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Sir: Monoclonal antibodies specific 
to the interleukin-2 receptor on ac- 
tivated T-lymphocytes significantly 
reduce the incidence of acute cellu- 
lar rejection following renal trans- 
plantation [2, 41. To the present, it 
remains unknown whether these 
antibodies can reverse an acute re- 
jection episode. Here, we report the 
case of successful application of da- 
clizumab for the treatment of acute 
kidney rejection. 

The 43-year-old patient received 
a simultaneous islet-kidney trans- 
plant on May 16th, 1998. The in- 
duction therapy consisted of basili- 
ximab (Simulect, Novartis, Basel, 
Switzerland), cyclosporin A (Sand- 
immun Neoral, Novartis), myco- 
phenolate (Cellcept, Roche, Basel, 
Switzerland) and steroids (Fig. 1 a). 
Both the islets and the kidney 
showed good early graft function 
(fasting C-peptide levels between 
0.6 and 0.8 nmolll, serum-creatinine 
100-120 ymol/l). On June 4th, the 
patient presented an increased se- 
rum-creatinine of 205 pmol/l, while 
glycemia and C-peptide remained 
stable. Kidney biopsy showed acute 
tubulo-interstitial rejection without 
arteritis (type Ia, according to the 
Banff 97 classification [3]) .  Since 
steroids are considered inefficient 
in the treatment of acute islet re- 
jection, anti-T-lymphocyte treat- 
ment with Thymoglobulin (Pasteur 
MCrieux, Marcy l’Etoi1, France; 
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Fig. 1 Profile of serum-creatinine levels during one year follow up. a Induction therapy 
with basiliximab, cyclosporin A, mycophenolate and steroids. b Acute tubulo-interstitial 
rejection treated by Thymoglobulin (75 mdday) for 10 days. c Acute vascular rejection 
treated by OKT3. d FK506 nephrotoxicity and “borderline rejection”, reduction of FK506 
trough levels below 10pg/l. e Acute tubulo-interstitial rejection and FK506 toxicity treated 
by daclizumab (75 mg every other week for 10 weeks) and reduction of FK506 trough 
levels to 5-8 pg/l 

75 mg/day) was administered for 
ten days (Fig. 1 b). In spite of a 
marked decrease of CD3-cells, se- 
rum-creatinine levels did not de- 
crease significantly. A second kid- 
ney biopsy on June 16th, showed 
progression to an acute vascular re- 
jection (type IIb). Despite a switch 
from cyclosporin A to FK506 (Pro- 
graf, Fujisawa, Japan) as rescue 
therapy [l], serum-creatinine fur- 
ther increased to 255 ymolll, and 
fasting c-peptide levels decreased to 
0.3 -0.5 nmol/l, indicating partial is- 
let loss. Therefore, a murine mono- 
clonal anti-CD3 antibody (Ortho- 
clone OKT3, Janssen-Cilag, Baar, 
Switzerland, 10 mg/day), was given 
for 5 days decreasing serum-creati- 
nine to 150 pmolil (Fig. 1 c). There- 
after, FK506 concentrations were 
maintained between 12-15 pg/l with 
stable renal function over the next 
2 months. However, on August 
16th, serum-creatinine increased 
again to 205 ymol/l, and the kidney 
biopsy showed a borderline rejec- 
tion with marked signs of FK506 
toxicity (ah2, according to the Banff 
97 classification [3]).  Accordingly, 

FK506 trough levels were diminis- 
hed to 10 yg/1 (Fig1 d). After an ini- 
tial decrease of serum-creatinine 
levels to 170 ymol/l, the patient ex- 
perienced a new increase to 
222 ymol/l in October 98. Histology 
(Fig. 2 a/b) showed an acute tubulo- 
interstitial rejection (type la) with 
persisting FK506 nephroxicity 
(ah2). 

Our immunosuppressive means 
of treating this late acute rejection 
were limited, because we could not 
reasonably administer a third de- 
pleting anti-T-cell antibody without 
significantly increasing the risk for 
lymphoprolif er at ive disorders. Ta k- 
ing this in consideration, we decided 
to use a fully humanized anti-IL2 
receptor antibody (daclizumab (Ze- 
napax, Roche, Switzerland) in order 
to reduce levels of FK506 and to 
treat the acute rejection (Fig. 1 e). 
We reduced FK506 to trough levels 
below 10 ug/l, while treating the pa- 
tient every other week with 75 mg 
daclizumab over a 10-week period. 
After the first two weeks, creati- 
nine-levels decreased to 170 ymol/l, 
and, at the end of the 10th week to 
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Fig.2 Biopsy 5 months after kidney transplantation showing acute tubulo-interstitial re- 
jection, type Ia (a) and FK506 nephrotoxicity with arteriolar hyaline thickening, ah2 (b). 
Biopsy after 10 weeks of daclizumab shows no signs of rejection (c), and only mild hyaline 
thickening in one arteriole indicative of residual FK506 nephrotoxicity (a) 

therapy in the presence of concomi- 
tant ciclosporin A or FK506 ne- 
phrotoxicity~ 

140 ymol/l. With FK506 trough lev- 
els between 5 and 8 yg/l, graft func- 
tion remained stable. In January 
1999, kidney biopsy (Fig. 2c, d) did 
not reveal any signs of rejection and 
only minimal FK506 toxicity (ahl). 

In October 1999, with low levels 
of FK506, mycophenolate and ste- 
roids, the patient had stable kidney 
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