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visual impairment we have seen with this drug, we think that others
using it should be aware of this serious, adverse reaction.

1 Meacock SCR, Kitchen EA, Dawson W. Effects of benoxaprofen and some
other non-steroidal anti-inflammatory drugs on leucocyte migration.
European Journal of Rheumatology and Inflammation 1979 ;3:23.

2 Collum LMT, Bowen DI. Ocular side effects of ibuprofen. Br ¥ Ophthal-
mol 1971;55:472-7.

3 Palmer CAL. Toxic amblyopia from ibuprofen. Br Med ¥ 1972;iii:765.

4 Melluish JW, Brooks CD, Ruoff G, Cross CJ, Sanborn EC. Ipuprofen and
visual function. Arch Ophthalmol 1975 ;93:781-2.
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Amenorrhoea, galactorrhoea, and
hyperprolactinaemia induced by
methyldopa

Among the side effects of methyldopa are decreased potency and
failure of ejaculation in men and non-puerperal lactation in both pre-
menopausal and postmenopausal women.!? Steiner et al* found
increased serum concentrations of prolactin after single doses of
methyldopa during long-term treatment and suggested that this might
be the mechanism of galactorrhoea, though they pointed out that no
studies had been made of patients with this side effect. Hyper-
prolactinaemia of renal failure is enhanced by treatment with methyl-
dopa.t Troublesome galactorrhoea and other side effects of hyper-
prolactinaemia might therefore be expected to be detected first in
patients with renal disease treated with methyldopa.

We report on two patients with amenorrhoea, one of whom had
galactorrhoea, due to methyldopa in whom hyperprolactinaemia was
confirmed.

Case reports
CASE 1

A 4l-year-old hypertensive woman started taking methyldopa in 1972,
increasing the dose gradually to 4 g/24 h at the beginning of 1978. In 1974
her periods stopped and this was interpreted as postmenopausal amenorrhoea.
At the end of 1978 she developed prolonged irregular bleeding, which was
erroneously regarded as postmenopausal. Concentrations of follicle-
stimulating and luteinising hormones, however, were normal at 0-4 and
2-4 U/l respectively, and she had prolactinaemia of 1865 mU/1 (figure). Two
repeat samples over the next three months were also raised at 1069 and 1743
mU/l respectively. X-ray films of the skull and tomograms of the pituitary
fossa were normal.

Methyldopa was gradually withdrawn ; one month after it was stopped the
serum prolactin concentration had fallen to 214 mU/l, and over the following
three years she had normal, regular periods and serum prolactin concen-
trations within the normal range (figure).

CASE 2

A 17-year-old girl with proliferative glomerulonephritis developed severe
hypertension requiring variable doses of methyldopa up to 750 mg daily to
achieve normotension. Her periods became irregular with frequent episodes
of amenorrhoea lasting for several months. At the age of 19, after 12 weeks
of amenorrhoea, she was found to be pregnant. The pregnancy was terminated
at 12 weeks and she developed persistent galactorrhoea, breast tenderness,
and nodularity. The discharge of milk fluctuated with the dose of methyldopa.
Serum prolactin concentration was 6364 mU/l when the dosage of methyl-
dopa was 250 mg thrice daily, dropping to 3790 mU/l when the dosage was
125 mg daily. X-ray films of the skull and tomograms and a computed tomo-
gram of the pituitary fossa were normal. )

Methyldopa was stopped and bromocriptine started. One month later her
galactorrhoea had stopped and her periods returned to normal; the prolactin
concentration fell to 210 mU/l. Bromocriptine was stopped after six months;
normal periods continued for a further three months and slight galactorrhoea
recurred and persisted. Serum prolactin concentration rose again to 5319

BRITISH MEDICAL JOURNAL VOLUME 283 18 juLy 1981

® Follicle-stimulating hormone and
A Luteinising hormone

T

usz1
10 o
2 4% A
72 % 76 78 \é‘ Q\é V\g‘ Qé°
——
o 80
Methyldopa Frusemide, propranolol
Amenorrhoea Normal period
Prolactin
2000 a
mU/ \ .
1000 L

\

bl Lol oy pusy quany ]
———————————
72 7% 76 78 \6‘ \,\0( \@4 Qéo \oo 0(,‘\ QQO

79 80 81

Serial concentrations of follicle-stimulating hormone, luteinising
hormone, and prolactin in case 1. Hatched area represents
postmenopausal values of the hormones; upper limit of normal
for serum prolactin concentration is 450 mU/1.

mU/l and remained high. Continuous ambulatory peritoneal dialysis was
started, and by the age of 23 years she had been receiving this for 12 months.

Comment

In case 1 a clear-cut relation existed between hyperprolactinaemia,
amenorrhoea, and administration of methyldopa, all abnormalities
clearing up simultaneously when the drug was withdrawn.

In case 2 the pregnancy, terminated at 12 weeks, may have played
some part in precipitating galactorrhoea. At that time the renal
function (plasma creatinine concentration 125 umol/1 (1-4 mg/100 ml))
was not decreased to a degree that usually causes hyperprolactinaemia,
and the extremely high prolactin concentrations found after the with-
drawal of bromocriptine were well above those usually found in
chronic renal failure. Probably she eventually developed a prolactinoma,
though we have no confirmatory evidence for this. Whether the
prolactinoma was the result of prolonged treatment with methyldopa
in a patient with impaired renal function or whether the treatment
merely drew to light a prolactinoma that would have declared itself
later in any case remains speculative.

Galactorrhoea or menstrual abnormalities in patients receiving
methyldopa are an indication for estimation of the serum prolactin
concentration.

1 Pettinger WA, Horwitz D, Sjoerdsma A. Lactation due to methyldopa.
Br Med ¥ 1963;i:1460.

2 Vaidya RA, Vaidya AB, Van Woert MH, Kase NG. Galactorrhoea and
Parkinson-like syndrome: an adverse effect of a-methyldopa. Metabolism
1970;19:1068-70.

3 Steiner J, Cassar J, Mashiter K, Dawes I, Fraser TR, Breckenridge A.
Effects of methyldopa on prolactin and growth hormone. Br Med ¥
1976;i:1186-8.

4 Gomez F, De la Cueva R, Wauters JP, Lemarchand-Beraud T. Endocrine
abnormalities in patients undergoing long-term hemodialysis: the role
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