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Serial serum HCG and AFP concentrations with details of combined
modality treatment. Course A=vinblastine, bleomycin, methotrexate, and
folinic acid. Course B= hydroxyurea, vincristine, methotrexate, folinic acid,
cyclophosphamide, actinomycin D, adriamycin, and melphalan. Course C=
vinblastine and bleomycin. Course D =vincristine, methotrexate, folinic
acid, and cis-platinum. Course E=vincristine, methotrexate, folinic acid,
and bleomycin. Course F-vincristine, actinomycin D, and cyclophospha-
mide. Course G=VP 16-213. Course H-VP 16-213, actinomycin D, and
cyclophosphamide. Course J=vincristine, methotrexate, and VP 16-213.

*= Intrathecal methotrexate. o= Intrathecal thiotepa.

on histological examination, but viable tumour was present in a lesion from
the basal segment of the left upper lobe. Further chemotherapy was given
in March and April 1977. In May 1977 a right craniotomy was performed
to remove residual disease from the right parietal lobe (Mr R D Illingworth).
A 2-cm lesion was removed, and subsequent histological examination
confirmed the presence of metastatic trophoblastic tumour. The patient
recovered without neurological deficit, but persistent brain deposits were
suspected on the basis of repeatedly raised spinal fluid AFP concentrations.
More recent analysis has shown this is unreliable for diagnosing cerebral
metastases.2 He was therefore given a course of cranial irradiation (3930 rads
in 21 fractions) together with weekly intrathecal chemotherapy (10 injections
of methotrexate and 5 of thiotepa). All treatment was stopped in October
1977. He has remained well since, with no evidence from serum tumour
markers, radiography, or CAT brain scans of recurrent disease 12 months
after the end of treatment. The only long-term sequelae of treatment are
patchy alopecia, occasional loss of memory, and loss of high-frequency
hearing. The patient has recently resumed full-time work as a teacher.

Comment

Cerebral metastases in testicular teratoma are usually associated
with progressive disease elsewhere, particularly in the lungs. They
arise most often in those patients with trophoblastic tumours.
Trophoblastic teratomas are often difficult to control,4 but when
metastatic disease in sites other than the brain has responded to
treatment an aggressive combined approach to residual brain deposits
may be justified. As the treatment of testicular tumours continues to
improve such cases may be recognised more often.

We thank Dr J N Godlee (University College Hospital, London) for
referring this patient, and Dr J A E Ambrose (Atkinson Morley's Hospital,
Wimbledon) for doing the CAT scans.
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Lymphoproliferative disease
in two sisters

Several instances of families with several members with chronic
lymphatic leukaemia (CLL) have been described.' 2 Apparently,
however, few if any such families have been investigated by modern
immunological methods that distinguish different varieties of CLL.
We report here the cases of two sisters in a family who had lympho-
cytosis of CLL type one of whom had the characteristics of ordinary
CLL and the other of prolymphocytic leukaemia. The two sisters
were from a family of eight children, including five sisters. The
parents were not known to be related. One sibling had a carcinoma of
colon but, apart from the sisters investigated, the others had unremark-
able medical histories.

Case reports
One sister (case 1), aged 82, was seen at Rossendale Hospital in November

1976 complaining of fainting attacks. She had a greatly enlarged liver and
spleen but no other lymphadenopathy. The haemoglobin concentration was
7-5 g/dl and white cell count 126 x 109/1 (12 600/mm3) with polymorphs
19 %, lymphocytes 78 %, and monocytes 3 0. The marrow was infiltrated
with lymphocytes. The haemoglobin concentration rose to 14 7 g/dl in July
1978 after treatment with iron. The white cell count at that time was 35
109/1 (35 000/mm3) with polymorphs 7 %, lymphocytes 92 1%,, and monocytes
1 %. Many of the lymphocytes were large, had prominent nucleoli, and
appeared to be prolymphocytes. She appeared well and had no lymphadeno-
pathy. She had had three children, one of whom had died of carcinoma of the
pancreas. The other sister (case 2) was aged 75. She was investigated for
tiredness at Rossendale Hospital in 1976. The haemoglobin was 12-4 g/dl,
WBC 69 x 109/1 (69 000/mm3), with almost all mature lymphocytes, and the
bone marrow was reported as showing 80 % lymphocytes. Enlarged lymph
nodes were found in the submandibular regons and in the right axilla. The
liver and spleen were not palpable. She had had four children, one of whom
had died of Still's disease and one of carcinoma of the ovary.

Blood from each patient was examined at the Christie Hospital in 1977
and 1978 with the following similar findings on each occasion. Case 1-
WBC 25 x 109/1 (25 000/mm3) with polymorphs 8 %, lymphocytes 68 ,)
monocytes 2%, prolymphocytes 15 %, and smear cells 7%,,,. Most of the
lymphocytes were found to be negative with the PAS test. Case 2-WBC
296 x 109/1 (296 000/mm3) with polymorphs 1 %, lymphocytes 78 %, pro-
lymphocytes 1 %, and smear cells 20 %. Most of the lymphocytes had fine
PAS-positive granules and were small and of mature appearance. Cytogenetic
studies of the peripheral blood cells of both patients by Dr S Muldahl
showed no definite abnormality. The results of lymphocyte surface marker
tests are shown in the table. The tests were done on the same day and the

Results of lymphocyte surface marker tests in two sisters with lymphoproliferative
disease

Case 1 Case 2

Anti-Poly Ig. + + + + + +
F(ab'), fragment of anti-Ig + + + + + +
Anti-kappa. + + + + +
Anti-lambda.- -
% of anti-X. positive cells capping .570/, 80,"
Sheep ERFC. 7 4%,
Mouse ERFC. 1 900,,

same antisera, sheep and mouse red cells were used in each case. The
results show the characteristics of CLL and prolymphocytic leukaemia, or
lymphosarcoma cell leukaemia, respectively.3 4 Both sisters show prolifera-
tion of a monoclone of lymphocytes with kappa light chain surface immuno-
globulin (SIg). In case 2 there was a small amount of SIg per cell and high
mouse red cell rosettes (MRFC), characteristic of CLL. In case 1 there was
a large amount of SIg per cell, frequent capping, and low MRFC, charac-
teristic of prolymphocytic and of lymphosarcoma cell leukaemia.

Comment

The relationship of CLL, prolymphocytic leukaemia, and lympho-
sarcoma cell leukaemia to one another is not clear. The simultaneous
occurrence of two forms of lymphoproliferative disease in two sisters
seems more likely to be associated with some inherited instability of
the lymphocyte system rather than to be fortuitous. The investigation
of further families by modern immunological methods may contribute
to our understanding of these conditions.

We thank the late Dr R D Popham, of Bury General Hospital, for first
drawing our attention to these patients; Dr Grimshaw, of Rossendale
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Hospital, for taking blood specimens; and Drs Goodman and Lall for access
to clinical information.
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Gastric secretion in peripheral
vascular disease

An association has been reported between arteriosclerotic cardio-
vascular disease and peptic ulcer.' Both gastric and duodenal ulcers
occur more frequently than expected in necropsy studies and retro-
spective reviews of patients with abdominal aortic aneurysms. It has
even been suggested that elective vagotomy should be carried out at
the same time as aortic reconstruction. Duodenal ulcer has also been
associated with "occlusive" peripheral vascular disease.' We therefore
investigated basal and maximal acid output in patients with occlusive
peripheral vascular disease who had no known peptic ulcer.

Patients, methods, and results

We studied a series of 71 consecutive patients who presented between
March 1977 and January 1978 to the vascular unit with occlusive arterio-
sclerotic peripheral vascular disease. They were under the age of 80, their
claudication or rest pain was sufficiently severe to warrant translumbar
aortography, and they were fit for general anaesthesia. Eleven patients (16 %)
had already been treated for peptic ulcer (one gastric, 10 duodenal), and
they were not studied further. Fourteen of the remaining 60 were unwilling
to swallow the tube and in four the test was technically unsatisfactory.
Finally, 42 (32 men and 10 women) underwent satisfactory acid secretion
studies. All the patients were Caucasian. Their mean age was 59-3 years-
men 58-6 (range 41-69), women 61-4 (range 44-77). Their mean weights
were: men 69 1 kg, women 60 8 kg. Distribution of the ABO blood groups
was in the accepted British range. Only one man and one woman were
non-smokers. Three men and two women were diabetic. Eight men and
one woman had had myocardial infarcts. Ten men (31 %) and nine women
(90 %) complained of dyspepsia (the distribution of dyspepsia was the same
in those patients who could not tolerate the test as for those who completed
it).
The acid secretory state of the 42 patients was established by a standard

basal-pentagastrin gastric function test. After an overnight fast a nasogastric
tube was passed. Basal acid output (BAO) was measured over 30 minutes
and was followed by a 90-minute intravenous infusion of pentagastrin
(6 ,ug/kg/h). Peak acid output (PAO) was calculated in mmol/h by trebling
the highest 20-minute acid output. The results have been compared with
previous measurements of basal and maximal acid output by one of us
(JHB) in 31 people without dyspepsia3 and 60 patients with duodenal
ulcer4 aged 30 years or older. Significant differences were calculated by
Student's t test for peak acid output and by the non-parametric Mann-

Whitney U test for basal acid output because these measurements were not
normally distributed.

In both men and women with peripheral vascular disease basal acid
output was significantly higher than it was in normal people and not
statistically different from output in patients with duodenal ulcer (table).
Peak acid output in women with peripheral vascular disease was also signifi-
cantly higher than in normal women and not significantly different from
output in women with duodenal ulcer. The peak acid outputs in the men
in our study were significantly higher than in normal men but significantly
lower than in men with duodenal ulcer.

Comment

Patients with peripheral vascular disease without known ulcer
disease may be acid hypersecretors almost in the duodenal ulcer
range, but we cannot explain this association. Smoking may cause
peripheral vascular disease but probably does not produce either
duodenal ulcers orgastrichypersecretion.5 It is impracticable tomeasure
gastric secretion in all patients undergoing vascular operations, but
we are currently assessing the prophylactic use of cimetidine.

'British MedicalJ7ournal, 1974, 3, 760.
2 Bouhoutsos, J, Barabas, A P, and Martin, P, Postgraduate MedicalJ7ournal,
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Difficulty in stopping lithium
prophylaxis?

Textbooks and articles about lithium prophylaxis for recurrent
manic-depressive psychosis tend to imply that, once begun,
prophylaxis should continue indefinitely.1 2 Little has been written
about the indications for stopping lithium or when and how to do this.
Our experience in a lithium clinic suggests that attempts to stop the
drug can result in unexpected clinical difficulties. This paper reports
the development of an acute confusional state associated with stopping
lithium.

Case report

A woman, now aged 58, with a bipolar manic-depressive psychosis
required six hospital admissions between 1964 and 1971. Lithium prophylaxis
was begun in 1971. She was given lithium carbonate, between 800 and
1600 mg/day, by mouth. Serum lithium concentrations always remained
within our "therapeutic range" of 0-5-1-5 mmol(mEq)/l during treatment.
In November 1977 she asked to stop taking lithium. She had been well for
six years, had not needed hospital admission during this period, and no

Comparison of basal (BAO) and peak acid outputs (PAO) in patients with peripheral vascular disease
(PVD) with published data in normal subjects3 and patients with duodenal ulcer4

BAO (mmol/h) PAO (mmol/h)

No Median Range P No Mean Range P

Men:
Normal 16 0-6 0-3-8 16 18-7 0-3-45 0

} <0 00003 } <0-02
PVD 32 1-8 0-10-6 32 32-3 1-8-69-3

NS <0°°°S
DU 41 2-8 0-1-17-9 43 41-8 15-0-66-6

Women:
Normal 15 0-2 0-2-7 15 8 0 0-4-15-8

} <0-025 } <0 001
PVD 10 1-5 0-7-6 10 29-8 10-8-52-5

NS
1

NS
DU 17 1.9 0-5-7J 17 32-4 18-8-82-6J
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