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Sir: We read with interest a recent 
review article on haemolytic urae- 
mic syndrome (HUS) in solid-organ 
graft recipients [4]. We have re- 
cently managed a patient with 
OKT3-related HUS in whom no 
other aetiological factors could be 
identified. 

ted for cadaveric renal transplanta- 
tion due to end-stage chronic renal 
failure secondary to chronic reflux 
nephropathy. Her past medical his- 
tory was otherwise unremarkable. 

At initial transplant assessment 
she was found to have 97 YO panel- 
reactive antibodies (PRA) and an 
historically postivie crossmatch, 
both with and without DDT. At the 
time of transplantation she persisted 
with 28 YO PRA but was lympho- 
cytotoxic crossmatch-negative. Ini- 
tial lymphocyte flow cytometry re- 
vealed a total lymphocyte count of 
1.07 x 1Oyll, with a CD2 of 
0.93 x 10y/l, a CD3 of 0.89 x 109/1 
and a CD19 of 0.13 x 1OY//1. 

performed with a cold perfusion 
time of 22.5 h and an anastomosis 
time of 35 min. There were no im- 
mediate postoperative complica- 
tions. She was subsequently com- 
menced on an immunosuppression 
regimen consisting of azathioprine 
100 mg, prednisolone 10 mg and 
OKT3 2.5 mg daily for a period of 
10 days. 

A 58-year-old woman was admit- 

Transplantation was successfully 

Postoperatively, between days 1 
and 6, the patient was well and re- 
mained normotensive with a good 
urine output of approximately 
80 ml/h. Her creatinine fell from a 
preoperative level of 654 IU/1 to 
144 IU/1 and she became dilaysis in- 
dependent. Her full blood count re- 
vealed a haemoglobin of 21.1 gldl, 
white cell count of 6.97 x 109/1 and a 
platelet count of 127 x 109/l. Im- 
munophenotyping on her 5th post- 
operative day revealed a total lym- 
phocyte count of 0.16 x 10y//l, with a 
CD2 of 0.04 x 109/1, a CD3 of 
0.03 x 1OY/1 and a CD19 of 
0.09 x 10y/l. 

On the 7th postoperative day the 
patient developed colicky lower ab- 
dominal pain, diarrhoea and a low- 
grade pyrexia with a temperature of 
37.9 "C. Her urine output dimin- 
ished during this period and her se- 
rum creatinine rose accordingly to 
375 IU/l. A repeat full blood count 
revealed a haemoglobin of 7.5 g/dl, 
white cell count of 11.5 x 10y/l and 
platelet count of 50 x 109/1, and a 
blood film revealed fragmented red 
cells and spherocytes. Further inves- 
tigations revealed an unconjugated 
hyperbilirubinaemia with serum 
LDH levels of 1222 IU/1. Von Wille- 
brand factor multimers and serum 
a1 antitrypsin were both elevated. 
Clotting screens, direct Coombs test 
and cultures including CMV serol- 
ogy were negative. Her creatinine 
continued to rise to a maximum of 
1150 IU/l and she became oliguric, 
necessitating recommencement of 
haemodialysis. An ultrasound scan 
of the transplant revealed normal 
size and echogenicity, and a graft bi- 
opsy revealed histological appear- 
ances of an arteriopathy with intimal 
proliferation and glomerular ischae- 
mia in keeping with a diagnosis of 
haemolytic uraemic syndrome. 

regimen was modified. OKT3 was 
discontinued and tacrolimus (6 mg 
b. d.) initiated. The steroid and aza- 
thioprine regimen remained un- 

The patient's immunosuppressive 

changed. Gradual resolution of 
thrombocytopaenia and anaemia 
ensued, accompanied by improve- 
ment in graft function and urine 
output. Haemodialysis was sus- 
pended. Serum creatinine has since 
remained stable, although mildly el- 
evated at 158 IU/l, and a repeat re- 
nal biopsy showed resolution of the 
HUS with only minor residual is- 
chaemic damage. 

Haemolytic uraemic syndrome 
(HUS) is an uncommon condition 
that is characterised by a microan- 
giopathic haemolytic anaemia, 
thrombocytopaenia and renal fail- 
ure. It is a well-recognised compli- 
cation of bone marrow transplanta- 
tion, although HUS is much rarer in 
solid-organ transplantation, occur- 
ring in about 2 % of hepatic trans- 
plant [4] and 0.5 %-3.4 YO of renal 
transplant recipients [l, 21. 

HUS is that of an arteriopathy with 
hyaline thrombosis and intimal pro- 
liferation of small renal vessels, re- 
sulting in glomerular ischaemia and 
subsequent sclerosis. Immunosup- 
pressive therapy is believed to play a 
major role in HUS. In renal trans- 
plant recipients, Singh and col- 
leagues [4] noted cyclosporin ther- 
apy to be the aetiological factor in 
around 50 '30 of cases, though occur- 
rence of HUS with tacrolimus-based 
immunosuppression was also re- 
ported. In 22 Yo of renal transplant 
patients, post-transplant HUS was a 
recurrence of the preoperative dis- 
ease and in three cases this was 
linked to the use of antilymphocyte 
agents such as OKT3 and antilym- 
phocyte globulin. The HUS was be- 
lieved to be a manifestation of acute 
graft rejection in 13 7'0 of renal 
transplant recipients, and a number 
of infective agents were also impli- 
cated, including CMV, Shigella, 
Streptococcus pneurnonieae and Es- 
cherichia coli (0157). 

We believe that this is the first 
case of primary OKT3-induced 
HUS. Our patient was commenced 
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primarily on OKT3 in view of the 
high level of circulating PRA. Graft 
dysfunction occurred early in the 
post-transplantation period with 
typcial clinical, laboratory and his- 
tological features of HUS. There 
was, however, no evidence of acute 
graft rejection and no infective aeti- 
ology could be identified. The pro- 
posed role of OKT3 in the aetio- 
pathogenesis of HUS is that it in- 
duces the increased release of TNF- 
a which, in turn, stimulates proco- 
agulant activity in the endothelial 
cells of the renal vasculature [3]. 

Treatment options for HUS aris- 
ing in the transplant patient mainly 
involve the exclusion of both rejec- 
tion and an infective aetiology, fol- 
lowed by dose reduction or discon- 
tinuation of the suspected immuno- 
suppressive agent with administra- 
tion of alternative immunosuppres- 
sion [4]. The role of plasmapheresis 

in HUS is uncertain, with some suc- 
cess having been reported when 
used in conjunction with modifica- 
tion of the immunosuppressive regi- 
men. However, there would appear 
to be no role of antithrombotic 
agents such as aspirin or heparin. 
Following discontinuation of her 
OKT3 therapy and commencement 
of a tacrolimus-based regimen, our 
patient's microangiopathic haemo- 
lytic anaemia improved and was ac- 
companied by resolution of throm- 
bocytopaenia and gradual restora- 
tion of graft function. 
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