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activity may be limited. Unwanted effects, reflecting its central and
autonomic nervous system activity, include insomnia, nervousness,
dry mouth, constipation, and excessive sweating. These would not
induce toxicity and it seems in our case that mazindol's anorexic
activity caused the intoxication.
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Intravenous methylprednisolone in
minimal change nephrotic syndrome
Prendisone by mouth in large doses usually reverses minimal change
nephrotic syndrome but there may be severe side effects, particularly
in patients with frequent relapses. We therefore tried a new regimen
beginning with three consecutive pulses of intravenous methyl-
prednisolone and following these with prednisone by mouth in low
doses.

Case reports

Eleven patients aged from 4 to 46 were admitted to the study. All had a
nephrotic syndrome defined on the basis of hypoalbuminaemia (<25 g/l)
and proteinuria (>40 mg/m2/h). Renal biopsy specimens from seven patients
by light and electron microscopy showed minimal glomerular changes. All
patients had highly selective proteinuria as assessed by the clearances of IgG
and transferrin. Remission was defined as three consecutive days without
proteinuria and relapse as finding proteinuria (>4 mg/m2/h) on three
consecutive examinations within seven days. Patients were classified as
frequent relapsers if they relapsed more than once within six months of their
first response or four times within any one year.'

Methylprednisolone (15-20 mg/kg) was given intravenously over 20-30
min every 24 h for three consecutive days. After this prednisone
(20 mg/m2/24 h) was given by mouth for four weeks. The dose was then
reduced to 20 mg/M2 every other day. This continued for five months and
then progressively tapered off and stopped. In patients who relapsed the
regimen was restarted.

All the patients had a complete remission, generally within 10 days (table).
Three relapsed after 28, 180, and 380 days. They responded to a new course
of intravenous methylprednisolone and had no further relapses. Two
patients complained of flushing during methylprednisolone infusion, but it
ceased a few minutes after the infusion stopped. No sign of hypercorticism,
infections, or other complications referable to corticosteroids were observed.

Comment

Treatment with 60 mg/m2/day prednisone by mouth for a few
weeks may obtain a remission of the nephrotic syndrome in most
patients with lipoid nephrosis. This regimen is generally well
tolerated but signs of hypercorticism may develop. Moreover, many
patients relapse and treatment has to be lengthy, increasing the risk of
severe side effects and even death.2 On the other hand, patients with
frequent relapses respond abnormally to ACTH.3 This suppression of
the hypothalamic-pituitary-adrenal axis, possibly induced by pro-
tracted prednisone treatment in high dosage, might promote a relapse.
The best schedule of steroid administration in lipoid nephrosis is
therefore still uncertain.
The urine became protein free in all our patients and a remission

was reached even in frequent relapsers. Three patients with heavy
proteinuria in relapse rapidly responded to further treatment with
intravenous methylprednisolone. None of our patients suffered from
hypercorticism or other side effects. These preliminary results seem
to indicate that our regimen might be effective and well tolerated in
most patients with lipoid nephrosis.
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Oral contraceptives and
pituitary adenomas
An association between oral contraception and prolactin-secreting
pituitary adenomas has been suggested by several recent studies.
Sherman et al,' for example, reported that 30 out of 42 women with
amenorrhoea and hyperprolactinaemia who were surgically treated
for a pituitary adenoma had taken oral contraceptives for an average
of 2-4 years. Hardy et a12 found that 60 out of 80 patients with
surgically proved prolactinoma had used oral contraception.
Reports such as these prompted us to examine the relevant data
accumulated in the two major British prospective surveys of women
using oral contraception-namely, the Royal College of General
Practitioners' (RCGP) study and the Oxford/Family Planning
Association (FPA) study. Both of these studies began in 1968 and
have been described elsewhere.3

Results in 11 patients with minimal change nephrotic syndrome treated with modified corticosteroid regimen

Age (years) Episode of Duration of Response to Duration of
Case No and sex nephrotic syndrome Response to treatment remission (days) Relapse treatment remission (days)

1 9 M Frequent relapser Remission 700 No - -
2 11 M Frequent relapser Remission 380 Yes Remission 300
3 8 F First Remission 455 No - -
4 12 M Frequent relapser. Remission 180 Yes Remission 180
5 22 F Second Remission 270 No -

6 46 F First Remission 28 Yes Remission 240
7 5 M First Remission 230 No - -
8 4 M First Remission 210 No - -

9 16 M Frequent relapser Remission 180 No - -

10 22 M Second Remission 150 No - -

11 12 M First Remission 150 No - -

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.280.6215.685-a on 8 M
arch 1980. D

ow
nloaded from

 

http://www.bmj.com/


686 BRITISH MEDICAL JOURNAL 8 MARCH 1980

Clinical details of five cases of pituitary adenoma

Patient Date of birth Oral contraceptive use Presentation Diagnosis HPL Treatment

1 8 December 1934 Nil Infertility 1968 Acromegaly 1969 Not known Surgery
2 8 August 1923 July 1968-Jan 1976 Visual field defect 1976 Chromophobe adenoma 1976 No Continued observation
3 29 March 1937 Nil Amenorrhoea 1970. Amenorrhoea and Pituitary adenoma 1975 Yes Surgery

galactorrhoea 1971
4 27 October 1937 Nil Secondary amenorrhoea 1965 Cystic chromophobe adenoma 1972 Not known Surgery
5 9 December 1939 1967-June 1969 Amenorrhoea and-galactorrhoea Pituitary adenoma 1973 Not known Radiotherapy

1971 and 1973
6 18 September 1936 1965-75 Amenorrhoea and galactorrhoea 1976 Pituitary adenoma 1977 Yes Bromocriptine

HPL = Hyperprolactinaemia.

Studies and results

The table gives clinical details of the five cases of pituitary adenoma
(patients 1-5) reported during the course of the RCGP study and the one
(patient 6) reported during the Oxford/FPA study. Patient 2 was taking an
oral contraceptive when the pituitary adenoma was diagnosed and patient 5
was a former user. Patients 1, 3, and 4 had never taken an oral contraceptive.
The respective periods of observation in the study for current users, former
users, and never-users of oral contraceptives were 67 990, 42 622, and 111 252
woman-years. Patients 1 and 4 had had subfertility problems before recruit-
ment to the study and so were not "at risk" of being recruited as oral con-
traceptive users. They should therefore be excluded from the comparison
with the user group. On the other hand, about a quarter of the whole study
control group used no form of contraception at the time of recruitment.
Many of these subjects may also have had fertility problems and should be
similarly excluded from the respective period of observation. With the small
number of cases reported here, however, such detailed analysis would not be
informative. Patient 6 was recruited in the Oxford/FPA study in the oral
contraceptive group (period of observation 69 468 woman-years) but had
stopped taking a contraceptive pill before her pituitary adenoma was
diagnosed. The periods of observation in the other two groups in the study,
consisting of women who used a diaphragm or an IUD, were 31 735 and
22 799 woman-years respectively.

Comment

While no reasonable assessment of incidence can be made from the
few observations reported here, the data suggest that there is no
substantial increase in the occurrence of pituitary adenomas associated
with oral contraceptives. In neither study is there reason to believe
that any diagnosed cases have been missed, and perhaps uncontrolled
selective hospital-based studies give an exaggerated impression of the
frequency of an association. The clinical details in this report show
that the temporal relationship between the diagnosis of pituitary
adenoma and oral contraceptive use is comFplex. The findings in the

only case-control study reported to date5 are in line with our results
in that no association between prior use of oral contraceptives and
pituitary tumour was detected. Coulam et a15 suggest that the
increasing incidence of pituitary tumours that they noted in women
of childbearing age is more likely to be due to recent advances in
screening methods and surgical procedures than to the use of oral
contraceptives. Our own observations point to a similar conclusion,
but studies with more extensive data are desirable.
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Instructions to authors
The following are the minimum requirements for manu-
scripts submitted for publication.
A stamped addressed envelope or an international

reply coupon must accompany the manuscript if
acknowledgment of its receipt is desired.

(1) Typing should be on one side of the paper, with
double or triple spacing between the lines and 5-cm
margins at the top and left-hand side of the sheet.

(2) Three copies should be submitted.

(3) Spelling should conform to that of Chambers
Twentieth Century Dictionary.

(4) References must be in the Vancouver style
(BMJ, 24 February 1979, p 532) and their accuracy
checked before submission.

(5) SI units are used for scientific measurements. In the
text they should be followed by traditional units in

parentheses. In tables and illustrations values are given
only in SI units, but a conversion factor must be supplied.
For general guidance on the International System of
Units, and some useful conversion factors, see The SI
for the Health Professions (WHO, 1977).

(6) Authors should give their names and initials, their
current appointments, and not more than two degrees or
diplomas. Each author must sign the covering letter as
evidence of consent to publication.

(7) Letters to the Editor submitted for publication
must be signed personally by all the authors.

(8) Acknowledgments will not be sent unless a stamped
addressed envelope or an international reply coupon is
enclosed.

(9) Detailed instructions are given in the BMJ dated
5 January 1980 (p 6).
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