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APPENDIX 3

REPORT OF THE TAsSK FORCE ON CARCINOGENESIS
R. Hertz, M.D., Chairman

INTRODUCTION

It has been repeatedly demonstrated that the steroid substances used in oral
contraceptives produce a wide variety of tumors in 5 species of experimental
animals (10, 13, 17, 22, 31, 32). It is also known that all physical and chemical
agents that are carcinogenic in man are also carcinogenic in animals (24).
Moreover, these carcinogenic agents frequently produce tumors in the same
organs in animals as they do in man. Hence there is a distinct interrelation
between animal and human carcinogenic responses.

Steroid carcinogenesis in -animals usually requires prolonged administration
of hormone at relatively high dosage (13). Such administration of estrogen
has elicited a carcinogenic response in rodents and in dogs but not in monkeys
(6, 11, 36). It is therefore essential to ascertain whether such experimental
findings in rodents and in dogs have any pertinence to the question of a poten-
tial carcinogenic effect of steroid contraceptives in women. To date, no prop-
erly devised prospective or retrospective study providing conclusive data bear-
ing on this question has been completed.

In consideration of available animal studies and in the light of certain
physiopathological considerations it is deemed advisable to focus our interest
on the potential effects of steroid contraception on the epidemiology, pathoge-
nesis, and clinical course of cancers of the cervix, endometrium, and breast in
women.

CERVICAL CANCER

An extended body of data provides an adequate background for the consider-
ation of the major epidemiological aspects of cancer of the cervix (3, 5, 9, 25,
43, 44). However, despite a broad area of common agreement regarding mor-
phological criteria for cytological and histological diagnosis of cervical cancer,
it is clear that in practice wide differences of interpretation of pathological
and normal material are frequently encountered (16, 29, 30, 33, 35, 38). Never-
theless, evidence of a variety of cervical epithelial aberrations of indecisive
prognostic significance has emerged (4, 41). The complexity of interpreting the
true impact of steroid hormonal effects on the occurrence and behavior of
these epithelial changes is manifest. This difficulty is augmented by attempts
at comparison of such hormonally responsive changes with those seen in the
newborn or during pregnancy (34, 39). In addition, certain diagnostic proce-
dures such as punch biopsy will in some cases remove all evidence of disease,
thereby frustrating any reliable prognostic interpretation.

Nevertheless, Barron and Richard (1) have provided a mathematical model
for the quantitative assessment of the proportion of cases to be expected to
progress from “dysplasia” to “carcinoma in situ” in a given test population.
The Task Force considers this model to be eminently applicable to the problem
at hand and recommends its use in the evaluation of the validity of further
data presented for consideration in this area. Seigel and Corfman (40) and



