, Barbara Corti’, Francesco Grigioni’, Ornella Leone’,

Philip Halloran?, Luciano Potena’

"Bologna University Hospital, Italy; 2University of Alberta, Edmonton, Canada

Introduction: Pathology grading of endomyocardial biopsies (EMB) still
remain the reference standard for the diagnosis of T-cell-mediated (TCMR)
and antibody-mediated (ABMR) rejections in heart transplant (HT). However,
EMB findings are often unrelated to clinical and hemodynamic presentation. To
improve diagnostic accuracy of EMB, we analyzed tissue molecular transcripts
by the Molecular Microscope Diagnostic System (MMDXx), comparing molecular
(Mol-Rej) and pathological (Path-Rej) diagnosed rejections to graft function.
Methods: We analyzed seventy-four EMBs from 47 patients at a median of
9 months (range 1 week-20y) after HT. Specimens were graded according
with standard pathology criteria and by MMDx system. Patients also underwent
right heart catheterization and cardiac ultrasound.

Results: 23 (33%) EMBs showed molecular classifiers indicative of rejection
(12 ABMR, 3 mixed and 8 TCMR). As compared with EMBs with normal
molecular profile, Mol-Rej was associated with lower ejection fraction (53 + 2
vs 64 + 1% P < 0.01), higher right atrial pressure (9.1 + 0.9 vs 5.9 + 0.5,
P < 0.01) and higher proportion NYHA class Il (24 vs 38%; P = 0.09). Path-
Rej was found in 32 (43%) EMBs. Clinical and hemodynamic phenotypes did
not differ between Path-Rej and EMBs with normal pathology grading. EMBs
graded as completely negative showed 80% concordance rate with normal
molecular profiling, while Path-Rej showed only 40% concordance rate with
Mol-Rej.

Conclusion: Molecular diagnosis of rejection by the MMDx system was
consistently associated with graft dysfunction phenotypes. On the other hand,
pathological classification did not correlate with graft function phenotypes,
suggesting that a molecular-based approach may improve the etiological
classification of rejection, and help to illuminate the grey areas of EMB
pathological rejection grading.
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BOS200 | IMMUNE MONITORING OF REGULATORY CD4 CELLS

IN HEART RECIPIENTS UNDER IMMUNOTHERAPEUTIC
INDUCTION: ONE-SINGLE DOSE VERSUS TWO-DOSE
BASILIXIMAB

Sandra Garcia', Elizabeth Sarmiento’, Leticia Calahorra’, Antonio Gallego’,
Eduardo Zatarain’, Paula Navas’, lago Sousa-Casasnovas’, Raquel Lerma’,
Javier Carbone®

"Hospital General Universitario Gregorio Marafion. Madrid, Spain; ?Hospital
General Universitario Gregorio Maranon. Complutense University, Madrid,
Spain

Background: The impact and indication of induction immunosuppressive
therapy in heart transplantation (HT) is still unclear. Attempts to avoid or reduce
dose of induction therapy could be desirable in some cases. On the other hand,
reduction in anticalcineurin through levels or delay in the initiation due to renal
failure and other settings could be indicated in selected cases. Immune
monitoring of regulatory CD4 cells can provide useful information in this regard.
Methods: A comparative analysis between the use of the recommended two
doses of 20 mg (2D, n = 18) of anti-IlL2R-alpha monoclonal antibodies
(Basiliximab) versus a single dose (1D, n = 32) in selected patients of a single
center was performed. We analysed regulatory CD4 cell kinetics during the first
6 months after transplantation. Assessment points: pre-HT, day [d] 7, d15, d30,
d60, d90, d180. Maintenance immunosuppression included steroids, tacroli-
mus and mycophenolate mofetil. Percentages and total counts of distinct
lymphocyte subsets were studied by flow-cytometry.

Results: In patients using 2 doses of Basiliximab, a decrease of
CD4 + CD25 + CD127low regulatory cells was observed as compared with
pre-transplant values between day 7 and 60; while in patients that received a
single dose the percentage remained stable. Baseline (pre-transplant percent-
ages were similar in both groups (5.45 + 2.48 vs 5.36 + 3.31%, p = 0.93).
Lower levels of regulatory CD4 + cells were observed up to day 30 in patients
using 2-doses: day 7 2.52 + 2.62 vs 4.76 + 3.90%, p = 0.046; day 14
275 £ 255 vs 5.08 +£5.17%, p=0.074 and day 30 2.96 + 2.69 vs
5.61 + 3.78%, p = 0.014.

Conclusion: In a6 month post transplant immune monitoring follow-up study
of a single cohort, one-dose of Basiliximab maintained higher levels of
regulatory CD4 + cells compared to a conventional 2-dose regimen. This
information is of interest since CD4 regulatory cells are considered to have an
important role in allograft rejection.

Clinical Heart Inmunosuppressive agents

BOS201 EFFICACY AND SAFETY OF DIFFERENT

IMMUNOSUPPRESSION STRATEGIES (IS) IN
COMBINED HEART AND KIDNEY TRANSPLANTATION
(CHKT)

Fernando Amador Mos, Margarita Peradejordi, Liliana Favaloro, Maria
Florencia Renedo, Analia Laura Guazzone, Paola Morejon Barragan, Luis
Maria Gutierrez, Rita Marcela Fortunato, Alejandro Mario Bertolotti,
Roberto Favaloro, Pablo Miguel Raffaele

Hospital Universitario Fundacion Favaloro, Argentina

Background: Graft survival within 5 years after kidney transplantation (KT) is
now achieved in > 95% of recipients, but chronic graft deterioration remains as
a limiting factor of long term survival. Due to heart transplant (HT) extended
survival, post-transplant renal failure has become a major factor impairing
quality of life with significant prognostic implications. One of the main reasons
may be the toxicities associated with calcineurin inhibitors (CNI). CNI
minimization protocols in trials that analyze isolated KT or HT are safe
regarding rejection and allograft dysfunction. There are no data about the
maintenance IS in cHKT.

Methods: We analyzed 22 consecutives cHKT performed at the Hospital
Universitario Fundacion Favaloro, Buenos Aires, Argentina between 01/2006—
09/2016. 3 patients (p) were excluded because they died at early post-
transplantation. The initial IS was triple therapy consisting of tacrolimus (CNI
with serum levels around 10 ng/ml), mycophenolic acid (MA) and corticos-
teroids (CS). During the follow up the cohort was divided per IS into two groups:
Group 1: standard group, including patients who continued with initial IS; Group
2: CNI withdrawal/sparing group (serum levels < 5 ng/ml). Causes for switch
IS: nephrotoxicity, infection for BK virus, tolerance, digestive intolerance,
vascular allograft disease and cancer.
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Results

Group 1 (N: 10) Group 2 (N: 9)
Rejection
Cellular 2p 1p
Antibody mediated 1p Op
Severe Infections 6p Op
Tumors 1p 2p
Ejection Fraction >60% >60%
Mortality
Total 30% 22%
Sepsis 100% 0%
Tumors 0% 100%

The subgroup minimized by nephrotoxicity or BK nephropathy showed an
increase in the Creatinine Clearance of 22 ml/min at 6 months of the switch.
Conclusion: This study suggests that conversion to mTOR-inhibitor based IS
with CNI minimization or elimination as a treatment strategy is effective and
safe in cHKT recipients.

The standard group showed a clear trend towards a higher infection rate
and sepsis mortality, with no difference in grafts rejection rate or grafts function.

IS with low-dose tacrolimus resulted in improved renal function without
immunological risk.

Clinical Heart Rejection

BOS202 RECURRENT ANTIBODY-MEDIATED REJECTIONS

EPISODES MIGHT PROMOTE THE DEVELOPMENT OF
RAPIDLY PROGRESSIVE FORM OF CARDIAC
ALLOGRAFT VASCULOPATHY

Guillaume Coutance’, Lucas Van Aalst', Sammy Goulard®, Gérard Helft?,
Salima Ouldamar’, Philippe Rouvier®’, Samir Saheb®, Nicolas Bréchot®,
Pascal Leprince’, Shaida Varnous’

Department of Cardiac And Thoracic Surgery, Cardiology Institute, Pitié
SalpéTrieRe Hospital, University of Paris Vi, Paris, France; 2Depan‘ment of
Cardiology, Cardiology Institute, Pitié SalpéTrieRe Hospital, University of Paris
Vi, Paris, France; *Department of Pathology, Pitié SalpéTriéRe Hospital,
University of Paris Vi, Paris, France; 4Department of Hemo-Biotherapies, Pitié
SalpéTrieRe Hospital, University of Paris Vi, Paris, France; 5Depaﬂment of
Medical Reanimation, Cardiology Institute, Pitié SalpéTrieRe Hospital,
University of Paris Vi, Paris, France

Background: Cardiac allograft vasculopathy (CAV) is an important cause of

graft loss after heart transplantation. Humoral side of rejection is more and
more described as an important risk factor for CAV.

Stable CAV CAV progression

(n=11) n=4 p
Recipient characteristics
Age (years) 30 (24-50) 40 (33-43) 0.896
Hypertension 8 (73) 3 (75) 1
LDLc at 1 year (g/L) 1.1 (1-1.3) 1(0.9-1.1) 0.395
Diabetes mellitus 3(27) 1(25) 1
Donor characteristics
Age 37 (23-49) 39 (29-46) 0.896
Female gender 2(18) 0 1
Transplantation
Ischemic time (min) 199 (158-230) 230 (212-234) 0.47
Positive IgG CXM 0 0 1
AMR
HTX-AMR interval 40.7 (37-55) 35 (15-62) 0.79

(months)
LVEF 60 (47-65) 62 (50-69) 0.65
MFI of ID DSA 7,383 (3,410- 8,828 (7,580 0.6
11,843) 10,257)
Cumulative MFI 10,914 (4,803 25,733 (16,330 0.12
16,333) 3,4090)

DSA with MFI > 3000 8 (73) 4 (100) 0.52
ID DSA class Il 11 (100) 3 (75) 0.27
De-novo ID DSA 11 (100) 2 (50) 0.52
AMR recurrences (%) 1(9) 3 (75) 0.03

Methods: We performed a retrospective, single center, observational study.
We included all consecutive patients with (1) definite diagnosis of antibody-
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mediated (AMR) rejection treated at our center, (2) pre and post AMR coronary
angiography available, (3) without history of severe CAV requiring angioplasty.
We compared pre and post-AMR coronary angiograms to analyze the influence
of AMR on CAV development. Characteristics of progressors were compared
to non-progressor to determine risk factors for CAV development. Prognosis
was evaluated by the composite endpoint of death and chronic cardiac allograft
dysfunction.

Results: One hundred and three patients have been treated for AMR at our
institution. Finally, 15 patients were included. Median interval between heart
transplantation and AMR was 3 years. AMR was mostly due to high titer de
novo class Il DSA. CAV appeared or worsened after AMR in four patients.
Recurrences of AMR were significantly more common in patients with CAV
progression whereas other risk factors of CAV were well balanced between
groups (see table). Composite endpoint of death and chronic cardiac allograft
dysfunction occurred more often in progressive CAV patients compared to
stable CAV patients (n = 3/4 compared to 2/11, log rank test: p = 0.02).
Conclusion: AMR can promote rapidly progressive forms of CAV. Recurrent
AMR might be an important trigger of CAV progression. Progressive CAV after
AMR is associated with poor outcomes.

Translational Heart Inmunology

BOS203 INTRAVENOUS IMMUNOGLOBULIN THERAPY

INCREASES SERUM ANTI CLOSTRIDIUM DIFFICILE
TOXIN SPECIFIC ANTIBODIES IN HEART TRANSPLANT
PATIENTS

Ikram Ezzahouri, Elizabeth Angélica Sarmiento, Judith Montanchez,
Leticia Calahorra, Sandra Garcia, lago Sousa-Casasnovas, Maria
Luisa Rodriguez-Ferrero, Maricela Valerio, Magdalena Salcedo,
Joaquin Navarro, Eduardo Fernandez-Cruz, Javier Carbone
Hospital General Universitario Gregorio Maranon. Madrid, Spain

Background: New therapeutic approaches to improve survival in patients
with severe infections after solid organ transplantation (SOT) are needed. We
have previously addressed that intravenous immunoglobulin (IVIG) might be an
adjunctive therapy leading to an increase in specific anti cytomegalovirus
(CMV) antibodies. Clostridium difficile (CD) infection is a common opportunistic
infection in SOT. This is the first time that passive transfer of anti CD toxins is
addressed in serum of patients after non specific IVIG therapy.

Methods: 19 SOT patients (heartn = 13, kidney n = 4, liver n = 2) presenting
severe infections and hypogammaglobulinemia (IgG<600 mg/dL) were
included in an ongoing randomized multicenter clinical trial. Patients received
either IVIG (n =9) additionally to conventional antimicrobial treatment vs
conventional therapy alone (n = 10). IVIG therapy included 5 doses of IVIG (2
doses of 15 grams (g) [7 to 15 days after infection diagnosis] followed by 3
doses of 20 g). We tested serum IgG and specific antibodies (anti-CD
antibodies against toxin A [anti-CDTA] and toxin B [anti-CDTB], anti-CMV
among other specific antibodies, in a single center sub-study by commercial
ELISA before visit 1 and at the last visit, 30 days after last dose.

Results: No significant differences between groups in the baseline levels
were found. IVIG was associated with significant higher levels in serum IgG
anti-CDTA, anti-CDTB and anti-CMV. Comparison by T test of values obtained
after treatment vs values at visit 1 showed significantly higher levels in the IVIG
group: Anti-CMV 44398 + 12564 vs 17518 + 9707 units, p < 0.001; anti-
CDTB 0.26 + 0.08 vs. 0.10 + 0.036 optical density units (OD), p < 0.001;
anti-CDTA 0.19 + 0.05 vs. 0.08 + 0.03 OD, p < 0.001.

Conclusion: We demonstrate utility of IVIG for the passive transfer of anti CD
toxins A and B and confirm previous observations for anti CMV antibodies.
Funds from FIS Project 1501472 and from EudraCT 2012-001327-12 with
participation of FEDER funds.

Clinical Heart Cardiovascular complications

BOS204 | ATRIAL FLUTTER AFTER CARDIAC

TRANSPLANTATION: ELECTROPHYSIOLOGIC
CHARACTERIZATION AND CATHETER ABLATION

Patricia Avellana, Claudio Hadid, Alexis Ini, Daniel Radlovachki, Dario Di Toro,
Carlos Labadet, Walter Esteban, Luis Ahualli
Hospital Cosme Argerich, Argentina

Purpose: Cardiac transplantation (CTX) is an effective treatment for end-stage
heart disease. Atrial flutter (AFL) and atrial tachycardia are the most frequent
supraventricular arrhythmias in this clinical setting and are associated with
significant morbidity and mortality. They have been related to acute rejection
(AR) and graft vasculopathy and their management is challenging.
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Radiofrequency catheter ablation (ABL) is the treatment of choice in AFL.
However, there are few reports in the literature about its effectiveness in
patients (ptes) following CTX.

The purpose of this study is to describe the clinical and electrophysiologic
characteristics of AFL occurring late after CTX and to evaluate the role of ABL.
Methods: CTX recipients with AFL referred for ABL were included. Activation
and entrainment mapping were utilized to define AFL circuit and guide the
ablation under fluoroscopic navigation. An endomyocardial biopsy was done to
rule-out AR.

Results: 5 CTX recipients (3 male and two female; 26-63 years old) with AFL
were included. The atrio-atrial anastomoses technique was done in all of them.
Time from CTX to ABL was 4-15 years. There were no cases of AR.

Typical cavotricuspid isthmus (CTI) dependent AFL in donor atrium was
confirmed in all ptes with a counterclockwise circuit in four of them and a
clockwise circuit in one pte. Recipient right atrium was in sinus rhythm,
dissociated from donor atrium in 4 ptes, consistent with bidirectional block in the
suture line. One pte had recipient right atrium with atrial AFL. ABL of CTI
resulted in AFL termination in all the ptes, without procedure-related compli-
cations. “Electric” isthmus was smaller than in native hearts, which contribute to
a shorter procedure time. There was no arrhythmia recurrence during follow-up.
Conclusion: AFL after CTX had similar characteristics than in native hearts
and was not associated with AR. ABL was safe and effective in these ptes.

Clinical Heart Inmunosuppressive agents

BOS205 | DEVELOPMENT OF RENAL FUNCTION IN PATIENTS

RECEIVING SIROLIMUS WITH REDUCED CNI-DOSAGE
AND WITHOUT CNI-MEDICATION

Uwe Fuchs, Armin Zittermann, Angelika Costard-Jéckle, Elisa Meschede,
Henrik Fox, Stephan Ensminger, Uwe Schulz, Jan Gummert

Department of Thoracic and Cardiovascular Surgery, Heart Center NRW, Ruhr
University Bochum, Bad Oeynhausen, Germany

Objectives: lItis currently not known whether the sirolimus in combination with
calcineurin inhibitors (under dosage reduction) is superior to the calcineurin
inhibitor free therapy (mTOR-inhibitors + MMF =+ prednisolone).

Methods: We compared 2-year clinical outcomes in 25 patients receiving CNI
free immunosuppressive therapy with sirolimus + MMF/ + prednisolone from
2002 to 2013 (CNIF-group) with 25 patients receiving sirolimus or sirolimus
combined with cyclosporine or tacrolimus from 2002 to 2013 (CNI-group). The
primary endpoint was development of the renal function between the two groups.
Results: Groups were comparable regarding baseline characteristics such as
age, primary diagnosis, body mass index (BMI), creatinine values and GFR.
Compared to the CNI group, kidney function improved in the CNIF group over
time (p < 0.05). Glomerular filtration rate improved from 33.1 ml/min at
baseline to 53.9 ml/min after 24 months in the CNIF group and decreased
from 38.5 ml/min to 38.1 ml/min in the CNI —group (p < 0.05). Creatinine value
decreased from 2.3 mg/dl at baseline to 1.8 mg/dl after 24 months in the CNIF
— group and increased from 2.3 mg/dl to 2.8 mg/dl in the CNI - group
(p < 0.05). Three-year survival did not differ significantly between the groups
(p > 0.05). Laboratory parameters such as liver values, cholesterol values,
triglycerides and blood count (erythrocytes, thrombocytes, leucocytes) did not
differ significantly between the groups during two year follow up (p > 0.05).
Conclusions: CNI - free therapy with sirolimus had beneficial effects on
kidney function in HTX patients with chronic renal failure compared to patient
with reduced CNI - dosage. Secondary endpoints such as survival and
laboratory parameters did not differ significantly between the groups. We
conclude that CNI free therapy with everolimus could be an option in patients
with progressive renal failure, due to CNI — nephrotoxicity.

BOS206 DOES EVEROLIMUS IMPACT LONG TERM CLINICAL

EVENTS IN HEART TRANSPLANTATION?

Marco Masetti, Matteo Bellettini, Agnese Gaudenzi, Mario Sabatino,
Francesco Grigioni, Luciano Potena
Bologna University Hospital, Italy

Introduction: Prospective randomized trials (RTs) compare everolimus
(EVE) and mycophenolate (MMF) in de novo heart transplantation (HT);
however, long term data on clinical endpoints are lacking.

Methods/Materials: We reviewed 5 years post-transplant follow-up of all
patients (pts) who had been enrolled in RTs about EVE de novo in our Center.
We analyzed occurrence of fatal and non fatal major cardiovascular events
(MACE), all-cause mortality, cancers, and renal function. Given the frequent
cross-over during the follow-up, we performed both an intention-to-treat (ITT)
and an on-treatment (OT) analysis, defined post-hoc as the drug taken for most
of the time.

Results: 93 pts (80% males, 53 + 11 years, HT 2005-14, glomerular filtra-
tion rate (GFR) 70 + 32 ml/min) were enrolled: 57 randomized to EVE, 36 to

226  Vol. 30 (Suppl. 2), 165-346

Brief Orals

MMF, without statistically significant differences at baseline. 32 (34%) pts had
at least one cross over, 11 (12%) for clinical reasons (cancers, renal failure,
rejection), 21 (23%) for intolerance. Tolerability was lower in EVE arm
(p = 0.03), mostly due to pericardial effusions, but comparable to MMF after
3 months from HT (p = 0.53). ITT analysis showed no differences on any study
endpoint between MMF and EVE (all p > 0.5). Among 19 fatal and non fatal
MACE, 5 occurred during EVE treatment. OT analysis showed in EVE group a
significantly lower incidence of fatal and non fatal MACE (7.6 + 4.2% vs.
33.3 + 7.1%, p <0.01) at 5 years, whereas mortality (9.6 + 4.5% vs.
10.5 + 4.4%), cancer incidence and change in renal function were similar
(allp > 0.5).

Conclusion: This is a post-hoc analysis of pts randomized in trials with
different endpoints. We found suggestive evidence of potential benefits of EVE
in reducing long-term MACE, without affecting survival. These data are only
hypothesis generating, but they suggest a delayed introduction of EVE to favor
tolerability, aiming to take better advantage of its possible benefits.

Clinical Artificial Organ Other

BOS207 | A RARE CASE OF RESPIRATORY FAILURE IN A BOY

FOLLOWING VENTRICULAR ASSIST DEVICE
INSERTION. CASE REPORT

Zafer Gokkaya', Oguz Konukoglu?, Umut Acar’, AkiN Akbulut’,

Ozlem Yenidunya', Oya Ferah', Ercument Yentur’

TIstanbul Bilim University Florence Nightingale Hospital, Turkey; ZIstanbul Yeni
Yuzyil University, Turkey

Introduction: Ventricular Assist Device (VAD) is a bridging therapy in
patients waiting for a heart transplant. We report a VAD implanted 6 year old
boy who developed respiratory failure following surgery.

Case Presentation: A 6 year old boy undergone pulmonary banding for
transposition of great arteries following birth. Senning atrial switch and VSD
repair was performed 3 years later. At 6 years of age, tricuspid annuloplasty
was performed. Following impaired hemodynamics postoperatively he was
transferred to our center for an urgent heart transplantation. Bridging therapy
with a Heartware VAD implanted. He was extubated at 48th hour postoper-
atively but reintubated due to difficulty in breathing and desaturation. Trans-
esophageal echocardiography without additional findings was followed by a
bronchoscopy and revealed a narrowed left main bronchus which was
considered to be due to the compression of the heart. Bronchial stent insertion
did not give the chance of extubation. Decreased compliance was considered
to be the cause of respiratory failure and tracheostomy was performed. He was
weaned off ventilator after 1 month and transferred to ward with tracheostomy
cannula in place and then decannulated. Four days following decannulation the
patient discharged home. The boy rehospitalized for coughing and progressed
atelectasis in lower zones of the left lung. Tips of the stent obscured in CT due
to developed granulation tissue, could be seen by bronchoscopy. Left main
bronchus was obstructed again by anterior compression following the removal
of this stent. A biodegradable stent was then inserted and the boy was
discharged home.

Discussion and Conclusion: VAD is a bridging therapy for a heart
transplantation which may be required due to right heart failure following
surgery of congenital heart defects. Respiratory failure is a frequent periop-
erative problem and may not primarily be a result of heart defects but
pulmonary anatomic structure.

Clinical Heart Cardiovascular complications

BOS208 | CLINICAL PHENOTYPES OF CARDIAC GRAFT

DYSFUNCTION: LINGERING HEART FAILURE AND
MULTIPLE ETIOLOGIES

Luciano Potena, Valentina Manfredini, Agnese Gaudenzi, Alice Brighenti,
Marco Masetti, Laura Borgese, Francesco Grigioni
Bologna University Hospital, Italy

Background: Despite its clinical relevance, there is a lack of consensus
regarding the definition of graft dysfunction (GD) in heart transplant (HT).
Herein we aim to characterize clinical phenotypes of patients with GD, either
acute or chronic, comparing their outcomes with stable patients. In addition, we
explored the risk factors for outcome in GD patients.

Methods: We prospectively enrolled patients in two groups: stable de novo or
long-term survivors and patients with GD. GD was defined as at least one of the
following: ejection fraction (EF) <55%, symptomatic cardiac allograft vascu-
lopathy (CAV), or new onset symptoms of heart failure. Study Endpoints were:
combined and separate incidences of overall mortality and hospitalizations for
cardiovascular events (CVE).

© 2017 The Authors
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Results: We enrolled 134 consecutive HT patients. Patients with GD 32 (24%)
had significant higher prevalence of class NYHA >ll, low EF, CAV, and donor
specific antibodies (DSA) (all p < 0.05), as compared with stable ones. Clinical
presentation was highly heterogeneous: 6 (19%) had acute presentation, 3 for
acute rejection, and 3 for acute coronary syndromes; 21 (66%) had chronic
presentation: 17 (53%) associated with CAV, and 4 (13%) as chronic dysfunction
after antibody-mediated rejection. 5 patients had acute symptoms but no-graft
related cause emerged. During the 2 years follow-up, GD patients showed
higher mortality (23 vs. 14%; p = 0.01) and higher CVE hospitalization rate (54
vs. 5%; p < 0.01) than the stable ones. Low EF, time from HT, and chronic
clinical presentation (p < 0.05) were risk factors for the combined endpoint.
Conclusions: GD after HT is characterized by highly variable clinical
presentation and is correlated with a particularly poor prognosis. CAV is the
most frequent etiology, and DSA are more often found in patients with GD than
in stable ones, but do not seem to influence outcome.

Clinical Heart Surgical technique

BOS209 | CASE REPORT: THE WORLD’S FIRST HEART-KIDNEY

TRANSPLANT FROM DONATION AFTER
CIRCULATORY DETERMINED DEATH

Aravinda Page, Simon Messer, Stephen Large, Steven Tsui,
Catherine Sudarshan
Papworth Hospital NHS Foundation Trust, United Kingdom

There is an increasing demand for donor organs for patients with both end-
stage heart failure and renal disease. Kidney donation after circulatory
determined death (DCD) has been well established and more recently, DCD
donation has increased donor organ utilisation in cardiac transplantation in the
UK. We report on the first case of a combined DCD heart-kidney transplant with
distant procurement.

Case report: MS, 52 year old, B positive male with a diagnosis of non-
ischaemic cardiomyopathy possibly due to left ventricular non-compaction and
concurrent end-stage renal failure due to focal segmental glomerulosclerosis
underwent a combined heart-kidney transplant in April 2016. At the time of
transplant, MS had been waiting 404 days for donor organs. The donor was a
49 year old female who suffered catastrophic intracerebral haemorrhage and
consented for DCD organ retrieval.

The heart was retrieved and perfused ex-situ with donor blood during
transportation (Organ Care System, TransMedics). The kidneys were flushed
and put into cold storage for preservation during transport.

After assessment of the donor organs, the recipient was placed on to cardio-
pulmonary bypass and an orthotopic heart transplant was performed via a
median sternotomy. Following successful weaning of bypass, heparin was
reversed and the chest closed. A heterotopic kidney transplant was then
performed with the cardiac team on standby.

Post-operatively, the patient displayed good cardiac function with an initial
cardiac index of 3 I/min/m2 and was extubated on the first post-operative day.
The renal allograft displayed some primary graft dysfunction and required
haemofiltration prolonging the requirement for intensive care. To date, there
has been no evidence of allograft rejection and cardiac MRI confirms good bi-
ventricular cardiac function with satisfactory renal function. This is the first
reported case of a DCD heart-kidney transplant using this technique.

Clinical Liver Donation and donor types

BOS210 | THE USE OF OCTOGENARIAN DONORS FOR LIVER

TRANSPLANT

Giacomo Zanus', Alessandra Bertacco’, Enrico Dalla Bona',

Francesco D’amico’, Alessandro Vitale', Enrico Gringeri’, Domenico Bassi',
Riccardo Boetto’, Marina Polacco’, Michela Di Giunta’, Paolo Feltracco?,
Massimo Rugge®, Patrizia Burra®, Paolo Angeli®, Umberto Cillo’
"Department of Surgery, Oncology and Gastroenterology, Hepatobiliary
Surgery and Liver Transplantation, Padua University, Italy; 2Section of
Anaesthesia and Intensive Care Medicine, Department of Medicine, Padua
University Hospital, Italy; °Department of Medicine Dimed Pathology and
Cytopathology Unit, Padua University, Italy; “Multivisceral Transplant Unit,
Department of Surgery, Oncology and Gastroenterology, Padua University
Hospital, Italy; °Unit of Internal Medicine and Hepatology, Department of
Medicine, Padua University, Italy

Introduction: In the period 1/1/2015-31/1/2015 in Italy on 2360 patients in
waiting list for liver transplant (LT), the waiting list drop out was 9.3% with a
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mortality of 5.3%. In light of the donor organ shortage and the high number of
liver transplantation (LT) candidates on the waiting list several strategies have
been introduced to increased the pool of donors. Among the criteria defining
extended criteria donors (ECD), donor age is stretched most, so that the use of
septuagenarian, octogenarian and even nonagenarian donors increasingly
became common practice.

Method: A retrospective analysis of donors used in the period January 2012—
June 2016 has been conducted in our institution. For our analysis we compared
the outcome of recipients receiving donors with age >80 years vs. a matched
cohort of donors with age <80. Donor demographics data (age, gender, cause
of death, DRI, ICU stay, drug support), intraoperative data (CIT, WIT) and
recipients characteristics (age, gender, MELD, etiology, portal vein thrombosis,
post-transplant complications) were collected.

Results: A total of 40 old grafts (>80 years) were used; there were no
differences in incidence of PNF, PDF, re-transplant, or perioperative deaths
between the 2 groups. Also complication rate (Clavien-Dindo >2) was similar.
Conclusion: Survival outcome with octogenarian donors resulted similar to
that of matched group of recipients with donors <80 years; overall morbidity
resulted not significantly increased. Ancient donors are safe and its use will be
increase in the future. A policy of donor-recipient matching is crucial to obtain
optimal results.

BOS211 “NON TOUCH” VENA CAVA TECHNIQUE AS AN

IMPROVEMENT IN COMBINED LUNG AND ABDOMINAL
ORGANS PROCUREMENT IN DONATION AFTER
CIRCULATORY DEATH (DCD) MAASTRICHT llI

Mireia Caralt, Irene Bello, Alberto Sandiumenge, Cristina Dopazo,
Elizabeth Pando, José Andrés Molino, José Luis Lazaro, Itxarone Bilbao,
Teresa Pont, Joan Solé, Ramon Charco

Hospital Universitari Vall D’hebron., Spain

Background: Number of grafts from donation after circulatory death (DCD)
has been increasing in the last years. Functional superiority of DCD organs are
suggested when lungs are perfused with cold/room temperature perfusion and
livers with normothermic regional perfusion (NRP). Thus, an accurate surgical
technique is needed to combine thoracic and abdominal organ procurement.
We describe the technique used in our centre based on not clamping the
thoracic vena cava (VC).

Methods: Withdrawal of life support and death confirmation according to
Spanish law takes place in the operating room. After rapid laparotomy and
thoracotomy, both suprailiac aorta (Ao) and inferior VC are cannulated.
Descending thoracic Ao is cross-clamped. As a variation of previously
described techniques, the thoracic VC (inferior VC nor superior VC) is not
initially clamped in order to ensure an adequate blood volume return to the NRP
circuit which is crucial for a good perfusion of abdominal organs. Pulmonary
artery is cannulated to flush lungs and left atrial appendage is opened for
drainage. Liver function is monitored every 30 min (AST, ALT, pH, lactates,
hematocrit). After 120 min, NRP perfusion is stopped and abdominal organs
are flushed with cold Wisconsin preservation solution and removed as in a
standard deceased donor.

Results: In 2016, 3 livers, 6 lungs and 6 kidneys were used for transplantation
(12 recipients) using this technique in our center. In all 3 donors, pump flow was
1.7-2 I/min and extra volume was added to the circuit. Timings for NRP are
described (Table 1). All allograft presented an excellent immediate function and
11 of 12 patients were discharged from hospital after transplantation. The
remaining admitted patient has a good lung graft function 7 months after
transplant.

Conclusion: Combined procurement of lungs after room temperature perfu-
sion and liver and kidneys after NRP without initial clamping of the thoracic VC
is feasible with excellent graft function after transplantation.

Withdrawal to asystole* Functional warm ischemia* Cannulation time*

16 18 11
16 18 7
13 19 9
*min

BOS212 ANALYSIS OF REJECTED LIVER ALLOGRAFTS IN

FINLAND - THE ROLE OF GLUTAMYLTRANSFERASE
AS A PREDICTOR OF GRAFT STEATOSIS

Johanna Savikko, FredrikAberg, Eija Tukiainen, Arno Nordin, Heikki Makisalo,
Helena Isoniemi

Helsinki University Hospital, Finland

Background: Liver-transplantation activity is limited by the shortage of
suitable grafts. Donor-liver macrovesicular steatosis (MaS), but not microvesic-

ular steatosis (MiS), predisposes to ischemia-reperfusion injury and is
associated with reduced graft survival. The increasing population prevalence
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of fatty-liver disease underlines the importance of identifying Ma$S in potential
donor livers.

We analyzed the liver grafts rejected for transplantation in Finland between
Feb 2014 and Dec 2016, and particularly the role of glutamyltransferase (GT) in
predicting graft steatosis.

Materials and Methods: 159 rejected cadaveric-donor liver grafts were
studied. Donor selection was based on the age, medical history, laboratory
values, body-mass index, optional liver ultrasound before the organ retrieval,
and macroscopic graft inspection. Rejected grafts were biopsied at the organ
procurement (148 biopsies available).

Results: The most common reasons for rejecting the graft were abnormal
liver functional tests, with ultrasound verified hepatic steatosis and history of
alcohol abuse.

GT correlated moderately with MaS (r = 0.52, p < 0.001), but poorly with
MiS (r = 0.36, p < 0.001). Improved correlation between GT and MaS was
observed among alcohol-abusers (r = 0.67, p < 0.001).

Area under the curve (AUC) for GT in predicting >30% MasS was 0.77 (95%
Cl 0.68-0.87), and >60% steatosis, 0.79 (95% CI 0.69-0.90). The optimal GT-
cutoff for detecting >30% and >60% MasS were, respectively, 66 U/l (sensitivity
76%, specificity 68%) and 142 U/I (sensitivity 66%, specificity 83%). Among
alcohol-abusers, a GT value >90 U/l showed 100% sensitivity for >60% MasS.
AUC for GT in predicting liver fibrosis stage 2-4 was 0.82 (95% Cl 0.71-0.92,
p < 0.001, optimal cutoff 68, sensitivity 92%, specificity 61%).

Conclusions: Abnormal liver values, steatosis and alcohol abuse were the
main reasons for rejecting liver-graft offers in Finland. GT proved useful in
predicting moderate and severe liver graft macrovesicular steatosis.

Clinical Liver Allocation

BOS213 | SPLIT-LIVER PROGRAM, THE NEW ALLOCATION

SYSTEM IN ITALY: THE RESULTS OF FIRST YEAR
ACTIVITY

Silvia Trapani, Lucia Rizzato, Francesca Puoti, Vincenzo Morabito,

Daniela Peritore, Alessandra Oliveti, Pamela Fiaschetti, Antonino Montemurro,
Andrea Rizzo, Alessandro Nanni Costa

Italian National Transplant Centre — Italian Institute of Health, Italy

Background: The split-liver (S-L) transplant program allows two transplants
from the same graft, on pediatric and on adult recipient. Since 25.08. 2015 the
S-L allocative system has been modified to improve organ availability for the
pediatric liver waiting list (WL). So far, we assess whether the new national
program has been effective.

Methods: Each donor, aged <50 years, on standard risk, in the absence of
super-urgent (UNOS Status 1) and urgent cases (MELD score > 30), has been
primarily offered to all pediatric transplant centers so they could directly
evaluated the feasibility of the S-L technique, regardless of any graft evaluation
by procurement center. The pediatric donor age has been raised from 15 to
18 years.

Results: From 25.08.2014 to 24.08.2015, 75 livers have been offered to
pediatric liver transplant centers according to the old protocol criteria. 35
(46.7%) grafts accepted and 28 (80%) subjected to S-L technique with 56 left
and right S-L transplanted. From 25.08.2015 to 24.08.2016, we recorded 252
liver offers according to the new criteria. In 70 cases (27.8%) there was
acceptance of pediatric transplant center and so 51 livers (71.4%) were
subjected to S-L technique with 101 left and right split-livers performed. The
analysis of the new allocation system impact on pediatric WL shows a relevant
increase of pediatric liver transplants (57.4%); we also registered an important
increase of S-L pediatric transplants (81.2%). Unless the number of new listing
pediatric patients has been increasing in the second period (36.5%), the mean
waiting time for a pediatric liver transplant has not been changed (about
3 months).

Conclusion: By comparing the two periods, it is clear that the new allocation
system resulted in an increase of 236% of liver offered as well as 100% of graft
acceptance for S-L program. The most important result we registered, it was an
increase of 80.6% of transplant performed by S-L technique and and increase
of 81.2% of the pediatric ones.
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BOS214 | CHANGING PARADIGM: DONORS AFTER

SUCCESSFUL TREATMENT OF HEPATITIS C VIRUS
(HCV) INFECTION CAN BE A NEW SAFE DONOR
SOURCE FOR NEGATIVE HCV RECIPIENT
Camino Rodriguez-Villar', David Paredes’, Rosana Gelpi', Rebeca Roque’,
Angel Riuz', Xavier Forns®, Jordi Colmenero?, Miguel Navasa®, Erika
De Sousa®, Ignacio Revuelta?, Ramon Adalia’, Fritz Diekmann®
"Seccion Donacion Y Coordinacion De Trasplante/Hospital Clinic De
Barcelona, Spain; 2Hospital Clinic De Barcelona, Spain

The new treatments for hepatitis C virus (HCV) infection have been shown to be
highly effective in permanently eradicating the virus and preventing chronic
complications. The impact of these new viral therapies open new perspectives
for infected or with a new reactivation transplant recipients. Clinical Cases: We
present two cases of deceased Donors after Brain Death (DBD), that were
previously treated with antiviral agents resulting in negative RNA-HCV load but
remaining positive serology for HCV Ab. Organs has been grafted in negative
HCV recipients.

Donor 1: In 2016, a 55 years old female, DBD with a brain hemorrhage
caused by a ruptured intracranial aneurism. Previous HCV infection, genotype
3 and treated in 2010 with Pegylated Interferon/ ribavirin (Peg/RBV) for
24 weeks, with a negative viral load since 2011.

Recipients: Liver: female, 41 years old, non viral liver cirrhosis, Child A with
negative IgG HCVADb. At 3rd month after transplantation presents positive IgG
HCV Ab with negative RNA-HCV. Right Kidney: male, 66 years old, with an IgA
nephropathy. At 12 month after transplantation presents negative IgG HCV Ab
with negative RNA-HCV. Left Kidney: Considered not suitable due to
macroscopic aspect.

Donor 2: In 2016, a 72 years old female, DBD after brain hemorrhage.
Previous HCV infection, genotype 1b and treated in July 2015 with Sofosbuvir/
Ledipasvir and Ribavirin (SOF/LDV + RBV) for 12 weeks, with a negative viral
load since October 2015. Recipients: Right Kidney: female, 70 years old with
an unknown nephropathy. At 12 month post-transplantation presents negative
1gG HCV Ab with negative RNA-HCV. Left Kidney: female, 69 years old with a
nephropathy since youth. 12 month after transplantation presents negative IgG
HCV Ab with negative RNA-HCV. Liver: Considered not suitable due cirrhosis.
Conclusion: The presence of IgG HCV Ab in the liver recipient, but not in
renal ones suggests plasmatic cell transference through liver transplant.

Clinical Liver Allocation

BOS216 | OLDER DONORS FOR OLDER RECIPIENTS IN LIVER

TRANSPLANTATION: A SAFE STRATEGY?

Nicholas Gilbo", Chris Verslype®, Wim Laleman®, Schalk Van Der Merwe?,
David Cassiman?, Frederik Nevens®, Mauricio Sainz-Barriga®, Ina Jochmans?,
Jacques Pirenne?, Diethard Monbaliu?

Abdominal Transplantation Surgery — University Hospitals Leuven, Belgium;
2University Hospitals of Leuven, Belgium

Introduction: OIld donors (>70 years) have been associated with poor
outcome in Liver Transplantation (LT). Due to the MELD driven allocation
and the steadily rising average age of donors, older grafts are increasingly used
for both older and younger (<70 years) recipients, but it is unclear which are the
effects of these matching strategies on results after LT. We retrospectively
compared outcome after transplanting old grafts into ‘young’ (<70 years) vs.
‘old’ (>70 years) recipients in our center.

Methods: Donor and recipient demographics, transplant data, and outcomes
were retrospectively compared in ‘old donors to old recipients’ LT (OOLT) vs.
‘old donors to young recipients’ LT (OYLT). Data are expressed as median
(IQR).

Results: Between 1/2000-12/2015, 849 LT from brain death donor were
performed. The incidence of ‘old donors’ and ‘old recipients’ was 13.5% and
7%, respectively. 21 (2.5%) OOLT and 94 (11%) OYLT were identified. Donor
age was higher in OOLT than OYLT [79 years (76-82) vs. 76 (72-79);
p = 0.04], but the Donor Risk Index did not differ. OOLT was performed mostly
for HCC (OOLT 76.2% vs. OYLT 40.4%; p = 0.004) in recipients with lower
labMELD score [OOLT 11 (8-16) vs. OYLT 16 (11-24); p = 0.01], and had a
shorter cold ischemia time [OOLT 6.2 h (5-8) vs. OYLT 7.5 (6-10); p = 0.02].
The incidence of early graft dysfunction (OOLT 28% vs. OYLT 27%; p = 1),
acute kidney injury (OOLT 9.5% vs. OYLT 20%; p = 0.4) and ischemic
cholangiopathy (OOLT 9.5% vs. OYLT 8.5%; p = 1) did not differ. Hospital-
ization was shorter in OOLT [16 day (13-28) vs. 21 day (16-29); p = 0.04].
Five year patient (OOLT 57.4% vs. OYLT 76%; p = 0.7) and graft survival
(OOLT 57% vs. OYLT 74.4%; p = 0.2) tended to be inferior but not significantly
in OOLT.

© 2017 The Authors
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Conclusions: Grafts procured from old donors can be safely allocated for LT
regardless of recipient age matching strategy, granting favorable and compa-
rable short- and mid-term results. Careful selection of older LT recipients
seems relevant for a safe use of an old-to-old approach.

Clinical Liver Donation and donor types

BOS217 ANALYSIS OF INDICATIONS AND SURVIVAL IN THE

LIVER RETRANSPLANT

Carla Garcia
Hospital Universitario Virgen Del Rocio, Spain

Background: Liver re-transplantation (re-LT) has an incidence of between
10% and 22% of total liver transplants (LT). These procedures are associated
with increased risk and worse long-term survival than primary liver transplan-
tation.

Methods: We present a retrospective study of 100 re-LT performed from
January 1990 to December 2016 with a minimum follow-up of 6 months after
re-LT. Patients were divided into two groups depending on the urgent/elective
nature of re-LT analyzing the causes that motivated them and their survival.
Results: In our series, a total of 1234 TOH were performed in 1134 patients,
with 100 re-LT; the rate of re-transplantation in our series is 8.1%.
Conclusion: The overall survival of the patients in our series was
11.10 + 1.21 years. We found that the survival of urgently re-transplanted
patients is greater than that of electively re-transplanted patients
(15 194 + 1.71 vs. 7.92 + 1.10 days with p 0.02).
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BOS218 | RETROSPECTIVE ET-DRI SCORING IN A HIGH VOLUME

LIVER TRANSPLANT CENTRE

Hannah Esser, Beatrix Mutschlechner, Benno Cardini, Rupert Oberhuber,
Christian Margreiter, Thomas Resch, Dietmar Ofner, Stefan Schneeberger,

Abstracts of the 18th Congress of the European Society for Organ Transplantation

BOS219 | PROGNOSTIC FACTOR FOR LIVER RE-

TRANSPLANTATION: ANALYSIS OF A SINGLE-
CENTER EXPERIENCE IN JAPAN

Shintaro Yagi', Toshimi Kaido', Masakatsu Kaneshiro', Yao Siyuan’,
Taku lida®, Yuki Masano', Yuhei Hamaguchi’, Takayki Anazawa’,
Atsushi Yoshizawa', Koichiro Hata', Naoko Kamo', Kojiro Taura’,
Hideaki Okajima’, Shinji Uemoto’

"Kyoto University, Japan; Kyoto Prefectural University of Medicine, Japan

Background: Liver retransplantation (re-LT) is the only effective therapy for
irreversible failure of a liver graft. This study aimed to assess the results of re-LT
for patients with graft dysfunction after primary liver transplantation at our institute.
Patients and Methods: From June 1990 to December 2015, a total of 1777
LTs were performed in at Kyoto University Hospital, in which 111 re-LTs were
included. We evaluated the characteristics, survival and prognostic factors
after liver re-LT retrospectively; indication, early (re-LT performed within
3 month after the last LT) or late, and graft volume.

Results: The number of DDLT/LDLT was 22/89 cases, and male/female ratio
was 41/70. Average recipients’ age was 22 y/o (10 month-68 y/o). Early re-LT
was performed in 20 cases (18%). ABO incompatible cases were 31 cases. The
patients’ status was ICU bound in 30 cases (27%), and hospitalized in 64 cases
(58%). The reasons for re-LT were as follows: rejection in 49 cases; recurrence of
primary disease in 19 cases; vascular complications in 13 cases; other reasons in
17 cases. The indication for the initial LT was BA in 53 cases (49%), and PSC in
15 cases (14%), and acute liver failure in 11 cases (10%). After the law for the
DDLT had changed in July 2010, the number of re-LT from deceased donor
increased drastically from 5 cases (23% of re-LT) to 17 cases (77%)
(p < 0.0001). 1-, 5-, 10-years survival after re-LT was 65%, 58%, 54% in all re-
LT cases, respectively. Univariate analysis revealed early re-LT within 3 months
(1-year survival: early 25%, late 74%; p < 0.0001), pre-transplant patient’s status
(1-year survival: ICU bound 33%, hospitalized 70%, at home 100%; p < 0.0001)
and the era before April 2006 (1-year survival: 59% vs. 85%; p = 0.0021) were
poor prognostic factors. Multivariate analysis showed that early re-LT was
prognostic factor after re-LT (HR 2.6; 95% CI 1.2-5.6, p = 0.010).
Conclusion: The prognosis after re-LT became better; however, the prog-
nosis of the early re-LT is poor.

Clinical Liver Donation and donor types

Manuel Maglione
Department of Visceral, Transplant, and Thoracic Surgery, Medical University
Innsbruck, Austria

Background: The Eurotransplant Donor Risk Index (ET-DRI) has been
developed to estimate graft survival following orthotopic liver transplantation
(OLT), and can be helpful in the decision process of whether or not accepting a
liver allograft.

Methods: We performed a retrospective analysis of all consecutive adult OLT
performed between January 1st, 2007 and December 31st, 2013, split them in
the 7 ET-DRI categories and analysed graft and patient survival according to
different categories.

Results: Intotal, we included 399 patients in our analysis. The 3-years patient
survival ranged between 78% and 88%, and the 3-years graft survival between
67% and 87%. 3-years patient survival rates for the different ET-DRI categories
were 79% (category 1), 88% (category 2), 86% (category 3), 89% (category 4),
81% (category 5), 88% (category 6) and 78% (category 7). 3-years graft
survival rates were 71% (category 1), 88% (category 2), 83% (category 3), 83%
(category 4), 76% (category 5), 86% (category 6) and 67% (category 7).
Regarding graft survival, there were two “outliers” compared to the expected
scale. Category 1 and 6. Category 1 included only 16 patients, and was
therefore not included in further analysis. In order to better identify possible
center specific, donor associated risk factors for worse allograft survival, we
split the group in patients with 3-years graft survival >83% and patients with 3-
years graft survival <76%. We analysed all common donor associated risk
factor including the ET-DRI factors using multivariate analyses. The only
statistically significant factor associated with worse outcomes was extrare-
gional allocation (p = 0.045), a factor already included in the ET-DRI. There
were no other statistically significant factors influencing graft survival.
Conclusion: The “outliers” observed in our retrospective analysis point at
important recipient associated factors which have to be included in the decision
process when accepting or declining a liver allograft.

© 2017 The Authors
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BOS220 OUTCOME OF LIVER TRANSPLANTATION FROM AGED
DONORS >70 YEARS

Eviatar Nesher, Sigal Aizner, Rachel Michowiz, Rn. Assaf Issachar,
Michal Cohen, Amir Shlomai, Marius Braun, Eytan Mor
Rabin Medical Center Beilinson Hospital, Israel

Introduction: The limited organ supply urged the use of liver allografts from
donors >70 years. Traditionally, older donors have been regarded as high-risk
transplants, but recent experience report on encouraging results. We analyzed
our own experience using aged donor >70 years.

Methods: We used a retrospective analysis including 338 liver transplants in
310 adult recipients (>18 years) performed in 2000-2015, excluding live-donor
and combined liver-kidney transplantation. The use of liver allograft from
donors > 70 years was introduced in a later era, since 2008. Three groups were
compared according to donor age: donors younger than 60 years. (200
patients), 60-69 years (65 patients) and >70 years (45 patients) with regard to
long term survival and complications. Statistical analysis included Kaplan-
Meyer survivals and Pearson chi square test.

Results: In the group of donors over 70 years, the mean donor and recipient
age was 74.3 years (70-81 years.) and 57.8 years (22-74 years.), respectively.
Mean cold ischemia was significantly shorter for recipients of liver donor
>70 years; 6.38 vs. 8.41 h. for the rest of the patients (p < 0.001). Graft survival
in recipient of a liver graft from donors >70 years was not statistically different from
that of the other two groups (table). In recipients of grafts from donors > 60 years a
significantly higher rate of vascular complication was noted (p < 0.05).
Conclusions: Adequate graft selection and maintenance of short cold
ischemia, below 8 h allows use of liver grafts from donors older than 70 years,
though a higher vascular complications rate may be expected.

donor donor donor

<60 years. 60-69 years. >70 years.

(228 p.) (65 p.) (45 p.)
1 year graft survival 73.3% 70.1% 76.0%
5 year graft survival 71.0% 51.8% 66.1%
10 year graft survival 64.5% 43.7% 58.0%
biliary complications 44 (19.2%) 17 (26.1%) 9 (20%)
vascular 9 (7.4%) 6 (15.3%) 5 (13.3%)

complications
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BOS221 LIVER TRANSPLANTATION IN PATIENTS >65 YEARS —

ANALYSIS OF LONG-TERM CLINICAL OUTCOME

Dagmar Kollmann, Svenja Maschke, Susanne Rasoul-Rockenschaub,
Michael Hofmann, Gerd Silberhumer, Georg Gyéri, Thomas Soliman,
Gabriela Berlakovich

Medical University of Vienna, Division of Transplantation, Austria

Background: Liver transplantation (LT) in older patients is controversially
discussed in the literature. The aim of this study was to evaluate long-term
outcome of patients receiving LT aged >65 years.

Methods: 65 patients >65 years receiving a liver transplant between 1989-
2014 were included in this retrospective single-center study. Patients’ charac-
teristics and postoperative outcome were analysed.

Results: Overall 1- and 5-years-survival rates of patients >65 years were
74% and 51%. Patients with donor-recipient age difference >10 years (n = 43)
showed significantly worse outcome compared to those with <10 years
(n=22, p=0.02). Furthermore, patients with a postoperative rejection
episode displayed significantly lower survival (19%, p = 0.04). Comparing the
period from 1989-2004 (pre-MELD) to the period after MELD-implementation
(2005-2014), revealed a significantly better survival in the later time period (1-
and 5-year: 69%, 37% vs. 80%, 65%, respectively; p = 0.03). Patients’
characteristics were equally distributed in both groups except for a less
frequent postoperative rejection rate (p = 0.02), higher number of ATG-
induction (p = 0.01) and a higher donor age (p < 0.001) after 2004. Comparing
the survival of patients aged 18-65 years (n = 1245) to those >65 years, the
younger patient cohort displayed a significantly better survival (p = 0.01).
However, this correlation subsided when only the period from 2005-2014 was
considered (p = 0.99).

Conclusion: LT in patients >65 years results in comparable survival to
patients <65 years in the modern era. However, our data suggest that the
donor age should be taken into account during organ allocation, as big age
differences negatively impact postoperative outcome. Further studies are
needed addressing donor-recipient age mismatch in LT.
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BOS224 | OUTCOME OF RENAL TRANSPLANTATION IN

PATIENTS WITH HEPATITIS C AND HEPATITIS B
COINFECTION

Nikolina Basic Jukic', Ivana Juric’, Ljubica Bubic-Filipi’, Vesna Furic-Cunko’,
Lea Katalinic’, Marijana Gulin?, Vesna Lovcic®

"University Hospital Centre Zagreb, Croatia; >General Hospital Sibenik,
Croatia; General Hospital Bjelovar, Croatia

Infections with hepatitis C (HCV) or hepatitis B (HBV) virus are associated with
increased morbidity and mortality in renal transplant population. It is reasonable
to expect worse results in cases of HCV and HBV coinfection, however, data
about this topic is scarce. In the present study, we investigated prevalence,
clinical course and outcome of renal transplantation in this group of renal
transplant recipients.

A cohort of 1898 renal transplant recipients, transplanted from 1973 to 2017
was included in investigation. Demographic factors, graft survival, patient
survival and complications were obtained from medical charts and records.

HCV and HBV coinfection was recorded in 12 patients (8 male), with median
age at transplantation 39.5 (range 21 to 50) years, treated with dialysis for 7
(range 1 to 12) years. The last patient with HCV and HBV coinfection was
transplanted in 2008. Nine patients had chronic glomerulonephritis, 1 polycystic
kidney disease and 2 unknown primary kidney disease. HCV genotype was 1b
in all patients. All patients received cyclosporine and low dose steroids, 5 were
treated with azathioprine and 7 with mycophenolate mofetil). Eight patients had
an episode of acute allograft rejection, 8 had hypertension, and 8 elevated liver
chemistries. None of the patients developed posttransplant diabetes. Six
patients had lost allograft 13 years after the transplantation (range 2 to
20 years), 5 patients died (3 developed liver failure, 1 had stroke, and 1 sudden
death). One patient is still alive with functioning allograft, 14 years after the
transplantation.

Our results demonstrate that patients with HCV and HBV infection may be
successfully transplanted with careful follow-up. Liver failure was the major
cause of death.
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BOS225 BACTERIAL ENDOCARDITIS IN LIVER TRANSPLANT

PATIENTS: A SERIES OF 8 CASES

Liliana Alves, Joao Machado, Rui Perdigoto, Helena Gldria, Jilio Veloso,
Ana Morbey, Milena Mendes, Elia Mateus, Américo Martins, Eduardo Barroso
Curry Cabral Hospital, Portugal

Background: Bacterial infections occur in approximately 2/3 of patients in
post liver transplantation (LT). The most prominent places are the abdomen,
biliary tree, surgical wound, lungs and bloodstream. Endocarditis is rarely
described in the literature.

Obijectives: Describe the main clinical, microbiological and echocardio-
graphic aspects, along with the evolution of patients submitted to liver
transplantation who developed bacterial endocarditis in the period 2008-2016.
Material and Methods: We reviewed the clinical reports of liver transplant
recipients who had a febrile condition with positive blood cultures and an
echocardiogram with evidence of vegetations (Duke’s major criteria).
Results: We identified 8 cases; the average age was 54.1 years. In six the
cause of liver transplantation was chronic liver disease and in two cases it was
familial amyloid polyneuropathy. In five patients, bacterial endocarditis
occurred in early post-LT (<3 months). Prior to LT, one patient had biological
aortic prosthesis, one patient had severe asymptomatic aortic regurgitation and
three patients had a pacemaker; post-LT two patients required haemodialysis
with multiple catheters. All patients had a transesophageal echocardiogram:
the aortic valve was affected in seven cases, one had simultaneous mitral valve
infection and one patient had a pacemaker infection. The microorganisms
isolated were: MRSA (n=2), MSSA (n=1), Pseudomonas aeruginosa
(n = 2), Enterococcus faecium (n = 1), Enterococcus gallinarum (n = 1) and
Corynebacterium striatum (n = 1). Five patients underwent cardiac surgery.
Five deaths occurred.

Conclusion: Bacterial endocarditis had high mortality and occurred in
patients with predisposing risk factors, either pre or post-LT, particularly valve
prosthesis previous valvulopathy, exposure to multiple invasive procedures or
dialysis. We suggest a careful pre-LT assessment in patients with valvulopathy
and systematically rule out endocarditis in patients on transplant list.

BOS226 EARLY POSTOPERATIVE INFECTIONS IN LIVER

TRANSPLANTATION

Ebru Ayvazoglu Soy’, Aydincan Akdur', Gokhan Moray’, Sedat Yildirim’,
Hande Arslan?, Mehmet Haberal

"Department of Transplantation Surgery, Baskent University, Turkey;
2Department of Infectious Diseases, Baskent University, Turkey

Introduction: Infectious complications in early postoperative period after liver
transplantation (LT) are frequently a direct result of the surgical procedure.
Here we evaluate our early postoperative infections following LT.

Materials and Methods: We retrospectively investigated all 561 LT per-
formed between November 1988 and January 2017 in our center and evaluated
all cases of infection during the first hospital stay from LT until discharge (mean
14 days). We classified the infections into 2 groups: non-surgical site infections
(NSSI) and surgical site infection (SSI), including deep infections related to LT
site and superficial infections related to skin and fascia of surgical site.
Results: In the 561 LT, we detected infections in 131 (23.3%; 60 adult, 71
pediatric). 56 had NSSI (42%), 67 had SSI (51%) and 8 had NSSI + SSI (6%).
We stratified the consequences and treatment protocols of infectious compli-
cations according to the Clavien scale.

There was no mortality due to NSSI; of the 56 NSSI patients: 34 (60%)
received antibiotherapy, 9 (16%) received other pharmacological treatment in
addition to antibiotherapy, 7 (12%) required endoscopic or radiologic interven-
tion, 6 (10%) recovered from single or multi organ dysfunction.

There was no mortality due to SSI; of the 67 SSI: 37 (55%) were treated with
antibiotherapy, 29 (43%) required endoscopic or radiologic intervention to
recover, 1 (1%) recovered from single organ dysfunction.

Of the 8 NSSI + SSI, we lost 4 (50%) in the early postoperative period after
LT, 3 patients required endoscopic or radiologic intervention to recover, 1
patient recovered from single organ dysfunction.

Conclusion: Most early post-LT infections are related to surgical procedure,
medical devices and early interventions. Initiation of appropriate prophylactic
and therapeutic protocols at the right time decrease morbidity and mortality.

© 2017 The Authors
Transplant International © 2017 European Society for Organ Transplantation



Brief Orals

BOS227 | EARLY INFECTIOUS COMPLICATIONS AND THE

OUTCOME OF LIVING DONOR LIVER
TRANSPLANTATION (LDLT)

Shaimaa Elkholy, Sherif Mogawer, Ula Al-Jarhi, Samah Abd El-Hamid,
Mostafa El-Shazli, Adel Hosny, Ahmed Nabil
Faculty of Medicine Cairo University, Egypt

Background: Liver transplantation (LTx) has emerged over the past decades
as the treatment of choice for patients with end stage liver disease. Survival
after liver transplantation has improved over years due to advances in surgical
techniques and reduction in allograft rejection. Despite measures such as the
use of protective barriers, antimicrobial prophylaxis, and vaccination, post
operative infection is still considered a major cause of morbidity and mortality
after liver transplantation.

Objective: Evaluation of the effect of post LTx infection on the outcome of
living donor liver transplantation (LDLT) regarding morbidity and mortality, and
also to identify the possible risk factors for these infections.

Methods: This study included 100 Egyptian patients with post hepatitic
cirrhosis who underwent LDLT. Patients were divided according to the
development of post operative infections into 2 main groups; Group A: patients
who didn’t suffer any type of infection during the early post operative period (1st
month), Group B: patients who suffered post LTx infection in the same period.
According to the type of infection whether bacterial, viral and fungal this group
was further sub divided into 3 subgroups.

Results: The rate of early complications & mortality were significantly higher
among the group who developed infection especially for sepsis & biliary
complications (p value <0.0001). The rate of blood and FFP transfusion and the
duration of anhepatic phase were significantly higher in the group who
developed infection (p value <0.005). The presence of HCC, Size of HCC
>3 cm, serum bilirubin>4.4, fever>37.2, and CRP>17.5 could be considered as
predictors of post operative infections by multivariate analysis (logistic
regression).

Conclusion: Early post operative infections are the leading cause of
morbidity and mortality in LTx.

BOS228 | A RANDOMIZED, OPEN-LABEL, SINGLE-CENTER,

PHASE Il CLINICAL TRIAL TO EXPLORE THE SAFETY
AND EFFICACY OF RECOMBINANT HEPATITIS B
IMMUNOGLOBULIN

Gi-Won Song’, Sung-Gyu Lee?, Shin Hwang?, Gil-Chun Park?,

Yongkyu Chung?, Su-Min Ha®, Sang-Hyun Kang?, Hyoung Uk Le€?, Yun
Hee Lee?, Jae-Hyun Kwon?, Eun-Kyung Jwa?, Hwui-Dong Cho®
"Hepatobiliary Surgery and Liver Transplantation, Asan Medical Center, Korea;
2Asan Medical Center, University of Ulsan College of Medicine, Korea

Background: HBV immunoglobulin (HBIG) is a cornerstone of HBV prophy-
laxis, but currently available, plasma-derived polyclonal HBIG is not an ideal
source of therapeutic antibody due to cost, limited availability.

Materials and Methods: This was a prospective, randomized, open-label,
single-center study. Total 40 adult patients who were scheduled to undergo
LDLT for HBV, each 20 for the low dose (50 000 IU) and for the high dose
(80 000 IU) group, were included. The investigational product was recombi-
nant HBIG (GC1102, Host cell: CHO DG44, expression vector: pRC12-HB-H4,
pKC12-HB-L9, content: 10 000 IU/ml). The intravenous bolus injection of
50 000 IU or 80 000 IU of GC1102, was given during anhepatic phase. And
the same dosage was administered daily, weekly and monthly during the post-
LDLT 1st week, 1st month and 1st year, respectively. Including the first visit at
which informed consent was obtained, subjects returned for a total of 20 visits
during the 28-week of study period for the assessments of safety, efficacy and
PK profiles of the study drug. This study was reviewed and approved by the IRB
and was conducted according to the protocol in compliance with KGCP.
Results: Of 40 subjects, 29 (74.35%) completed the study, and 10 (25.64%)
were prematurely withdrawn from the study. No patient of the 29 subjects who
had completed the study and been included in the ITT population showed HBV
recurrence. There was no serious adverse event related with study drug. The 3-
compartment simulation model showed that the mean values of AUC, Cmax
and Tmax was 1 227 9956 (IU h/l), 61 199 (1U/l), 138.6 (h) in low dose group,
respectively; while in high dose group, the mean values of AUC, Cmax and
Tmax was 1 960 818, 99 473, 116.4, respectively.

Conclusion: GC1102 would be effective in preventing recurrence of hepatitis
B following liver transplantation.

© 2017 The Authors
Transplant International © 2017 European Society for Organ Transplantation
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BOS229 TREATMENT OF HEPATITIS C IN KIDNEY TRANSPLANT

RECIPIENTS WITH DIRECT-ACTING ANTIVIRAL
AGENTS NEWLY AVAILABLE IN JAPAN -
PRELIMINARY REPORT

Yusuke Yamada', Michio Nojima', Katsuhiro Nakagawa®, Yoshihide Higuchf®,
Yasuo Ueda®, Motohiro Taguchi’, Oshima Koichi', Motohiro Shinkai’,
Yukako Nakanishi’, Takahiko Hashimoto', Syuken Go', Eiji Kishikawa®,
Kenji Nishimura®, Akihiro Kanematsu’, Yasuji Ichikawa®, Shuhei Nishiguch®,
Shingo Yamamoto'

"Department of Urology and Kidney Transplant Center, Hyogo College of
Medicine, Japan; 2Department of Urology, Hyogo Prefectural Nishinomiya
Hospital, Japan; *Department of Urology, Chibune General Hospital, Japan;
“Department of Urology, Nishinomiya Municipal Central Hospital, Japan;
°Department of Urology, Joyo Ejiri Hospital, Japan; °Department of
Hepatology, Hyogo College of Medicine, Japan

Background: Hepatitis C virus (HCV) infection is a serious problem for kidney
transplant patients, with a rate reported to be as high as approximately 10% in
those on HD or who have undergone kidney transplantation in Japan. Interferon
and ribavirin have been administered in the past, those treatments are now
limited because of low efficacy and poor tolerability. Recently, new anti-HCV
agents known as direct-acting antiviral agents (DAAs) were approved for use in
Japan and have demonstrated high anti-HCV efficacy with a SVR. However,
few studies of kidney transplant recipients who received DAAs treatment have
been reported, because of drug interaction with calcineurin inhibitors as well as
limited usage in patients with renal deterioration. In the present study, we
examined the safety and effectiveness of DAAs for kidney transplant recipients
in Japan.

Materials and Methods: 12 HCV-infected kidney transplant recipients were
treated with DAAs. Their median age was 62 years and the average post-
transplant period was 13.5 years, while the median eGFR was 60 ml/min. One
patient had HCV genotype 2 and the others had genotype 1b. DAAs were
administered as follows; the combination of ledipasvir + sofosbuvir was given
to 8 and that of daclatasvir + ribavirin was given to 2, while 1 patient received
sofosbuvir + ribavirin and 1 received ombitasvir + paritaprevir + ritonavir. We
analyzed SVR rates, graft function, and adverse effects these patients.
Results: All patients except 1 achieved SVR at 24 weeks and 1 patient
receiving SOF/RBV could not finish treatment because of anemia. No
significant changes in eGFR were observed following DAAs treatment.
Calcineurin inhibitor trough levels did not significantly change during therapy
in 11 patients, while the patient who received OBV/PTV/r required CSA
adjustment.

Conclusion: The present study findings suggest that interferon-free DAA
therapy can be safely administered to HCV-infected kidney transplant recip-
ients in Japan with good effectiveness.

Clinical Liver Infection

BOS230 | HEPATITIS C CORE ANTIGEN TESTING IS A RELIABLE

METHOD TO MONITOR ALL-ORAL THERAPY IN LIVER
TRANSPLANT RECIPIENTS

Malte H. Wehmeyer, Sven Pischke, Susanne Polywka, Sabine Stauga,
Melanie Lang, Bjorn Nashan, Ansgar Lohse, Martina Sterneck
University Hospital Hamburg Eppendorf, Germany

Aim: Here we investigated the diagnostic fidelity of HCV-core antigen assay
for monitoring HCV therapy with direct acting antivirals in liver transplant
recipients.

Methods: 45 transplant recipients treated with 48 direct acting antiviral
(DAA)-based treatment courses were included in the study. Throughout and
after end of treatment HCV-RNA and HCV-core antigen levels were assessed
by PCR and immunoassay, respectively. Correlation between both tests was
evaluated by linear regression (Pearson). Univariate analyses (Fisher's exact
test, t-test and Mann-Whitney U-test, each were applicable) were performed to
identify predictors of sustained virological response 12 weeks after end of
treatment (SVR12).

Results: Of the 44 patients treated 19.4% had graft cirrhosis and 79.8% were
treatment experienced. Patients received the following treatment regimen:
SOF/LDV + RBV (n= 19), SOF/RBV (N = 12), SOF/SMV + RBV (n = 11),
SOF/DAC + RBV (n=4), SOF/Peg-IFN/RBV (n= 1) and SMV/DAC/RBV
(n = 1). There was a strong correlation between HCV-RNA and HCV-coreAg
levels in the entire cohort (r = 0.8279; p < 0.001) and in the subgroup of
patients treated with SOF/LKDV (r = 0.8756; p < 0.001). SVR12 was achieved
in 44/48 treatment courses (91.7%) and in all 19 patients treated or re-treated
with SOF/LDV. Three patients treated with SOF/RBV experienced a relapse
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and one patient treated with SOF/SMV/RBYV discontinued therapy prematurely.
Therapy duration until HCV-coreAg negativity was significantly associated with
SVR12 (p = 0.005). HCV-coreAg negativity, but not undetectable HCV-RNA at
treatment week 2 predicted SVR12 (p = 0.046 and 1).

Conclusion: HCV-coreAg testing is a reliable and inexpensive method for
monitoring DAA therapy in transplant recipients with a HCV re-infection of the
graft.

BOS232 | PRE-EMPTIVE POST- LIVER TRANSPLANT (LT) HCV

TREATMENT WITH DAAS: PROOF OF CONCEPT OF A
PILOT STUDY

Luisa Pasulo’, Chiara Mazzarell?, Claudia legri’, Luciano De Carlis®,
Raffaella Vigano®, Francesca Donato®, Giorgio Rossi®, Alberto Zanetto®,
Sara Shalaby®, Stefano Fagiuoli’, Luca Bell?

"Division of Gastroenterology, Hepatology and Transplantation, Papa Giovanni
Xxiii Hospital Bergamo, Italy; ?Division of Gastroenterology, Ca’ Granda
Niguarda Hospital, Milan, Italy; ®Division of Surgery, Ca’ Granda Niguarda
Hospital, Italy; “Division of Gastroenterology, Ircss Policlinico Milan, Italy;
SSurgery Department, Ircss Policlinico Milano, Milan, Italy; *Multivisceral
Transplant Unit, University Hospital of Padua, Italy

Background and Aims: The adoption of a “true” pre-emptive treatment with
DAA has never been explored so far. In our pilot study, SOF + RIBA were
administered starting on the day of transplant surgery.

Aim: To evaluate feasibility, safety and efficacy of a Sofosbuvir plus ribavirin
post-LT preemptive regimen.

Methods: 45 consecutive HCV positive patients undergoing LT were
prospectively enrolled for a 24 weeks SOF + RBV treatment. The first dose
of SOF + RIBA was administered at graft implant, through N-G tube; HCV-
RNA was tested at 1st, 2nd, 4th wk and then every 4 weeks until 24th weeks
post-treatment.

Results: The baseline features of recipients/donors are shown in Table 1. At
the time of the analysis, 24/45 reached SVR 12. At week 1, in 9% HCV-RNA
was undetectable (NR), in 75% the viral load was <3 log. All patients achieved
EOT response. At univariate analysis, advanced donor age showed a
statistically significant correlation with viral load decay (slope: —0.02; correla-
tion: —0.34; r-squared: —0.12; p = 0.04). By ITT analysis, SVR12 was 92% (2
relapses, both due to RBV withdrawal during treatment: 1 voluntary and 1 due
to anemia). Five patients died for complications unrelated to DAA treatment
during the post-operative period and 1 patient died for fibrosing cholestatic
hepatitis after relapse. Acute rejection occurred in 12.1%. The peak of
incidence of anemia (Hb < 9 g/dl) occurred at week 2 in 23% of patients);
Blood transfusions (BT) were the first supportive care option followed by
erythropoietin; from treatment week 12 no more transfusion were needed.
Conclusions: Our pilot study shows that a preemptive treatment strategy is a
feasible strategy: adopting a “sub-optimal” RBV-containing regimen, SVR 12
was obtained in 92% (failures due to RBV-related anaemia). Based upon this
data, a RBV-free regimen could warrant excellent result.

Table 1
Baseline features of recipients.
Age 5250-57)
Male sex (NX) &8t
BMI (kg/m’) u5@m23-1)
Indication for LT
ESLD 55%
HCC 4He
Median MELD at the time of LT 17(14-22)
Median HOV-RNA at the time of LT 48(4-5.1)
Genotype
fa et
ib 3%
3 26¥
4 35%
Experienced (X) LY. 4
Donors features
Median age [95% UCL-LCL) 57(52-7)
Anti-Hbce (NX) 6%
Median coid ischemia time 467 (360-506 min)
IMmuNoSUPPression repimen
FX 45%
Cyclosporine S5%
Median ribavirin dose at the st 1000 mg/day
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BOS233 EFFICACY AND TOLERABILITY OF INTERFERON-FREE

REGIMENS FOR HEPATITIS C TREATMENT IN KIDNEY
TRANSPLANT RECIPIENTS: TWO YEARS OF
EXPERIENCE

Joana Rocha’, Carla Moreira’, Andreia Campos’, Sofia Cerqueira®,

Rui Castro?, Sofia Pedroso’, Manuela Almeida’, Josefina Santos’,

Leonidio Dias’, La Salete Martins’, Antdnio Castro Henriques’,

Presa Ramos®, Isabel Pedroto®, Teresa Morgado®, Antdnio Cabrita’
"Nephrology Department, Centro Hospitalar Do Porto, Portugal: °Nephrology
Department, Centro Hospitalar De Tras-Os-Montes E Alto Douro, Portugal;
3Hepatology Department, Internal Medicine, Centro Hospitalar De Tras-Os-
Montes E Alto Douro, Portugal; *Gastroenterology Department, Centro
Hospitalar Do Porto, Portugal

The development of direct-acting antiviral agents (DAAs) has allowed treating
hepatitis C (HCV) in kidney transplant recipients (KTR) but data is limited.

We performed a retrospective analysis of KTR from our center with HCV
treated with DAAs. Sustained virologic response (SVR) was defined as
negative viral load (NVL) at 12 weeks post therapy.

We evaluated 19 KTR (57 + 9 years old, 68% male) with a follow-up of
16 + 6 months [2-26]. Four patients were diabetic and 16 were hypertensive.
In all cases the graft was from a deceased donor and 6 had a second or third
graft. Engraftment occurred 14 + 8 years before [1-26]. Immunosuppression
comprised FK506+ mycophenolate mofetil (MMF) + prednisolone (PDN) in 7
of the cases, cyclosporine A (CSA) + PDNin 5, CSA + MMF + PDNin 3, CSA
monotherapy in 2 and FK506+ sirolimus in 1. The HCV load was log 6.2 + 1.4
[1.6-7.4]. Ten patients presented genotype 1b, 5 genotype 1a and 4 genotype
3a. The FibroScan score was 1in 8,2in 3, 3in 4 and 4 in 4 patients. In 3 cases
previous treatment with peginterferon was ineffective. The most commonly
used DAAs regimen was sofosbuvir/ledipasvir (n = 13), followed by sofosbu-
vir + ribavirin (n = 3), ombitasvir/paritaprevir/ritonavir (n = 1), sofosbuvir/da-
clatasvir + ribavirin (n=1) and ombitasvir/paritaprevir/ritonavir + dasabuvir
(n=1). The majority (95%) of patients had NVL at week 2 and all had NVL at
the end of therapy. All achieved SVR. Graft and patient survival at last follow-up
was 100%. A total of 8 cases (42%) worsened graft function and 3 (16%)
increased proteinuria during or shortly after end of treatment. Only one had T-
cell mediated rejection and treatment was suspended at week 3. In 10 patients
calcineurin inhibitor (Cl) dose adjustment was needed. Four patients on
ribavirin needed exogenous erythropoietin. One patient with ascites switched to
daclatasvir.

Conclusion: Our preliminary data support that DAAs are effective in KTR.
Graft function and CI serum levels should be closely monitored.

Clinical Others Other

BOS234 | IMMUNOSUPPRESSION THERAPY DURING

TREATMENT OF CHRONIC HCV INFECTION WITH NEW
ANTIVIRAL DRUGS IN LIVER AND KIDNEY
TRANSPLANT RECIPIENTS

Joanna Musialik’, Aureliusz Kolonko', Henryk Karkoszka’,

Katarzyna Kwiecieri!, Ewa JeDrusik®, Andrzej WieCek'

"Dept. of Nephrology, Transplantation and Internal Diseases, Medical
University of Silesia in Katowice, Poland; Dept. of Instrumental Analysis, Div.
of Statistics, Medical University of Silesia in Katowice, Poland

Background: Interferon-free regimens are now considered as a treatment of
choice in patients after organ transplantation with chronic hepatitis C (CHC),
however influence of these new drugs on blood concentration of calcineurin
inhibitors (CNIs) is not well explored. The aim of the study was: (1) to analyze
the changes of tacrolimus (Tc) or cyclosporine A (CyA) blood trough level (TcO
and CyAO resp.) during therapy of CHC based on sofosbuvir (SOF) in kidney or
liver transplant recipients (KTR, LTR) (2) to assess the safe frequency of Tc
administration based on blood TcO during first three months of 3D regimen
(paritaprevir/ritonavir/ombitasvir plus daclatasvir) in LTR.

Material and Methods: 64 HCV-infected patients (35 KTR, 29 LTR), were
included to the study. In SOF-group, before the administration of first doses of
antiviral drugs and after 4, 8 and 12 weeks of therapy, blood TcO (in 29 pts) or
CyAO (in 20 pts) was determined. Daily CNIs dosage was adjusted according
to the current blood levels of CyA or Tc. In 3D-group, on days 3, 7, 10, 14, 28,
56, 84, the blood TcO was evaluated and the optimal frequency of Tc
administration was calculated.

Results: In SOF-group, a significant decrease (p < 0.001) of initial blood TcO
(—43.8 + 15.7%) and CyA0 (—51.1 + 14.8%) was found. The mean blood Tc0
decreased from 7.7 + 1.7 ng/ml at the beginning to 4.3 + 1.7 ng/ml during
treatment and mean blood CyAO decreased from 111.1 + 35.2 ng/ml to
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50.7 + 14.1 ng/ml and in majority of pts, described changes were already
found after the first month of therapy. In 3D-group, in all pts during first two
months of therapy, the safe frequency of Tc administration was determined
(mean interval between the doses was 8, 9 days; range 7-14 days).
Conclusions: 1. SOF-based therapy leads to the significant decrease of
CyAO and Tc0 and early modification of CyA and Tc dosage is mandatory 2.
Frequency of Tc administration should be individually established during the
antiviral therapy with 3D regimen.

Clinical Kidney Infection

BOS235 | SOFOSBUVIR-CONTAINING ANTIVIRAL TREATMENT

FOR CHRONIC HEPATITIS C VIRUS INFECTION IN
RENAL TRANSPLANT RECIPIENTS: A SINGLE-CENTER
INITIAL EXPERIENCE

Jian Zhang, Jun Lin, Ye Tian
Beijing Friendship Hospital, Capital Medical University, China

Background: The treatment of HCV infection in renal transplant recipients is
always a dilemma before the development of direct-acting antiviral agents.
Recently, Sofosbuvir-containing regimen has been used for the treatment of
chronic HCV infection. But little is known about the efficacy and safety for
infected renal transplant recipients.

Methods: Single-center and retrospective study of HCV-infected renal
transplant recipients receiving Sofosbuvir with Ledipasvir or Daclatasvir was
conducted. All patients were separated into two groups. Group 1 included
seven patients with renal allograft failure who received a low-dose Calcineurin
inhibitor-based regimen. Group 2 included eleven patients with functioning
renal allograft who received a higher-dose Calcineurin inhibitor-based regimen
than group 1.

Results: Six (85.7%) patients were infected by HCV genotype 1b in group 1
and eight (72.7%) patients in group 2. Others were infected by genotype 2.
Median treatment duration was 12 (12-24) weeks. All patients achieved on-
treatment response, with a mean time of 2.3 + 1.3 weeks in group 1 and
1.6 + 0.5 weeks in group 2. No one was re-infected in both groups and all
patients achieved sustained virological response at 12 weeks after treatment
cessation. In group 1, nausea was occurred in one patient (14.3%) and
transient bilirubin elevation was occurred in one patient (14.3%). In group 2,
mild edema of lower limbs was occurred in three patients (27.3%) and transient
bilirubin elevation was occurred in one patient (9.1%). Transient serum
creatinine elevation was occurred in two patients (18.2%) with abnormal renal
function. All adverse events were CTCAE grade 1 and recovered after
treatment cessation.

Conclusions: Treatment with Sofosbuvir-containing regimen in HCV infected
renal transplant recipients is highly effective and well tolerated, which offers a
new era for the effective treatment of a variety of transplant recipients suffering
from chronic HCV infection.

Clinical Liver Infection

BOS236 | INFLUENCE OF DAA TREATMENT ON WAITLISTING

AND TRANSPLANT RATE (TR) FOR HCV-RELATED
LIVER DISEASE: PRELIMINARY RESULTS OF A SINGLE
CENTER EXPERIENCE

Claudia legri’, Luisa Pasulo’, Anna Baldan, Michele Colledan?, Maria
Grazia Luca’, Domenico Pinell?, Arianna Ghirardi®, Stefano Fagiuoli’
"Division of Gastroenterology, Hepatology and Transplantation, Papa Giovanni
Xxiii Hospital, Bergamo, Italy; °Department of Surgery, Papa Giovanni XXxiii
Hospital, Bergamo, ltaly; >From Foundation, Papa Giovanni Xxiii Hospital,
Bergamo, ltaly

Background and Aim: The availability of DAAs has allowed the treatment of
HCYV infection in the setting of OLT either before, during the waiting period and
after LT. Therefore, a reduction of HCV prevalence, a relative increase of HCV
transplant for HCC rather than ESLD and increasing waitlist removal for
improvement should be expected. We aimed to assess the prevalence of HCV-
related listed and transplanted pts from 2005 to 2016 and the improvement rate
(IR).

Methods: From Jan 2005 to Dec 2016, 823 pts were consecutively listed at
our centre (76% were transplanted). We identified 3 groups (G): GA-IFN age
(2005-2011); GB-First Generation DAA (2012-2014) and GC-Second gener-
ation DAAs (2015-2016). Data were retrospectively analyzed.

Results: The mean prevalence of pts listed for HCV (both ESLD + HCC) in
GC (31%) was lower than in the other group, although the difference was not
significant (GA vs. C: p = 0.61; GB vs. C: p = 0.06). A decreasing number of
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pts listed for HCV-ESLD (GA: 38%; GB: 42%; GC: 32%) and an increase of
HCV-HCC (GA: 54%; GB: 55%; GC: 58%) was observed in the last two years
(p=ns). 219 pts were transplanted for HCV-related liver disease. The TR for
HCV-ESLD was stable during the observation (from 30%-GB-up to 36%-GC,
p = 0.5). The TR for HCV-HCC was significantly lower in GC (50%) than in GB
(56%; p = 0.02). The ratio HCV-OLT/overall listed pts achieved a nadir in GC
(20%) significantly lower than in GB (33%; p = 0.008) and GA (28%; p = 0.056;
GC vs. GA + B-29%,; p = 0.02). The ratio HCV-OLT/HCV-listed pts showed a
progressive decrease with a significant difference between GA and GC (GA:
79%; GB: 69%; GC: 61%; GA vs. C: p = 0.02; GB vs. C: p = 0.09; GA vs. B:
p = 0.09). The IR of HCV waitlisted pts in the last 2 years was higher than in the
others (GC: 15%-all DAA treated-vs GB: 1%; p = 0.02) vs. GA (7%; p = 0.07).
Conclusions: Our data shows a clear trend toward an overall reduction of
HCV prevalence in pts listed per OLT after just 2 years of DAAs, with a relative
increase of HCC rather than ESLD. The IR observed in waitlist treated pts is
consistent with the recent literature.

BOS237 | EFFICACY AND SAFETY OF DIRECT ACTING

ANTIVIRALS THERAPY IN HEPATITIS C REACTIVATION
POST LIVER TRANSPLANTATION

Joanna Musialik!, Marta Wawrzynowicz-Syczewska®, Maciej Miarka®,
Slawomir Rejowski®, Joanna Raszeja-Wyszomirska®, Henryk Karkoszka’,
Katarzyna Rotter*, Krzysztof Simon®, Ewa JeDrusik®, Piotr Milkiewicz®,
Andrzej WieCek’

"Dept. of Nephrology, Transplantation and Internal Diseases, Medical
University of Silesia in Katowice, Poland; ?Dept. of Infectious Diseases,
Hepatology and Liver Transplantation, Pomeranian Medical University in
Szczecin, Poland; SLiver and Internal Medicine Unit, Dept. of General,
Transplant and Liver Surgery, Medical University of Warsaw, Poland; *Dept. of
Infectious Diseases and Hepatology, Medical University in WroctAw, Poland;
°Dept. of Instrumental Analysis, Div. of Statistics, Medical University of Silesia
in Katowice, Poland

Background: Interferon-free therapies became treatments of choice in
subjects with HCV reducing the problem of graft dysfunction after the
recurrence of hepatitis C virus (HCV) post liver transplantation (LTx). Here
we analyze our experience with DAAs (direct acting antivirals) in liver recipients
(LR) treated in four Polish liver transplant centers since the end of 2015.
Material and Methods

146 LR (68% males, mean age 56+10 years, median time after LTx:
2 years, 28% cirrhotics, 48% non-responders, median viremia of 1.8x106 U/
ml) predominantly infected with GT1b (90.2%) followed by GT4 (4.2%), GT3
(8.5%) and GT1/1a (2.1%) were included. 73% of pts were treated with
sofosbuvir-based therapy (SOF/ledipasvir + ribavirin (RBV) for GT1 and GT4
and SOF/RBV for GT3) and 27% of pts with 3D regimen (paritaprevir/ritonavir/
ombitasvir + daclatasvir + RBV) for GT1 and GT4. The effectiveness of
therapy was analyzed by assessing of end-therapeutic response (ETR) and
sustained virologic response (SVR12/24) defined as an undetectable serum
HCV RNA level at the end of therapy and after 12 or 24 weeks after treatment,
resp.
Results: ETR was achieved in 99% (n = 135) and SVR12/24, 97% (n = 99)
of pts. SVR12/24 in SOF (n = 63) and 3D (n = 36) group was 97% in both
groups. In GT1b group, 99% and 96% of pts achieved ETR and SVR12/24
resp. The therapy was stopped in 5 pts (liver failure, hepatotoxicity, deterio-
ration of kidney function, recurrent vomiting). Weakness (34%), fatigue (30%)
and headache (18%) were the most common adverse events. Frequency of
tacrolimus (Tc) administration was individually established during the therapy
with 3D regimen and mean interval between the doses was 9 days (range 7—
14 days). In SOF group the correction of Tc dose was necessary in 38% of pts
and increasing the dose of Tc was required 83% pts.
Conclusions: Therapy with DAAs in liver transplant recipients is safe and
highly effective. Immunosuppression therapy has to be closely monitored and
adjusted during and after therapy.

Clinical Kidney Metabolic complications

BOS238 ROLE OF PARICALCITOL IN DEVELOPMENT OF

DIABETES MELLITUS AFTER KIDNEY
TRANSPLANTATION

Ivana Dedinska, LUdovit Laca, Juraj Miklusica, Peter Galajda, Marian Mokan
University Hospital in Martin and Jessenius Faculty of Medicine Comenius
University, Slovakia

Introduction: Diabetes mellitus after transplantation is a frequent and serious

complication in organ transplantations (PTDM). One of the possible risk factors
for development of PTDM is proteinuria.
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Materials and Methods: In the group of 167 patients — non-diabetic, we
identified several risk factors for PTDM (body mass index, proteinuria, age at
the time of transplantation, and positive family history). In stage two of
monitoring both the control group and the group of PTDM patients, we
determined also the following: the value of intact parathormone, the value of
calcium, phosphorus, D vitamin, and type of treatment (cholecalciferol,
cinacalcet, paricalcitol).

Results: In the homogenous group of patients, from the aspect of immuno-
suppression, we detected the following risk factors for PTDM: D vitamin
<30 ng/ml [HR 1.3167; 95% CIl 1.0057-1.8741 (p = 0.0322)], proteinuria >
0.15 g/day [HR 3.0785; 95% Cl 1.6946-5.5927 (p = 0.0002)], phosphorus at
the time of transplantation > 1.45 mmol/l [HR 0.0821; 95% CIl 0.0042-1.5920
(p = 0.0439)] — Table 1. We found out that the significantly lowest proteinuria
and the lowest occurrence of PTDM was recorded in the patients who took
paricalcitol (p < 0.0001) before and after transplantation. In the group of
patients with and without proteinuria, there was no significant difference
between the treatment by ACEI or sartans (p = 0.8955).

Conclusion: In our group, proteinuria and hyperphosphatemia represent an
independent risk factor for development of PTDM. A significantly lowest
occurrence of PTDM and proteinuria was recorded in the group of patients who
were treated by paricalcitol.

BOS239 | SODIUM/GLUCOSE COTRANSPORTER 2 (SGLT2)

INHIBITOR FOR DIABETIC KIDNEY TRANSPLANT (KT)
PATIENTS

Jin Kong’, Chul Yoon?, Eun Whang?, Hyuk Kwon?, Sung Son?, Joon Jeong®
"Nephrology Division, Hanseo Hospital, Korea; °Hanseo Hospital, Korea

SGLT2 inhibitor is a newly introduced hypoglycemic drug that inhibits glucose
reabsorption at proximal tubule. A recent RCT in CKD patients showed a long-
term renoprotective effect, by a decrease in hyperfiltration as a consequence of
increased distal sodium delivery with tubuloglomerular feedback (NEJM
375:323, 2016). This result seems relevant to KT patients where reduced
nephron mass may suffer from hyperfiltration that jeopardizes long term graft
survival. But the experience of this drug in KT patients is limited and there are
concerns of acute graft dysfunction largely due to volume depletion by osmotic
diuresis and lower urinary tract infection. The aim of this study is to evaluate the
safety and efficacy of SGLT2 inhibitor in KT patients.

Twenty-five KT patients were treated with dapaglifiozin 5 mg/d. Three
patients had type 1 DM and 7 had NODAT. Sixteen patients were on insulin with
or without oral agents. Median posttransplant months were 72 (9-262).
Diuretics were stopped before the initiation of study drug.

Baseline HbA1c was 7.9 + 1.3%, decreased significantly at 3 (7.4 + 1.1%,
p = 0.01) and 6 (7.4 + 1.0%) months (M). Body weight decreased significantly
from 72.2 + 22.1 to 68.1 + 22.0 (p = 0.000) kg at 12 M. Two patients could
stop insulin and another 4 patients could reduce >20% dose of insulin. eGFR
did not change significantly (71.1 + 20.1 ml/min at baseline, 71.5 + 25.8 at
12 M). Clinically apparent acute graft dysfunction was not observed. Office
blood pressure also was not changed significantly but 10 of 24 patients had a
decrease in number and/or dose of anti-hypertensives. No significant change in
urine albumin-creatinine ratio at 1 year. Six patients discontinued study drug
due to acute cystitis in 2, weight loss in 1 and lack of efficacy in 3.

SGLT2 inhibitor seems to be beneficial in glucose control of KT patients,
with acceptable safety profile. Further studies are clearly needed to determine
the possible long-term renoprotective effect in this patient population.

Clinical Kidney Cardiovascular complications

BOS240 | THE PREVALENCE AND PREDICTORS OF AORTIC

ROOT DILATATION IN PATIENTS AFTER KIDNEY
TRANSPLANTATION

Maciej Szymczak', Marta Obremska®, Maria BoratyriSka’, Dorota Zysko®,
Marian Klinger’

"Department and Clinic of Nephrology and Transplantation Medicine, Wroclaw
Medical University, Poland; 2Department and Clinic of Cardiac Surgery,
Wroclaw Medical University, Poland; *Department and Clinic of Emergency
Medicine, Wroclaw Medical University, Poland

Background: The aim of this study was to assess the prevalence of enlarged
aortic root (AR) and compare the effect of immunosuppressive (IS) regimens
based on either mammalian target of rapamycin inhibitors (mTORIi) or
calcineurin inhibitors (CNI) on the risk of aortic root dilatation (ARD) in renal
transplant patients (pts).

Methods: The study included 102 kidney transplant recipients. Pts with a
valvular disease were excluded. The remaining 90 pts were divided into 2
groups: 40 pts treated with mTORI and 50 pts treated with CNI. Echocardio-
graphy, laboratory and clinical markers of cardiovascular risk (CR) were
assessed in both groups. We calculated predicted ARD for each patient
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according to the equation for adults subjects published bé/ Devereux et al.:
2.43 + [age (years) x 0.009] + [body surface area (m<) x 0.461] — [sex
(1=M2=F) x 0.267]

Results: The enlargement of ARD in comparison to the predicted value of
ARD was found in 66 pts (73%). It was more frequent in pts treated with mTORi
(80%) than CNI (68%) (p < 0.05). Moreover, patients treated with mTORi had
significantly larger ARD (p = 0.001), higher left ventricular (LV) diastolic
(p = 0.04) and systolic diameter (p = 0.01) than patients on CNI. The incidence
of cardiovascular disease (p = 0.04), level of total cholesterol, LDL, triglyc-
erides (p < 0.02), were higher and time of renal replacement therapy (RRT)
was longer among pts treated with mTORi (p < 0.003). There were no
differences in age, gender, and other clinical parameters between the groups.
The multivariate analysis revealed that enlargement of ARD was independently
associated with IS regimen based on mTORi (p < 0.002) and not associated
with time of RRT and other examined CR factors.

Conclusion: The prevalence of ARD was high in kidney transplant pts. Extent
of enlargement of AR diameter associated with higher LV systolic diameter was
greater in pts with 1S therapy based on mTORi.

Clinical Kidney Metabolic complications

BOS241 THE EFFECT OF URIC ACID LEVELS ON SURVIVAL IN

KIDNEY TRANSPLANT RECIPIENTS

Shuo-Ming Ou, Der-Cherng Tarng
Taipei Veterans General Hospital, Taiwan

Background: Uric acid (UA) has been linked to hypertension, coronary artery
disease and renal dysfunction. However, no specific data on the relationship
between serum uric acid and kidney transplant recipient survival remains
limited and deserves further investigation. The aim of study is to compare
clinical outcomes in different category levels of uric acid in kidney transplant
recipients.

Methods: We conducted a hospital-based cohort study using data from the
period 2010-2015. All participants were stratified into four groups: Those with
low UA levels (<6.0 mg/dl), normal UA levels (6-6.9 mg/dl), modestly elevated
UA levels (7-7.9 mg/dl), and elevated UA levels (>8.0 mg/dl). Cox models
were used to estimate hazard ratios (HR) of all-cause mortality, after adjusting
for underlying demographic covariates.

Results: This study included 742 kidney transplant recipients. Compared with
the reference of UA 6-6.9 mg/dl, overall mortality risks were significantly
highest in the high UA of 7-7.9 mg/dl (HR, 2.63; 95% confidence interval [Cl],
1.20-5.93). Kaplan-Meier curves found that subjects with high and modestly
high UA levels were associated with a higher risk of all-cause mortalities
compared to those with normal or low UA levels.

Conclusions: Compared to low or normal UA levels, high uric acid levels
were associated with a higher risk of all-cause mortality.

HR (95% Cl) HR (95% Cl)

HR (95% Cl)

UA levels Model 1 Model 2 Model 3
<6 0.87 (0.42-1.88) 0.84 (0.41-1.83) 0.75 (0.35-1.67)
6-6.9 Reference Reference Reference
7-7.9 2.63 (1.20-5.93) 2.35 (1.07-5.33) 2.35 (1.06-5.32)
>8 3.11 (1.25-7.53) 3.89 (1.56-9.50) 3.18 (1.15-8.30)
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BOS242 | HIGH LEVELS OF PARATHYROID HORMONE AFTER

ONE MONTH OF RENAL TRANSPLANTATION ARE
RELATED TO LONG TERM GRAFT LOSS

Carlo Alfieri, Maria Teresa Gandolfo, Valentina Binda, Donata Cresseri, Maria
Rosaria Campise, Anna Regalia, Maria Meneghini, Evaldo Favi,

Mariano Ferraresso, Piergiorgio Messa

Kidney Transplantation Fondazione Irccs Ca” Granda Ospedale Maggiore
Policlinico, Italy

Background: Renal transplantation (RTx) only partially corrects certain
metabolic alterations, especially in mineral metabolism (MM). Our study aims
to examine the effect of RTx during the 1st year of RTx on MM parameters and
to evaluate the factors mostly related to long term graft outcome.
Material and Methods: In 531 RTx pts (age: 48[39; 58] years — 303 males),
transplanted in our unit between 2004 and 2014, clinical parameters, blood and
urinary samples were collected before RTx and at 1, 6, 12 months after RTx.
Median follow up was 7[2-12] years.
Results: Eighty-four percent of patients received a kidney from a deceased
donor; 72% and 20% of patients were respectively treated with haemodialysis
and peritoneal dialysis before RTx. Time of dialysis was 48[30-71] months. In
the overall cohort MM parameters before RTx were: Ca 9.3[8.8-9.8] mg/dl, P
5.0[4.05-5.85] mg/dl, iPTH 205[123-443] pg/ml, ALP 106[66-170] U/l. Cold
ischemia time (CT) was 13[11-16] h. In 13% of patients DGF was reported, and
13% of patients had at least one episode of rejection during the 1st year of RTx.

During the first year of RTx 6% of patients received cinacalcet. Thirty-five
percent of patients were treated with active vitamin D, whereas in 11% of
patients were supplemented with natural vitamin D alone. In the 1st year of
RTXx, a significant reduction of iPTH levels was observed (Figure 1—p = 0.005).
In the course of the follow up time, 66 pts restarted dialysis (D+). Compared to
patients with a functioning graft (D—), D+ had longer CT (p = 0.01) and at the
three time points considered, worst renal function, higher levels of urinary
protein excretion and of iPTH. A significant difference in 1st year rejection
prevalence was found (p = 0.001) between the two groups. In multivariate
analysis only iPTH at 1st month and not iPTH at 12th month resulted
independently related with graft loss (p = 0.03).

Using ROC curve, we evaluated the discriminatory power in predicting graft
outcome for: 1st month eG

PTH (pg/mL)
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BOS243 | THE INCREASING CLINICAL BURDEN OF ACUTE

KIDNEY INJURY IN NON RENAL SOLID ORGAN
TRANSPLANT RECIPIENTS: A 15 YEAR
RETROSPECTIVE ANALYSIS

Vincenzo Cantaluppi’, Alessandro Domenico Quercia’, Sergio Dellepiane®,
Gabriele Guglielmetti’, Marco Quaglia’, Marta Mora’, Umberto Morosini’,
Luigi Biancone®

Scdu Nephrology and Renal Transplant Unit, University of Eastern Piedmont,
Aou “Maggiore Della Carita”, Novara, Italy; 2“A. Vercellone” Kidney
Transplantation Unit and Centre for Experimental Medical Research ©°™,
University of Torino, San Giov, ltaly

Introduction: Acute kidney injury (AKI) is a frequent complication in critically
ill patients admitted to intensive care units complicated by high mortality and
progression toward chronic kidney disease (CKD). Only few studies evaluated
AKIl incidence in non renal solid organ transplant (NRSOT) recipients. Aims of
the study: (1) a 15-year retrospective analysis of AKI incidence in nrsot; (2) to
identify the impact of aki on outcome and progression toward CKD.

© 2017 The Authors
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Methods: Retrospective analysis of the percentage of nrsot in AKI population
treated by renal replacement therapies (RRTS). Evaluation of rifle and sofa
scores and severity index ATN_ISS at rrt start. Evaluation of the percentage of
aki requiring rrt in nrsot population and for single transplanted organ (liver, heart
or lung graft). renal function: evaluated at 30 days.

Results: In 2000-2015, we treated by RRT 2756 critically ill patients with AKI
(12416 total sessions). nrsot recipients: 402/2756 (14.6%). We treated by RRT
10.8% of all patients subjected to liver transplantation, 27.5% of heart
transplanted patients and 26.2% of lung transplanted patients. nrsot patients’
characteristics: age 59.2 years (SD 7.6), male 62.5%, serum creatinine
3.76 mg/dl (SD 1.34), number of organ failures 3.7 (SD 1.87) and ATN_ISS
score 0.68 (SD 0.16). main cause of aki in nrsot patients was sepsis (52.5%),
associated with high mortality, multiple organ failures and difficult management
of the immunosuppression. Overall mortality in nrsot patients was 42.6%
(38.5% for liver, 48% for heart and 41.5% for lung transplant recipients,
respectively). Mean serum creatinine at the end of the study period: 2.43 mg/dI
(2.06 mg/dlin liver, 2.42 mg/dl in heart and 2.82 mg/dl in lung graft recipients).
Results: In conclusion, our 15-year retrospective analysis revealed a contin-
uous increase of AKI incidence in the nrsot population. The main cause of AKI
was sepsis which was associated with high mortality and with progression
toward ckd in survivors.

Clinical Liver Cardiovascular complications

BOS244 | PRE AND EARLY POST TRANSPLANT RISK FACTORS

OF CARDIOVASCULAR EVENTS AFTER LIVER
TRANSPLANTATION

Lydlia Sastre, Gonzalo Crespo, Raquel Garcia, Pablo Ruiz, Jordi Colmenero,
Antoni Rimola, Miquel Navasa
Liver Unit, Hospital Clinic, Spain

Background: Cardiovascular events (CVE) are among the most important
causes of death after liver transplantation (LT), and their incidence is expected
to increase in the next years. Risk factors for CVE have not been extensively
investigated. We aimed to describe the incidence of CVE during the first year
after LT, as well as to evaluate pre-transplant and early post-transplant risk
factors.

Methods: We retrospectively evaluated all patients who underwent LT at our
centre between January 2012 and December 2015. Cardiovascular risk factors
before transplantation and during the first year after LT were studied, as well as
immunosuppressive therapy and graft and kidney function during transplant
admission. Major cardiovascular events (coronary artery disease, cerebrovas-
cular disease, heart failure, peripheral artery disease, arrythmia) were
recorded.

Results: 257 LT recipients (70% male, median age 57 years, median MELD
score at LT 20 points) were included. Before LT, diabetes, arterial hyperten-
sion, dyslipidemia and smoking were present in 24%, 24%, 10% and 54% of the
cohort, respectively. All risk factors except smoking significantly increased
during the first year after LT. Eleven patients (4%) presented major CVE during
the first year after LT. The number of pre-transplant risk factors was
significantly associated with the incidence of CVE one year after LT, ranging
between 2% for those with 0/1 risk factors to 14% for those with 4 risk factors
(p = 0.02). At LT discharge, only the presence of renal failure was significantly
associated with CVE (OR 4.3, p = 0.026).

Conclusion: Pre-transplant cardiovascular risk factors have a significant and
additive impact on the development of CVE during the first year after LT, while
the presence of renal failure during LT admission is also associated with CVE.
Our results would support the investigation of the impact of renal-sparing
immunosuppressive regimens in the incidence of CVE, particularly in patients
with pre-LT risk factors.

Clinical Liver Metabolic complications

BOS245 | PREDICTORS OF POST-TRANSPLANT SEVERE

STEATOSIS IDENTIFIED BY FIBROSCAN WITH
CONTROLLED ATTENUATION PARAMETER

Speranta lacob, Irinel Popescu, Liana Gheorghe
Fundeni Clinical Institute, Romania

Background: The prevalence of post-transplant metabolic syndrome varies
from 44% to 58%. The rates of steatosis and steatohepatitis are 20% and 32%,
respectively. However, data about modern noninvasive liver graft assessment,
such as transient elastography (TE) and controlled attenuation parameter
(CAP), in order to detect hepatic steatosis are limited.

Vol. 30 (Suppl. 2), 165-346 235



Abstracts of the 18th Congress of the European Society for Organ Transplantation

Methods: We characterized 44 LT recipients by TE and CAP and correlated
the results with clinical and biochemical risk factors. Multiple regression
analysis was performed. The cut-off value used for S3 steatosis was 300 dB/m.
Results: There were 30 men (68.2%), median age 58 years, median time
since LT 35.1 months; 29 patients had cured HCV following therapy with DAA
after LT and 15 patients were transplanted for other liver diseases. At TE the
median liver stiffness value was 5.6 kPa and the median CAP was 289.5 dB/m.
There is a moderate correlation between APRI score and liver stiffness (r = 0.5,
p = 0.001). Independent predictors for severe steatosis S3 after LT were: high
BMI (p = 0.0004), increased skinfold thickness (p = 0.0008), increased waist
circumference (p = 0.0003), a higher thoracic perimeter (p = 0.004) and
recurrent HCV hepatitis although with sustained virological response
(p = 0.02). None of the biochemical parameters predicted presence of post-
transplant steatosis.

Conclusion: Severe steatosis following LT is more frequent and should be
screened in HCV recipients and with a higher percentage of body fat, even in
the presence of normal biochemical parameters.

BOS247 LIVER TRANSPLANTATION AMELIORATES

ADIPONECTIN DISTURBANCES IN ALCOHOLIC LIVER
CIRRHOSIS

Iva Kosuta, Marijana VucIc LovrencIc, Maro Dragic Evic, Anna Mrzljak
University Hospital Merkur Zagreb, Croatia

Background: Adiponectin (ADN), the most abundant adipose-specific secre-
tory protein, exhibits insulin-sensitizing properties and is thus inversely
correlated with diabetes and metabolic syndrome. Paradoxically, patients with
liver cirrhosis, an insulin resistant state by itself, are observed to have aberrant
ADN serum levels, not associated with parameters of body composition, free
fatty acids or insulin levels. The aim of this study was to explore the dynamics of
standard metabolic parameters and ADN serum levels before and after liver
transplantation (LT) for alcoholic liver disease (ALD).

Methods: A total of 29 consecutive ALD adult patients (mean age
57.44 + 7.98 years, 79.3% male) were included. Patients with overt diabetes
prior to LT were excluded. Parameters (body mass index (BMI), fasting blood
glucose (FBG), glycosylated haemoglobin (HbA1c), insulin sensitivity, insulin
resistance (IR), lipid profile) were evaluated at 3 time points (prior LT, 3- and 6-
months post LT). IR was assessed by the Homeostasis Model Assessment 2
(HOMA-2) model and ADN concentrations were determined by validated
enzyme-immunoassay methods.

Results: LT induced significant metabolic changes, with an increase of FBG,
HbA1c, insulin sensitivity, triglyceride and cholesterol levels (p = 0.018;
p < 0.001; p = 0.009; p < 0.001; p < 0.001, respectively), while a decrease
of c-peptide and insulin levels, beta cell function, IR, and ADN was noted
(p = 0.045; p =0.001; p <0.001; p=0.002; p=0.001, respectively). BMI
was unaffected during the follow-up and no significant metabolic changes were
observed between 3 and 6 months post LT.

Conclusions: LT elicited the reduction of IR with probable consequent
alleviation of beta-cell function and insulin levels. Levels of ADN also
decreased, possibly reflecting re-establishment of adipocytokine homeostasis
significantly affected by cirrhosis. Further studies are needed to elucidate the
complex interplay of adiponectin and metabolic alterations after LT.

BOS248 | UNUSUAL ONSET OF DE-NOVO NEUROLOGIC

DISTURBANCES IN WILSONIAN SIBLINGS AFTER
ORTHOTOPIC LIVER TRANSPLANTATION: A CASE
REPORT OF THREE SISTERS

Mohsen Aliakbarian, Kambiz Akhavan Rezayat, Moslareza Hosseini,
Fariba Tohidinezhad
Mashhad University of Medical Sciences, Iran

Background: Wilson’s Disease (WD) is an autosomal disorder of copper
metabolism which results in progressive liver cirrhosis, neurologic impairment,
and renal malfunction. Although WD is rare in number, it accounts for 6%-20%
of emergency Liver Transplantations (LT) due to its rapid deterioration. This
study is to present two of three sisters with WD who developed severe
neurologic complications after orthotopic liver transplant.

Case Presentation: Three 28, 25, and 19-year-old sisters who were known
cases of WD cirrhosis and normal neurologic status underwent LT from
deceased donors. While the first and third sisters developed severe new-onset
neurologic disabilities 6 and 8 months after transplantation respectively, the
second sibling showed no symptoms. Pre-transplant magnetic resonance
imaging of brain revealed hyperintensity in the bilateral basal ganglia
particularly in the caudate nucleus, putamen, and globus pallidus in T2 and
fluid-attenuated inversion recovery sequences for both involved patients.
Ceruloplasmin, copper, and 24 h urinary copper excretion at diagnosis were 13
and 12.9 (mg/dl), 26 and 32 (ng/dl), and 9 and 21.8 (ug) for the first and third
sisters, respectively. Post-transplant neurologic findings were ataxia, dysar-
thria, dysphagia, sialorrhea, and tremor. In addition, unilateral blepharoptosis
was observed in the youngest sister. Continuous administration of a chelating
agent (mainly zinc sulfate) was considered against copper toxicity. Neurologic
symptoms improved significantly 6-8 months after transplantation.
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Conclusion: Although published literatures indicate that better pre-transplant
conditions appeared to be advantageous in gaining better outcomes of patients
with WD, but close monitoring of neurologic symptoms remains as an important
area during the long-term post-transplant course. Furthermore, as new-onset
neurologic disabilities in WD following LT are not expected, this phenomenon
needs to be more studied in these siblings.

BOS249 | ACUTE KIDNEY INJURY AFTER LIVER

TRANSPLANTATION DOES NOT AFFECT PATIENT’S
MORTALITY

Park Hyung Woo, Eun Ae Byun, Yang Won Nah
Ulsan University Hospital, Korea

Introduction: Acute kidney injury (AKI) after liver transplantation is not
uncommon. Several literatures show greater number of complications and high
mortality rates with AKI after liver transplantation. The goal of this study was to
determine the incidence of AKI during the early posttransplant period and
mortality in patients undergoing liver transplantation in our hospital.

Patients and Methods: We retrospectively reviewed the medical records of
all patients aged >18 years undergoing liver transplantation from March 2002
to September 2013. AKI was defined as an elevation of serum creatinine 1.5
times above the baseline or an absolute serum creatinine level >2 mg/dl. The
exclusion criteria were hepatorenal syndrome at the time of transplantation and
chronic renal failure with hemodialysis before liver transplantation.

Results: Of 70 selected patients, 20 patients (28.6%) developed AKI after
liver transplantation, with 7 patients (35%) requiring renal replacement therapy
(RRT). All the patients with AKI requiring renal replacement therapy could wean
from hemodialysis. 1-year survival rates were 90% without AKI and 80% with
AKI, respectively. But, there were no statistical significance (p = 0.265; odds
ratio, 2.25). Among patients who underwent RRT, the 1-month mortality rate
and the 1-year mortality rate were significantly high compared with the other
remaining patients

Conclusions: There was a high incidence of AKI in patients undergoing liver
transplantation and there was no survival difference between AKI group and
no-AKI group. But the patients who require RRT show significantly low survival.

BOS250 | EXTENDED RIGHT LIVER GRAFT AND THE FATE OF

SEGMENT IV: NO SPLIT DECISIONS

Louis Onghena, Aude Vanlander, Frederik Berrevoet, Roberto Troisi
University Of Ghent, Belgium

Background and Aims: Split-liver transplantation is a curative treatment for
end-stage liver disease with excellent long-term outcomes. The extended right
liver graft is grafted to size-matched acceptors. Choice in dissection plane has
a variable influence on the separate liver grafts and the post-transplantation
outcome. We wanted to correlate biliary and other complications to the
presence of the segment IV artery.

Methods: We performed a single-center retrospective study in a liver
transplant unit. We analysed 35 extended right liver grafts in the context of
split liver transplantation. Operations were conducted between January 2000
and December 2014. Data were analyzed using the Chi-square and Fisher's
exact test.

Results: Our population consists of 16 male (45.7%) and 19 female (54.2%)
patients. Two patients were minors, 33 were adults. Segment |V arterialisation
was interrupted in 12 patients (34.2%). Segment IV arterialisation is not
significantly correlated with biliary complications (p = 0.464), bilomas
(p = 0.681), segment IV infarction (p = 0.151), portal thrombosis (p = 0.355),
retransplantation (p = 0.385) and reinterventions (p = 0.575).

Conclusions: These data show the indifference of the arterialisation of
segment |V. Biliary and other complications occur whether or not segment IV
still has its own artery. To complete our knowledge of the role of segment IV in
extended right liver grafts, these data need to be compared to flow rates and
pressure gradients in the hepatic artery. These aspects could give new
directions in the approach of split liver transplantations.

© 2017 The Authors
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BOS251 CLINICAL SIGNIFICANCE OF LACTATE CLEARANCE

FOR THE DEVELOPMENT OF EARLY ALLOGRAFT
DYSFUNCTION AND SHORT TERM PROGNOSIS IN
DECEASED DONOR LIVER TRANSPLANTATION

Deok Gie Kim', Jee Youn Lee, Su-Kyung Kwon', Jae Geun Lee’, Dai

Hoon Han', Dong Jin Joo', Man Ki Ju?, Gi Hong Choi’, Jin Sub Choi', Myoung
Soo Kim', Soon Il Kim", Soo Jin Kim', Hyung Soon Lee®, Jung Jun Lee”
"Yonsei College Of Medicine/Severance Hospital, Korea; ?Yonsei College Of
Medicine/Gangnam Severance Hospital, Korea; 3National Health Insurance
Cooperation/llsan Hospital, Korea; “Cha University/Cha Bundang Medical
Center, Korea

Background: Lactate clearance (LC) has been demonstrated as a prognostic
factor of critically ill patients in many recent studies. Lowering blood lactate
level is mainly associated with intact liver function, however, there are few
studies concerning the relationship between LC and allograft function after liver
transplantation. The aim of this study is to evaluate predictive value of LC for
the development of early allograft dysfunction (EAD) and its clinical significance
for short term outcome after liver transplantation.
Methods: We performed a retrospective analysis for 215 consecutive
deceased donor liver transplantations from January 2011 to May 2016. Serial
LCs were calculated within 6, 12, 18 and 24 h after reperfusion (LC6, LC12,
LC18 and LC24).
Result: EAD was developed in 50 patients (25.8%). MELD score (18.9 + 8.7
vs. 22.2 + 10.2, p = 0.028), intraoperative transfusion (4150 ml, IQR 4950 vs.
5425 ml, IQR 9338, p = 0.045) were significantly higher and all measured LCs
were significantly lower in EAD group.

In receiver operating characteristic (ROC) analysis, LC6 showed the highest
area under curve (AUC) value of 0.846 (95% CI 0.782-0.911) to predict the
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development of EAD and its cut-off value was 25.8% with 79.6% sensitivity and
79.0% specificity.

When separated on the basis of each cut-off level, Low LCs demonstrated
significant correlation with EAD in multivariate analysis and adjusted odds ratio
(OR) of Low LC6 was the highest. (OR=18.159, 95% Cl 7.231-45.599)

In-hospital mortality and 6 month mortality were higher in each Low LC
group than High LC group with statistical significance for LC 6, 18, 24 and
without statistical significance for LC 12.

Conclusion: LC shortly after reperfusion of allograft is significantly discrim-
inative for the development of EAD and associated with short term prognosis in
deceased donor liver transplantation.

Clinical Pancreas/Islet Surgical technique

BOS252 OUTCOMES OF PANCREAS TRANSPLANTATION WITH

DUODENO-DUODENAL ENTEROSTOMY AND
ENDOSCOPIC SURVEILLANCE

Jorn-Petter Lindahl, Rune Horneland, Espen Nordheim, Anders Hartmann,
Einar Martin Aandahl, Krzysztof Grzyb, Hakon Haugaa, Gisle Kjosen,
Anders /isberg, Trond Jenssen

Rikshospitalet, Ous, Norway

Background: Until recently pancreas transplantation has been performed
with exocrine drainage via duodenojejunostomy. Since 2012, duodenojejunos-
tomy was substituted with duodenoduodenostomy in our hospital, allowing
endoscopic access for biopsies.

Methods: In this study we assessed (1) safety profiles with duodenoduo-
denostomy versus duodenojejunostomy procedures, and (2) graft rejection rate
and graft loss with the duodenoduodenostomy technique in pancreas trans-
plantation alone (PTA) compared with simultaneous pancreas and kidney
(SPK) transplantation. Duodenoduodenostomy was performed in 117 patients
(55 PTA and 62 SPK patients with a median follow-up of 2.2 years). The results
were compared with 167 SPK duodenojejunostomy patients transplanted in the
period 1998-2012 (pre-duodenoduodenostomy era).

Results: (1) Postoperative bleeding requiring reoperation occurred in 18% of
duodenoduodenostomy patients versus 10% of duodenojejunostomy patients
(p = 0.039). Occurrence of pancreas graft vein thrombosis was not different
between the groups, 9% and 6% respectively (p = 0.20). (2) More patients with
SPK-duodenoduodenostomy than PTA-duodenoduodenostomy patients were
males (p = 0.016), had longer history of diabetes (p = 0.018) and more often
coronary artery disease (p = 0.025). Pancreas graft rejection rates were higher
in PTA-duodenoduodenostomy transplants versus SPK-duodenoduodenost-
omy patients (p = 0.003). Hazard ratio (HR) for graft loss was 2.25 (95% CI
1.00, 5.05; p = 0.049) in PTA-duodenoduodenostomy versus SPK-duodeno-
duodenostomy recipients.

Conclusions: (1) Patients who had a duodenoduodenostomy more often had
bleeding requiring reoperation than duodenojejunostomy patients. (2) Pan-
creas transplantation alone patients with duodenoduodenostomy had more
rejections and graft losses compared with patients with simultaneous kidney
and pancreas transplantation with duodenoduodenostomy.

Clinical Pancreas/Islet Donation and donor types

BOS253 | A SINGLE-CENTRE EXPERIENCE OF DONATION

AFTER CARDIAC DEATH PANCREAS
TRANSPLANTATION

Jason Roberts, Mohammad Hossain, Gavin Pettigrew, Christopher Watson
Addenbrooke’s Hospital- Transplant Surgery, United Kingdom

Background: The utilisation of pancreas allografts derived from controlled
donation after cardiac death (DCD) donors has greatly expanded the organ
pool in the United Kingdom in recent years. This study presents the largest
single-centre experience of DCD pancreas transplantation to date. The aim of
this study is to compare outcomes for pancreas allografts from DCD and
donation after brain death (DBD) donors.

Methods: Retrospective single-centre analysis of all DCD and DBD pancreas
transplants between March 2010 and March 2016 were reviewed. Donor and
recipient characteristics were analysed. Primary endpoints were patient death,
allograft failure, delayed graft function, primary non-function, length of stay and
re-operation. Enteric drainage was established via Roux-en-y enteric anasto-
moses in all cases.

Results: SPK from 47 DCD and 84 DBD donors were carried out. Donor and
recipient demographics were similar in both groups with mean cold ischaemic
times for DCD of 633 (range, 362-806) and DBD of 599 (range, 286-823)
(p = 0.17). The mean length of stay post transplant for DCD and DBD allografts
were 25 and 22 days respectively (p = 0.656). Patient 1-year survival was
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100% for DCD and 95% for DBD. Pancreas allograft survival rates were not
significantly different with Kaplan-Meier 1-year graft survival estimates of 96
and 89 per cent for DCD and DBD respectively (p = 0.218).

Conclusions: Criteria DCD pancreas allografts have comparable outcomes
to DBD allografts.

Clinical Pancreasl/lIslet Surgical technique

BOS254 PANCREAS TRANSPLANTATION: ADVANTAGES OF A

RETROPERITONEAL GRAFT POSITION

Joana Ferrer, Sofia Espinoza, Victor Molina, Ramadn Rull, Miguel Angel Lopez-
Boado, Santiago Sanchez, Rocio Garcia, Maria José Ricart, Pedro Ventura,
Enric Esmatjes, Josep Fuster, Juan Carlos Garcia-Valdecasas

Hospital Clinic Barcelona, Spain

Background: We present our experience of a modified technique for
transplant, with the pancreas placed into a fully retroperitoneal position with
systemic venous and enteric drainage of the graft by duodeno-duodenostomy,
in particular, focusing on postoperative complications.

Methods: All pancreas transplantations performed between May 2016 and
January 2017 were prospectively entered into our transplant database and
analyzed retrospectively.

Results: The retroperitoneal technique was used to transplant 10 pancreata.
The pancreas was transplanted simultaneously with a kidney procured from the
same cadaveric donor (n = 9). In one case the pancreas was transplanted after
a kidney transplant from a living donor. The study group included 6 men and 4
women of median age of 41 years (36-54) and median pre-transplant diabetes
type 1 duration of 29.50 years (19-44). Median cold ischemia times of the
pancreas were 10.30 h (5.30-12.10). The preservation solution used was
Celsior (n=7), IGL-1 (n=2), and UW (n = 1). No graft was lost due to the
location of the graft. In one patient, a transplantectomy at 12 h was needed
because of a graft thrombosis arising from a donor with prolonged cardio-
respiratory arrest, and was probably related to ischemic conditions. The
duodenostomy was closed without complications. Another procedure was
aborted (i.e. without completing the graft implant) due to an intraoperative
immediate arterial thrombosis in a patient with severe iliac atheromatosis. No
graft was lost to portal thrombosis. The median hospital stay averaged
13.50 days (10-27). No primary pancreas non-function occurred in the
remaining eight patients.

Conclusions: Retroperitoneal graft placement appears feasible and has
advantages such as easy access for dissection the vascular site; comfortable
and easy technical vascular reconstruction; and a decreased risk of intestinal
obstruction by separation of the small bowel from the pancreas graft.

Clinical Pancreasl/Islet Other

BOS255 SIXTEEN YEARS’ EXPERIENCE ON PANCREAS-

KIDNEY TRANSPLANTATION - SEARCHING FOR
FACTORS LEADING TO BETTER RESULTS

La Salete Martins, Isabel Fonseca, Joana Rocha, Carla Moreira, Leonidio Dias,
Manuela Almeida, Sofia Pedroso, Antonio C Henriques, José Davide,
Antonio Cabrita

Hospital Santo Antonio, Portugal

During the 16 activity years of our pancreas transplant program 198 SPKT were
performed, with enteric diversion and vascular anastomosis to systemic
circulation. We have analyzed global outcomes and we also compared results
obtained from two periods: period 1 (2000-2008) and period 2 (2009-2016).

The global group of 198 SPKT, 50.5% female, aged 35 + 6 years (y), had
been on dialysis for 27 + 20 months (m) and had 24 + 6 years of diabetes
evolution. Anti-lymphocyte globulin, tacrolimus, mycophenolate and steroids
were used as induction therapy. The deceased donor (mainly traumatic) mean
age was 28 + 11 years. The median admission time was 18 days (d). Delayed
kidney graft function (DGF) occurred in 13.1%; acute rejection (AR) in 14.1%;
and surgical reinterventions were needed in 24.7%. Overall survival results at
1,5and 10 years were: 97%, 95% and 91% for the patient; 96%, 94% and 84%
for the kidney; 88%, 81% and 76% for the pancreas, respectively.

Comparing SPKT results between period 1 and 2 we found significant
differences in several indicators. Patients were older in period 2 (36 + 6 years
vs. 34 + 6 years, p = 0.014) and had a shorter time on dialysis (22 + 14 vs.
33 + 25 months, p = 0.001). They had a shorter admission length (20 + 15
vs. 29 + 21 days, p < 0.001). In period 2, DGF rate was lower (7.3% vs.
20.5%, p = 0.006); and surgical reinterventions per patient were less frequent
(0.25 + 0.87 vs. 0.72 + 1.58, p = 0.014). Pancreas graft survival increased at
1and 5 years from 80% and 76% in period 1 to 92% and 87% in period 2, which
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was almost statistically significant (p = 0.054). Patient and kidney graft survival
were similar in the two periods.

Conclusions: SPKT outcomes have improved overtime, similarly to the most
recent international results. Time on dialysis before SPKT diminished, a reflex
of an earlier referral and of a better program response. Despite the higher
patients’ age in period 2, better pancreas outcomes and lower rates of
reinterventions and DGF are the expression of a successful learning curve of
our SPKT program.

Clinical Pancreas/Islet Donation and donor types

BOS256 | PREPROCUREMENT PANCREAS SUITABILITY SCORE

AND DONOR AGE/BMI-BASED MODEL BUT NOT
PANCREAS DONOR RISK INDEX PREDICT PANCREAS
GRAFT SURVIVAL

Kaja Smigielska’, Pawel Skrzypek', Jacek Ziaja®, Tadeusz Grochowiecki®,
Jaroslaw Czerwinski®, Wojciech Lisik®, Marek Durlik®, Robert KroF,

Slawomir Nazarewski®, Maciej Kosieradzki®

"Medical University of Warsaw, Poland; Dept. of General, Vascular and
Transplantation Surgery, Medical University of Silesia, Poland; *Dept. of
General, Vascular and Transplantation Surgery, Medical University of Warsaw,
Poland; “Dept. of Surgical and Transplantation Nursing, Medical University of
Warsaw, and Poltransplant, Poland; 5Dept. of General and Transplantation
Surgery, Medical University of Warsaw, Poland; Dept. of Gastroenterological
Surgery and Transplantation, and Mossakowski Medical Research Centre,
Polish Academy of Sciences, Poland

Preprocurement pancreas suitability score (PPASS) and Pancreas Donor Risk
Index (PDRI) are two methods of objective assessment of pancreas donors.
Poltransplant uses PPASS while PDRI is not considered. Most of European
centers predict risk of organ loss with PDRI. The aim of the study was to
validate applicability of PDRI and PPASS in Polish population.

Methods: Since February 1998 till September 2015, in all four active centers
in Poland, 408 pancreas transplantations were performed: 366 (89.8%)
simultaneous pancreas kidney and 42 (10.2%) pancreas transplants alone or
pancreas after kidney. In recipients with available 12 month follow-up PPASS
could have been calculated for 355 donors, PDRI for 252 (in 232 donors both
indices could have been calculated). The end point of this research was death
uncensored twelve months graft survival.

Results: One-year pancreas graft survival was 67.7%. PDRI did not predict
graft loss. Univariate Cox analysis showed donor age (HR 1.039), BMI (HR
1.059) and PPASS (HR 1.089) to be significant risk factors for graft loss at
12 months. Risk model based on PPASS area under the ROC curve was 0.589
(Cl 0.539-0.637) and was not superior to a donor age/BMI-based model (area
under ROC curve 0.61, Cl 0.56-0.658, test accuracy 72.7%). PPASS >17 was
associated with risk of pancreatic graft loss (accuracy 65.5%). Twelve-month
survival curves according to PPASS quartile are shown on a figure.
Conclusion: PDRI does not predict pancreas graft function at 12 months
following transplantation. PPASS and especially donor age/BMI model
performed much better in Polish population.

12 month survival according to PPASS quartile

survival probability

04 — PPASS <=14
0 30 60 9 120 150 180 210 240 270 300 330 360 i
time (days) —-->18
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BOS257 | DECLINE IN PANCREAS TRANSPLANT INCIDENCE

DESPITE AN IMPROVEMENT IN PATIENT AND GRAFT
SURVIVALS: LONG-TERM FOLLOW-UP IN A LARGE
VOLUME CENTER

Pedro Ventura-Aguiar’, Joana Ferrer?, M Angeles Garcia-Criado®,

Miram Cuatrecasas®, Enric Esmatjes®, Josep M Campistol’,

Federico Oppenheimer’, Fritz Diekmann’, Maria Jose Ricart’

"Department Of Nephrology And Kidney Transplant, Hospital Clinic Barcelona,
Spain; 2Department Of Surgery, Hospital Clinic Barcelona, Spain; *Department
Of Radiology, Hospital Clinic Barcelona, Spain; *Department Of Pathology,
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Background: Pancreas transplantation is the best treatment option for
selected type 1 diabetic patients with end-stage renal disease, but a decline
in total number of transplants has been felt in western countries, with some
emphasis in the lack of involvement from low-volume centers.

Methods: We evaluated all pancreas transplants performed at our center
since February 4, 1983 to December 31, 2016. Transplant eras were defined as
the first decade (1983-1992), and thereafter 5 year intervals. Donor, recipient,
transplant, and immunosuppression data were included. Univariate and
multivariate analysis were performed for all parameters, Kaplan-Mayer for
patient and graft survivals, and Cox-regression models designed for death and
graft failure risk.

Results: A total of 542 pancreas transplants were performed, including 57
PAK and 9 PTA. In the first era 73% received horse antilymphocyte serum as
induction therapy, 77% OKT3 in the second, 49% anti-thymocyte globulin in the
3rd, over 70% basiliximab from 2003-2012, and currently 92% receive
thymoglobulin. Urinary exocrine drainage was performed until 1995, with
enteric drainage performed in almost every transplant afterwards.

One year death-censured graft survival improved from 49% in the first era to

the current 85% (p = 0.000), and at 5-years doubled from 40% to 81%
(p = 0.000) (Figure 1). Inlast decade, an 89% five-year graft survival was found
when excluded the first 90 days post-transplant. Ten-year patient survival
increased from 49% to 90% (p = 0.000). Both donor and recipient age
increased during this period (p < 0.005), without differences in BMI. Despite
these results, in the last 7 years there is a steady decline in the number of
transplants (20%-30%).
Conclusions: This study highlights the significant increase in graft and
patient survival in pancreas transplant recipients in a large volume center.
Nonetheless further analyses are warranted to identify the reasons for the
steady decrease in the number of transplants.
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BOS258 | EN BLOC SIMULTANEOUS PANCREAS AND KIDNEY

COMPOSITE GRAFT TRANSPLANT WITH LIMITED
VASCULAR ACCESS

Shin-E Wang
Taipei Veterans General Hospital, Taiwan

Purpose: Limited vascular access could be encountered in an obese or re-
transplant patient. We described modifications that facilitated an en bloc
simultaneous pancreas and kidney (SPK) composite graft transplant in 4
diabetic patients with renal failure under hemodialysis.

Materials and Methods: At the back-table, the superior mesenteric artery
and splenic artery of the pancreas graft were reconstructed with a long “Y” iliac
artery graft. The smaller left renal artery is anastomosed end-to-side to the
larger and longer common limb of the arterial Y graft and the shorter portal vein
is anastomosed end-to-side to the longer graft left renal vein. Thus, this en bloc
composite graft allowed to facilitate “real” SPK transplant using single common
graft artery and vein for anastomosis to one recipient arterial and venous site.
The en bloc pancreas and kidney composite graft was implanted by suturing
the graft left renal vein to IVC and graft common iliac artery the recipient distal
aorta. Exocrine drainage was provided by anastomosis of the graft duodenum
to a roux-en-y jejunum limb in a side-to-side fashion. Immunosuppressants
included basiliximab, tacrolimus, mycophenolate mofetil, and methylpred-
nisolone.

Results: The mean operative time was 7 h with mean cold ischemic time of
6 h and mean warm ischemic time of 47 min. The mean hospital stay was
20 days, with a serum creatinine level of 1.4 ng/ml and a blood glucose level of
121 mg/dl. There was no rejection episode or postoperative complication after
the en bloc SPK transplant.

Conclusion: En bloc pancreas and kidney composite graft might be an option
for patients with limited vascular access. This technique (1) facilitates “real”
simultaneous pancreas and kidney (SPK) transplant with only single common
artery and vein for implanting the composite graft; (2) minimizes dissection of
vessels and conserves recipient vessels.

BOS259 | PANCREAS TRANSPLANT AT TAIPEI VETERANS

GENERAL HOSPITAL

Yi-Ming Shyr
Taipei Veterans General Hospital, Taiwan

Type 1 diabetes eventually leads to nephropathy, neuropathy, retinopathy and
angiopathy after 10-30 years. Currently, pancreas transplant is the treatment
of choice in tight control of blood sugar for IDDM patients, and further to
stabilize, prevent or even to reverse the diabetic complications. We will present
our experience in pancreas transplant which was initiated on September 19,
2003. From September 2003 to October. 2016, there were 133 pancreas
transplants performed for 128 patients at Taipei Veterans General Hospital,
with 36 SPK, 16 PAK, 62 PTA, 19 PBK and 1 PAL (pancreas after liver
transplant). Most (78.5%) of our pancreas transplants were for IDDM patients.
The blood sugar usually returned to normal level within 5 h (median) after
revascularization of the pancreas grafts. The fasting blood sugar maintained
within normal range thereafter throughout the whole clinical course in most
cases. There were 2 surgical mortalities. The technical success rate was
96.5%. Excluding the 4 cases with technique failure, overall 1-year pancreas
graft survival is 98.5% and 5-year is 94.1%, with 100% 1-year for SPK, 97.1%
1-year for PTA, 100% 1-year for PAK and 100% 1-year for PBK.

In conclusion, pancreas transplant provided an ideal insulin-free solution for
DM, especially IDDM. Pancreas transplant could be performed with similar
successful rate irrespective of the type of pancreas transplant at our hospital.

Clinical Pancreas/Islet Donation and donor types

BOS260 | SIMULTANEOUS PANCREAS-KIDNEY

TRANSPLANTATION FROM DONORS AFTER BRAIN
DEATH (DBD) AND DONORS AFTER CARDIAC DEATH
(DCD): A 30-YEAR FOLLOW-UP STUDY AT
KAROLINSKA UNIVERSITY HOSPITAL

Kristina Alsabeah, Antonio Romano, Greg Nowak, Henryk Wilczek,

Marie Trandng, Gunnar Soderdahl, Bo-Goran Ericzon

Department Of Transplantation Surgery, Karolinska University Hospital,

Huddinge, Sweden

Background: Although the use of DBD has led to a higher number of

pancreas transplantations over the last decade in Scandiatransplant, an
imbalance between demand and availability of transplantable organs still
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persists. This has led to a debate on reintroducing DCD - the standard donor in
Sweden before January 1988.

Methods/Materials: We analyzed 44 consecutive simultaneous pancreas
kidney transplant (SPK-tx) patients, 21 received DCD grafts during 1986-87
and 23 received DBD grafts during 1988-91 at Karolinska University Hospital.
Results: Warm ischemia time (WIT) was very short in the DCD group (which
could be due to DCD being controlled Maastricht category 1V). Pancreas and
kidney cold ischemia time (CIT) was significantly longer in the DBD group.
Other significant differences were the use of segmental or whole graft and the
use of arterial Y graft (Table 1). Graft and patient survival were similar for both
groups (Figures 1 and 2).

Conclusion: This 30-year follow-up suggests that controlled DCD pancreas
grafts with short WIT can be a feasible option to reduce organ shortage without
negative impact on the long terms results.

DCD (21 pat) DBD (23 pat)  p value
R - Age (years) 37 + 5.5 35+ 7.1 NS
R - Gender (F-M) 10-11 10-13 NS
R - BMI 215+ 1.6 224 + 26 NS
Duration of disease (years) 26 £ 6.2 24 +£75 NS
Pretransplant dialysis 9 (43%) 12 (52%) NS
D - Age 37 +£16.2 35+ 115 NS
D - Gender (F-M) 6-5 10-13 NS
D - BMI 22.7 £ 3.2 242 + 4 NS

(M 10) (M 2)
D - Cause of death
Intracranial bleeding/stroke 13 14
Brain trauma 4 6
Asphynxiation 3 1
Cardiovascular 1 1
Other 0 1
D — Creatinine 104 £ 33(M1) 92 + 41 (M 1) NS
D - Amylase 4+ 341 6 + 6.0 NS
D - Glucose 12 + 6.2 9 + 3.8 NS
CMV mismatch 2 (13%) (M 6) 9 (39%) NS
Type of pancreas graft 21-0 2-21 <0.001
(segmental — whole)

Arterial Y graft 0 7 (30%) 0.006
Interposition vein graft 0 2 (9%) NS
Temporary pancreas catheter 21 (100%) 20 (87%) NS
WIT (min) 4+45 -
CIT pancreas (min) 263 + 56 375 + 166 0.005
CIT kidney (min) 566 + 117 715 + 183 0.003

Immunosuppression

CAP 7 (33%) 10 (43%) NS
CAP + induction (ATG or OKT3) 14 (67%) 13 (67%) NS
DGF pancreas 6 (29%) 10 (43%) NS
DGF kidney 4 (19%) 1 (4%) NS
Retransplant pancreas 1 (5%) 1 (4%) (M 3) NS
Retransplant kidney 5 (24%) 4 (20%) (M 3) NS

NS not significant, R recipient, F female, M male, D donor, CAP
cyclosporine-azathioprine-prednisolone, DGF delayed graft function, M miss-
ing patients.

Pancreas graft survival (Kaplan-Meier)
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BOS261 DOES DUODENO- DUODENAL ANASTOMOSIS OF

PANCREAS TRANSPLANTS ALLOWS FOR
REPRESENTATIVE ENDOSCOPIC ULTRASOUND-
GUIDED BIOPSIES?

Espen Nordheim, Rune Horneland’, Jorn Petter Lindahl’, Anders Hartmann’,
Einar Martin Aandahl’, Krzysztof Grzyb?, Lars Aabakken?, Vemund Paulsen?,
Knut Brabrand?, Dag Olav Dahle’, Karsten Midtvedt', Trond Geir Jenssen’
"Department of Transplantation Medicine, Oslo University Hospital
Rikshospitalet, Norway; Oslo University Hospital, Rikshospitalet, Norway

Background: To assess whether a surgical technique with duodeno- duode-
nal anastomosis of pancreas transplants (PTX) allows for representative
endoscopic ultrasound- guided biopsies.

Methods: Most centers implant pancreas grafts using enteric drainage as
surgical technique. To facilitate endoscopic access for PTXs biopsies our
center changed from the duodeno-jejunal anastomosis to the duodeno-
duodenal anastomosis in September 2012. We evaluate the results from
endoscopic ultrasound- guided biopsies (EUS) sampled from September 2012
to November 2016, and compared them with the results from ultrasound-
guided percutaneous biopsies (PC) in the same time period.

Results: The study included 212 EUS and 96 PC from 103 PTX recipients.
Overall EUS yielded tissue samples representative for BANFF classification in
50% of the cases, significantly lower than the 77% obtained with PC samples
(p < 0.05). However, the success rate for EUS increased continuously during
the study period, and during the last year 73% of the EUS protocol biopsies
(n = 36) were representative and comparable to PC samples. Six patients had
some temporary increase in plasma amylase after EUS but no severe
complications were registered. One patient developed life- threatening bleed-
ing from the pancreas graft after transcutaneous pancreas graft biopsy
sampling.

Conclusions/interpretation: With some experience EUS is an efficient and
safe way to harvest PTX biopsies.

© 2017 The Authors
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BOS262 COMPARISON OF DIFFERENT MARKERS OF

VASCULAR DAMAGE IN TYPE 1 DIABETIC PATIENTS
WITH END-STAGE RENAL DISEASE AFTER SPK OR
KTX

Jacek Ziaja', Joanna Badura’, Jerzy Chudek?®, Aureliusz Kolonko®,

Dorota KamiriSka®, Aleksander Owczarek®, Piotr Kuczera®, Agata Kujawa-
Szewieczek®, Mariusz Kusztal’, Adrian Kowalik', Dominika BoZEk-PajaK’,
Joanna Kluz®, Piotr ChoreZa®, Robert Krol', Marian Klinger”,

Andrzej WieCek®, Lech Cierpka’

"Department of General, Vascular and Transplant Surgery, Medical University
of Silesia, Katowice, Poland; 2Department of Pathophysiology, Medical
University of Silesia, Katowice, Poland; °Department of Nephrology, Transpl.
and Internal Medicine, Medical University of Silesia, Katowice, Poland;
“Department of Nephrology and Transplantation Medicine, Wroclaw Medical
University, Wroclaw, Poland; °Department of Statistics, Sosnowiec, Medical
University of Silesia, Katowice, Poland: °Department of Angiology,
Hypertension and Diabetology, Wroclaw Medical University, WroctAw, Poland

Background: Normalized glucose metabolism is expected to lead to remod-
eling of arterial walls in patients with end-stage renal disease (ESRD) caused
by type 1 diabetes (T1D) after simultaneous pancreas-kidney transplantation
(SPK) compared to patients after kidney transplantation (KTx).

The aim of the study was to compare the severity of vascular damage based
on imaging methods, functional tests, and biochemical measurements in
patients with ESRD caused by T1D after SPK or KTx in follow-up period after
transplantation.

Methods/Materials: 39 SPK, 39 T1D KTx, and 52 non-diabetic KTx recipients
were enrolled into the study. In all participants intima-media thickness (IMT)
and pulse wave velocity (PWV) were measured, and glycated haemoglobin
(HbA;c), creatinine, lipids, osteoprotegerin (OPG), matrix metallopeptidase-9
(MMP-9), and fetuin A were assessed in blood, serum, or plasma.

Results: During 58 + 31 months follow-up period, SPK but not KTx resulted
in normalization of HbA,¢. Serum triglycerides levels were lower in SPK than in
T1D KTx group (0.95 + 0.65 vs. 1.42 + 0.49, p < 0.01 mmol/l), but concen-
trations of cholesterol and its fractions were similar. Estimated glomerular
filtration rate (eGFR) was greater in SPK than in T1D KTx group (71.8 + 27.6
vs. 52.0 &+ 23.8 ml/min; p < 0.01). IMT in SPK was lower than in T1D KTx
(0.64 + 0.13 vs. 0.74 + 0.13 mm, p < 0.01), but PWV values and OPG,
MMP-9, and fetuin A levels did not differ between analyzed groups.

In the group of diabetic SPK or KTx recipients IMT was associated with
HbA,c (B = 0.479), total cholesterol (B = 0.045), triglycerides (B = 0.071),
MMP-9 (B = 0.039), and inversely with eGFR (B = —0.014, in all p < 0.01).
Conclusions: Normalized glucose metabolism, improved serum lipids profile
and better kidney graft function seem to slow the progression of atheroscle-
rosis, but without improvement in arterial stiffness in patients with ESRD
caused by T1D after SPK compared to KTx.

Clinical Pancreasl/lIslet Allocation

BOS263 DEVELOPMENT AND VALIDATION OF A PROGNOSTIC

MODEL FOR KIDNEY FUNCTION ONE YEAR AFTER
COMBINED PANCREAS AND KIDNEY
TRANSPLANTATION

Alexander Kaltenborn, Katharina Zorn', Jill Gwiasda’, Benedikt Reichert?,
Thomas Becker?, Felix Braun?, Jiirgen Klempnauer', Harald Schrem’
"Hannover Medical School, Germany; “University Hospital Schleswig-Holstein
Kiel, Germany

Background: The widening gap between demand and supply of organs for
transplantation provides extraordinary challenges for ethical donor organ
allocation rules including the balancing of urgency and utility. The aim of this
study is the development of a prognostic model for the prediction of kidney
function 1 year after simultaneous pancreas and kidney transplantation
(PKTx).

Methods: Included were patients with end-stage renal failure due to diabetic
nephropathy. Multivariable logistic regression modelling was applied for
prognostic model design with retrospective data from Hannover Medical
School, Germany, followed by prospective internal and retrospective external
validation from data of the transplant center in Kiel, Germany. Retrospective
data from another German transplant center in Kiel was retrieved for external
model validation via the initially derived logit link function. Receiver operating
characteristic (ROC) curve analysis was performed to assess the model’s
clinical applicability.

© 2017 The Authors
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Results: Recipient model: y; = 8.269 — 0.200 * age — 0.410 * time from
diabetes diagnosis until PKTx in years + diabetic retinopathy if yes = 0.999, if
no = —0.999 + male if yes = 0.757, if no=—-0.757 + 0.010 * (age * time
from diabetes diagnosis until PKTx in years)

Donor Model: y, =0.873 + male if yes=-1.812, if no=1.812 +
0.065 * age — 1.479*

Meta model: y; = —1.329 + 1.335 * Logit y; + 1.098 * Logit y»

The developed prognostic model is able to predict kidney graft function one
year after transplantation > KDIGO stage Il with high areas under the ROC-
curve in the development cohort (0.943) as well as the internal (0.807) and
external validation cohorts (0.784).

Conclusion: The proposed validated model is a valuable tool to optimize
present allocation rules with the goal to prevent transplant futility. It might be
used to support donor organ acceptance decisions for individual recipients.

Clinical Pancreas/Islet Other

BOS264 | PANCREAS RETRANSPLANTATION IS NOT

ASSOCIATED WITH POOR GRAFT SURVIVAL AND
COULD BE CONSIDERED FOR SELECTED PATIENTS
WITH PRIMARY PANCREATIC ALLOGRAFT FAILURE

Paret Fanny, Cantarovich Diego, Guillot-Guegen Cecile, Batard Thomas,
Branchereau Julien
Chu Nantes Hotel Dieu Itun, France

Background: Pancreas transplantation is one of the best treatment options
for patients suffering from severe diabetes. However, a significant number of
grafts are lost for technical and immunological reasons. Re-transplantation
procedures are associated with increased rates of technical failure and
rejection compared to the first ones. Pancreas re-transplantation is a real
technical challenge due to adhesions from the first transplant and vascular
difficulties. Just few data describing the results of pancreas re-transplantation,
thereby outcomes are known thanks to registry data. The first studies about
pancreas re-transplantation were associated with poor results. We report a
large single center study of patients with pancreas re-transplantation. The aim
of this study is to analyze the second pancreas transplantation results.
Materials/Methods: All pancreas re-transplantation that occurred in our
single center were included. Graft survival, causes of graft loss and patients
survival were analyzed.

Results: From January 1987 to February 2017, 540 pancreas transplanta-
tions were performed in our single center. 38 (7%) of this 540 pancreas
transplantations were second transplantations. There was 9 female and 29
male, with a mean age of 42 years.

Graft survival was 64.5% at 5 years and 44.8% at 10 years (figure 1). 11
patients (28.9%) lost their second pancreas (3 from venous thrombosis, 2 from
chronic rejection).

Patients survival was 85.2% at 5 years, 74% at 10 years (figure 2). Only
one death was pancreas related (gas gangrene).

As for the kidney transplant, 5 patients had to go back on dialysis (4 for
chronic kidney rejection, one after immunosuppressors arrest).

Conclusion: Second pancreas transplantation is no longer associated with
poor graft survival and could be considered for selected patients with primary
pancreatic allograft failure.

BOS265 | PANCREAS AND KIDNEY GRAFT SURVIVAL IN

RECIPIENTS OLDER THAN 60 YEAR AFTER
SIMULTANEOUS PANCREAS AND KIDNEY
TRANSPLANTATION

Peter Girman, Kvetoslav Lipar, Matej Kocik, Tomas Marada, Jiri Fronek,
Frantisek Saudek

Institute for Clinical and Experimental Medicine (IKEM), Prague, Czech
Republic

Introduction: Simultaneous pancreas and kidney transplantation (SPKTXx) is
rarely indicated in older recipients. The aim of this study was to retrospectively
evaluate survival of the patients older than 60 years.

Methods: The retrospective analysis included patients with Type 1 diabetes
mellitus who underwent 1. SPKTx in our center since 2000 to December 2016
(n = 397). The recipients were divided into the three groups according to the
age; Group A (older than 60 year, n=21), Group B (40-59y, n = 211) and
Group C (n = 170, younger than 40 year). Kidney graft failure was defined as
death, explantation, return to dialysis or kidney retransplantation. Pancreas
graft failure was defined as death, graftectomy or return to permanent
intensified insulin regimen. Survival curves were plotted using the Kaplan-
Meier method and differences between curves were compared using the Cox-
Mantel test.
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Results: Cumulative patient survival after 10 years in Group A was 67%,
which was significantly lower in comparison to Group C (90%, p = 0.005) but
not Group B (88%, ns). Cardiovascular complications were the most common
reason resulting in death (5, 5.6 and 2.9% in Groups A, B, and C, respectively),
followed by infection or sepsis (9.5, 2.3 and 2.9% in Groups A, B, C.)
Malignancy was reported in 2, 5 and 1 patients in Groups A, B and C,
respectively. We have not found difference in pancreas graft survival among
groups; Group A 62%, Group B 68%, Group C 66%, ns). Likewise, kidney grafts
survival was similar; 62, 62 and 67% in Groups A, B and C, respectively (ns). In
Group A 1 kidney graft failed due to fibrosis and 1 pancreas was explanted due
to bleeding. The non-immune reasons were the most frequent cause of the
pancreas failure (8% in Group B 11% in Group C, ns). Twelve and 8 kidney
grafts in Group B and C failed due to rejection (ns).

Conclusion: Overall pancreas and kidney grafts survivals were comparable
among the groups. Neither pancreas nor kidney grafts were lost due to rejection
in older individuals.
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BOS266 | 1S THERE A NEED FOR A SUPPLEMENTARY DOSE OF
ECULIZUMAB AFTER ANTIBODY REMOVAL FOR
TREATMENT OF ANTIBODY-MEDIATED REJECTION?

Anna Adamusiak, Bynvant Sandhu, Miriam Manook, Olivia Shaw,
Irmen Generalo, Nicos Kessaris, Anthony Dorling, Nizam Mamode
Guy’s Hospital, UK

Background: Antibodies directed against either ABO blood group or HLA
antigens can damage endothelial cells in the renal allograft by activation of the
complement cascade. Eculizumab inhibits complement protein C5 preventing
formation of the membrane attack complex and is being increasingly used in
the treatment of antibody-mediated rejection (AMR) in combination with
antibody removal. A supplementary dose of eculizumab is recommended after
each plasma exchange procedure to ensure a therapeutic concentration. There
are no studies evaluating the need for eculizumab replacement after double
filtration plasmapheresis (DFPP) and immunoadsorption (IA).

Methods: We have measured levels of eculizumab before and after DFPP
and Therasorb IA in a patient treated for antibody-mediated rejection. Drug
levels over time were calculated using the formula C1 = C0*el°¥T? where
C1 = concentration after time t, CO = initial concentration, T = half-life.
Results: Eculizumab concentration decreased from 265.3 pg/ml to 114.8 pg/
ml after DFPP and from 168.7 pg/ml to 109.9 pg/ml after Therasorb 1A (43.7%
and 65.1% of the concentration prior to antibody removal procedure, respec-
tively). Taking into consideration the half-life of eculizumab (on average 261-
271 hours), in both cases a concentration higher than 50 pug/ml (recommended
concentration in the treatment of aHUS) would persist for 12 days (313-325
and 297-308 hours respectively). A supplementary dose of 600 mg was given
in both cases with peak levels after 1 hour of infusion of 347.9 ng/ml and
257.2 pg/ml respectively. A concentration higher than 50 pg/mlwould last for at
least 26 days (730-758 and 617-649 hours respectively).

Conclusions: Even though eculizumab concentration decreases during
DFPP and Therasorb IA, a supplementary dose is probably not necessary
after a single antibody removal procedure. It should be consider if two or more
antibody removal sessions are required.

BOS267 | DSA PRESENCE DOES NOT AFFECT RENAL

HISTOLOGY AND CLINICAL OUTCOME IN CHRONIC
ACTIVE ANTIBODY MEDIATED REJECTION

Kasia Sablik', Marian Clahsen-Van Groningen’, Caspar Looman’,
Jeffrey Damman’, Dave Roelen?, Madelon Van Agteren’, Michiel Betjes’
'Erasmus Medical Center, The Netherlands; ZLeiden University Medical
Center, The Netherlands

Background: Chronic active antibody mediated rejection (caABMR) is a
major cause of long term renal allograft dysfunction. It is defined by the
presence of microvascular inflammation, histopathological changes compatible
with transplant glomerulopathy (TG) and the presence of donor specific
antibodies (DSA).

Although considered mandatory for the diagnosis of caABMR, it is not
uncommon for caABMR to present itself without detectable DSA. In this study
we evaluated whether the presence of DSA is associated with a different renal
histology, allograft survival and response to therapy.

Methods: Forty-one biopsy-proven caABMR patients were included retro-
spectively. All patients had progressive loss of allograft function and were
treated similarly after diagnosis regardless of DSA status. DSA status was
determined by the single bead Luminex assay. The clinical characteristics,
histomorphology, renal allograft function, response to therapy and survival
were compared between the DSA+ (N = 17) and DSA— (N = 24) patients.
Results: There were no statistically significant differences found in the clinical
characteristics, renal allograft survival and histomorphologic lesions between
both patient groups. Both groups showed substantial and severe chronic
histomorphological damage and inflammation, consistent with caABMR.
Decline in allograft function was similar without a significant difference in
treatment effect between the two groups (p = 0.93).

However, DSA+ patients with C4d positive staining in the peritubular
capillaries showed a significantly steeper decline in allograft function prior to
caABMR diagnosis, along with a significantly better response to therapy
compared to C4d— DSA+ patients (p = 0.01).

Conclusion: The presence or absence of detectable DSA has no significant
association with renal histology and clinical outcome in caABMR patients,
except for the subgroup of C4d+DSA+ cases which respond better to therapy.

© 2017 The Authors
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BOS268 PERIPHERAL LEUKOCYTE PROFILES IN LATE

ANTIBODY MEDIATED REJECTION AFTER KIDNEY
TRANSPLANTATION

Gregor Bond, Georg Bohmig
Medical University of Vienna, Austria

Antibody-mediated rejection (ABMR) is one of the major causes of late kidney
allograft dysfunction and loss. Complement-dependent and -independent
pathomechanisms, which may involve a variety of cellular components, were
suggested to promote tissue inflammation and injury. Focusing on subclinical
late ABMR, we here investigated whether ongoing rejection is associated with
changes in peripheral blood leukocyte subsets.

This study included 144 long-term stable kidney transplant recipients (eGFR
>20 ml/min/1.73 m?, median time after transplantation: 5.5 years, IQR 2.7—
13.1), whereas 45 recipients were ABMR positive and 99 ABMR negative.

A higher number of transitional B cells [CD19 + CD45 ++CD10 + CD27-
CD38 ++; median 0.8% vs. 0.2% of total B cells, p = 0.03; absolute counts,
median: 0.7 (IQR 0.1-2.5) vs. 0.2 (IQR 0.0-0.9), p = 0.02], less CD14+
monocytes [median 7% vs. 8% of total leukocytes, p = 0.004; absolute counts,
median: 500 (IQR 408-565) vs. 608 (IQR 474-760), p < 0.001) and less CD4+
T cells (CD3+ CD4+ ; median 52% vs. 58% of total T cells, p = 0.006; absolute
counts, mean: 448 (IQR 220-779) vs. 647 (IQR 501-864), p = 0.001) were
detected in the peripheral blood of DSA+ABMR-+ as compared to DSA-ABMR-
patients. Differences remained significant in multivariate models (relative
counts; transitional B cells: OR 1.40, Cl 0.90-2.22; monocytes: OR 0.87, ClI
0.76-0.99; CD4+ T cells: OR 0.19, Cl 0.003-1.20). There were no significant
differences regarding granulocytes, CD16+ CD56+ NK cells, CD8+ T cells
(CD3+ CD8+), naive (CD19+ CD45++ CD10— CD27— CD38+) and memory
B cells (CD19+ CD45++ CD10— CD27+ CD38+) or plasma cells
(CD19+ CD45++ CD10-CD27++ CD38+++), respectively.

The results of this study revealed that ongoing ABMR late after transplan-
tation associated with subtle changes of distinct peripheral blood leukocyte
subsets, including T cells, B cells and monocytes. Our data suggest that the
assessment of changes in leukocyte profiles may help dissect the quality of an
ongoing alloimmune process.

Clinical Kidney Immunology

BOS269 | DE NOVO DONOR-SPECIFIC HLA ANTIBODIES AFTER

STEROID WITHDRAWAL IN KIDNEY TRANSPLANT
RECIPIENTS: A PROSPECTIVE, RANDOMIZED,
CONTROLLED, PARALLEL GROUP STUDY.
PRELIMINARY RESULTS

Juana Alonso-Titos', Pedro Ruiz-Esteban’, Eulalia Palma’, Veronica Lopez’,
Abelardo Caballero’, Myriam Leon’, Maria Angeles Cobos?, Josep

Maria Cruzado®, Joana Sellares®, Armando Torres®, Domingo Hernandez'
"Regional University Hospital of Malaga and University of Malaga, IBIMA,
Redinren (Rd16/0009/0006), Spain; ?Hospital Universitario De Canarias,
Cibican, University of La Laguna, Redinren (Rd16/0009/0031) Tenerife and
Instituto Reina Sof, Spain; °Idibell, Hospital De Bellvitge, Redinren (Rd16/0009/
0003), Spain; “Hospital Universitari Vall D’hebron, Redinren (Rd 16/0009/
0030), Spain

Introduction: Steroids represent one of the mainstays of immunosuppres-
sion after kidney transplant (KT). Steroid withdrawal reduces metabolic and
cardiovascular complications, but whether it increases the risk of acute
rejection and the generation of donor-specific anti-HLA antibodies (DSA) is
currently undetermined.

Material and methods: In a controlled clinical trial (NCT02284464), a total of
176 KT patients with low immunological risk were recruited to randomly receive
either conventional triple immunosuppression: steroids, TAC and MMF versus
steroid withdrawal at the third post-KT month. We compared the incidence of
de novo DSA, determined by Luminex Mixed and Luminex Single Antigen (One
Lambda®), and its impact on graft histology in patients with steroid withdrawal
at the 3 post-KT month (after a protocol biopsy) versus patients who continue to
receive conventional triple immunosuppression.

Results: So far, 68 patients have been randomized (34 per group), with no
significant differences in the clinical and demographic characteristics between
the groups. The intermediate analysis in those patients who had completed one
year of follow-up (n = 28) showed no significant differences in the formation of
DSA (0% vs. 0%), nor was there rejection in those patients in whom prednisone
was withdrawn after randomization. Patients with triple therapy showed a trend
toward better renal function compared to those without steroids at the first post-
KT year (1.29 + 0.25 vs. 1.56 + 0.42 mg/dl, p = 0.088). HbA1c levels were
similar between both group at the first post-KT year (5.79 + 0.59 vs.
5.68 + 0.81%, p = 0.734).
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Conclusion: The preliminary results show that steroid withdrawal at the
3 month post-KT seems safe when assessing the appearance of rejection and
formation of DSA compared to the patients who continued to receive
conventional triple immunosuppression.

Clinical Kidney Rejection

BOS270 | A LOWER MEAN EXPOSURE TO TACROLIMUS, NOT

INTRA-PATIENT VARIABILITY IS ASSOCIATED WITH
CHRONIC ACTIVE ANTIBODY MEDIATED REJECTION

Kasia Sablik, Marian Clahsen-Van Groningen, Teun Van Gelder,
Michiel Betjes
Erasmus Medical Center, The Netherlands

Background: Chronic active antibody mediated rejection (caABMR) is a
major cause of long-term kidney graft loss. It is hypothesized that frequent
underexposure and suboptimal trough levels of immunosuppressive drugs, in
particular CNI, are risk factors for the development of caABMR.

The intra-patient variability (IPV) may serve as a substitute parameter for
frequent underexposure and/or non-adherence. In this study we investigated the
association between tacrolimus exposure and the development of caABMR.
Methods/Materials: We retrospectively included 59 biopsy proven caABMR
patients and compared them to 189 matched controls. Controls were matched
for age, year of transplantation and type of kidney donor. All patients were on a
standard regimen of tacrolimus and MMF. The IPV was calculated from pre-
dose tacrolimus concentrations measured in the 3 years prior to caABMR
diagnosis. The IPV for the matched controls was measured over a similar
period of time dependent on the case’s time to caABMR diagnosis. Further-
more mean tacrolimus trough levels and renal allograft function were compared
between both groups.

Results: The median time to caABMR diagnosis was 6 years [range 2—
14 years]. The tacrolimus IPV was relatively high in both groups with 24.4%
[range 12.0%-48.3%] for the cases versus 23.5% [range 7.9%-46.3%] for the
controls (p = 0.40). The difference in mean tacrolimus concentration of 5.8 ng/
ml for the cases and 6.1 ng/ml for the controls was nearly significant (p = 0.06).

There was, however, a statistically significant decline in both mean trough
levels and allograft function over the 3 years for the cases. This declining trend
was significantly different compared to the relatively stable trough levels and
allograft functions of the controls (p = 0.03 and p < 0.001).

Conclusion: A lower mean exposure to tacrolimus but not a high intra-patient
variability might contribute to the development of caABMR.

BOS271 PREDICTIVE VALUE OF RENAL POLY (ADP-RIBOSE)

POLYMERASE (PARP) EXPRESSION BOTH IN
INFLAMMATION AND INTERSTITIAL FIBROSIS
PROCESSES IN RECIPIENTS WITH ANTIBODY-
MEDIATED REJECTION

B. Handan Ozdemir, F. Nurhan Ozdemir, Esra BaskiN, Gokhan Moray,
Mehmet Haberal
Baskent University, Turkey

Background: PARP is well considered to play an augmenting role in
inflammation. However, its role in the development of fibrosis is not well
defined. The aim of this study was to investigate the role of PARP both in
inflammation and interstitial fibrosis (IF) processes in recipients with antibody-
mediated rejection (AMR).

Methods: Among 100 patients 54 had pure AMR (Group 1) while 46 had both
AMR and vascular rejection (Group 2). PARP, a-SMA, TNF-o, TGF-B and HLA-
DR expression of tubules studied. Inflammatory cells in the peritubular capillaries
(PTCs) and interstitium highlighted with PARP, TNF-o, HLA-DR, and CD68.
Results: Group 2 showed higher degrees of tubular PARP, a-SMA, TNF-a,
TGF-B, and HLA-DR expression compared to Group 1 (p < 0.01). PARP, TNF-
o and HLA-DR positive infiltrated cells and macrophage infiltration both in
interstitium and PTCs found to be higher in Group 2 compared to Group 1
(p < 0.001). The extensity of PTC C4d expression increased with increasing
degree of leukocyte infiltration both in PTCs and interstitium (p < 0.001). The
time of the development of IF decreased with increasing intensity of PTC and
interstitial leukocyte and macrophage infiltration (p < 0.001). Also, the devel-
opment of IF shortened with increasing PARP, HLA-DR, TNF-o expression in
inflammatory cells and increasing PARP, a-SMA, TNF-o, TGF-B, HLA-DR
expression in tubular cells (P < 0.01). PARP expression on both tubules and
infiltrated inflammatory cells showed poor graft outcome. The 5-year graft
survival was 96% for recipients with negative tubular PARP while it was 18% for
grade 3 tubular PARP expression respectively (p < 0.001).

Conclusion: Increased PARP activation leads to early graft loss with
augmenting inflammation and interstitial fibrosis via activation of inflammatory
signaling pathways and myofibroblastic differentiation of tubular cells. There-
fore we suggest that PARP inhibitor drugs can combine with
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mB@S@Vﬁe SiYSENE MO I et G ANTRANGIOT ENSHeCivipe
dne 4RGI09YRECEPTOR AND DONOR-SPECIFIC ANTI-HLA
ANTIBODIES ON KIDNEY GRAFT OUTCOMES IS BOTH
PROPER AND SYNERGISTICAL

Jorge Malheiro’, Sandra Tafulo?, Leonidio Dias’, La Salete Martins’,
Manuela Almeida’, Sofia Pedroso’, Antdnio Castro-Henriques’
"Centro Hospitalar Do Porto, Portugal; ®Ipst, Portugal

Background: Both DSA and AT1R antibodies have been associated with
poor graft outcomes after kidney transplantation (KT), but their possible
synergistic effect has been scarcely studied.

Methods: Seventy-six patients were randomly selected from our centre
cohort of KT recipients for this exploratory study. DSA (MFI > 1000) and/or
AT1R (>10 Ul) were detected by solid-phase assays in pre-KT sera.
Multivariable Cox regression models determined if these antibodies were
independent predictors of outcomes (outcomes studied: acute rejection (AR)
and graft failure (GF); other variables included in the model: DGF, AR (included
only for GF outcome), ATG induction, donor type, HLA mismatch, recipient
gender and age).

Results:

No AT1IR (n=57) ATIR(n=19) p

Recipient age, mean 45 44 0.837
Female recipient, % 39 63 0.062
Living donor, % 19 26 0.528
Previous KT, % 25 26 1

Previous pregnancy, % 16 42 0.026
HLA mismatch, mean 3.58 3.74 0.759
ATG induction, % 30 47 0.163
Delayed graft function, % 16 5 0.436
Anti-HLA antibodies, % 30 58 0.028
DSA, % 16 37 0.100
AR, % 12 37 0.017
Graft failure, % 7 37 0.004

Previous pregnancy was the sole significant (OR = 3.88, p = 0.022) risk
factor for AT1R positivity in a multivariable logistic regression analysis.Graft
outcomes according with DSA and/or AT1R presence status:

Brief Orals

AT1R/
No AT1R/No AT1R/No No AT1R/ DSA
DSA (n=48) DSA (n=12) DSA (n=9) (n=7)
AR, n 3 4 4 3
Cellular (Banff 3 - 1 -
1), n
Cellular vascular - 3 - -
(Banff 2), n
Antibody- - 1 3 3
mediated, n

Conclusion: AR incidence was significantly increased in patients with AT1R,
and even more in those with DSA. Presence of both DSA and AT1R was
associated with the poorest graft survival rates, followed by AT1R-only. These
data corroborate the possibility that a proper negative effect of AT1R on graft
outcomes exists, besides a synergistic one with DSA, and both should be taken
into account.

Acute rejection incidence at 1-year
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BOS273 | CLINICAL SIGNIFICANCE OF DE NOVO DONOR-

SPECIFIC ANTI-HLA ANTIBODIES AFTER KIDNEY
TRANSPLANTATION

Hee-Yeon Jung, Ryang Hi Kim, Sang Mi Park, Jung Hwa Park, Kyung Hee Lee,
Eun Song Lee, Jeong-Hoon Lim, Kyu Yeun Kim, Ji-Young Choi, Jang-

Hee Cho, Sun-Hee Park, Yong-Lim Kim, Chan-Duck Kim

Kyungpook National University Hospital, Republic of Korea

Background: The goal of this study was to investigate the impact of de novo
donor-specific anti-HLA antibodies (DSA) on antibody-mediated rejection
(AMR) and characterize DSA leading to AMR in kidney transplant recipients
(KTRs).

Methods: We included 174 KTRs without pretransplant anti-HLA antibodies.
All the enrolled KTRs were prospectively screened for the development of de
novo DSA every 3 months before 1 year posttransplant and annually there-
after. DSA were determined by Luminex assays and expressed as mean
fluorescence intensity (MFI). AMR was diagnosed by indication biopsy of
allograft.

Results: Of 174 KTRs, 17 KTRs (9.8%) developed de novo DSA during a
mean follow-up of 32.3 + 13.5 months. The average time to first detection of
de novo DSA was 28.2 months after kidney transplantation. All of de novo DSA
were against class Il antigens (11 DQ, 1 DR, and 5 both). The mean number of
DSA was 1.8 £ 1.2, ranging from 1 to 5 and mean MFI of DSA was
7277.6 + 5320.4. Acute AMR occurred only in KTRs with de novo DSA
compared to KTRs without de novo DSA (17.6% vs. 0%, p = 0.001). In the
KTRs with acute AMR, allograft biopsy was performed 108.3 + 95.5 days after
development of de novo DSA. Allograft survival was not different between two
groups. There were no differences in the number of DSA and mean MFI of DSA
between de novo DSA positive KTRs with AMR and de novo DSA positive
KTRs without AMR.

Conclusions: Regularimmunological monitoring is needed in KTRs to detect
DSA because de novo DSA increased incidence of acute AMR. Close clinical
monitoring and prompt interventions are mandatory in KTRs with de novo DSA,
regardless of the number and strength of DSA, to reduce allograft damage
induced by AMR.

BOS274 | THE EXPRESSION OF ANGIOTENSIN Il TYPE 1

RECEPTORS (AT1R) IN MICROCIRCULATION OF
RENAL BIOPSY FOR CAUSE MIGHT BE SIGNIFICANT

Agnieszka Sas’, MirostAw Banasik’, Piotr Dionizy?, Katarzyna KosCielska-
Kasprzak®, Dorota KamiriSka', Oktawia Mazanowska’,

Magdalena Krajewska', Pawet Chudoba®, Krzysztof Korta®,

Agnieszka HatOri?, Maria BoratyriSka’, Marian Klinger’

"Department of Nephrology and Transplantation Medicine, Wroclaw Medical
University, Poland; 2Department of Pathomorphology and Oncological
Cytology, Wroclaw Medical University, Poland; °Research Laboratory,
Wroclaw Medical University, Poland; 4Depaﬂment of General, Vascular and
Transplant Surgery, Wroclaw Medical University, Poland

The humoral activity of non-HLA antibodies (Abs) especially characterized by anti-
AT1R Abs seems to be substantial. We decided to characterize the importance of
the AT 1R expression and their connection with renal transplant failure.

The aim of our study was to assess the occurence of AT1R and its
association with renal transplant loss in patients who had a biopsy due to
worsening of renal function with characterization of staining in glomeruli and
peritubular capillaries.

Methods: Immunohistochemical expression of AT1R was assessed in the
170 renal transplant biopsies. Microscopic evaluation of AT1R expression.
AT1R expression was analyzed in five compartments in renal transplant
biopsies: (i) glomeruli, (i) renal blood vessels (small and intermediate arteries),
(iii) peritubular capillaries, (iv) tubular epithelium and (v) interstitium based on
three-step scale (0: lack of expression, 1: low immunoreactivity 2: high
expression). The expression in microcirculation was positive in patients with
g+ptc=>1.

Results: We analyzed 118 renal transplant recipients for the expression of
AT1R. The renal allograft biopsy was performed between 6 days and 24 years
after transplantation and the diagnosis was based on Banff criteria. 4 patients
(pts) presented expression in microcirculation. 1 pt with ptc+ (positive) staining
developed acute antibody mediated rejection (aAMR) treated with IVIG, Ph,
rituximab with success. A total of 3 pts with g+ staining had aAMR in 1 cases
and cAMR (chronic AMR) in 2 cases. All 3 pts lost the transplant during
24 months after biopsy instead of intensive treatment. 1 was treated with
bortezomib. All 4 mentioned pts had additional staining in tubular epithelium
(t+).

The occurrence of AT1R staining in microcirculation was associated with
the diagnosis of antibody mediated rejection and high graft lost. The AT1R in
renal transplant recipients with transplant insufficiency were expressed mainly
in tubules but in microcirculation seems to be very important.

© 2017 The Authors
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BOS275 | DOUBLE FILTRATION PLASMAPHERESIS AND

THERAPEUTIC PLASMA EXCHANGE: EFFICACY AND
SAFETY IN THE TREATMENT OF RENAL GRAFT
ANTIBODY MEDIATED REJECTION

Alexey Zulkarnaev, Andrey Vatazin
Moscow Regional Research and Clinical Institute, Russian Federation

There are several methods of the rapid removal of antibodies from patient’s
plasma, among which are double filtration plasmapheresis (DFPP) and
therapeutic plasma exchange (TPE).

Prospective randomized study in 58 recipients with renal graft antibody
mediated rejection (C4d+) was conducted. 28 recipients received treatment
with DFPP method, 32 — with TPE method. All patients underwent 3-4
sessions. The cumulative effect of complete course of procedures was
investigated.

The decrease in concentrations of IgG and IgM was significantly greater
when using DFPP. Thus, the preferential removal of IgM could be of the great
value in acute rejection treatment. When conducting DFPP, the loss of albumin
was significantly lower (p = 0.01).

When conducting DFPP, the plasma replacement was not required, while
during TPE abundant plasma replacement “drop for drop” or more was
necessary. As a result of abundant plasma replacement, the platelet count, INR
(international normalized ratio), APTT (activated partial thromboplastin time),
fibrinogen remained within the normal range. At the same time, DFPP
statistically significantly reduced the levels of fibrinogen concentration
(p = 0.01). Consequently, the patients with baseline deficiency of fibrinogen
had the increase in bleeding risk.

Both TPE and DFPP contribute to the decrease in CO of tacrolimus in blood
of about 15-20%. In this regard, the correction of drug doses is required.

Rebound effect was observed when conducting DFPP, if less than 100% of
volume of circulating plasma was processed during one procedure, and less
than 70% of volume of circulating plasma were removed during conventional
TPE. In this case, the effectiveness of even the whole course of treatment was
low.

DFPP, as well as TPE are effective methods of the treatment of humoral
rejection of renal graft only in case of sufficient dose of the procedure. Due to
various influence on the biochemical parameters and hemostasis, indications
for TPE and DFPP can vary considerably.

BOS276 | GLOMERULOCAPILLARY MIRNA EXPRESSION

PROFILES IN THREE DIFFERENT MODELS OF
ANTIBODY-MEDIATED REJECTION (ABMR)

Georg Dieplinger', Falko M. Heinemann?, Veronika Grau®, Peter T. Jindra®,
Ute Eisenberger®, Jan Becker®, Jan Becker®

"Department of General, Visceral and Cancer Surgery, Transplant Center
Cologne, University Hospital of Cologne, Cologne, Germany; “Institute for
Transfusion Medicine, University Hospital Essen, University Duisburg-Essen,
Essen, Germany; Laboratory of Experimental Surgery, Department of General
and Thoracic Surgery, Justus-Liebig-University Giessen, Giessen, Germany;
“Immune Evaluation Laboratory, Department of Surgery, Baylor College of
Medicine, Houston, TX, USA; °Clinic for Nephrology, University Hospital
Essen, University Duisburg-Essen, Germany; SInstitute of Pathology,
University Hospital of Cologne, Cologne, Germany

Antibody-mediated rejection (ABMR) is still a diagnostic problem in kidney
transplantation, its pathophysiology incompletely understood. miRNAs can be
quantified from minimal amounts of paraffin- embedded biopsies and nega-
tively regulate entire gene sets. We examined a rat model, an in vitro model of
ABMR and human biopsies with thrombotic microangiopathy (TMA) due to
ABMR for diagnostic glomerulocapillary miRNA expression signatures.

The Fischer F344 to Lewis rat model of renal transplantation and an in vitro
model of anti-HLA class |-ABMR with glomerular endothelial cells and
microdissected glomeruli from paraffin-embedded human biopsies with TMA
due to ABMR were investigated with low density qRT-PCR arrays for
differentially regulated miRNAs. Candidates were validated with single rRT-
PCR runs in the rat model and TMA due to ABMR and on human biopsies with
HLA class I-ABMR.

Two glomerular miRNAs were upregulated in the rat allografts (miR-199a-
3p, miR-125b-2-3p), one was upregulated only in the isografts and remained at
nontransplant control levels in allografts (miR-451-5p). In glomeruli of class I-
ABMR 10 miRNAs were upregulated (let-7c-5p, miR-28-3p, miR-30d-5p, miR-
99b-5p, miR-125a-5p, miR-195-5p, miR-374b-3p, miR-484, miR-501-3p, miR-
520e) and 2 downregulated (miR29b-3p, miR-885-5p). A random forest
analysis based on glomerular miRNA quantification allowed identification of
80-90% of patients with class | ABMR vs. controls. In TMA due to ABMR
glomerular miR-532-3p was upregulated, its target ADAMTS13 downregulated
on protein level. Glomerular miRNA quantification is a promising diagnostic
technique for ABMR, complementing conventional histology. Interestingly, our
three models exhibited a wide spectrum of deregulated glomerular miRNAs
without any overlap that could be translated into novel therapeutic
approaches.Clinical Kidney Immunology
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BOS277 LONG-TERM PERSISTENCE OF ANTI-HLA ANTIBODIES

IN RENAL TRANSPLANT RECIPIENTS: RISK FACTORS
AND IMPACT ON CLINICAL COURSE

Isabel Perez Flores’, Maria Angeles Moreno De La Higuera’, Virginia Lopez De
La Manzanara', Jose Bautista, Marta Calvo’, Natividad Calvo’, Ana
Sanchez Fructuoso’, Esther Mancebo?, Maria José Castro®, Ana

Sdnchez Fructuoso’

"Hospital Clinico San Carlos, Spain; 2Hospital Doce De Octubre, Spain

Objectives: (i) To evaluate the incidence of development of anti-HLA
antibodies (AHAB) on the long run in our renal transplant population and the
main risk factors for their development. (ii) To investigate the impact of the
antibodies on renal function and graft survival.

Method: A retrospective cohort study that included 372 patients that received
a renal graft from 2005 to 2010. The analysis of AHAB was performed by
Luminex™, with >2 determinations per patient.

Results: At a mean of 5 years post-transplantation, the presence of AHAB
was detected in 30% (90/281) of our population: Class | 34.5%, Class Il 29%,
Class | and Il 36.5%. Out of the pretransplant sensitized patients, 35/51
remained with positive antibodies after transplantation, while 55/230 no
sensitized patients developed de novo AHAB. The risk factors for persis-
tence/positive  AHAB were: acute humoral rejection [4.23 (2.13-8.41),
p < 0.001], pretransplant allosensitization [3.95 (2.37-6.55), p < 0.001],
retransplantation [8.71 (4.26-17.79), p < 0.001], >4 HLA incompatibility [1.83
(1.02-3.42), p = 0.049], mean tacrolimus levels of <6 ng/ml [2.17 (1.12-4.92),
p = 0.048]. There were no differences between different induction or mainte-
nance immunosuppressants (30% with mTOR inhibitors). In the multivariate
analysis, the independent factor for persistence of AHAB in pretransplant
sensitized patients was having a previous transplant [13.50 (2.74-66.51),
p = 0.001], while in those patients who developed de novo AHAB the main
factor was having mean tacrolimus blood levels of <6 ng/ml [2.43 (1.09-6.72),
p = 0.047). Patients who had Class | and Il AHAB had worse renal function
[eGFR 47 (19) vs. 54 (17) ml/min] and a lower 5-year graft survival rate (59.5%
vs. 94.5%).

Conclusion: Allosensitization due to a previous transplant and low levels of
tacrolimus seem to be the main risk factors for persistence or development of
AHAB in the long-term. Their presence has a deleterious effect on clinical
outcome, causing worse renal function and lower graft survival

Clinical Kidney Histology

BOS278 | DETERMINANTS OF SEVERE FIBROSIS IN KIDNEY

ALLOGRAFT: MAJOR IMPACT OF CIRCULATING
DONOR SPECIFIC ANTI-HLA ANTIBODIES

Clément Gosset, Denis Viglietti, Marion Rabant, Alexandre Loupy,
Carmen Lefaucheur
Paris Translational Research Center for Organ Transplantation, France

We investigated the independent contribution of circulating donor-specific anti-
HLA antibodies (DSA) in the development of severe kidney allograft fibrosis
with integration of traditional risk factors for allograft fibrosis.

We prospectively enrolled 1539 consecutive kidney recipients transplanted
between 2004 and 2010, with systematic assessment of allograft fibrosis using
the IF/TA Banff score on biopsies performed at 1-year post-transplantation. We
considered all of the traditional determinants of allograft fibrosis reported in the
literature, recorded at the time of transplantation and in the first year after
transplantation. We also integrated DSA assessment and all the histologic
diagnoses (“for cause” biopsies; N = 1804) performed in the first year after
transplantation.

We identified 498 (32%) patients with severe IF/TA (Banff grade >2). DSA
were associated with severe IF/TA at 1-year post transplant (adjusted OR,
1.53; 95% ClI, 1.16-2.01; P = 0.002), independently of the traditional determi-
nants, including: T cell-mediated rejection, antibody-mediated rejection, BK
virus-associated nephropathy, calcineurin inhibitor toxicity, initial disease
recurrence, pyelonephritis, acute tubular necrosis, donor and recipient baseline
parameters, and transplant characteristics. DSA remained associated with
severe IF/TA even in patients without episode of antibody-mediated rejection
(OR, 1.47; 95% Cl, 1.10-1.96; P = 0.008). Among the modifiable risk factors
for severe IF/TA, DSA were found to be the first contributor, being involved in
11% of cases while T cell-mediated rejection, calcineurin inhibitor toxicity,
acute tubular necrosis, pyelonephritis and BK virus-associated nephropathy
were involved in 9%, 8%, 6%, 5%, and 4% of cases, respectively.

Circulating DSA are major contributor to severe allograft interstitial fibrosis
independent of traditional risk factors and of antibody-mediated rejection.Clin-
ical Kidney Rejection
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BOS279 | SECOND-LINE THERAPY AFTER STANDARD OF CARE

IN ANTIBODY-MEDIATED REJECTION: A
PROSPECTIVE STUDY

Denis Viglietti, Alexandre Loupy, Olivier Aubert, Christophe Legendre,
Denis Glotz, Carmen Lefaucheur
Paris Translational Research Center for Organ Transplantation, France

There is a wide heterogeneity in antibody-mediated rejection (AMR) patients’
prognosis after standard of care (SOC) including plasma exchange (PE) and
intravenous immunoglobulin (IVIG). We investigated whether a composite
prognostic score might identify patients at poor prognosis after AMR SOC
therapy eligible for second-line intervention.

We prospectively included kidney recipients diagnosed with active AMR
(2012-2014) who received standardized SOC therapy (PE x4 and IVIG 2 g/kg
repeated every 3 weeks x 3). Patients were stratified according to their risk of
graft loss after SOC based on an AMR prognostic score. High-risk patients
received second-line treatment with complement-targeting agent (C5-inhibitor
Eculizumab or C1-inhibitor Berinert) and high-dose IVIG for 6 months. The
prognostic score was built in a prospective cohort of 284 kidney recipients with
biopsy-proven active AMR receiving the standardized SOC therapy (abstract
N° 3720943).

We enrolled 83 kidney recipients with active AMR diagnosed at a median
time of 4.3 months post-transplantation. Patients received the SOC therapy,
after which they were stratified in 3 risk groups defined according to the
prognostic score. 15 (18%), 11 (13%) and 57 (69%) patients were stratified in
the high-risk, intermediate-risk and low-risk groups, respectively. Predicted 3-
year graft survivals after AMR were 94% (95% CI, 89-96), 64% (95% ClI, 43—
79) and 32% (95% CI, 17-48), respectively. The characteristics of high-risk
patients were: GFR of 27.4 + 8.9 ml/min, g+ptc Banff score of 4.1 + 1.2 and
DSA MFImax of 14482 + 485 after SOC therapy, and 37.1 + 10.5 ml/min,
3.5 + 1.4 and 10319 + 646 before SOC therapy. High-risk patients receiving
second-line therapy showed a 3-year graft survival of 84%.

Risk stratification for kidney graft loss by a composite prognostic score
based on clinical, histological and immunological parameters allows to identify
high-risk patients after SOC treatment of AMR who may benefit from second-
line strategies.

Clinical Liver Surgical technique

BOS280 NEW TECHNOLOGIES IN LIVER TRANSPLANTATIONS

Sergey Voskanyan, Alexey Artemiev, Konstantin Gubarev,

Dmitry Zabezhinsky, Evgeny Naydenov, Viadimir Rudakov, Maxim Shabalin,
Anton Voevodin, Vladimir Shcherbin, Daria Svetlakova, Anna Maltseva

New Technologies in State Research Center Burnazyan Fmbc of The Fmba of
Russia, Russian Federation

Aim: The immediate and long-term results of the liver transplantations at its
terminal lesions have been studied.

Material and methods: 235 liver transplantations (LT) were performed in our
Center between June 2010 and March 2017. 186 living donor liver transplan-
tations (LDLT) have been performed. 49 cadaveric liver transplantations (CLT)
have been performed (including adult split LT and retransplantations). 158
(67.2%) difficult LT have been performed. Complex reconstructions of the
portal venous inflow or outflow have been required. Resections and recon-
structions of the IVC and/or the right atrium by PTFE-conduits due to the
parasitic lesions of the IVC have been performed. Isolated venous outflow from
the 8 segment of the liver to middle hepatic vein, isolated venous outflow from
the 6 segment of the liver and its diameters more than 5 mm were an indication
for vascular reconstruction. Reconstruction and formation common embouche-
ment of the portal vein via using autovenous Y-shaped portal conduit at “back
table” was performed at trifurcation of the portal vein. Anastomosis between the
portal vein of the recipient and autovenous portal conduit was formed for a short
stump of the right portal vein of the transplant. Reconstruction of the portal vein
at it complete fibrous obliteration was performed by autovenous prostheses.
Saving the middle hepatic vein in the living donor’s liver was a prerequisite.
Results: Mortality among recipients was 4.3%. Morbidity was 38.3%. Vascu-
lar complications after LDLT were 4.3%, after CLT were 0%. Frequency of the
biliary complications (grade A, B (ISGLS, 2011) was 15.3% among all
recipients. Mortality among living donors was not. The morbidity among living
donors was 12.9% and was mainly represented of the bile leakage (grade A, B
(ISGLS)). Postoperative hospital stay for recipients was 27 (23-32) days.
Conclusion: Presented technologies allow to achieve a good immediate and
long term results of the liver transplantations.

© 2017 The Authors
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BOS281 SPLENIC ARTERY STEAL SYNDROME IN PEDIATRIC

LIVER TRANSPLANT: FIRST SERIES AND RESULTS

Chiara Grimaldi’, Chiara lacusso’, Roberta Angelico’, Cristina Lo Zupone',
Jean De Ville De Goyet®
"Ospedale Pediatrico Bambino Gesu, Italy; 2Ismett Upmc, Italy

Aim of the study: Splenic artery steal syndrome (SASS) is a known
complication after adult liver transplantation (LT), with an incidence from
0.6% to 10.1%. To our knowledge, occurrence of SASS in pediatric LT has
never been reported. Low hepatic artery (HA) flow in the absence of evident
stenosis or thrombosis is associated to SASS. Blood preferentially flows from
the celiac artery into the splenic artery (SA); the graft results relatively
hypoperfused. The primary aim of this study is to evaluate the incidence of
SASS in pediatric LT recipients and the efficacy of its therapeutic management.
The secondary endpoint is to assess the association of SASS with vascular and
biliary complications.

Methods: From December 2008 to April 2016, 146 consecutive children
received a LT at Bambino Gesu Children’s Hospital. Demographic, clinical and
instrumental data of all recipients were retrospectively collected. All diagnoses
of SASS were detected by Doppler-US and subsequently confirmed by
angiography, if indicated.

Main results: Eleven patients (7.5%) were diagnosed with SASS; 4 intraop-
eratively and 7 post-operatively. SASS diagnosed on intraoperative Doppler-
US were treated by SA ligation with immediate improvement of arterial flow in
the graft. Postoperatively, diagnosis of SASS was suspected on Doppler-US
data and confirmed by angiography. Percutaneous radiological approach
allowed a prompt and effective treatment by proximal embolization of the SA in
all cases. All children with SASS were successfully treated without conse-
quences on graft function. Patient- and graft-survival rate is actually 100% after
mean follow up of 43 months (range 7-76 months). No long term biliary and
vascular complications were detected.

Conclusions: SASS seems underestimated in pediatric literature; however,
in this series we report 7.5% incidence. Doppler-Us by experienced pediatric
radiologists and a high degree of suspicion in selected cases play a key-role in
early detection of SASS and avoi

Dagmar Kollmann, Rainer Schindler, Svenja Maschke, Susanne Rasoul-
Rockenschaub, Michael Hofmann, Gerd Silberhumer, Georg Gyori,
Thomas Soliman, Gabriela Berlakovich

Division of Transplantation, Medical University of Vienna, Austria

LIVER TRANSPLANTATION IN PATIENTS WITH
PORTAL VEIN THROMBOSIS - IS IT SAFE?

Background: PVT is a technical challenge for liver transplantation (LT) and
thus often considered as contraindication. We evaluated the characteristics
and outcome of patients with PVT and LT.

Methods: All patients with pre- or intraoperatively diagnosed PVT receiving a
LT between 1994-2014 were included. Preoperative diagnosis, surgical
therapy as well as patient- and graft survival were analysed.

Results: 53 patients (m:f = 40:13, mean age 52 + 10) with pre- or intraop-
eratively diagnosed PVT were transplanted. Primary indications included
alcoholic cirrhosis (38%), viral cirrhosis (23%), tumor (21%), biliary liver
disease (9%) and others (9%). In 60% (n = 32) of patients, PVT was diagnosed
preoperatively, and in 40% (n = 21) intraoperatively. Intraoperative observa-
tions revealed complete PVT in 16 patients (30%) and partial PVT in 37 patients
(70%). Surgical therapy included thrombectomy in 83% (n = 44), an inter-
ponate in 7% (n = 4), another vessel for PV-anastomosis in 4% (n = 2) and
fixation during the anastomosis in 6% of cases (n= 3). One- and 5-year
patient- and graft survival was 82%, 76% and 75%, 69%, respectively. 8
patients (15%) experienced re-thrombosis after LT; this did not negatively
impact patient- or graft survival. However, preoperative diagnosis of PVT
(n = 32) and complete PVT (n = 16) significantly reduced graft survival in the
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early era after LT (p = 0.047 and p = 0.018, respectively). 16 patients (32%)
solely received liver ultrasound during preoperative work-up, and in this group
ultrasound failed to diagnose PVT in 75%. In contrast, in patients receiving liver
US and CT or MRI, only 17.6% where not diagnosed with PVT (chi-square
test<0.001).

Conclusion: In 60% of patients who received a LT, the diagnosis of PVT was
established preoperatively. The majority of cases with PVT were successfully
treated with intraoperative thrombectomy. However, the lower graft survival
rates in cases with complete PVT, suggests a careful evaluation of this cohort
prior to listing.

BOS283 | SALVAGE LIVING DONOR LIVER TRANSPLANTATION

FOR RECURRENT HEPATOCELLULAR CARCINOMA
AFTER PRIOR LAPAROSCOPIC HEPATECTOMY: A
PROPENSITY SCORE MATCHING STUDY IN A SINGLE
INSTITUTE

Seok-Hwan Kim, Ki-Hun Kim, Shin Hwang, Chul-Soo Ahn, Gi-Won Song,
Dong-Hwan Jung, Gil-Chun Park, Sung-Gyu Lee, Woo-Hyoung Kang Kang,
Jae Hyun Kwon, Eunkyung Jwa, Hwui-Dong Cho, Su-Min Ha, Yong-

Kyu Chung

Asan Medical Center, University of Ulsan College of Medicine, Republic of
Korea

Background/Purpose: A salvage living donor liver transplantation (LDLT) for
recurrent hepatocellular carcinoma (HCC) strategy that has been shown to be
comparable to primary liver transplantation (LT). A previous hepatectomy may
increase surgical difficulty by creating intra-abdominal adhesions. Laparo-
scopic hepatectomy (LH) reduce such technical consequences, but its effect on
subsequent LDLT has not been reported. We study the operative results of
salvage LDLT after laparoscopic and open hepatectomy (OH).

Methods: From January 2010 to December 2015, 112 salvage LDLT using
right liver graft for recurrent HCC were performed, 9 following prior LH and 103
following prior OH. Indication for the salvage LDLT was recurrent HCC in all
cases. In addition, to select a control group, propensity score matching (PSM)
was used at 1:1 ratio with variables of patients characteristics.

Results: Mean durations of the time from skin incision to total hepatectomy
were 426 + 24.6 and 482 + 58.2 mins in the LH and OH groups, respectively
(p < 0.05). Median packed RBC transfusions during salvage LDLT were 0 (0—
18) and 6 (0-32) U in the LH and OH groups, respectively (p < 0.05). These
results were much same as that in PSM study. Mean post-operative length of
stay was 19 + 3.9 and 21 + 14.7 days in the LH and OH groups, respectively
(p > 0.05). In-hospital mortality was 2.9% (n = 1) only in OH group.
Conclusions: Salvage LDLT after LH for recurrent HCC is advantageous to
OH in terms of operative time, blood loss and transfusion requirements. And
our study also shows comparable outcomes in LH of oncologic results,
morbidity and mortality to the OH group. We recommend the use of LH for
primary HCC whenever it could be possible prior to LDLT.

BOS284 | SHORT TERM OUTCOME IN LIVER TRANSPLANTATION

AFTER DELAYED ABDOMINAL FASCIA CLOSURE

Ivan Vella', Gaetano Ciancio?, Tommaso Maria Manzia', Marco Pellicciaro’,
Roberta Angelico®, Giuseppe laria’, Giuseppe Tisone', Rodrigo Vianna®
"University of Rome Tor Vergata, Italy; 2University of Miami Miller School of
Medicine and Miami Transplant Institute, USA; 3Ospedale Pediatrico Bambino
Gesu, ltaly

Background: Primary fascial closure is often difficult after adult liver

transplantation (LT), complicated by donor-to-recipient graft size mismatch,
coagulopathy and post-reperfusion hepatic or intestinal edema. The Miami
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transplant Institute (MTI) has experienced a surgical approach consisting in a
delayed abdominal fascia closure (DAC) in order to reduce the risks related to
an increased intra-abdominal pressure.

Material/Methods: The aim of this retrospective study is to determine the
influence of DAC on the 3 months outcome after LT. Were includes 219 adult
LT performed at the MTI with MELD score >20 between January 2009 and
December 2015. Patients were divided in a Group A (n: 87) subjected to DAC
and a Group B (n: 132) as a control group. The mean of MELD score was 29.3
in group A and 27.9 in group B (p: 0.14). All data about donors and recipients’
conditions, number of graft replaced arteries and back table artery reconstruc-
tion and also name of the surgeon were analyzed and were not recorded
statistical significant differences. Three months follow-up was evaluated by
blood tests and reporting any complications.

Results: During the follow-up 2 (2.3%) patients died in group A versus 9 in
group B (6.8%). Thus, patients’ survival was not significantly different in the two
groups (p: 0.13) according to Kaplan Meier curve (Fig. 1). Instead, more cases
of graft loss, without patient’s death, were collected in group B than in group A
[3 (2.3%) vs. 0 (0%)]. All these cases of graft loss were due to hepatic artery
thrombosis (HAT) and this was significantly different (p: 0.048). HAT was the
only one complication with a different incidence statistically significant (p:
0.006).

Conclusion: DAC leads to a reduction of intra-abdominal pressure, which
seems to be associated with a reduction the incidence of graft loss and of major
complications as HAT. Given our results a wider use of techniques that make it
possible to reduce intra-abdominal pressure at the end of LT is desirable.

BOS285 | CASE REPORT: FIRST DUAL GRAFT LIVER

TRANSPLANTATION IN EGYPT

Amr El Fouly, Amr Abdelaal, Mostafa Abdo, Iman Montasser, Hatem Sayed,
Mohamed S. Gazy, Moataz Abbass, Mahmoud Talaat, Mohamed Sobhi,
Hesham Abdel Kader, Mohamed Aboul Naga, Ahmed Mhuktar

Air Force Specialized Hospital, Egypt

Case-Presentation: Male patient 56 years old, father of 3 children, BMI = 35
presented with NASH-cirrhosis, moderate ascites, repeated spontaneous
bacterial peritonitis (SBP) accompanied by hepatic encephalopathy, hepatore-
nal syndrome type-Il, Child-Pugh (C11), and MELD = 23. He was listed for
LDLTX, but multiple-donors were rejected due to small for size grafts.
Management and outcome: Major concern for small for size is high-BMI.
After detailed family discussions to save their household’s life, they had offered
two-related donors instead of one. Dual-graft LTx on 22nd February, 2016, and
the concept was to follow the natural instinct anatomy of the liver. Thus, donor-1
offered right graft volume = 550 cc (segment = 5,6,7,8), GRWR = 0.45,
RLV = 45%; and donor-2 offered left graft volume 400 cc (segment = 2,3,4),
GRWR = 0.4, RLV=60%. Both grafts were transplanted in respect to normal
anatomy, biliary anastomoses were single right to right and single left to left
ducts, similarly arterial and portal anastomoses. The right hepatic vein, V6-
Makuuchi, and the left graft vein anastomosed directly to IVC while V5 with
umbilical-vein graft. Portal vein de-clamping and grafts perfusion was
performed after completion of vascular anastomoses of both grafts, to reduce
injury induced by relatively high portal flow. The recipient stayed 7 days in ICU
followed by 14 days in ward and discharged in good general condition and
performance status for 1 year post-LTx. Also both donors were discharged
safely after 10 days of post-operative hospitalization with smooth irrelevant
clinical follow up.

Discussion: Although technically demanding, dual graft liver transplantation
can offer safe solution for obese recipients avoiding small for size problem in
absence of cadaveric program. Meanwhile, it provides sufficient RLV for
donors’ safety. Preoperative anatomical mapping and precise multidisciplinary
team discussion are warranted to achieve best outcome.

BOS286 | BALLOON ANGIOPLASTY IS EFFECTIVE IN THE

MANAGEMENT OF STENOSIS OF HEPATIC VEIN OR
INFERIOR VENA CAVA EARLY AFTER LIVING DONOR
LIVER TRANSPLANTATION

Yang Won Nah, Hyung Woo Park, Jae Chul Hwang, Young Woo Seo, In
Young Huh, Sun Eun Park, Eun Ae Byun
Ulsan University Hospital, Republic of Korea

Hepatic venous outflow obstruction after living donor liver transplantation
(LDLT) results from either intimal hyperplasia and fibrosis at the anastomotic
sites or compression or twisting of the anastomosis due to graft regeneration.
There is controversy regarding their management including balloon angioplasty
versus stent insertion. During the period from April 2010 to February 2017, the
authors experienced 3 (5%) cases of inadequate hepatic venous outflow
among 58 cases of LDLT and report here. All the 3 patients were male who
received modified right lobe graft and aged 53 to 58 years old. Their initial post-
LDLT recovery was very smooth that 2 patients were discharged on
postoperative day (POD) 13 and 14. Sudden onset of abdominal distension
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due to ascites was the first manifestation at POD 17, 15 and 20 in each. AST,
albumin, bilirubin and creatinine level in each case was 95, 24 and 21 U/, 3.0,
3.0 and 2.0 g/dl, 0.5, 0.9 and 0.6 mg/dl and 0.9, 3.0 and 1.0 mg/dl,
respectively. Hepatic venogram was performed under the suspicion of
inadequacy in outflow.

Results: Hepatic venogram revealed some points of narrowing in the hepatic
outflow pathway in these 3 patients and balloon angioplasty was performed.
Results of balloon angioplasty were summarized in Table 1. There was no
procedure-related complication. There was only small drop in pressure gradient
with a single session of balloon angioplasty. All three patients, however,
responded clinically as improvement in symptoms, diuresis and reduction in
body weight and abdominal circumference 1-2 days after a single session of
balloon angioplasty. Serum creatinine level was normalized in 1 patient who
showed elevation before the procedure. No recurrence was found for 2 weeks
to 11 months after the angioplasty. No patient required stent placement in this
small series.

Conclusion: Balloon angioplasty was effective in the management of
stenosis of hepatic vein or inferior vena cava early after LDLT.

BOS287 | HIGHLY STRICT SELECTIONS OF DONOR REDUCE

SURGICAL COMPLICATION AFTER LAPAROSCOPIC
DONOR HEPATECTOMY

Gyu-Seong Choi, Jae-Won Joh, Chanwoo Cho, Suk-Koo Lee, Jongman Kim,
Johnwouk Oh, Joo Kim Sung
Samsung Medical Center, Republic of Korea

Laparoscopic major hepatectomy is still innovative, and also laparoscopic
donor hepatectomy is conducted in only several centers. In this study, we
propose highly strict selection criteria for laparoscopic donor hepatectomy to
reduce surgical complications.

From May, 2013 to Jan. 2017, we conducted 72 cases’ consecutive
laparoscopic living donor hepatectomy. After early trial and error, we had a
strict indication on donor’s selection- normal anatomy (type 1 bile duct, type 1.
Portal vein). Nevertheless in some cases biliary complications were shown
despite strict selection. And so we reviewed all donors’ biliary anatomy and
classified by length of neck of right bile duct (1 cm).

In this study, 64 donors enrolled in laparoscopic donation of right liver. And
we classified by the length of right bile duct (from bifurcation of right/left bile
duct to bifurcation of anterior/posterior bile duct) In group 1, 42 donors enrolled
with the length of right bile duct is over 1 cm, and group 2 was consisted with 22
donors (short length of right bile duct <1 cm)

By statistical analysis, group 1 showed only 1 donor’s biliary leakage from
cystic duct (2%) but this complication was controlled by laparoscopic
exploration. In contrast to long bile duct, group 2 was shown 6 donor’s biliary
leakage and 1 donor’s biliary stricture. (32%) one complication was success-
fully controlled by laparoscopic suture of leaked bile duct, and other compli-
cated donors were managed with endoscopic retrograde biliary drainage
procedure without any long-term complication.

In laparoscopic donor hepatectomy, highly strict selection by donor’s biliary
anatomy - type 1 bile duct plus length of right bile duct over 1 cm - will help to
reduce donor’s biliary complications.

BOS288 RESULTS OF BILIARY RECONSTRUCTION WITH PTFE

GRAFT IN LIVER TRANSPLANTATION

Mehmet Haberal', Ebru Ayvazoglu Soy’, Gokhan Moray’, Adnan Torgay?,
Handan Ozdemir®

"Department of Transplant Surgery, Baskent University, Turkey; 2Department
of Anesthesiology, Baskent University, Turkey; >Department of Pathology,
Baskent University, Turkey

Introduction: Biliary complications are often referred to as the ‘Achilles heel’
of liver transplantation (LT) with their high incidence rate, the need for repeated
and long treatment, and the potential effects on graft and patient survival. The
main problem is the development of fibrosis in the anastomotic area. By
decreasing the rate of fibroses on both sides, it is possible to prevent biliary
complications from developing. In our experimental study on pigs, we showed
that by using spiral polytetrafluoroethylene (PTFE) graft, the complication rates
dropped to almost zero. As such, we now use this technique as standard
procedure in a clinical setting. To date, we have performed this technique with
PTFE graft in 16 patients. In this study we aimed to review the results.
Materials and Methods: Between December 8, 1988 and March, 2017 we
performed 565 LT procedures at our centers (age range, 6 months—64 years).
Of these, 401 were living donor LT (71%), 167 were deceased donor LT (29%).
We used PTFE graft in 16 patients. PTFE grafts were used in biliary stricture
reconstruction after LT in 6 of these patients and in primary liver transplantation
in the remaining 10 patients.

Results: Six patients are doing well with normal liver function after biliary
stricture reconstruction. In the remaining 10 patients; 2 patients died due to
sepsis with normal liver function. The remaining 8 patients are doing well with
normal liver functions.

© 2017 The Authors
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Conclusions: Biliary anastomosis using spiral PTFE graft is feasible with
satisfactory anastomotic circumference and histologic evidence of healing. Our
experimental studies as well as our small series of patients show that use of
spiral PTFE graft is effective in reducing biliary complications in clinical
transplantation.

BOS289 | A CASE REPORT: HANGING HEPATOATRIAL

ANASTOMOSIS IN CADAVERIC DONOR LIVER
TRANSPLANTATION FOR A BUDD-CHIARI SYNDROME
PATIENT

Bong-Wan Kim, Sung Yeon Hong, Hee-Jung Wang, In-Gyu Kim
School of Medicine, Ajou University, Republic of Korea

The liver transplantations for Budd-Chiari syndrome (BCS) patients are
challenging for variety of reasons. There is no standardized procedure for the
reconstruction of the diseased hepatic vein or inferior vena cava (IVC)
segments. The underlying hypercoagulable state or hematologic disorders in
BCS patients may, also, raise problems during postoperative period. Although
anastomotic failure of hepatic vein is an unusual complication in adult
orthotopic liver transplantation (OLT), pre-existing inferior vena cava abnor-
mality, such as in BCS, may contribute to the increased rate of the hepatic
outflow complications. Technical adjustments are to be made in such cases.

We have experienced a deceased donor liver transplantation performed in
BCS patient whose inferior vena cava was obstructed completely. For graft
implantation, the upper cuff of the donor IVC was sutured directly to the right
atrium and the lower cuff was closed by oversewing. No subsequent
complication relevant to this vascular anastomosis was observed during six
months of follow-up period. The pre-formed collateral vessels that diverted
venous blood flow from the lower extremity and both kidneys to the superior
vena cava through lumbar, azygos-hemiazygos system have played an
important role in this successful transplantation.

BOS290 | PORTAL VEIN ARTERIALIZATION AFTER TOTAL

HEPATIC DE-ARTERIALIZATION IN LIVING DONOR
LIVER TRANSPLANTATION: CASE REPORT

Worakitti Lapisatepun, Anon Chotirosniramit, Trichak Sundhu,
Sunhawit Junrungsee
Chiang Mai University, Thailand

The recipient was 59 years old male with hepatitis B cirrhosis, single early HCC
and portal vein thrombosis. He received extended right lobe graft from his son.
In the operation, right hepatic artery was anastomosed to the hepatic artery
proper and right portal vein to the main portal vein with intra-operative portal
vein stent. Early post operative period liver function and clinical symptom was
recovered rapidly. Post operative day 9th, he was diagnosed acute aortic
dissection Stanford A with cardiac arrest. After 2 cycles of cardiopulmonary
resuscitation, he returned of spontaneous circulation and received aortic arch
replacement with circulatory arrest. Following the second operation, his clinical
symptom and liver function was improved gradually then turned to normal. One
month later, he experienced massive upper gastrointestinal hemorrhage with
unstable vital signs. From esophagogastroduodeno-scope, we found massive
bleeding from duodenum, after that, angiogram was performed. Finding was
active bleeding from gastroduodenal artery to duodenum then coil embolization
at common hepatic artery was performed. After embolization the bleeding was
stopped, vital signs returned to normal but liver function got worse rapidly. We

Figure 1 shows AST and ALT related to total de-arterialization
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decided to re-operation to re-anastomosis the hepatic artery but cannot be
achieved due to extensive thrombosis of the donor right hepatic artery. So, we
performed portal vein arterialization by anastomosed common hepatic artery to
splenic vein with end-to-side fashion. During the early postoperative period liver
function was gradually improved. Unfortunately, there was no deceased donor
during that period and finally, he died from uncontrolled intra-abdominal sepsis
and liver abscess one month later. Portal vein arterialization may be a
beneficial option for patient whom hepatic artery reconstruction is impossible.

BOS291 IMPACT OF BILIARY DUCT RECONSTRUCTION

TECHNIQUE ON LIVER TRANSPLANTATION OUTCOME

Rauf Shahbazov', Feredun Azar?, Michael KesseF, Giovanna Saracino’,
Arash Nickkholgh', Daniel Maluf', Shawn Pelletier’

"University of Virginia Medical Center, USA; ?University of Virginia School of
Medicine, USA

Introduction: Biliary complication after liver transplantation remains high.
Aim of the study: To study the impact of the technique of biliary duct
reconstruction on the outcome of liver transplantation.

Materials and methods: We retrospectively reviewed 65 patients who
received full size liver graft from August 1, 2015 to December 1, 2016. Biliary
reconstruction was performed by side-to-side (SS) and end-to-end (EE)
anastomosis. Biliary complications, anastomotic stenosis, bile leak, acute
rejection rate, and readmission within 90 days after surgery were evaluated by
studying our patents records. In case of biliary complication, patients were
selected, assigned to different complication-groups and subsequently reviewed
in detail.

Results: A total of 65 patients (age: 57 (19-72)), were included in this study.
The median follow-up was 7 months. 44 patients had end to end duct to duct
biliary reconstruction, 21 had side to side anastomosis. Patients who had SS
technique biliary anastomosis, MELD score was 28 while patient with duct to
duct anastomosis MELD score was 24 (p = 0.025). The overall biliary
complication rate was 9.4% (n = 4). 1 patient from each group had biliary
leakage after (side to side anastomosis (4.8%) and end to end duct to duct
(2.3%) biliary duct reconstruction. However, biliary leaks observed only in end
to end anastomosis (2.3%) technique group which was not statistically
different. Acute rejection episode observed in 3 patients (6.8%) with end to
end biliary duct reconstruction, only 1 patient (4.8%) had AR with side to side
biliary reconstruction group (p = ns). Readmission rate within 90 days after LT
was similar 45.5% and 42.9% (p = ns) in end to end and side to side biliary duct
reconstruction respectively.

Conclusion: Our study shows that biliary reconstruction technique seems to
have little impact on the development of biliary complication in short time
period. However, long term effect is needs to be studied.

BOS292 ANASTOMOSIS OF PORTAL VEIN AND BILE DUCT

ANOMALY IN LIVING DONOR LIVER
TRANSPLANTATION

In-Sang Song, Kwangsik Chun, Sangwoo Park
Chungnam National University Hospital, Republic of Korea

Introduction: We report our experiences of type 2 portal vein and bile duct
anastomosis during living donor liver transplantation
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Case: Forty-four years old man was admitted for generalized weakness. He
suffered from CVH-B for 20 years and 2 years ago diagnosed LC with HCC.
Primary HCC was treated by percutaneous RFA and recurred HCC was by
TACE twice. After TACE generalized weakness, ascites were progressed.
Hepatic encephalopathy was developed. Living donor liver transplantation was
decided. Donor was 27-year-old son. GRWR was 1.48. Preoperative donor
abdomen CT scan was revealed trifurcation of portal vein and low-lying right
posterior hepatic duct. Middle hepatic vein branches were double in S5 and
single in S8 level. Donor hepatectomy was performed as modified extended
right hepatectomy (weight = 850gm). During bench operation neo-middle
hepatic vein was reconstructed by use of iliac vein allograft. Lumens of graft
portal vein were double. So left saphenous vein autograft patch was fenced to
the graft portal veins for making single lumen. Graft was transplanted to
recipient from right hepatic vein, portal vein, neo-middle hepatic vein and then
right hepatic artery. Bile ducts were make common cannel in manner of V-
shaped plasty then anastomosed to recipient bile duct. Total operation time
was 632 minutes cold ischemic time was 40 minutes for bench operation.
Maximal AST/ALT was 230/207 1U/ml at POD #1 then normalized at POD #5
and #15 each. Postoperative abdomen CT revealed patent portal vein, neo-
middle hepatic vein and hepatic artery. There was no congestion area in the
transplanted liver. Patient was discharged at POD #34. There was no stricture
or stenosis in anastomosis site in veins, artery and bile duct.

Conclusion: In the living donor liver transplantation, there were many
anatomical difficulties in anastomosis due to anatomical variation especially
in portal vein and bile duct. Portal vein fencing and bile-ductoplasty can be a
good choice.

BOS293 | PIGGYBACK OR CAVA REPLACEMENT — WHICH

TECHNIQUE IS PROTECTIVE AGAINST ACUTE KIDNEY
INJURY AFTER TRANSPLANTATION? A SINGLE
CENTRE ANALYSIS OF 431 CASES

Jeannette Widmer', Mohamed Ghazaly’, Andrea SchlegeF,

Margaret Debethlen’, Brian Davidson’, Charles Imber’, Massimo Malago’,
Joerg-Matthias Pollok’

"Royal Free Hospital London, UK; ?Queen Elizabeth Hospital Birmingham, UK

Background: The cava-preserving piggyback technique requires only partial
cava clamping and therefore maintains venous outflow from both kidneys
during the procedure. Compared to the classic cava replacing transplant
technique, piggyback is considered to protect the kidneys from acute kidney
injury (AKI) following transplantation. The aim of this study was therefore to
compare kidney injury after liver transplantation with either piggyback or classic
liver transplant technique.

Methods: We retrospectively analyzed pre-, intra- and postoperative data
from patients (n = 431) undergoing liver transplantation from DBD donors
between 2009-2016 at Royal Free Hospital, London. Among them 191 (44.3%)
underwent piggyback technique and 236 (54.7%) cava replacement. General
outcome and kidney function were assessed 5 days, 3 months and 12 months
post-transplant. The overall follow-up was 4 years.

Results: Donor and recipient characteristics, e.g. donor age and cold
ischemia time were comparable in both groups. The entire cohort was low
MELD with a median of 16 points in both groups. ITU and hospital stay were
comparable between both groups. Four-year graft and patient survival were
similar comparing both groups. Importantly, despite longer cava clamping,
kidney function following classical transplant technique was not inferior to
piggyback at 5 days, 3 months and 1 year after transplantation. Transient
renal replacement therapy (RRT) was required in 29% of cases following piggy
back compared to 27% of cases after classic liver transplantation (p = 0.819).
Conclusion: Both surgical techniques are equal in terms of short- and long-
term kidney function following transplantation.
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BOS294 | cosmoOS: A MULTICENTER, RANDOMIZED, OPEN-

LABEL, PHASE IV STUDY OF KIDNEY TRANSPLANT
PATIENTS CONVERTED FROM CICLOSPORIN TO
PROLONGED-RELEASE TACROLIMUS PLUS
STANDARD OR REDUCED-DOSE CORTICOSTEROIDS

Chung Hee Baek’, Chan-Duck Kim?, Dong Ryeol Lee®, Yeong Hoon Kim®,
Jaeseok Yang®, Beom Seok Kim®, Jong Soo Lee”, Sang Youb Han®, Soo
Wan Kim®, Sik Lee®, Kang Wook Lee'", Jin Min Kong'?, Byung Chul Shin'®,
Sang Ho Lee™, Dong Wan Chae'®, Young Joo Kwon'®, Su-Kil Park’

Asan Medical Center, University of Ulsan College of Medicine, Republic of
Korea; Kyungpook National University School of Medicine, Republic of Korea;
3Maryknoll Medical Center, Republic of Korea; *Inje University Pusan Paik
Hospital, Republic of Korea; °Seoul National University Hospital, Republic of
Korea; °Severance Hospital, Yonsei University College of Medicine, Republic
of Korea; “Ulsan University Hospital, University of Ulsan College of Medicine,
Republic of Korea; ®llsan-Paik Hospital, Inje University of Medicine, Republic of
Korea; °Chonnam National University Medical School, Republic of Korea;
9Chonbuk National University Hospital, Republic of Korea; ' Chungnam
National University, Republic of Korea; '?Bhs Hanseo Hospital, Republic of
Korea; "*Chosun University Hospital, Republic of Korea; "*Kyung Hee
University Medical Center, Republic of Korea; '°Seoul National University
Bundang Hospital, Republic of Korea; "®Korea University College of Medicine,
Republic of Korea

Background: Converting kidney transplant patients (KTP) from ciclosporin
(CsA) to prolonged-release tacrolimus (PR-T) with concomitant corticosteroid
(CS) dose reduction has not been studied.

Methods: Multicenter, comparative, open, Phase IV, 24-week (Wk) study
(NCT02034747) conducted in stable adult KTP in Korea. At baseline (BL),
patients were converted from CsA to PR-T 0.05-0.07 mg/kg/day and random-
ized (1:1) to maintain their CS dose, or undergo 50% dose reduction from Wk4
post-BL. Primary endpoint: change in estimated glomerular filtration rate
(eGFR; Modified Diet in Renal Disease) from BL to Wk24, within/between
arms. Secondary endpoints: creatinine clearance, acute rejection incidence,
patient satisfaction with PR-T-based immunosuppression, laboratory tests,
adverse events (AEs).

Results: 149  patients  (mean + standard  deviation (SD) age
52.0 + 10.2 years) converted to PR-T and received reduced (N = 72) or
standard (N = 77) CS doses from Wk4. PR-T trough levels shown in Figure.
Mean eGFR and creatinine clearance increased from BL to Wk24 in both arms,
but achieved statistical significance only for eGFR with standard CS dose
(p = 0.0065; Table). Differences between arms were not statistically different.
No acute rejection episodes were reported. Overall, 70.4% of patients taking
reduced CS doses were satisfied with PR-T convenience at Wk24 versus
82.4% taking standard doses; 45.5% of all patients reported missing fewer
doses post-BL than pre-BL. While change from BL to Wk24 differed between
arms for platelet count (p = 0.0236), high-density lipoprotein (p < 0.0001) and
glycated hemoglobin (p = 0.0173), Wk24 levels were within normal range.
Incidence of AEs, adverse drug reactions, severe AEs and withdrawal due to
AEs were similar between arms.

-
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u PR-T + reduced CS
= PR-T + standard CS

Mean 1SD trough blood concentration
of tacrolimus (ng/mL)

Wk 1 Wk 4 Wk 12 Wk 24

Time post-conversion
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p Value for Parameter Baseline Month 3 Month 6 Month 12
PR- PR- difference
T + reduced T + standard between BCAR (n = 157), n (%)
Parameter CS (N=72) CS (N=77) arms 0 129 (82.2) 131 (83.4) 133 (84.7) 120 (76.4)
1 8 (5.1) 1(0.6) 0 (0.0) 2(1.3)
Mean + SD eGFR at BL,  61.79 + 17.54 62.47 + 14.95 0.7997 2 1(0.6) 0 (0.0) 0 (0.0) 0(0.0)
ml/min/1.73m? Missing 19 (12.1) 25 (15.9) 24 (15.3) 35 (22.3)
Mean + SD eGFR at 63.17+19.31 64.94+17.47 0.5988 Proteinuria (n = 157), n (%)
Wk24, ml/min/1.73m? Yes 22 (14.0) 28 (17.8) 21 (13.4) 22 (14.0)
Mean + SD difference (BL  1.53+9.07 3.39+10.63 0.2538 No 82 (52.2) 76 (48.4) 73 (46.5) 68 (43.3)
to Wk24, or last Missing 53 (33.7) 53 (33.7) 63 (40.1) 67 (42.7)
observation carried Creatinine (mg/dl)
forward) in eGFR, ml/min/ n 154 151 145 138
1.73m? Mean (SD) 1.7 (0.9) 1.6 (0.7) 1.6 (0.7) 1.7 (0.8)
P value for difference in p=0.1567 p=0.0065 - Median 1.5 1.4 1.5 1.5
eGFR (BL vs. Wk24) (minimum—  (0.6-7.0) (0.6-5.3) (0.7-4.9) (0.7-5.4)
within arm maximum)
eGFR (ml/min)
n 150 148 143 135
Conclusion: Renal function was maintained after conversion from CsA to Mean (SD) 50.9 (21.8) 52.2 (20.2) 51.5(19.8) 50.4 (20.6)
PR-T-based immunosuppression, irrespective of CS dosing regimen. PR-T Median 50.0 50.0 49.0 49.0
provides convenient once-daily dosing with potential for CS dose reduction. (mln!mum)— (10.0-120.4)  (13.2-117.2)  (14.3-118.7)  (11.2-100.0)
maximum

PROLONGED-RELEASE TACROLIMUS IN DE NOVO
AND LONG-TERM KIDNEY TRANSPLANT PATIENTS IN
ROUTINE CLINICAL PRACTICE IN AUSTRIA: THE
STERN STUDY

Claudia Bosmuller’, Johann Pratschke?, Malcolm Brown®, Sabine Horn®
"Medical University of Innsbruck, Austria; °Campus Charité Mitte/Campus
Virchow Kiliniku, Germany; SAstellas Pharma, Inc., UK; *Lkh Villach, Austria

Background: To inform the medical community, real-world data supplement
those from interventional studies. This study assessed the effectiveness and
tolerability of prolonged-release tacrolimus (PR-T) in kidney transplant patients
(KTPs) in routine clinical practice in Austria.

Methods: A prospective, non-interventional, 12-month, multicentre study at
nine transplant centres in Austria. Adult KTPs, receiving PR-T de novo
immediately post-transplant, or long term after conversion from immediate-
release tacrolimus (IR-T), plus mycophenolate mofetil (MMF) and steroids,
were included. Patients attended four routine clinic appointments: at baseline,
and at 3, 6 and 12 months. Kidney function (estimated glomerular filtration rate
(eGFR) by modification of diet in renal disease 2, serum creatinine), biopsy-
confirmed acute rejection (BCAR), steroid dose, concomitant drugs and
adverse events (AEs) were assessed.

Results: Of 157 KTPs recruited (63.7% male; mean age 51.8 years;
2.9 years (range 0-23.8) post-transplant), 6 received de novo PR-T and 151
had converted from IR-T. Mean daily PR-T dose (mg/kg) was similar
throughout the study, while tacrolimus trough levels decreased from baseline
to Month 12 (Figure). One conversion patient had BCAR at Month 3, and two
had BCAR at Month 12 post-baseline. Mean eGFR (50.4-52.2 ml/min),
creatinine (1.6-1.7 mg/dL), and the proportion of patients with proteinuria
(13.4-17.8%) were similar across visits (Table). Most patients (75.2-82.8%)
did not have infections requiring therapy. Median steroid and MMF doses were
stable during the study (Month 12: 5 mg/day and 1 g/day, respectively). Eleven
AEs were recorded in 10 patients, including five serious AEs. Five AEs were
suspected of being treatment related.

Daily PR-T dose

0.1

0.08

0.06 -
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0.02 -

Mean (SD) daily PR-T dose (mg/kg)
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Mean (SD) tacrolimus trough level

Conclusion: This real-world evidence on PR-T administration in Austria
demonstrated stable renal function and few BCAR events; AEs were consistent
with previous reports and PR-T was generally well tolerated.

Erlend Johannessen Egeland’, Ida Robertsen’, Monica Hermann?,

Karsten Midtvedt®, Elisabet Storset®, Marte T. Gustavsen’, Anna V. Reiszeter’,
Rolf Klaasen®, Stein Bergan®, Hallvard Holdaas®, Anders Hartmann®,

Anders Asberg®

School of Pharmacy, University of Oslo, Norway; ?Western Norway University
of Applied Sciences, Norway; *Department of Transplantation Medicine, Oslo
University Hospital, Norway; *Department of Pharmacology, Oslo University
Hospital, Norway

HIGH TACROLIMUS CLEARANCE IS A RISK FACTOR
FOR ACUTE REJECTION EARLY AFTER RENAL
TRANSPLANTATION

Background: Patients with high tacrolimus (Tac) clearance eliminate more
drug within a specific dose interval. Missed and also delayed doses will result in
transient periods of lower Tac concentrations in high- versus low clearance
patients. Transient subtherapeutic Tac concentrations may induce acute
rejection episodes.

Methods: A retrospective study in all renal transplant patients treated with
Tac at our center from 2009 to 2013 was conducted. The association between
individually estimated clearance (daily tacrolimus dose [mg]/trough concentra-
tion [ng/l]) and biopsy-proven acute rejection (BPAR) the first 90 days post-
transplantation was investigated.

Results: In total, data from 638 patients treated with Tac were included in the
analysis. During the first 90 days post transplantation 85 (13.3%) patients
experienced BPAR, after a median (IQR) of 8 (5-31) days. Patients were
stratified into four groups according to their estimated clearance. The patients

Tacrolimus trough level

20 -
186
12
-
E
2 ;
€ 4]
4.
0- e . G
o 7 @t N
& A
& W W
n= 135 149 139 134

Vol. 30 (Suppl. 2), 165-346 251



Abstracts of the 18th Congress of the European Society for Organ Transplantation

in the high clearance group showed significantly higher incidence of BPAR
(20.6%) with a hazard ratio (HR) of 2.39 (95% CI; 1.30-4.40, p < 0.006)
compared to the low clearance group (9.3%). Clearance estimate (as a
continuous variable) had a HR of 2.25 (95% CI; 1.70-2.99, p < 0.001) after
adjusting for other risk factors. There were no differences neither in trough
concentrations the first week after transplantation nor in time to target trough
concentration between patients experiencing BPAR or not.

Conclusions: High estimated Tac clearance is significantly associated with
increased risk of BPAR the first 90 days post-transplantation and may be a
useful clinical risk factor for prediction of rejection in the early phase following
renal transplantation.

BOS297 | 1S ONCE-DAILY EXTENDED-RELEASE TACROLIMUS

BETTER THAN TWICE-DAILY STANDARD-RELEASE
TACROLIMUS? A META-ANALYSIS OF RANDOMIZED
CONTROLLED TRIALS

Guangxiang Gu, Qiang Xia
Shanghai Jiaotong University, China

Tacrolimus is one of the major immunosuppressants commonly used in
transplant recipients. Extended-release tacrolimus is expected to have
immunosuppressant effects equivalent to standard-release tacrolimus while
improving medication compliance. Here we conducted a meta-analysis on the
comparison of outcomes of de novo transplant recipients using extended-
release tacrolimus versus standard-release tacrolimus. There was no statistical
significance between the two groups in the incidence of patient survival at both
6 months (Z=0.40, p=0.79) and 12 months (Z= 0.45, p = 0.55). No
difference was found in the incidence of acute rejection and infection
(Z=1.46, p=0.14 and Z=1.37, p = 0.17). However, AUC24 h is much
lower in once-daily extended-release tacrolimus group (Z = 0.44, p < 0.05),
and the Cmax is much higher (Z = 0.20, p < 0.05). In summary, the current
evidence suggests that once-daily extended-release tacrolimus has similar
efficacy to twice-daily standard-release tacrolimus as an immunosuppressant
but has lower AUC24 h and higher Cmax.

BOS298 | COMPARISON OF ONCE-DAILY AND TWICE-DAILY

TACROLIMUS FORMULATIONS IN DE NOVO KIDNEY
TRANSPLANTATION — PHARMACOKINETIC AND
ECONOMICAL ASPECTS

Lutz Liefeldt, Silke Kasbohm, Klemens Budde, Petra Glander
Chariteé - Universitdtsmedizin Berlin, Charité Campus Mitte, Germany

The use of once daily tacrolimus formulations in de novo kidney transplant
patients nowadays is common, even though this theoretically leads to later
achievement of therapeutic blood levels and lower tacrolimus exposure.
Therefore, we were interested in pharmacokinetic aspects of the use of novel
once-daily tacrolimus tablets (LCPT, Envarsus) and once-daily tacrolimus
extended-release formulation (ER-Tac, Advagraf capsules) compared with
twice-daily immediate-release tacrolimus capsules (IR-Tac, Prograf). Further-
more, we looked at the costs of different tacrolimus formulations.

Recipients of a kidney allograft receiving a tacrolimus based immunosup-
pression were included in a single center retrospective study. For comparison
daily doses (mg), doses per body weight (mg/kg), trough concentrations (ng/ml)
and dose-adjusted trough concentrations (ng/ml/mg daily dose) were studied
over 12 months. For the calculation of tacrolimus costs list prices and most
convenient number of tablets/capsules were used.

We analyzed the data sets of n = 21 LCPT-patients, n = 23 IR-Tac-patients
and n = 36 ER-Tac-patients. All pharmacokinetic comparisons between once-
daily tacrolimus formulations revealed significant advantages for LCPT (Table 1).

The variability of trough levels (ng/ml) and dose-normalized trough levels
(ng/ml/mg) in general is high and highest in LCPT-patients. The differences in
pharmacokinetic characteristics translate into different treatment costs. These
differences are highly significant during the early treatment phase. Given the
daily treatment costs at 12 months the estimated costs per year add up to 6092
€ for LCPT, 8594 € for IR-Tac and 7440 € for ER-Tac.

LCPT is superior over ER-Tac with respect to pharmacokinetic aspects and

treatment costs.

Dose. Dose C/Dratio  Dose Dose C/Dratio  Dose Dose /D ratio

d10 dgo

(mg) (mg/kg)  (ng/ml/mg) (mg) (ma/kg)  (og/ml/mg) (mg) (mg/kg)  (ng/mi/mg)

100 012 099 45 0.06 224 30 0.04 218

(6.7514.0) (0.080.18) (0.66184) (3.0-50) {004007) (1.63-3.24) (2.25350) (0.03-006) (1.59-3.47)
0419 059 6.0 009 1.40 45 0.05 1.60
(014024) [0.40.069) (475110) [006043) (0.74175) (3.09.0]  (0.040.41) (0.87-1.96)

022 0.49 7.0 0,09 134 45 006 144
(018026) [0.38069) (4085)  (006014) (0.96194) (275675) (0040.11) (0.92-235)

P<0.01 P<0.01 P<0.01 P<0.O1 P<0.01 P<0.05 P<0.05 P<0.05
P<0.001 P<0.001 P<D.01 P<0.01 P<0.01 P<D.05 P<D.05 P<0.05
ns. ns. ns, ns. ns. ns. ns. ns.
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BOS299 | IMMEDIATE INTRODUCTION OF EVEROLIMUS DOES

NOT AFFECT WOUND HEALING AND DELAYED GRAFT
FUNCTION IN KIDNEY TRANSPLANT RECIPIENTS: 12-
MONTHS RESULTS FROM NEVERWOUND STUDY

Mario Carmellini’, Luigi Boschiero®, Paolo Rigotti®, Silvio Sandrini*, Giovanni
Maria Frasca®, Eugenio Minetti®, Giuseppe Tisone”, Franco Citterio®, Pasquale
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"9Az.0sp.Univ. Consorziale Policlinico Di Bari, Italy; 2°Fondazione Irccs
Policlinico S. Matteo - Pavia, Italy; 21 presidio Ospedaliero San Bortolo -
Vicenza, Italy

Background: No robust data had previous evaluated the impact of immediate
vs. delayed introduction of everolimus (EVR) on wound healing complications
(WHC) in de novo kidney transplant recipients. The 3-months Core Analysis of
the Study had shown that immediate introduction of EVR post-transplantation
did not increase the risk of WHC. A long-term (FU-12M) wound healing
complication incidence in the two groups has been here reported.

Methods: This open-label, multicenter study randomized 383 (1:1) single
kidney transplant recipients to: immediate EVR (IE, 0.75 mg twice daily) along
with low-dose cyclosporine (CsA, 4 mg/kg/day) or delayed EVR (DE, 0.75 mg
twice daily) 28 + 4 days after transplant along with low-dose CsA, with a
bridge of enteric-coated mycophenolate sodium (1440 mg/day) and CsA (6-
8 mg/kg/day). All patients received induction therapy and steroids as per local
clinical practice. After a 3-month treatment period, patients were followed to re-
evaluate the wound healing and efficacy.

Results: Proportion of patients without any WHC at 12 months was 67.9%
and 69.5% in IE and DE groups respectively (p = 0.75). A statistically
significant difference was found only for two subcategories of fluid collection,
hematoma which was 7.8% vs. 2.6% (p = 0.024) and lymphocele which was
10.88% vs. 18.42% (p = 0.037) in IE and DE groups respectively. Treatment
failure rate was 13% and 11% in |IE and DE groups respectively (p = 0.55). No
differences between the two groups were observed regarding patient and graft
survival rates nor the occurrence rate and duration of DGF. The only hazard
ratio that resulted to be statistically significant was BMI: HR was 0.66 (Cl: 0.47;
0.92), meaning that BMI lower than 25 kg/m? decreased the risk of the first
wound healing complication by 34%.

Conclusions: The immediate introduction of EVR post-transplant did not
increase the risk of WHC. Renal function, efficacy, safety and tolerability were
similar with both groups.

Clinical Liver Inmunosuppressive agents

BOS300 EVEROLIMUS WITH REDUCED TACROLIMUS

PREFERENTIALLY BENEFITS PATIENTS WITH
IMPAIRED RENAL FUNCTION IN MAINTENANCE LIVER
TRANSPLANT

Yih Jyh Lin, Tsung- Ching Chou, Ren Long Chen
National Cheng Kung University Medical Center, Taiwan

Background: Chronic renal dysfunction is a frequent complication after liver
transplantation. Results from prospective studies suggested that superior renal
function can be observed with early introduction of everolimus (EVR),
combined with reduced tacrolimus (Tac). Data from the maintenance liver
transplant population is scarce.

Methods/Materials: A single center, retrospective study including 125
patients with primary liver transplants was conducted. Sixty-eight patients

© 2017 The Authors
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were converted to the combination regimen of low dose EVR with Tac reduction
at a mean of 7 months after transplantation (range 0.03-90 months). Forty-five
recipients had eGFR (MDRD4) >60 ml/min (mean: 94) at time of EVR
conversion, and 23 patients with the eGFR < 60 (mean: 45).

Results: Among 68 recipients with EVR conversion, the mean eGFR at time
of conversion (M0), 12 months (M12) and 24 months (M24) after conversion
was 80, 87 and 82 ml/min respectively. Recipients with better renal function
(eGFR > 60) had stable eGFR over 24-month follow up (eGFR at MO, M12,
and M24 was 94, 100 and 98, respectively). In contrast, the significant change
in eGFR was observed for patients with impaired renal function (MO
eGFR < 60). The mean eGFR increased after EVR conversion, with statisti-
cally significant difference from M1 through M18 (eGFR at MO, M1, M6, M12
and M18 was 45, 53, 55, 57 and 59 respectively, p < 0.01). Patients with EVR
conversion within 6 months after transplantation had higher magnitude of
eGFR improvement, compared to those with late EVR conversion. Monother-
apy with EVR was only achieved in two patients, and no patient withdrawn from
EVR treatment due to side effect. The incidence of biopsy proven rejection did
not increase after EVR Demographics and characteristics of 125 liver
transplant recipients conversion.

Conclusion: The study suggests that the combination regimen of low dose
EVR with Tac reduction benefits patients with renal impairment in maintenance
liver transplant. This protocol also provides acceptable safety profile and
efficacy.

Clinical Kidney Immunosuppressive agents

BOS301 CLINICAL ANALYSIS OF CALCINEURIN INHIBITOR-

BASED IMMUNOSUPPRESSIVE THERAPY COMBINED
WITH EVEROLIMUS IN ABO-INCOMPATIBLE KIDNEY
TRANSPLANT RECIPIENTS

Koichi Tsutahara’, Ryoichi Imamura?, Yohei Okuda’, Sohei Kuribayashi’,
Masataka Kawamura', Nozomu Kishimoto', Kentaro Takezawa’,

Go Tanigawa’, Tetsuya Takao', Seijji Yamaguchi’

'Osaka General Medical Center, Japan; 20Osaka University Graduate School of
Medicine, Japan

In ABO-incompatible (ABO-i) kidney transplant patients, it is important to
achieve long-term graft survival, as in ABO-compatible (ABO-c) kidney
transplantation. Everolimus (EVR), a mammalian target of the rapamycin
(mTOR) inhibitor, is suggested to preserve renal graft function. We assessed
the efficacy of adding EVR to calcineurin inhibitor (CNI)-based immunosup-
pressive therapy in ABO-i kidney transplant recipients by comparing with ABO-
c kidney transplant recipients. Twenty-seven ABO-i kidney transplant recipi-
ents who underwent surgery at Osaka General Medical Center, Japan, had
EVR added to the CNI-based immunosuppressive regimen between October
2012 and July 2016, they were compared with 45 ABO-c kidney transplant
patients who had also received EVR in the CNI-based immunosuppressive
therapy. The median patient age in the ABO-c group and ABO-i group was
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41 years (15-70 years) and 49 years (33-69 years), respectively (p = 0.02).
There was no significant difference in other patient characteristics observed
be