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13r. ~Ie]]m.ancalled the ueeting to cn%e~ aml introduced Dr. Goddard, Commissiawr.:_-l_ —
01 tkc Food and I’)rugAdministration. Dr. Goddard thanked the Committee for
neetir.gand pronised to furnish support in handling the problems with which the
ComTilitteeis presented.

Ethynerone.——

Pr, l{cd~esstated.that this drug, ir.vesti@ed by ei~ht United St8.tesand t~;o...—------~——
fcrelgn investigators, has three times the pro$;estationalactivity of
I?orethjmodrel, Huntin@n Laboratories in En@and. conducted a study in keagle:
which received up to 25 times tliehuman dose, rileanimals on the l.~i~ dose shoTTe<
mammary hyperplasia while the do~s on.tk,ePlighdose, when sacrificed at 52 weeks,
slm~~edcarcinoma in situ with early invasion, carcinoma in stiu, atypical
hyperplzsia, and benign intraductal ~a~ilhii~.

Dr. ?iftrianGross vre:,entedcolor slides of the microscopic sections to the.— —.—— -
cowl~i-ttee.

D=’,A3amscms remarliedthat mQi&nant changes in animals broaght about by r,edi-
catign can often be reversed after discontinuation of treatment.

,Ir uF?w’t- -+..+-s) 4- L-$ >l. :- ..?.-. .r. 1 . . . ..-. .- ,.

.. . . . . .- - ---- ---G- -“t..- 44. -+4...*AU ‘..;.>...“-.-u.. “J .-~ .-. –

compounds me used. He-saii”:’here vas n~ reasoiit~ single out Wry particular
drug because Of t,heseresu~ts.

It T;asalso pointed out by cownittee members, that exper~.men.tsof this scn% my
give us prcof of toxicity cf the drug rather than predictable results, and tk~t
similar studies done in currentiy marketed products may yield the same results.

Dr. K~hlts Survel~——-. ———__ A’.

Dr. Schuyler G. Kohl reported +,-hei“indir.gsof hj.ssurvey of deaths reporteid?~y
all the oral ccmtraceptive drug manufacturers. FEs personal.inspection of the
records of each cc.mpanyyie~.ded3..ICdeai?~~reyorted on pa’cients%ThcJwel-e tdii.ng
oral contrace~tives, of which 55 were due to “idiopathic: thromboemboliC
phermnena. He remarked iha”;the yearly nuli~berof clea-thsreported has not
increased through the years, even thouGh the number of yatierltstaking tl’ese
dru~s has inul.tiplied<.

Dr. l~ohlindicated that two ‘thirdsof the deatl.lsoccl.1.rredin patients wilo had
t.akr. the ~wdicaticn for less than f~ur i~!@l.lthS,WXl that,2~4 of’the pztients ~,?,::--.
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taking the drug f’oran indication other than contraception.

Dr. Kohl, and the ccxmittee members thought that,this survey wa,sa gcod source of
i~.fonzation,although they realized khat the figures were not significant from a
stati~ticaI poir-tc: *Fje~:,

Di.. Tietze mentioned the yet urrpublishedreports of GM’ (Growth of American
Families), This SUTVey, ccmclucted.cm married women living with their husbands %~;L~~

indicate that 6 to 6.5 million wmen have at one tiiceor another taken oral ccn-hre-
ceptives and 3.5 to ~ s.illion wown are currently taking these drugs. This stua:
wzs based on a survey of approximate 6 thousand persons.

The coznittee agreed not.to release any of the information obtained from.Dr. Ko’hlfs
survey until it is incorporated in the final report to be drafted at the next
committee meeting.

Dr. S&rtwellts Renort———-. —--- —

Dr. Sk.riwell preserrk~ a preliminary re~ort intended to he submitted tc Dr. Eastm:~: ~
whiois chairmm of’the subcofimitteeon Thromboey.bolicPhenomena. Scverai steps
have heea taken towazds starting the pilot study a.tJohns Hopkins. They include:
a search of the Mtera.ture$ a review of hospi’ca.lrecords of patients dischar.ge~
with a diagriosisof tlwonbophlebitis (the “idioI;atlnicl’cases amount to about 10),
and the preparation of aa interview form. There is a possibility that the Kayo
Ciinic may be used in the pilot phase of the study, and a preliminary conference
has keen held w-ithDr. V<w?l N. ~1~~ VQW~Wa~W- +-k---A--7-A?----~=---~--z~*-*.
-..--.-J- L.. ,. L. . -.-.-- ..-“.-..-=

.-----.? .----“:”:-iA”eX/.*“A ~i.ULC~=LuJ1a4~Ia i-msp~z~ ~c~lvzzles. ~

Dr. Sartwell and Dr. Mng presented to the committee,.and the committee discussed, !
several prcllems involved in the selection and matching of’patients. e

Dr. Scottfs 2eDort-—-—.- — I

‘Carcincna of’the Cervix I
—-———.—— —- 1F

Dr, Scott stated that the data available is difficult to arnalyzebecause of lack c: ‘
completeness. He stated that if the recommendation that pap smears be done on
~atie~ts receiving oral contraceptives every y~ar is carried.o’ut,this will COY:,5.
titute e good preventive measure for invasive carcinoma of the cervix,

I

Carci.nozaof the Endometriun—. —— -,—-—. I
Dr. Scott stated that such a ,wKLI.1percentage (~ to 8 per cent) of’carcinoma o: t~:s I
erximdriusn occurs in patier.tsunder age 4CJthat the occurrence of the disease in
patients on cral coritrzce>tjiveswill be veqj rare. He pointed out that mwiero.]s
st’udiessyu~gesta preponderance of estm~enic influence, ei~hgr er-ldogenousor
exogenmis> in mmnen who subsequently develop endoinetrialadenccarcincnr,a.

Dr. Hertz stated that carcti.!.olyt.icsubstances in nan e.rekmown to be carcir!cgenic.
Since we krmw that progesterone is carcinolytic, we would expect it to be ca,rci:m-
genic also. I

——— . .— ——
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Carcinoma of the Breast..-.-.—— .—.

Dr. Sc~tt stated that he does ~i~t.believe that,the adve?ntof’ es~.rsger,s has
influenced the rate of breast carcinoma in huinans. He nentioneiithat there is 2=
increased amount of intra--and yrj.-lob~o.arfibrosis 5.P.the breast in a st-c5:T:i
a small smunt of wmmn on contraceptive pills.

m-. !iertz stated that this st~dy is inadequate since the patients h~d OEY<<c:%
year of maximum eq~sure, But some changes seeinto be going on in tie breasz~
of worfle:ltakin~ cral contraceptives.

Dr. Hertz stated that there seems to be a d.iffe~e~itresponse to estrogens :r~:-.
ycm~ uterine tissue and from old uterine tissue.

Dr. Dell% rmarkeil on the lacliof concern of practitioners recently aiout
postmenopausal bleeding. She stated that this trend should be reversed.

The ccm’ittee then discyssed the handling of the 113 for IWhynerone ::yThe TCXIZ
and Drug Mmi.nistration and the role of the FDA in regulating the use .sforal
coiltraceptives.

Dr, Hertz surmnarizedhis views b;’stating that:

1, TineAdministration shcmld exercise edwationa]. functions.

2* It should develop prospective studies designed sa that
further krlowledge will be ~ainecl,

The Cortinitteerner,~bersthen disctlssedthe re]ative effj.cacy~rd ease Of
administration in clinic population of the different types of birth mntxol
measures.

Dr. DeIfs’ Renort.— ——----~ .—

Pituitary, Adrenals Thyroid and Pancreas-—-—-——— .—..—__ j_.-_.. .__. ........_.._-_.

Dr. Delfs stated that studies indicete that the nain acttzn of the crel
contraceptives is irrhibiticmof om>la.i;ionat the pit)2.iter:7level, w::: i?2
deL10Mt~3ble impairel?m?”tof’S:.lbsequentfert~.1.ity. She also stated tb?t there ::
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no definite evidence of clinical hazard m tine:>it?~itary>adrenal or thyroid
fvnction, alLbm@ thyroid functi~n tests must be interjjretedwith cauticm d.urin~
the use of oral contracepti~-esand for a period Of two months after cessation of
:~edic%tion. She sta,tedthzt oral contraceptives ~]~o~~ldbe avoided in w~~~en
predisposed t~ diabetes until further research clarifies whether or not oral
contraceptives may induce diabetes in noriialwomen and con’{ertpreclinical
dia’betesto act,i’rediabetes in susceptibleWamen. Dr. Delfs painted cut that
some aathm”s find a statistj.call,ysignificant increase in diabetes with parity.

Liver 2Mction Test

Some women on oral contraceptives showed derancjementof liver function tests,
expecia.llythe ZKW and i:i-~ans~~.~nase. A fm develop clinical jaundice and evidence
of mild lj.ve~da~la~edemonstrated by biopsy.

Effects on the Fetus and i?ev-’oern—.— — —..

Dr. Delfs stated that oral contraceptives in high dosage may inhihi.t.lactation.
Studies ir~ani.i;lalshave shovn that lh harmones present,in oral contraceptives
have affected the male pattern or female pattern of the newborn and have rendered.
then stxwil.e. ITOt en~ugb. tirie lR,S elapsed in hl~~.~~i~ to adequ.ztelYevaluate this
effect, Dr. BeIfs reccmmvmded that svnt,h~tjrn,.mn~c+-inv=hfi,.1~~c+ ~-...--s~.-
r-fi+---------~.- f.. . . . ..

----.---..-%.,>.1Q4”A...,JU4L“L,,JLbl.ull.We W.SU sa~u ~na~ mere zrIe
p~ssibility Df pregnancy exists, pregnancy tests are advisable before institu.tir.g
or reinstating oral contraceptive

~1”. J!d$LXISO~S’ Report..— —.—.. ___

Dr. Adamsons stated that the oral
“ for the purpose of ccmtrcce?tion.
highly efficacious, although to a
tablets.

routine.

COn”braCe:ltiVesare highly effective vhcn US:d
‘Me sequential prep~raii.onswere fcxzndto be
sli~htl.ylesser degree than the combination

D~~, ~i~~ze, ]~elLm2+11,-~darnsons,amd Scott discusseilthe significance of pi”egr.azr~-
rate, ei’?icccyindex, aridtl?e..possibilityof ovarian escape after several cycles
of use.

Ilr.Adamsons stated that in the treat,:wntof amenorrhea and dysfunctional uterir:e
bleedin~ the ~ral ccmtrccegrti,vesmay be effective in giving regular episades ~~
withdrawal bleeding, This does no% necessarj.ly]zeanthat t~-jepatient will h~:,r,,;
normal menstrual periods after discontinuation of tilerapy.

Progestational agents may be use-ytlin ihr~a,ter.edand lm’oj.tu.alabortion when
hormonal deficiency is p~esent. llealso stated that i.nthe treatment of
e~liioitletriosisprolo:~~ei?therapy with cral contraceyt.ivesappears to offer

.,
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deletion of encbnetrium from z.?mwnnal sites.

D]:. Tietze ?jroposedthat the committee check the death certificates of the
ps.tj.e;-~tsrep~rted by the drug manufacturers as having Iiad“idiopathic”
thrcr(ltaenkmlicpheriomei~awhile cm oral contraceptives and obtain a sample (of
appro;<~.vlately25~\)at the U.aticnalCffice of ‘iitaiStatistics of death
certificates of pstier,’~sin the a.~erange of 20 to 44 years who died of
“idiopathic” thr>inbae~~oolicphenofi~ena.The cases in the seccnd graup can tie
tr~ced back for evidence of a specific eiiol.ogyfor the thromkoemb,alicphenomena.

IV.neCcmmi.ttee members then triefly discussed. the p~ssibility of oral co~itra~~p-
tives as etiolo~y for cerebral vascular accidents and eye ahormali~ie$’. They

alsc discusred the possibility of removing tb,etine limitations f’rcxatilelabeling
~f tb.ese dl.i~.~s>but-a~reed that

Nestraml..——..——

Dr. Hodges presented the result

close surveillance is

of aninal findings Oi~

s~ill necessary.

Nestranol acetate, which j=

rLarketed u-cder t’henam ~f T]clidan in England. Dogs treated with this drug

devel~ped tkn’ombiin t!~eright ventricle and pulmonary artery. clinicsi trials

with t’hisdrus b.avebeen discontinued in the U.S.

Respecti.=rel.ysulxnitted:

Ikhiinlf. Cwtiz, N.Y
Executive Secretary
Advisory Committee on

Obstetrics afidGynecology
Bureau of Medicine
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