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Sir: Only recently were the first successful twin pregnan-
cies in renal transplant recipients taking cyclosporin re-
ported [1]. We would like to call your attention to our ex-
perience with another case of this type in a patient with
specific problems that were able to be resolved, at least in
part, but who nevertheless lost both fetuses due to their
prematurity.

A 26-year-old female suffering from end-stage focal
segmental glomerulosclerosis received a cadaveric renal
allograft on 27 April 1984 after 1 year on dialysis. Prophy-
lactic immunosuppression consisted of cyclosporin and
low-dose steroids. After an uneventful course, the patient
was discharged with a creatinine of 2.1 mg%. Graft func-
tion further improved and lowest creatinine was
1.35 mg% 4 months following transplantation. From then
on, however, creatinine slowly but steadily increased to
values between 2.0 and 2.6 mg% . In April 1985 the patient
was treated for histologically proven acute rejection with
high-dose methylprednisolone. One year before dialysis
treatment was started, the patient had her first pregnancy
interrupted for medical reasons. One year after transplan-
tation another pregnancy was interrupted for impaired
graft function. When the patient became pregnant again
in December 1987, she refused interruption despite crea-
tinine levels between 2.5 and 3.4 mg%. Twin pregnancy
was detected at week 13. Under careful surveillance the
patient carried until the 28th week of pregnancy, and was
then hospitalized for preterm labor. Uterine contractions
were stopped with hexoprenaline and metoprolol. Graft
function was stable (creatinine 2.5-3.0 mg/dl) and blood
pressure within normal range (140/90 mmHg). Several
days later the cervix was effaced and dilatedto3 cmand a
cervical suture (Shirodkar) inserted. From thereafter a
rise in blood pressure to values around 160/110 was no-
ticed.
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A few hours later, regular uterine contractions began,
which could not be stopped with betamimetic drugs. Toco-
lytic treatment with the calcium channel blocker diltiazem
(100 mg daily) was started. Diltiazem was chosen because
it has been found to have an excellent tocolytic effect on
myometrial strips [2] and because of the need to treat the
hypertension. The situation became even more compli-
cated by displacement of the cervical suture resulting in a
tissue defect on the anterior and posterior cervical lip.
Despite the severity of the patient’s condition, diltiazem
enabled the postponement of final labor for 7 days. Con-
stant ECG surveillance demonstrated P-Q time to be less
than 0.18 s.

Finally, very strong contractions began and the fetal
membranes ruptured, but birth progress stopped at a cer-
vical dilation of 7 cm. A caesarean section was therefore
performed for maternal and fetal indications, and two
boys were delivered (1220 g, Apgar 5, 4, 7, pHNa 7.26;
and 1095 g, Apgar 6, 7, 7, pHNa 7.28). Despite intensive
care, both children died on days 10 and 11 because of their
extreme prematurity resulting in renal failure. Histologi-
cal investigation of the second twin’s heart did not reveal
any damage which could be attributed to diltiazem ther-
apy. The patient’s serum creatinine rose from 2.33 mg/d!
1 day before diltiazem was started to 2.59 mg/dl 1 week
later. At that time blood cyclosporin levels were found to
be between 25 ng/ml and 81 ng/ml (Sandoz RIA Kit, non-
specific monoclonal antibody) under 2 x 150 mg cyclo-
sporin per day. Cyclosporin levels measured in breast milk
were 30% below serum levels. Cyclosporin level estima-
tions were not performed in the newborns. The mother’s
postoperative course was uneventful and she is presently
doing well, although her graft function further deterior-
ated (creatinine currently 7.5 mg%) due to presumed
chronic rejection.

From this sad case history we can conclude that diltia-
zem is effective in tocolysis. Since this agent also has
strong antihypertensive properties, it offers a therapeutic
alternative for preterm labor, particularly in hypertensive
allograft recipients. Together with careful monitoring,
even impaired renal graft function can be stably main-
tained throughout pregnancy.
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