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The growing immigration in EU countries has resulted
in gradual increments of immigrant patients with end-
stage renal disease (ESRD) which may account for more
than 20% in dialysis units or in kidney transplant pro-
grammes [1]. The common unfavourable socio-eco-
nomic situation of these immigrant populations has
been considered potentially detrimental for transplant
outcomes which led to analyse transplant results mainly
evaluating graft and patient survival.

In the current issue of Transplant International,
Grossi et al. [2] report an interesting Italian study ana-
lysing deceased donor kidney transplant performance
according to estimated-GFR (eGFR) evolution in EU-
born patients, Eastern EU-born immigrants and non-
EU-born immigrants by using a multivariable-adjusted
joint longitudinal survival model. The change in renal
function was evaluated from baseline eGFR at 1-year
after transplantation up to 5 years. The evolution in
eGFR was similar in EU-born kidney transplant recipi-
ents (KTRs) and in EU Eastern-born KTRs, but there
was a significant decline in eGFR in non-EU-born
KTRs (—5 ml/min/1.73 m®) at 5 years, despite that the
mean baseline 1-year eGFR values were similar in the
three groups. Importantly, even though that poor renal
function may be considered as a surrogate marker for
late graft loss, at 5 years these differences in eGFR did
not result in inferior transplant survivals, although
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there was a trend for worse outcomes in non-EU-born
KTRs with a hazard ratio of 1.36 for transplant failure
vs. EU-born KTR (P = 0.09). Interestingly, EU-born
KTRs and EU Eastern-born KTRs, with a vast majority
of Caucasians, had similar changes in eGFR and trans-
plant survival rates despite the immigrant background
of the second group of recipients. After stratifying
non-European-born patients according to the ethnic
groups, eGFR decline did not present statistically sig-
nificant differences between groups, and African eth-
nicity was associated with increased hazard of
transplant failure within 5 years, despite similar decline
in eGFR.

The relevance of Grossi’s study derives from the iden-
tification of poorer functional kidney allograft perfor-
mance after transplantation among non-EU born,
without an apparent negative impact on transplant sur-
vivals in the mid-term, but which might herald reduced
survivals in the long-term. On the other hand, the lack
of significant differences between EU-born KTR and
Eastern EU-born KTR may indicate that the immigra-
tion background per se may not fully account for the
differences observed on transplant performance. The
worse outcomes in African ethnicity as compared with
other non-EU ethnicities may also suggest that biologi-
cal factors may impact on transplant outcomes beyond
the immigrant background.
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First-generation immigrants usually suffer from socio-
economic disadvantages with cultural and linguistic bar-
riers which may make more difficult the access to health
care. In the case of Italy with a public health care system
with universal coverage such impediments may have been
attenuated. Another concern on the management of non-
EU-born KTR has been the adherence to therapy and
overall clinical care compliance. The guaranteed supply
of immunosuppressive medications by the public health
care system may have facilitated treatment adherence. In
this regard, taking into account the poorer transplant
performance among non-EU-born KTR, it seems advis-
able to implement especial programmes to evaluate treat-
ment adherence in these transplant populations [3], and
a strict pharmacokinetic monitoring quantifying tacroli-
mus intra-patient variability [4] in selected subset of
patients, among which Africans may deserve an especial
attention considering their poorer transplant outcomes.

On top of the adverse socio-economic situation that
immigration entails, distinct biological factors in ethnic-
ities different from Caucasians may contribute to the
poorer outcomes in kidney transplantation in non-EU-
born immigrants observed in the current study.

The main described differences among ethnicities are
related to alloreactivity and pharmacogenomics. It is well
known that African American transplant recipients usu-
ally develop more frequent and severe rejection episodes,
require higher doses of immunosuppressants, have higher
tacrolimus levels variability, and are high-risk patients
for steroid withdrawal strategies [5—7]. Racial differences
of polymorphisms in genes encoding tacrolimus-metabo-
lizing enzymes and transporters influence drug exposure
and the risk of rejection. Patients of African descent are
more frequently expressers of CYP3A5, which is associ-
ated to low tacrolimus exposure and may be responsible
for the higher acute rejection risk after kidney transplan-
tation in recipients of this ethnicity. Asian populations
also show genotype differences with Africans and

Caucasians that might affect the tacrolimus-metabolizing
phenotype [8]. Pharmacogenomic studies in distinct eth-
nicities may help to refine tacrolimus dosage and expo-
sure to improve patients’ management.

Other factors mainly related to the cardiovascular risk
profile, such as hypertension and diabetes mellitus,
which may also influence transplant outcomes, vary
among ethnic groups [7]. In African descent population
APOL, gene has been associated to an increased risk of
end-stage renal disease and might be a high-risk geno-
type for reduced graft survival, which emphasizes the
potential relevance of assessing this genotype in kidney
donors and recipients [9].

The assessment of eGFR change in the Grossi’s study
only includes patients with functioning allografts at
1 year after transplantation, which obviated those recip-
ients with failing grafts in the most critical period after
surgery when important clinical events, such as acute
rejection and delayed graft function, take place and may
influence the fate of transplantation [10].

A more holistic approach since the day of transplanta-
tion would allow to elicit the detrimental factors that may
negatively impact on renal function throughout the entire
evolution of renal transplantation in the different ethnic
groups. Obviously, such approach would require over-
coming the limitations of registry data with prospective
designs for immigrant KTRs. These prospective studies
may help to identify the risk factors that may account for
graft damage and validate potential interventions to pre-
serve renal function in these vulnerable KTR populations.

The author has declared no funding.

The author has declared no conflicts of interest.

1. Tjaden LA, Noordzij M, van Stralen KJ,
et al. Racial disparities in access to and
outcomes of kidney transplantation in
children, adolescents, and young adults:
results from the ESPN/ERA-EDTA (Euro-
pean Society of Pediatric Nephrology/
European Renal Association-European
Dialysis and Transplant Association)
registry. Am ] Kidney Dis 2016; 67: 293.

. Grossi AA, Maggiore U, Puoti Francesca,
et al. Association of immigration

background with kidney graft function
in a publicly funded health system: a
nationwide retrospective cohort study
in Italy. Transplant  International
2020. http://dx.doi.org/10.1111/tri.13688
[epub ahead of print].

. Nevins TE, Nickerson PW, Dew MA.

Understanding medication non
adherence after kidney transplant. J
Am Soc Nephrol 2017; 28: 2290.

4. Shuker N, van Gelder T, Hesselink DA.

Intra-patient variability in tacrolimus
exposure: causes, consequences for
clinical management. Transplant Rev
(Orlando) 2015; 29: 78.

. Malat GE, Culkin C, Palya A, Ranganna

K, Kumar MS. African American kidney
transplantation survival: the ability of
immunosuppression to balance the
inherent pre- and post-transplant risk
factors. Drugs 2009; 69: 2045.

1388

Transplant International 2020; 33: 1387-1389
© 2020 Steunstichting ESOT. Published by John Wiley & Sons Ltd


http://dx.doi.org/10.1111/tri.13688

6. Taber DJ, Su Z, Fleming JN, et al

Tacrolimus  trough  concentration
variability and disparities in African
American  kidney transplantation.

Transplantation 2017; 101: 2931.

. Taber DJ, Su Z, Fleming JN, et al.
The impact of time-varying clinical
surrogates on disparities in African-
American kidney transplant
recipients - a retrospective

Transplant International 2020; 33: 1387-1389
© 2020 Steunstichting ESOT. Published by John Wiley & Sons Ltd

longitudinal cohort study. Transpl
Int 20195 32: 84.

. Tang JT, Andrews LM, van Gelder T,

et al. Pharmacogenetic aspects of the
use of tacrolimus in  renal
transplantation: recent developments
and ethnic considerations. Expert Opin
Drug Metab Toxicol 2016; 12: 555.

. Newell KA, Formica RN, Gill JS, et al.

Integrating APOL1 gene variants into

10.

Invited commentary

renal transplantation: considerations
arising from the American Society of
Transplantation  Expert Conference.
Am ] Transplant 2017; 17: 901.

Lim WH, Johnson DW, Teixeira-Pinto
A, Wong G. Association between
duration of delayed graft function, acute
rejection, and allograft outcome after
deceased donor kidney transplantation.
Transplantation 2019; 103: 412.

1389



