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along the tubular basement membranes. Skin biopsy showed a subacute
inflammatory cell infiltrate of lymphocytes and neutrophils.
Her rash cleared and renal function slowly improved on prednisolone

60 mg daily. Peritoneal dialysis was discontinued 14 days after her admission.
The eosinphil count fell to 130 x 106/1 (130/mm3). The prednisolone dose was
rapidly reduced and stopped after 16 days. Plasma creatinine concentration
at that time was 369 ,mol/l (4-2 mg/100 ml). It rose over the next week to
545 umol/l (6-1 mg/100 ml). Five weeks after stopping the prednisolone the
plasma creatinine was 906Htmol/I (10-2 mg/100 ml). A mid-stream urine
specimen contained leucocytes 168 x 106/1 (168/mm3), red blood cells
32 x 106/1 (32/mm3), and 1-0 g/l protein. She was readmitted and given
prednisolone 45 mg a day. Her renal function improved: one month after
readmission her plasma creatinine was 164 ,umol/l (1-8 mg/100 ml). Seven
months after her first admission her creatinine clearance was 30 ml/min
and plasma creatinine 196 ,umol/l (2-2 mg/100 ml). Her prednisolone dose
had been reduced to 10 mg daily.

Comment

The patient's eosinophilia, rash, fever, acute interstitial infiltrate
with plasma cells and eosinophils, and immunoglobulin deposition
on the tubular basement membrane suggested a hypersensitivity
disease. Diflunisal was the only drug she had taken. No other cases of
sensitivity to it have been reported to the Committee on Safety of
Medicines. Diflunisal is a new, non-steroidal analgesic related to
acetylsalicylic acid. It is usually well tolerated,3 but there have been
seven cases of Stevens-Johnson syndrome associated with it.4 Our
patient responded to corticosteroid treatment and relapsed when it
was withdrawn. Although the efficacy of steroids in this condition is
not proved their use is recommended.5

We thank Dr J Tasker, Northampton General Hospital, for referring
this patient.
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Tricuspid valve replacement in
carcinoid syndrome due to ovarian
primary
Carcinaid syndrome with valvular dysfunction due to primary
ovarian carcinoid tumour is rare.' This case illustrates the importance
of recognising this association, since removal of the primary tumour
and, if necessary, subsequent valvular surgery can restore health
in a potentially lethal condition.

Case report

A 60-year-old woman presented with a six-month history of increasing
lassitude, dyspnoea, palpitations, and widespread pains. She had a red face,
peripheral cyanosis, and ankle oedema. The apex beat was in the seventh
intercostal space in the mid-clavicular line and a harsh pansystolic murmer

was heard over the whole precordium. A tender lower abdominal mass was
palpable and ultrasonic scanning suggested a large pelvic mass. Abdominal
radiography showed hepatic enlargement. The urinary 5-hydroxindole
acetate (5-HIAA) excretion was 660-3000 tmol/24 h (126-572 mg/24 h).
Laparotomy on 30 June 1978 revealed bilateral ovarian masses. The liver

appeared free oftumour. Hysterectomy and bilateral salpingo-oophorectomy
were performed. The right ovarian lesion was a dermoid cyst. The left
ovarian tumour was a yellow-white encapsiilated bosselated fibromatous
mass 12 x 9 x 8 cm with the typical histological appearance of a carcinoid
tumour showing positive diazonium and argentaffin reactions (figure). No
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Solid alveolae and trabeculae of fairly uniform polyhedral cells, with ovoid
central nuclei, containing argentaflin granules. Masson-Fontana argentaffin
reaction x 80 (original magnification).

metastatic tumour was found in liver biopsies. Postoperative recovery was
uneventful. Subsequent 5-HIAA excretion was in the normal range. Her
dyspnoea, ankle oedema, and pansystolic murmer, however, persisted.
Cardiac catheterisation on 25 October 1978 showed a gradient of 5 mm Hg
across the tricuspid valve and a peak right atrial pressure of 15 mm Hg.
Cardiac surgery on 5 February 1979 confirmed tricuspid regurgitation. The
tricuspid valve cusps were thickened but the valve ring was not dilated.
The pulmonary valve cusps were thickened but not causing significant
stenosis. The tricuspid valve was replaced with a size 27 Carpentier-Edwards
pig heterograft. Histologically the thickened valves showed subendothelial
hypercellular plaques. She made an uneventful recovery and was discharged
after 10 days. She has remained well on mild diuretic therapy.

Comment

Only about 50 primary ovarian carcinoid tumours have been
recorded. They are associated with carcinoid syndrome in under half
of the cases and even less commonly with valvular dysfiunction.1 The
possibility that a woman with the carcinoid syndrome is harbouring
an ovarian carcinoid should be considered, however, and a pelvic
mass looked for. Primary and intraovarian metastatic carcinoid are
indistinguishable on purely morphological grounds, but the exclusion
of gastrointestinal carcinoid at laparotomy and the presence of the
contralateral dermoid cyst is presumptive evidence that our patient's
ovarian carcinoid was primary. The tricuspid valve dysfunction is
attributable to the subendothelial plaque-like thickenings noted in
the excised valve. We think that such changes result from the healing
of repeated endothelial injury initiated by bradykinin release from
the carcinoid tumour.2 This process appears to favour development
of tricuspid incompetence and pulmonary stenosis.3

In some patients with carcinoid heart disease removal of a solitary
ovarian carcinoid has resulted in rapid resolution of cardiac failure."
Intractable heart failure, however, has been successfully treated by
tricuspid valve replacement.5 Our case appears to be only the second
such case reported. It affirms the view that if heart failure persists
after removal of the ovarian primary valve replacement permits
complete restoration of health. Tricuspid and pulmonary valve
replacement should perhaps be considered more often in the metastatic
carcinoid syndrome to relieve the resultant incapacity of the cardiac
lesion.3
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Bromocriptine in mania-a
placebo-controlled double-blind
trial
The hypothesis that prolactin, a hormone dependent on hypothalamic
dopamine activity, might be implicated in mental illness was first
introduced by Horrobin et al.1 Their suggestion that abnormal
concentrations of prolactin were specifically involved in affective
disorders responsive to lithium was soon followed by a clinical
report2 on the use of bromocriptine, a dopamine-receptor sensitiser
and prolactin suppressor, in two patients with severe mania in whom
phenothiazines and lithium were contraindicated. A dramatic recovery
within 10 days was reported. The availability of a potentially useful
drug in mania based on a new approach to the possible aetiology of
affective disorders prompted the present study.

Patients, methods, and results

Women inpatients diagnosed independently by two psychiatrists as
suffering from manic depressive psychosis-manic type (ICD 296-1)-
were admitted to the trial and were prescribed nitrazepam 5 mg thrice
daily and 10 mg at night. They were randomly assigned to two groups,
one receiving bromocriptine 2-5 mg thrice daily increased to 5 mg thrice
daily after three days, the other an identical placebo. Nursing staff rated the
patients daily on a simple seven-point rating scale for severity of illness and
two psychiatrists rated the patients on days 1 and 7 using an analogue line
for severity of illness. Sleep was estimated by half-hourly observation
throughout the night and any side effects were noted on a comprehensive
checklist. Temperature, pulse and respiration rates, and blood pressure
were recorded daily. A fasting blood sample for measuring prolactin con-
centration was taken at 9 am before taking the drugs on day 1 of the trial
and under the same conditions on the day after the trial was completed
(that is, 11 hours after the last dose of drug). Twenty out of 23 patients
entering the trial completed it. Three were withdrawn because of severity
ofsymptoms (two on placebo and one on bromocriptine). Ten patients (mean
± SE of mean age 55+ 16 years) completed seven days' treatment with pla-
cebo and 10 (mean age 52± 10 years) completed seven days' treatment with
bromocriptine. The ages of the patients in the two groups were not signifi-
cantly different (t= 0-58). At no time during the trial was there any significant
difference between the groups when assessed on either the nurses' daily
ratings or the psychiatrists' ratings (table) using the Mann-Whitney test.

Comparison of severity of manic depressive illness over seven days in 10 patients
treated with placebo and 10 treated with bromocriptine as rated daily by nursing
staff and on days 1 and 7 by medical staff on analogue line

Mean nurses' global rating Mean analogue
(day) line rating

1 2 3 4 5 6 7 Day 1 Day 7

Placebo .. 4-4 4-6 48 4-8 4.9 5-1 4.9 5 9 4-8
Bromocriptine 5-0 5-1 5-1 5-1 4 9 4 9 5-4 5-6 5-4
Difference...NS NS NS NS NS NS NS NS NS

NS = not significant.

Similarly, there was no significant difference between the sleep of the two
groups. Patients on placebo slept for an average of 6-1+1-7 hours on the
first night of the trial and had a mean nightly sleep of 5-6+ 1-3 hours over
the week. The patients receiving bromocriptine slept for a mean of 5-4+
2-3 hours on the first night of the trial and had a mean nightly sleep of
5-2+1-3 hours over the week of the trial (first night t=0-63 (NS), mean
nightly sleep t=0-59 (NS)). Ratings were completed for 8 patients in each
group. No side effects were noted which could be attributed to the active
drug.

Blood samples for serum prolactin measurement were taken from eight
patients in the placebo group and six in the active group. The prolactin
concentrations for the placebo group were 576 mU/l (range 163-1475 mU/l)
and 447 mU/1 (range 44-2000 mU/1) (sign test NS). The concentrations
for the active group were 835 mU/1 (range 91-1900 mU/l) and 72 mU/l
(range 42-133 mU/l) (sign test P=0-016).

Comment

In this study bromocriptine had no demonstrable effect in mania.
The dose was the same as that reported to be therapeutic,2 and the
fall in prolactin concentrations suggest that the drug was exerting its
effect as a dopamine agonist. In neither the daily nurse ratings nor the
medical-staff ratings was there any significant difference between the
placebo and the active groups, nor was there any difference in sleep
pattern. The results of this trial cast doubt on the hypothesis that
prolactin concentrations and hypothalamic dopamine activity are
important in manic depressive illness.

We thank Sandoz for providing the bromocriptine and placebo tablets,
the nursing staff, Miss Millar, the chief pharmacist, and Miss M Browning
of the department of biochemical medicine.
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ONE HUNDRED YEARS AGO SIR,-May I entertain the
hope that you will kindly "follow suit" with the greater part of the
leading London daily and weekly papers, by permitting me to make
an appeal for scrap-books, picture-books, toys, dolls, and all the
"parvae nuces" of a nursery, for the use and delight of the poor little
sick mites of humanity, the Lilliputian lodgers of the Evelina, the
Victoria, the Great Ormond Street, the Shadwell, and the Hackney
Road Children's Hospitals-one need hardly say, and for any other
Children's Hospitals there may be, if any other there be, in or near
London-as well as for those small waifs and strays, many of them,
in the numerous Children's wards in the great hospitals. There are
ninety-three children in St. Bartholomew's alone; sixty-two in Guy's;
twenty-four, I think, in Westminster; and thirty-three in the hospital
to which I have the honour at present to belong. Since my last appeal
for "gifts for the little ones, sick and suffering," which the very
obliging editor of the Daily News was good enough to insert in his
number of December 19th, 1879, more than fifty parcels, boxes,
packets, and packages of such treasures, dear to their little hearts,
have been sent to me, and carried by me to their destination and
distributed. But what are they among so many? There are, I take it,
fifty-one hospitals in all in London and its suburbs; and almost every
one of these, no doubt, furnishes its quota of juvenile population;
not to mention the five or six special children's hospitals. I have had
the pleasure-and a great one it has been-of taking books, magazines,
etc., to only thirty-three of them, and to six only, out of many more,
Convalescent Homes. I would fain say, "To-morrow to fresh fields
and pastures new"; and, after writing first to the treasurer or secretary
to inquire whether such gifts would be acceptable or not, visit every
hospital, where the children-patients, at least would welcome what I
had to bring, bearing in my hand a gift, not one, but many.-I am,
sir, by anticipation, your much obliged, obedient, humble servant,
DAWSON W TURNER, Student of Charing Cross Hospital. (British
Medical Journal, 1880.)
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