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Contraceptives and Cervical Carcinoma

SIR,-I have been waiting for comment
by someone of authority as a statistician on
the paper by Dr. Myron R. Melamed and
others (26 July, p. 195) on prevalence rates
of cervical carcinoma in situ for women
using the diaphragm or contraceptive oral
steroids; and I am somewhat surprised that
none has so far appeared. Not without some
misgivings, therefore, I feel obliged to com-
ment myself on one aspect of the study
reported, an aspect I believe to be of funda-
mental importance.

If I understood the authors' Table I aright,
the raw prevalence rates of carcinoma in situ
per 1,000 women were 3-8 for those choosing
the diaphragm and 6&6 for those choosing
oral steroids, before starting either method
of birth control (column 0; known minimal
period of contraceptive use). In other words,

on entering the trial the second group had
neardl3 twice the prevalence of carcinoma
in situ of the former, and so in respect of
this condition must have been a quite differ-
ent group of women, even though the socio-
economic and other data collected by the
authors had failed to reveal this. It seems
to me that the whole study is vitiated by the
lack of homogeneity, in respect of the condi-
tion under study, of the population from
which the two groups have been selected, as
shown by the discrepancy in prevalence rates
before treatment began, and that no conclu-
sions about the effects of treatment on pre-
valence rates of carcinoma in situ can be
drawn.-I am, etc.,

G. I. M. SWYER.
London N.W. 1.

SIR,-I was most interested to read the
suggestions put forward by your correspon-
dent, Dr. B. Sandler (9 August, p. 356). It
is, of course, well established' that cervical
cancer is relatively rare among Jewish women.
That this low incidence is due entirely to the
fact that their husbands are circumcised is
not unchallenged. Indeed, the factors that
have been proposed as rendering the Jewish
woman " different " from the Gentile and
thereby less disposed to cervical cancer have
been bewildering in their multiplicity and
diversity, ranging from the practice of Niddah
and Taharn (menstrual and post-menstrual
abstinence from sexual intercourse)2 to the
eating of kosher food.' As far as circum-
cision is concerned, although in mice it has
been shown' that smegma can cause malig-
nant changes, in the human it has been
found' ' that Gentile women who admitted to
sexual intercourse with circumcised partners
had the same incidence of cervical cancer as
the rest of the Gentile population.

It is a Subject fraught with intriguing
postulations and theories, none of which, as
yet, seems to have proved conclusive.-I am,
etc.,

D. WRIGHT.
Department of Venereology,

King's College Hospital,
London S.E.5.
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Malignant Granuloma
SIR,-It is a pity that the opportunity was

missed in your leading article on malignant
granuloma (2 August, p. 254) to develop the
point you briefly touched on concerning the
use of cytotoxic drugs in this condition.
Evidence has been slowly mounting that this
may be the treatment of choice, and your
remark that " treatment is . . . unsatisfac-
tory " is, I think, unduly gloomy.

In Walton's review' of 56 patients, most
of whom would not have had steroid treat-

ment, the mean survival was five months.
With the benefit of corticosteroids without
cytotoxics (but with better antibiotic and
chemotherapeutic treatment) the outlook
improved somewhat, being just over 12
months in Hollander and Manning's review.2
Interestingly, one of the longest survivors that
they quoted had in fact been treated with
nitrogen mustard in addition (Case 1 in the
Table), though another treated with the same
combination died at three months. Of their
24 patients treated with corticosteroids alone
eight were alive at one year and three were
alive after two years.

Reported Survival of Patients Suffering from
Malignant Granuloma (Wegener's and
Lethal Midline) and Treated with Cytotoxic
Agents: in Chronological Order

Survival Condition
Refer- Therapy (in on at

Patient ence Addition to Therapy Time
Corticosteroids) in of

Months Reporting

1 3 Nitrogen 40 + Fair
mustard

2 4 Cyclo- 24 + Regression
phosphamide of lesions

3 5 Chlorambucil 22 + Normal
health

4 5 12+
5 6 Azathioprine 12 + Normal life

at home
6 2 Nitrogen 12 + Well, at

mustard and work
chlorambucil

7 7 Azathioprine 17 + Asympto-
matic

8 7 ,, 12+ Major
improve-
ment

9 8 Azathioprine 19+ Well, at
and work
Duszomycin

10 8 ,,. 12+
11 9 6 M.P. 36 Died follow-

ing chole-
cystectomy

12 9 Azathioprine 11+ Regression
of lesions

13 10 Azathikprine 24 +' Persistent
haemoptysis.
Successful
pregnancy

(+ Indicates that the patient was alive at the time of
he report.)

Compare, however, the reported survival of
the patients treated with antimitotic therapy.
Although the list is not complete it shows at
a glance that the prognosis has been radically
changed. All patients were alive at one year
and most of them apparently well,7and four
patients were alive at two years, the drop-
out in no case being due to death. Two

patients seen at Brompton Hospital also
appear to have benefited. One, a young man
in extremis in spite of 80 mg. of prednisone
a day for three months, entered a good remis-
sion with healing of lesions on azathioprine
3 mg./kg./day. An intercurrent infection
led to the azathioprine being stopped; there
was a relapse, and at necropsy it was found
that there were two generations of lesions,
the one old and fibrotic and the other recent
and active. I think that now the prednisone
rather than the azathioprine would be reduced
in such circumstances. The second patient
(Case 13 in the Table) is maintained in
remission by 2 mg./kg. of azathioprine per
day, and has recently, under the care of Mr.
Kenneth Cooper at Southlands Hospital,
Shoreham, given birth to a normal child.
Her only complaint at present is persistent
haemoptysis.

Until someone produces survival figures
for patients treated with corticosteroids alone
as good as those in the Table, I don't think
there can be any justification for withholding
antimitotic therapy from patients with this
condition.-I am, etc.,

CLEMENT H. BROWN.
Sutton Coldfield,

Warwicks.
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Progestogen-only Oral Contraceptives
SIR,-I would like to make certain com-

ments in relation to the recent paper by Dr.
Eleanor Mears and others (21 June, p. 730)
on the use of mini-dose progestogens in
fertility control, particularly as I was partly
responsible for the selection of dosage of
megestrol acetate used in this study in Yugo-
slavia. Studies with megestrol acetate at a
dosage of 0 5 mg. daily had proved reason-
ably effective in the United Kingdom,'1
Australia,3 and elsewhere. Preliminary clini-
cal studies with 0-25 mg. daily were encour-
aging, and, following preliminary studies by
Swyer' at this dosage, cervical mucus con-
sistency was increased and postcoital tests
showed an absence or marked reduction in
sperm activity in most instances. From these
accumulated data it was clearly desirable to
obtain more extensive clinical data in a
country where legalized abortion was gener-
ally available.
The Yugoslav study demonstrated most

lucidly that megestrol acetate at a dosage of
0-25 mg. daily is quite ineffective, 21 of the
43 women in the study becoming pregnant
in 223 cycles studied-a pregnancy rate of
126. In the same study postcoital examina-
tions gave results similar for all the com-
pounds used, the other three being much
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