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AMINE DRUGS IN TREATMENT
AUSEA AND VOMITING DUE TO
STREPTOMYCIN

BY
I. R. BIGNALL, M.D,, M.R.C.P.
AND

JOHN CROFTON,* M.D., M.R.C.P.
(From the Brompion Hospital}

and vomiting occur in a proportion of patients
g prolonged treatment with streptomycin (Heil-
others, 1945 ; Committee on Chemotherapeutics,
Research Council, 1946 ; Nichols and Herrell,
rrington and others, 1947 : Streptomyecin Com-
{ Veterans Administration, 1947 ; Medical Research
1948), This toxic manifestation has been observed
%) of 49 patients treated at the Brompton Hospital
‘Medical Research Council trials of streptomyein
ary tuberculosis, but in only four have symptoms
and persistent.
ic symptoms as urticaria are probably due to
tivity either to streptomycin or to impurities in
ions used. It was thought that the nausea and
g might be caused in the same way and might there-
pond to antihistamine drugs. In the first few cases
benadryl " was tried there appeared to be some
but the symptoms were too slight and transient to
ccurately. It was possible to carry out controlled
ons in four patients with more severe toxic

ptoms were abolished or considerably reduced
dryl capsules were given and returned when they
, Ihheld

Case Reports

-_J'--A woman, aged 23, with bronchopn-:umnmc pl.l]*

on the 10th day of treatment with 0.5 g. of streptomycin
rochloride six- hnurly Symplums recurred on the 29th day
jl:tlIy mcl.‘ensed in severity. Ten days later the nausen
d she vomited after every meal. Benadryl, 50 mg.,
t-hourly. There was an immediate response, and
mnext seven days she had only slight early-morning
nadryl was discontinued ; morning vomiling then
Ir gsting for four days until the benadryl was resumed,
it ceased abruptly. Twelve days later benadryl was once
lupp:d after three days the severe nausea and vomiting
Agmn benadryl had an immediate effect and the
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¥omiling ceased.

Case 2.—A man, aged 23, with bronchopneumonic tubercu-
losis developed an urticarial rash on the 18th day of treatment
with 0.5 g. of streptomycin hydrochloride six-hourly. On the
23rd day benadryl, 50 mg., was given, and this dose was con-

- tinued eight-hourly for four days. The rash disappeared. Two
days after stopping benadryl he complained of giddiness and
‘vomited once. Benadryl, 50 mg., was given four-hourly and
‘there was no further vomiting during the next two days.
Benadryl was discontinued ; four days later slight morning
‘nausea occurred. The nausea increased whilst the giddiness
‘decreased.  After ten days benadryl was restarted in doses of
30 mg. eight-hourly. The nausea disappeared, but it recurred
two days after benadryl was stopped. Three days later benadryl
- was again given and the nausea at once subsided.

- Case J.—A man, aged 49, with pulmonary tuberculosis and
uberculous bronchifis complained of abdominal discomfort and
flatulence on the 10th day of treatment with 0.5 g. of strepto-
‘miyein hydrochloride six-hourly. Five days later the symptoms
‘became worse, particularly after the midday meal. Benadryl,
50 mg,, was given at noon and 6 p.m. This controlled the
alternoon abdominal discomfort, but five days later severe giddi-

*In receipt of a grant from the Medical Research Council,

ness and early-maorning nausea developed. The nausea improved
after the midday dose of benadryl. The dosage was increased
to 100 mg, at 6 a.m. and 50 mg. at noon and 6 p.m. There was
considerable improvement in the morning nausea, but the giddi-
ness was unaffected. The nausea remained moderately well
controlled, but several times the omission of a dose led to an
immediate increase in the discomfort,

Control Tests

It seemed possible that suggestion might have played a
part in the apparent response. Capsules identical with
those containing the benadryl were filled with lactose. These
were substituted for the benadryl capsules without the
patients’ knowledge. Each time the inert capsules were
used the symptoms returned, but they disappeared when
the capsules containing benadryl were resumed.,

Case 1.—0On the T4th day the patient had remained free from
nausea and vomiting for three days with a dose of 50 mg. of
benadryl eight-hourly. Lactose capsules were substituted. Next
day the symiptoms reappeared with their former severity and
continued without remission for two days. The lactose capsules
were withdrawn and benadryl capsules substituted, Vomiting
ceased after the first dose. Thereafter benadryl was continued
until streptomycin treatment ended on the 144th day : no further
vomiting occurred, although there was occasional slight nausea,
She remained free from toxic symptoms during the next seven
weeks. A second course of streptomyein treatment was then
started, and after three days the severe and persistent vomiting
recurred. Streptomycin was discontinued, the patient’s condi-
tion being too desperate to warrant its conlinuance.,

Case 2,—0n the 59th day the patient had remained free from,
nausea and vomiting for one day with a dose of 50 mg. of
benadryl eight-hourly. Lactose capsules were substituted. The
following day the nausea and vomiting reappeared and remained
for three days. The lactose capsules were withdrawn and
benadryl capsules substituted. There was no further nausea
or vomiting, Twice more, on the 76th and 91st days, benadryl
was discontinued without substitution of inert capsules: the
symptoms recurred within two days and each time ceased
abruptly when benadryl was restarted. On the 98th day lactose
capsules were again substituted. Symptoms reappeared two
days later and disappeared rapidly when the benadry] capsules
were resumed. Thereafter there was no further vomiting or
nausea, benadryl being stopped at the time of the last strepto-
mycin injection on the 123rd day.
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LA GHLLLLELLE LG SUENL SSUdive aciion o benadryl as a
cause of the response a similar experiment was carried out
with identical capsules containing 4 gr. (32 mg.) of pheno-
barbitone. Substitution of these for the benadryl capsules
was followed by immediate exacerbation of the symptoms,
and resumption of benadryl capsules by an equally
dramatic return to the original condition.

Case 3—0n the 90th day the navsea and vomiting had been
moderately well controlled for ever eight weeks with a dose of
100 ‘mg. of benadryl at 6 a.m, and 50 mg. at noon and 6 p.m,
Substitution of phenobarbitone capsules began at the evening
dose. The following morning there was considerably increased
nausea and the patient vomited once. The severe nausea lasted
two days, Benadryl was then resumed and the nausea decreased
after the first dose. Thereafter slight occasional nausea re-
mained up to and beyond the end of streptomycin treatment.
The dose of benadryl was pradually reduced, but four weeks
after stopping streptomyein there was still slight morning nausea
when the benadryl dose was omitted. The severe giddiness was
still present.

The experiment was répeated in another case with similar
results, both benadryl and “antistin” being used. This
was the only one of the severe cases of nausea in which
it was possible to withdraw antihistamine drugs before the
end of streptomycin treatment.

Case 4.—A woman, aged 20, with bronchopneumonic pul-
monary tuberculosis complained of slight siddiness on the 21st
day of treatment with 1 g. of streptomycin hydrochloride in =z




single daily injection. On the 27th day slight morning nausea
appeared and four days later she began to vomit. Benadryl,.
50 mg. eight-hourly, was started on the following day. During
the next twelve days there was no nausea and she vomited only
once. Identical capsules containing phenobarbitone were substi-
tuted. Twenty-four hours later the vomiting reappeared. The
next day the same capsules containing 100 mg. of antistin were
substituted ; vomiiing ceased after the first dose. - Antistin in
tablet form was continued for ten days. After its withdrawal
neither nausea nor vomiting reappeared and she remained free
from these symptoms throughout the remainder of the 32 weeks
of streptomycin treatment.

In at least three of these cases we would have had to
stop the streptomycin if we had not been able to control
the nausea and vomiting. With the continuous adminis-
tration of benadryl it was possible to complete the full
four-months course. We would emphasize, however, that
giddiness duoe to strepiomycin was not relieved by the
antihistamine drugs.

Summary

Antihistamine drugs were found to relieve the nausea and
vomiting which sometimes occur during treatment with strepto-
myein. This conclusion was supported by control tests in four
severe cases. Giddiness due to streptomycin was not relieved.

We are gratefu]l for the co-operation of the physicians of the
Brompion Hospital under whose care the patients were admitted.
We also wish to thank the hospital pharmacists for help with the
control tests and Messrs. Parke, Davis and Co. for a supply of
empty capsules.
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