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Dr. Uellman called the neeting to order anl introduced Dr. Goddard, Commissioner
of the Food and Drug Adiministration. Dr. Coddard thanked the Committee for
neeting and promised to furnish support in handling the problems with which the
Committee is presented,

Ethynerone

Dr, Fodges stated that this drug, investigated by eisht United States and two
;JrELgn aneotlﬁator has Lhree times the proeostaLlonal activity of
Inrethynodrel, Huntlngton Laboratories in England conducted s study in teagles

vhich received up to 25 times the human dose, The animals on the low dose shovred

mammary hyperplasia while the dogs on the high dose, when sacrificed at 52 weeks,
showed carcinoma in situ with early invasion, carcinoma in stiu, atypical
hyperplasia, and benign intraductal papillcma,

Dr, Adrian Gross presented color slides of the microsconic sections to the
comnitiee

Dz, Adamsons remarked that malignant changes in animals brought about by medi-

cation can often be reversed after dlscontinuation of treatment,

Dr. Hellman pointed out that the dose seemed guite hizh and wondered if too much

weight can he »loced on this daba,
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compounds are used, He said there was no reason to single out any particular
rug because of these results.

It was also pointed out by committee members, that experiments of this sort nmay
give us prcof of toxicity of the drug rather than predictable results, and that
similar studies dene in currently marketed products may yield the same results.

Dr. Kohl's Survey

Dr. Schuyler G. Xohl reported the findings of his survey of deaths renorted by
all the oral contraceptive drug manufacturers. His personal inspection of the
records of each company yielded 110 deaths reported on patients who were talking
oral contracepntives, of which 65 were due to “idiopathic’ thromboembolic
phenomena. He remarked that the yearly nunber of deazths reported has not
increased through the years, even thoupgh the number of vpatients taking thes
drugs has multiplied.

w

Drs, Yohl, Hertz, Tietze, (oddard, Hellman, Sartwell and Fuller discussed tha
need for a good natlon"l le survelllanue zystem,  The pros and cons of different
systeme were discussed, end rmosi comuitliee members felt that a Covernment
sponsored system would be preferable,

Dr. Kohl indicated that two thirds of the deaths occurred in patients who had

taler, the nedicaticn for less than Tour months, and that 24% of the patients wnsz
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taking the drug for an indication other +han contraception,

Dr, Kehl, and the committee members thought that this survey was a good source of
‘ﬂformation, although txey realized that the figures were not significant from a
statistical point cf view

Dr, Tletze mentioned the yet unpublished reports of GAR (Growth of Americen
Families)., This survey, conducted on married women living with their husbands wil®
indicate that 6 to 6.5 million women have at one time or another taken oral ccnira-
ceptives and 3,5 to b million women ave currently taking these drugs. This studs
vas baesed on a survey of approximately 6 thousand persons,

The cormitiee agreed not to release any of the information obtained from Dr, Xohl's
survey until it is incorporated in the final report to be drafted at the next
comnittee meeting,

Dr, Sartwell's Revort

Dr. Sartwell presented a preliminary renort intended to be submitted to Dr, Bastma,
who is chairman of the subcommittee on Throuwboembolic Phenomena. Several steps
have been ftaken towards starting the pilot study at Johns Hopkins, They include:

a search of the literature, a review of hospital records of patients discharged
with & diegnosis of thrombophlebitis (the "idiopathic"” cases amount to ebout 10),
and the preparation of an interview form. There is a possibility that the Mavo
Clinic may be used in the pilot phase of the study, and a preliminary conference
has teen held with Dr. Vi 'r‘o‘“'! hT Slea w‘ﬂrrﬁ‘w‘h“r* Fha asasmanabdaon ~88Lk o2t 0 e
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Dr. Sartwell and Dr. Long presented to the committee, and the committee discussed,
several prctlems invclved in the selection and matching of patients,

Ir, Scott's Report

“Carcinoma of the Cervix

Dr, Scott stated that the data available is difficult to analyze because of laﬂ”
completeness, He stated that if the recommendation that pap smears be done
patients receiving oral contraceptives every vyear is carried out, this will cong~
titute & good preventive measure for invasive carcinoma of the cervix,
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Carcinoma of the Endometrium

v

Dr. Scott stated that such & small percentage (5 to 8 per cent) of carcinoma of i
endopetrium cccurs in natients under age hO hat the occurrence of the disease in
patients on cral contraceptives will be very rare. He nointed out that numercus
studies suggest a preponderance of estrogenic influence, either endogenous or
exogenous, in women who subsequently develon endometrial adencecarcinoma.

Dr, Heriz stated that carcinolytic substances in man are lnown to be carcincgenic,
Since we know thrat progesterone is carcinolytic, we would expect it to be carciaoc-
genic also.
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ggrcinoma of the Breast,

Dr. Seott stated that he does not believe that the advent of estrove:s has
influenced the rate of breast carcinoma in humans. He mentioned the* thers ¢
increased amount of intra- and »eri-lobular fibrosis in the breast in a study :
& small amount of women on contraceptive pills.

Dr. Hertz stated that this study is inadequate, since the patients had only ¢
year of maximunm exposure., But some changes seem to be going on in the brezsts
of women taking oral contraceptives.

Dr. Hertz stated that there seems to be a different response to ebtro;ens Trorm
young uterine tissue and from old uterine tissue.

Dr. Delfs remarked on the lack of concern of practitioners recently abvou
postmenopausal bleeding. She stated that this trend should be reversed.

The committee then discussed the handling of the I'D for Ethynerone :y Th
and Drug Administration and the role of the FDA in regulating the use of
contraceptives.
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Dr, Hertz summarized his views by stating that:
1. The Administration should exercise educational functions.

2. %t should develop prospective studies designed so that
Tarther knowledge will be gained.

The Committee members then discussed the relative efiicacy and ease of
administration in clinic population of the different tyves of birth controi
measures,

Dr. Scott presented his recommendations to the Cormittee. He encoursged mzr

extensive animal studies in several species, clinical trials in which signi ire- .

(4
data can be obtained perteining to the relationshirn of oral contraceziives =2 =-

developnent of malignancy, and endorsement of the curreri statemeant in the

U

labeling of oral ﬂontracektlves wihich states that these drugs are contrainiics-.

in patients with previous history of breast or geaital ralirmancy.

Dr. Delfs! Report

EEEREEQEXL_QQEEEQiS Thyroid and Pancreas

Dr. Delfs stated that studies indicate that the main actisn of the crzl
contraceptives 1s inhidition of ovvlalion at the pituitery level, wizh o
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demonstrable impairement of subsequent fertility. She a2lso stated thet there
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no definite evidence of clinical hazard on the »ituitary, adrenal or thyroid
function, although thyroid function tests must be interpreted with caution during
the use of oral contraceptives and for e period o»f two months after cessation of
wedication. She stated that oral contraceptives shonld be avoided in women
predisposed to diabetes until further research clarifies whether or not oral
contraceplives ray induce diabetes in normal women znd convert preclinical
diatetes to active diabetes in susceptible women. Dr. Delfs pointed cut that
sone authors find a statistically significant increase in diabetes with parity.

ver “antlon Test

———— i —————

Some women on oral contraceptives showed derangement of liver function tests,

expecially the BSP and transaminase. A few develop clinical jaundice and evidence

of mild liver damage demonstrated by biopsy.

Effects on the Fetus and Jew-born

Dr. Delfs stated that oral contraceptives in high dosage may inhidbit lactation.
Studies ir animals heve shown that the hormones present in oral contraceptives
have aflected the male pattern or female pattern of the newborn and have rendered
then sterile., lNot enough time has elapsed in humans to adequately evaluate this
effect, Tr, Delfs recommended tmat svnthetic nrncectine chanlAd mad hn omnd S.
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Possibility of pregnanby exlsts, pregnancy tests are advisable before institutirg
or reinstabting oral contraceptive routine,

Dx. Adamsons' Report

Dr. Adamsons stated that the oral contraceptives are highly effective when used
- Tor the purpese of contraception. 7The sequential preparations were found to be

highly efficacious, although to a slightly lesser degree than the combination
tablets,

Drs, Tlet7e, Hellman, Adamsons, and Scott discussed the significance of pregrancy
rate, efficacy index, and the .possidbiliiy of ovarian escape after several cycles
of use,

Dr. Adamsons stated that in the tredtncnt of anenorrhea and dysfunctionzal uterine
bleeding the oral contraceptives may be effective in giving regular enisodes of
withdrawal bleeding., This does not necessarily mean that the patient will have
normal menstrual periods after discontinuation of therapy.

Progestational agents may be useful in threatened and habitual aborition when
normonal deficiency is present., e also stated that in the treatment of
endometriosis prolonged therapy with cral contraceptives appears to offer
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deletion of endometrium {rom ebnormal sites.

Dr., Tietze nroposed that the committee check the death certificates of the
vatients reported by the drug wanufacturers as having had "idiopathic”
thromtoermbolic pnenomena while on oral contraceptives and obtain a sample (of
approvinately 25%) at the Tationel Cffice of Vital Statistics of death
certificates of patients in the age range of 20 %o Y4 yvears who died of
“jdiopathic" thromboerbolic phenomena, The cases in the secend group can be
traced back for evidence of a specific etiology for the thromboembolic phenomena,

The Committee members then triefly discussed the possitility of oral contracep-
tives as etiolory for cerebral vascular accidents and eye abnormalities. They
alss discusced the possibility of removing the time limitations from the labeling
of these drugs, but agreed that close surveillance is still necessary.

Festranol

Dr. Hodges vwresented the result of animal findings on Mestranol acetate, which js
marleted under the name of Volidan in England., Dogs treated with this drug
developed thrombi in the right ventricle and pulmonary artery. Clinical trials
with this drug have been discontinued in the U.S.
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