
BRITISH MEDICAL JOURNAL 26 JULY 1975 207

Vincristine-induced Autonomic
Neuropathy
Neurological adverse effects are known to complicate vincristine
treatment. In occasional reports of bowel and bladder disturbance
it has not been possible to incriminate autonomic neuropathy. We
report here three patients with symptoms and signs which could
be ascribed to vincristine-induced autonomic neuropathy.

Case Reports

Case 1.-A 75-year-old man presented with recurrent Hodgkin's disease.
Chemotherapy with modified MOPP (intravenous mustine 6 mg/M2 and
vincristine (Oncovin) 1 4 mg/M2 on days 1 and 8; oral procarbazine 100 mg/
m2 and prednisolone 40 mg/day for 14 days; 28 days between each course)
was started. About 10 days after his first course he developed symptomatic
postural hypotension, his blood pressure being 110/80 mm Hg lying and
70/40 mm Hg standing. The Valsalva response was characteristic of auto-
nomic neuropathy. He also had marked peripheral neuropathy. Slow spon-
taneous improvement occurred and chemotherapy was resumed using
vinblastine instead of vincristine.

Case 2.-A 77-year-old man presented with diffuse lymphocytic lymphoma.
Cyclical chemotherapy was begun with COPAd (intravenous cyclophos-
phamide 400 mg/M2 and vincristine 1-4 mg/M2 on days 1 and 8; oral predni-
solone 40 mg/day for 14 days; intravenous adriamycin 40 mg/M2 on day 1;
28 days between each course). One week after his first course he developed
severe postural hypotension (blood pressure 160/80 mm Hg lying and 90/50
mm Hg standing). The Valsalva response was abnormal. Over the next few
days he also developed peripheral neuropathy. His symptoms improved
over the next two weeks and chemotherapy was continued using vinblastine
instead of vincristine.

Case 3.-A 56-year-old man presented with generalized Hodgkin's disease
and received three rourses of modified MOPP. He was admitted with
generalized weakness, constipation, and retention of urine. Clinical and
radiological examination showed paralytic ileus. His blood pressure was
110/70 mm Hg lying and 80/20 mm Hg standing. Myoclonic jerks were
observed and he had an extensive peripheral neuropathy. Spontaneous
improvement occurred over three to four weeks. Chemotherapy was re-
started, substituting vinblastine for vincristine, but he diecL.of septicaemia.

Comment

Neurotoxicity is a well recognized adverse effect of vincristine treat-
ment. The predominant change is an axonal neuropathy,l which
usually takes the form of peripheral neuropathy, though central
nervous system abnormalities have been described. Constipation
commonly occurs and bladder disturbance has been reported,2 and
it has been suggested that these features (which usually post-date
peripheral neuropathy) are a result of autonomic nerve damage.3

In primary autonomic degeneration4 sphincter disturbance usually
precedes other neurological symptoms-for example, postural hypo-
tension, abnormal Valsalva response, defective sweating, episodic
altered consciousness, and myoclonic jerks. Two patients (cases 1
and 2) showed no evidence of sphincter disturbance, though there was
profound postural hypotension and abnormal Valsalva responses. Both
patients also developed peripheral neuropathy. In case 3 bladder and
bowel atony were pronounced, and postural hypotension, myoclonic
jerks, and severe symptomatic peripheral neuropathy were observed.

Postural hypotension is common in the elderly,5 and this, together
with the onset of illness and relative immobility, might have con-
tributed to the findings in cases 1 and 2. Vincristine toxicity is worse
with increasing dosage and frequency of administration, but elderly
patients are also more sensitive to the toxic effects of all cytotoxic drugs,
and the doses of such agents may have to be modified accordingly.
Certainly our two older patients (cases 1 and 2) had each received

only 5 mg vincristine in two doses given a week apart. The third
patient (aged 56) received six 2-mg doses of vincristine over three
months.

All symptoms improved three to four weeks after stopping
vincristine, but despite some improvement postural hypotension and
peripheral neuropathy persisted. In each patient treatment was
changed to vinblastine without deterioration in neurological status.

In the light of our findings regular estimation of blood pressure for
exaggerated postural fall may give early warning of vincristine neuro-
toxicity.
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of patients under their care.
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Gastroenteritis Causing Failure of
Oral Contraception
The use of oral contraceptive preparations has gradually increased over
the past 10 years and they now probably account for about 20% of all
contraceptive measures used by married women in the U.K.1 Perhaps
the most important factor in popularizing oral contraception has been
its efficiency, with pregnancy rates of only 01 to 1-0% in various
reports.2 Most failures in the past have been attributed to the patient
forgetting to take the tablets regularly. Little reference has been made
to pregnancy occurring as a result of non-absorption of the oral
contraceptive due to gastroenteritis associated with diarrhoea,
vomiting, or both. In a series of 38 cases of pregnancy occurring in
women using a combined oestrogen-progestogen preparation Ruten-
skold3 attributed the pregnancy to vomiting or diarrhoea in five cases
and observed that pregnancy was due to failure of therapeutic effect
of the preparation in 15 cases. In our experience "tablet failure" is
comparatively rare, and we have seen eight patients taking oral
contraceptives in whom pregnancy occurred associated with gastro-
intestinal disturbance. We present here details of these cases.

Patients

The relevant features of the eight patients are summarized in the table.
Cases 5, 6, and 8 were using a low-dose oestrogen contraceptive preparation
and the remaining cases a medium-dose oestrogen preparation.4 All patients
were quite sure that no tablets had been missed in spite of the gastrointestinal
upset. Oral contraceptives had been used from two months to 36 months
before the occurrence of the pregnancy. Six patients had been taking the
tablets for more than 10 months. Three patients (cases 3, 5, and 6) had
diarrhoea only; two had been on holiday abroad and the diarrhoea was pre-
sumably due to change of diet or bacterial food poisoning. The remaining
five patients suffered from diarrhoea and vomiting and seemed to have had

Details of Women who became Pregnant while Using Oral Contraceptives after Gastrointestinal Upset

Duration of Use before
Case Oral Contraceptive Pregnancy Symptoms Day of Cycle of Diarrhoea Result of Pregnancy
No. Preparation (Months) and/or Vomiting

1 Norinyl-l 24 Diarrhoea and vomiting 8-10 Normal live birth
2 Gynovlar-21 12 Diarrhoea and vomiting 15-16 Termination
3 Ovran 20 Diarrhoea 6-8 Termination
4 Minovlar 36 Diarrhoea and vomiting 12-15 Termination
5 Ovranette 10 Diarrhoea 4-8 Termination
6 Microgynon 30 3 Diarrhoea 3-5 Termination
7 Ovulen 50 12 Diarrhoea and vomiting 5-7 Normal live birth
8 Ovranette 2 Diarrhoea and vomiting 7-8 Terminiation
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