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Discussion

Of these 11 women with perihepatitis or diffuse peritonitis,
nine had excellent serological evidence of acute recent chlamydial
infections. Five of the patients had no evidence of gonococcal
infection. The age, sexual activity, symptoms, and the laparo-
scopic findings typical of Fitz-Hugh-Curtis syndrome in three
of the women suggested that a genital tract infection may have
spread to the peritoneum. Chlamydiae, increasingly found to be
responsible for various non-gonococcal sexually transmitted
diseases in men and women, are plausible candidates for this
type of infection. Five women in our series had evidence of past
or current gonococcal infection. Local genital tract infections
with more than one agent are frequent,’ and the invading
organisms are not necessarily identical with those cultivated
from the cervical mucosa. Unless agents are cultured directly
from the inflamed peritoneum, it is impossible in such cases to
determine whether the peritonitis may have been due to one or
the other agent or both. Nevertheless, the extremely high C
trachomatis antibody titres in many of our patients was suggestive
of an aetiological association.

Only two of our 11 patients with peritonitis had.signs of
salpingitis on gynaecological examination. If the assumption
that our patients had genitally acquired infections is correct,
probably the infectious agent ascending from.the cervical canal
often reaches the peritoneum without causing salpingitis.
Equally, perihepatitis does not seem to be an invariable feature
of the disease. Two patients (cases 1 and 4), both of whom had
very high titres to chlamydiae, had neither salpingitis nor
perihepatitis. These two cases show that evidence for -genitally
transmitted infections should be sought in all women. with
apparent ‘“‘spontaneous’’ peritonitis.

Four of the nine women with signs of chlamydial infections
were not treated with tetracycline but with antibiotics not
thought to be active against chlamydiae (two with ampicillin,
two with spectinomycin), yet their disease subsided within one
to two weeks. Nevertheless, one patient (case 2) continued to be
ill for weeks when taking ampicillin alone, but rapidly improved
after receiving tetracycline. Hence chlamydial peritonitis may
follow a benign course, but tetracyclines can accelerate recovery.

In sexually active women with various partners multiple C

BRITISH MEDICAL JOURNAL 22 APRIL 1978

trachomatis antibody types may be found. Studies on monkeys!®
and experience with patients attending venereal-disease clinics
showed that the original infecting type was often recalled after
infection with a new type, and in the screening microimmuno-
fluorescence test or with IgG conjugate the highest antibody
titre was found against a previous immunotype rather than the
current infecting type.” If the organism cannot be isolated the
use of the IgM conjugate helps to determine the current
infecting type when multiple antibody types are present. Thus
in three of our patients (cases 5, 6, and 8) the antibody type
measured with IgM conjugate was probably the current infecting
type.

We hope that our report will encourage clinicians and
microbiologists to look for direct evidence .of chlamydial
infections in similar cases by culturing the agents from the
inflamed sites.

We thank Dr J Thomas Grayston for his criticism and valuable
suggestions and Dr U H Krech, St Gallen, Switzerland, for performing
the complement fixation studies.

The study was partly supported by a United States Public Health

Service research grant (EY-00219) from the National Eye Institute. .
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Summary and conclusions

The prognosis and pathological findings in 44 patients
with breast cancer who had taken contraceptive steroids
during the year before diagnosis were compared with
those in 44 controls matched for age and parity. No
significant differences between the two groups were
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found in the histological features of the tumour or extent
of axillary lymph-node disease. In patients with axillary
node disease the recurrence rate in the controls was
significantly higher than in the study group and more of
the control patients had died.

It is concluded that oral contraceptives have no
untoward effect on the prognosis of breast cancer.

Introduction

It has been suggested that steroidal oral contraceptives may
affect the pathogenesis and rate of growth of breast cancers.
Most of these agents contain small amounts of oestrogenic
steroids and it is widely believed that low doses of oestrogen may
accelerate the rate of growth of breast tumours, though this
assumption is based only on experiments with laboratory animals
and on a few anecdotal cases concerning women with the
disease.’~? Indeed, a trial using small doses of stilboestrol
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(1-5 mg) to treat postmenopausal women with advanced breast
cancer showed no evidence of enhancement of growth.* Never-
theless, many surgeons believe that patients who are using
steroidal contraceptives when they present with breast cancer
have a poor prognosis, and it is almost universal practice to
advise women who have had breast cancer not to use these
products.® ¢

Most studies on the relation between steroidal contraceptives
and breast cancer have been concerned with whether the
incidence of the disease is increased in premenopausal women
who have taken these products. Vessey et al,” in a study of
premenopausal patients, found no evidence that the use of oral
contraceptives was associated with an increased incidence of
breast cancer, but they suggested that many years of observation
would be required before the question of whether there was a
positive relation between oral contraceptives and breast cancer
was finally resolved. Fasal and Paffenbarger® reported an
increased incidence of breast cancer in women who had been
taking the products for between two and four years.

The question whether taking contraceptive steroids affects the
progress of established breast cancer has not been fully investi-
gated. Fechner® described the pathological and histological
findings in five patients with breast cancer who had been taking
oral contraceptives and compared them with 11 controls. He
noted no morphological differences between tumours in the two
groups of patients, but the analysis and follow-up were limited.
Vessey et al'® stated that histological review of the material
excised from their patients with breast cancer who had taken
contraceptive steroids was unrewarding, but they gave no
details of the analysis.

Our paper primarily concerns the pathological findings in 44
patients with breast cancer who had been taking contraceptive
pills during the year before diagnosis and in 44 matched
controls. Preliminary results on recurrence and survival rates
are also described.

Patients and methods

The study group comprised patients who either were using steroidal
contraceptives when cancer was diagnosed or had been taking these
products during the previous year. One year was chosen because the
reported doubling times of breast tumours are such that the lesions
must have been present in these patients for at least that length of
time. The mean duration of contraceptive use was four years (range
three months to 11 years) and all patients had been using products
containing 50 pg of oestrogen or less. At diagnosis contraceptive
steroids were withdrawn and patients were advised not to take them
again. Forty-four patients who stated that they had never used
contraceptive steroids served as controls. They were matched for age
and parity with patients in the study group. All patients had presented
to the Breast Unit at’ Guy’s Hospital during 1970-6. Comparisons
between the two groups were made in respect of related history;
clinical findings at diagnosis; histological findings in the primary
tumour (tumour type, grade, lymphoplasmacytic reaction, lymphatic
disease); number of axillary nodes affected and degree of sinus
histiocytosis in unaffected nodes; and recurrence rate and survival.

Tumour size was measured clinically at the patient’s first attendance

TABLE 1—Clinical features in study group and controls. Groups were matched for
age and parity. Ranges given in parentheses

Study group Controls

No of patients 44 44
Mean age (years) .. . .. 37 (25-55) 38 (25-49)
Mean No of pregnnncnes .. 2 (0-5) 2 (0-5)
No of nulliparae .. .. 6
No of patients with iatmly

history of breast cancer:

In mothers . . .. 9 0

In sisters . .. 1 1
Mean age (years) at first’

pregnancy . .. 24 (18-32) 26 (17-36)
Mean age (years) at menarche . 13 (10-17) 13 (10-18)

Median duration of h:story of .

breast cancer (weeks) . 55 (1 day—208 weeks) | 3-0 (1 day-500 weeks)

1025

TABLE 11—Clinical assessment of breast tumours at first examination in study
group and controls, according to TNM classification

Tumour diameter
(maximum)

TO|T1|T2|T3| T4 NO | N1a|N1b| M1

Mean Range

(cm) (em)
Study group 1 125117} 1 0 2-1 0-6 40 4 1
Controls 2 120(20( 1 1 23 0-6'5 37 7 1

TABLE III—Histological types of primary tumour in study group and controls.
Figures are numbers of patients

Histological type of tumour Study group Controls
Infiltrating duct .. 32 33
Infiltrating lobular . 4 2
Infiltrating duct and lobular 1 0
Medullary with lymphmd stroma 0 1
Mucoid .. 3 1
Tubular .. 2 2
Intracystic papxllary 0 1
In-situ intraduct .. 2 3
In-situ lobular 0 1

and the original slide of the biopsy specimen of the breast tumour
was used to define the histological characteristics. The tumours were
graded by the method of Bloom and Richardson.!! The degree of
lymphoplasmacytic reaction was assessed subjectively and graded 0-3,
3 representing the greatest reaction. In each case in which radical
mastectomy was the primary treatment all detectable lymph nodes
were dissected out in the unfixed specimen and examined micro-
scopically for secondary deposits. Sinus histiocytosis was assessed
using.the criteria described by Black and Speer!? and modified by
Cutler et al.’® The pathological examination was undertaken without
knowledge of whether the patient was in the study-or control group.
After surgery all patients were examined three-monthly for three
years, then six-monthly until the fifth postoperative year, and thence
yearly. No patients were lost to follow-up.

Results

Related history—Clinical features of patients in the two groups are
compared in table I. The only notable difference between the two
groups was the excess of patients in the study group whose mothers
had had breast cancer. No obvious reason could be found to explain
this considerable difference.

Clinical findings—Table II shows the clinical findings at first
examination, categorised according to the TNM classification. Thirty
patients in each group were treated by radical mastectomy, and those
with deposits in lymph nodes were givén. postoperative radiotherapy
to the node fields only. Twenty-three patients-(11 in the study group
and 12 controls) were treated initially by wide excision followed by
radiotherapy to the residual breast and node fields. This treatment was
chosen by random sample as part of a clinical trial comparing radical
mastectomy with wide excision.’* Five patients (three in the study
group and two controls) who had advanced tumours at first diagnosis
received radiotherapy to the breast and node fields without surgical
intervention other than an initial -biopsy. The study and control
groups were comparable in terms of clinical presentation.

Histological findings—Table I1I shows the histological types of the
primary tumour. Tumour grade, degree  of lymphoplasmacytic
reaction round both the tumour and related blood vessels, and the
number in each group with local lymph-node disease are shown in
table IV. There were no appreciable differences between study and
control groups in any of the histological characteristics.

Axillary nodes—Data from examination of the axillary nodes in
patients and controls who had a radical mastectomy are shown in
table V. The differences between the two groups in the number with
axillary node disease and the mean number of nodes per positive
axilla were not significant.

Recurrence and survival—The extent of nodal infiltration was
greater in controls than in the study group, and we allowed for this
when comparing recurrence and survival rates. The rates were
therefore calculated separately for patients in pathological stages 1 and
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TABLE Iv—Related histological features of primary tumour in study group and controls. Figures are numbers of patients

Tumour grade Lymphoplasmacytic reactiont Perivascular lymphoplasmacytic
cuffing* Lymphatic
invasion
I 1I 111 In situ 0 1 2 3 0 1 2 3
Study group .. .o .. .. 9 22 10 3 19 14 10 1 24 14 5 1 8
Controls . . .. .. .. .. 7 22 12 3 15 17 10 2 23 14 7 0 8

*Graded 0-3 in ascending order of severity.

TABLE V—Data from pathological examination of axillary lymph nodes in 30
patients in study group and 30 controls who underwent radical mastectomy

Study group I Controls

Total No of nodes examined 427 394
No of patients with axillary

node disease . .. .. 13 16
Mean No of positive nodes per

positive axilla .. .. .. 23 34
Proportion of unaffected lymph

nodes showing moderate and

severe sinus histiocytosis 2/30 (7% 2/27 (7%)

2. There was no significant difference between the two groups in the
recurrence rate among patients with pathological stage 1 tumours.
The figure shows a life-table analysis of the recurrence rate in patients
with pathological stage 2 tumours. The recurrence rate was signifi-
cantly higher in controls than in the study group (log-rank test:
x2=5-416; 0-025>P>0:01). So far seven patients (16%,) in the
control group and four (99%) in the study group have died. This
difference is not significant nor is any significant difference apparent
when stage is taken into account.
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Life table showing recurrence rates in patients in study and
control groups with pathological stage 2 tumours of breast.

Discussion

No appreciable difference in tumour size, histological type,
grade of malignancy, or lymphoplasmacytic infiltration was
found in women who had taken contraceptive steroids during the
year before diagnosis when compared with a control group
matched for age and parity. Moreover, the degree of sinus
histiocytosis in unaffected lymph nodes was similar. Each of
these features is considered to be correlated with prognosis.
Contrary to expectation, fewer patients in the study group had

axillary lymph-node infiltration and the mean number of
affected nodes in these patients was less than that of the controls,
a feature also noted by Fechner.® The difference was not signifi-
cant. One interesting and unexplained finding was that the
mothers of nine patients in the study group (209%) had had
breast cancer compared with none in the control group. This
difference merits further investigation in a larger series.

The numbers were too small and the follow-up was too short
to attach much importance to the significant difference in
recurrence rates in patients with pathological stage 2 disease. In
addition, the patients with stage 2 tumours in the control group
had more affected nodes, and this might have influenced their
recurrence and survival rates. Nevertheless, our findings suggest
that recurrence rate and mortality are unlikely to be increased in
patients who have taken contraceptive pills before breast cancer
is diagnosed—indeed, the opposite seems to be the case.

The assumption that contraceptive steroids exert a deleterious
effect on the progress of breast cancer has not been substantiated.
If our findings are supported by larger studies, in which the
chances of detecting real differences would be greater, it might
be argued that taking contraceptive steroids might improve
prognosis in premenopausal women with breast cancer.

We thank Dr R D Bulbrook, of the department of clinical endo-
crinology, Imperial Cancer Research Fund, and Professor Martin
Vessey and Dr Klim McPherson, of the department of social and
community medicine, University of Oxford, for their comments and
help with the statistical comparison.

Requests for reprints should be addressed to Mr J L Hayward,
Breast Unit, Guy’s Hospital, London SE1 9RT.

References

! Nathanson, I T, New England Journal of Medicine, 1944, 231, 764.
2 Nathanson, I T, and Kelley, R M, New England Journal of Medicine,
1952, 246, 135.
3 Farrow, J H, and Woodard, H Q, Journal of the American Medical
Association, 1942, 118, 339.
4 Carter, A C, et al, Journal of the American Medical Association, 1977, 237,
2079. .
5 Moore, F D, ez al, New England Journal of Medicine, 1967, 277, 292.
¢ Leis, H P, Black, M M, and Sall, S, Journal of Reproductive Medicine,
1976, 16, 5.
? Vessey, M P, Doll, R, and Jones, K, Lancet, 1975, 1, 941.
8 Fasal, E, and Paffenbarger, R S, Journal of the National Cancer Institute,
1975, 55, 767.
? Fechner, R E, Cancer, 1970, 26, 1204.
10 Vessey, M P, Doll, Sir R, and Sutton, P M, British Medical Fournal,
1972, 3, 719.
11 Bloom, H J G, and Richardson, W W, British Journal of Cancer, 1957, 11,
359.
12 Black, M M, and Speer, F D, Surgery, Gynecology and Obstetrics, 1958,
1086, 163.
13 Cutler, S ], et al, Cancer, 1966, 19, 75.
14 Atkins, Sir H, et al, British Medical Journal, 1972, 2, 423.

(Accepted 14 February 1978)

ubLAdo9 Aq padaloid 1sanb Ag 120z [udy 2 uo /wod fug mmmy/:dny woiy papeojumod 'g/6T IUdY 22 Uo ¥20T 6TT9 T Wa/9eTT 0T Se paysiand 1s1y :C pa Ig


http://www.bmj.com/

