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Dr. Hellman opened the meeting.——... There being no preliminary remarks
from the Chairman or Dr. Sadusk, Dr. Hellman called on Dr. Eastman
to present the report of his Subcommittee.

Subcommittee on Thromboembolism—-.—- .—.-...—..—. _____

Dr. Eastman presented the rep~rt of the Subcommittee on Thromboembolic—. —.
Phenomena of which he is Chairman. He stated that a pilot study to be
started at Johns Hopkins will be later presented by Drs. Sarcwe.11 ar.d
Masi.

He went on to give a report of his analysis of death reports of thrombo-,
embolic phenomena obtained from the computer printout of the Food arxi
Drug Administration. He stated that, in g~r,e~aj.,the death rep(.>rts
are inadequate, biased, ai~d there is obvious underreporting. To p::we
this point, he seated that in 1962 acd 1S!53,there ::ere 10 deat]ls
reported. In 1954, when there was approximately a threefold increase
in the use of oral contraceptives , only 4 deaths were reported. He
stated that the printout contsined a total of 45 deaths, 7 of which
occurred out of tha T_?.S. Because of the inability to obtain zdequate
fo~lewap on those 7 cases, he is disrezardin~ them= of thp 3;?r~~nvt<
-- A--4-1.-... ..... . .* ---- ----._-..“ ----..- -..,.> 0.-=-- .SWe*.4vC ~..~.4-QWA &iLti

He pointed out that all,but three of the reports s~.a~edpstient.
that the deaths were due to L]lrombocmbolic phenomena. Dr. Eartman,
as a result of this report, made two zecommer~dations to the committee.

1. AI~y deaths reported with tileuse of oral cot,traceptives
should be followed up immediately. An effort should he made to obtai~
as much information as possible as soorias the death~ is reported.

2. Ilore complete information is needed on the incidence of
throm.boembolic phenomena iilpztients taking oral contraceptives.
This information cannot be Sained from just studyinq the number rf
deaths occurrir,g in pa.tien~s usisg or~].col>t~acePtj>,es* He sl:g~e~~ed
that Dr. Sadusk send a letter to all the men5ers of the Am?rican
Colle~e of Obstetricians and ~ynecolo~ists (who total approximately
10~OCCl) t.oencourage them to send directly to Dr. Sadusk a report cf
any cleatllsoccurring on any of :hejr patients who have been cm ~,ral

contrace.pti.ves. This may improve the percentage of reporting, since

many fatalities occur, but few are reported.

Dr, DeIfs asked if some of that iyLfOrtIla~iOn could be obtained fzon

the S~ate I,jaternali~iortalit:y Comai.ssions.

.8
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Dr. Eastman then said that the State Piaternal Mortality Commissions
deal with pregi~ant women, which will practically exclude all oral
contraceptive users.

Dr. Sadusk then made two statements in reply to Dr. Eastman’s Coliments:

1. He is aware of the inadequate rcportiilg, which i.smainly
due to the narrative way of reportin~. Since the institution of the
st~ndard reporting form, the data submitted has been of higher
quality and easier &o put onto the computer.

2. He accepted Dr. Eas~manls proposal to write a letter urging
the physicians to report the deaths. He suggested that the letter
be si~ned by the President of the American Colle2e of ~’ostetr%cia~~.s
and Gynecologists, and that the membel-s of the Aneric?,n J.cadem~ Of

General Practice 5e added to the mailing list.

Dr. Scott believes that the internist or the general. practiticrsr
will see more of these cmuplications, and that a l.ette~addreszed “.?
internists and general practitioners may produce better rss~lts.

Dr. Wincer stated that:

.
-* LIC J-a aw~~e Ltla~Lue cumpllcations anti6eaths al-eundei--

reported.

2. Industry makes an attempt to do an adequate followup C:T.all.
reporzs of deaths arid

3. He cannot person~lly oppose a proposal of the type szggez’.c~
to report deaths. Howeverj he would request the rcporti.n~ phyztci.sss
to submit to the Food and Drug Administration all the fata?.it~.esfrom
thromhoembolic phenomena and strokes. A report of fatalities c>ly
-on patients taking oral contraceptives may result in a biac s.:lcIwould
not give us much useful information.

-.

Dr. Wcstcn said that he is willing to publish any SUCh letter in the
JAN! and in the specialty journals.

Dr. Sadusk stated that he would like all strokes End other t?lrorioo
emh~olic phenomena reported,

Dr. Eastman stated that he would like to know the incidence of tkrcm5~-
exbolic phenor,ena which occur uncxpectedl.y in normal healthy T’omcnL

Dr. Tietze suggested that we get published statistics on the mortality
from thsomboemttolic phenomena.

.
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Dr. Hellman then called on Dr. Ncllvilla to present his protoc~l.

Pittsburgh Study—

Dr. HcEvilla presented the proposed study to be conducted in
Lawre=ce CounQ, Penn&vania. A Model Prescription Xecording——.——,.
System Study has ;e~ri established in this cou~ty. By means OC
this systcm , a record of prescriptions filled by pharmacists for
the patient can be obtained for later retrieval. The information
in the ccm.putcr contains about 75-80% of all prescriptions. It is
possible to rckrieve the information on all prescriptions given to
any one patient, on any one drug, or in any therapeutic CIZSS ~f
druss. All patients admitted to the hospitals with a primary
dia~nosis of thrcnnboembolic phenor,enon vill be further identif~ic~

as to the occurrence bein~ surgical, non-surgical, pest par~e-~.or

post D&C. The complete drug profile will be retrievsd on t-hcse
patients. This data k7ill then be sent to the physician for his
eval”aa~ioflof the possibility of the drugs causin% the rer.cti-n.
The information will then be supplied to the FDA. By means 01 th:s
method, clle incidence of reactions can then be tabulated by - (1)
All dreg products. (2) A particular drug. (3) The total populati.~n
or (4) Any five-year age group, and (5) The amount of drug taken,

i
AM cH1~WCL t.u t.K.{CLiiLCpCSLIUnS IJra M2E1/llla SaLd Cnat the lni~rm.ll~lo~

will be obtained solely from hospital records, that patients !~ith
previous history Oi thrombophlebitis could be excluded, and that he
considered two years an adequate length of time to give significant
results,

Dr. Winter made two points - (1) that the incidence of thromhoembc?.ic
pheaonena in the users of oral contraceptives be compared wit::kno~;=
Users, arid that (2) the definition of

Dr. Helhnan asked Dr. Winter what his

a !Tnon-user’f.
-.

~y , v~inter stated that he coasiders a

an oral contraceptive be m~ds.,

definition is of a “user” and

person as a “non-user”, if :V.~e
has been off medication for three cycles.

IX. IicF,vill,aststed that in 1553, 1,702 p~tients had used o:;alco:Ltra-
cepti.ves at one time m the other tn Lawrence County. The Lccal
female poptxlati.onof Lawrence County, age 1545, was approxim~tcly
23,000.

Dr. Tietze stated that this is a low f~gure for evez.userc of contr’~-
ceptives. Cr.a national basis, ever users amoult to 15-207,: c-ur-.:s.~.t
users about 10%.

Dr. Rudel-’stated that this is a large Catholic community and this mzy

affect the ai9J01111tof oral contraceptives used.



Dr. Winter asked if there is a Planned ParentboGd Foui’.daticn in
Lswrence County.

h. IicEvilla stated that the closest clinic is in Youngstc-in, Ohi>.

Dr. Tietze suggested that we get the cooperatioi~ of the c;in!.cs 5:
reporting reactions. He also stated that the study looks like a
promising project. Dr. Cronk questioned whether the ~op,>lzkion ii

large enough for validity of results in a two year study.

Dr. Tietze stated that it would probably take five yezrs mless t~.e
difference is vezy big,

Dr. Sadusk then su~gested two ways to reduce the bias prcduced by
the large Cathclic population: (1) In the CaSeS Of tkl-OnhJebbOliC
phcniomena, m investigator should talk to the patient cor.~i?criti:~ly
to obtain accurate history of oral Contracepti-<e intat<e a?.: (2) ::

trttempt should be made to trace the prescriptions for ara?.contra-
ceptives filled GLJt-Cf-t@nl for patients who want to =emaia ammny.:~’us.

~opkins Study

Dr. Hellman then called or,Dr~-S_a_rJy_~&~ to preser.this prc>csec! SZ2ZY.
In this study women, aged 20-39 discharged alive from ~q&:J_ ?+(’>ki~.s
Hospf.tal

— .—.._
with a diagnosis 02 ui~explair.edthrcw~hoembolic c>ndit.ic~.s

will be matched to a similar group of patien~s treate~ fGr ;c;.>~r

conditions, Intervj.ewers will obtain a careful history tc te:e=r-i.-,e
how many patien~s in both series received oral contrzcepti-.-as.
Dr. Sartwell stated thzt minor modifications cccld be zsde zccor2?.r.g
to needs, e.g., change in the age of the ~atiec:s SE1L25e<, <zf<:I<- <CC,

cf terms like “recer,t”, He stated that patients are core lik=ly zn
be hospitalized from throriiboembolicepisodes if they eye ST.ore,?.
contraceptives and are more likely to be identified 25 cral ccncY+-

ceptives users if th~y develop thrombocmbolic e?isodes.

Dr. Masi then presented his own remarks regarding this stc?y. &

stated that a retrospective study can pl-educe si~nj.ficaat 5S.”-J*l:c--— .-. .___ .-
study as proposed at Johns Hopkins will not accuvul.ace enc:~~,
pzt.ients to have statistically significant figures (135 ie=~les ::sY:
discharged with a diagnosis of tlrromboenibolicphenc~.e~.ai? c’! y~ z

period. Of thesc$ 12 co ?,5cases were considered idicpathi~.j. ....-...s
study will ser-~eas a pilot project to work out detaiis fcz .?la.;~r

project.. A stuc!y25 or 30 tiwes larger than the HcP!cias s:~;tiyn:;
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yield signifi.can~ data, A study this size can be carried out by the
Commission on Professional Activities. The hospitals associated t~ith
this pro~ram are not teaching hospitals, They have good facilities
for case retrieval} bat may not hare adequate facilities for selection
of the controls.

Several questions were raised from the floor as to the accuracy of ?he
rnatchin~ by discharse diagnoses, relevant medical conditions (e.g.
obesi~y), reli~ion$ racial origin, and social status. Dr. lfasi ststed
that the matching will be a sophisticated pxGcedure, but can be dine,
ard that the Ann Arbor study (Commission on Professional Activities
will provide a large enough series. He stated that the occlll.le~lcecf
thrombophlebitis m=] be due to idiosyncrasies in certain patients.

This aspect shoul< bc looked into.

Dr. Sartwell stated that data presently avzilable dO not suggest an
increase in the incidence of thromboembolic phcnornen.a after the I
introduction of the oral contraceptives.

Subcommittee on Efficacy and Saf&——-———— ...—.-_.. .... -c I

Dr. Adamsoas presented the report of his Subcommittee on Efficacy
Snrlc.-.titi-.

I
,,. -...T .*.

, - --------- . ---- U.(AA ~w&:-Lioc~,JI I VW% 11.~xfe
n n,mp fl-----

UL elclcacy. “ii-Iesequential products seem to be slightly less
efficacious than the combination. There seems to be an e:ttreasIy
hi~h dropout rate in some of the clinical studies.

He saf.d that when oral contraceptives are used for menstrual irragu-
~ariEieS (amenorrhea or functional uterine bleeding) and d>7Sm:JIIO?”rlIe.aj

I
:

the patient has cyclic withdrawal bleeding, not a true period. Adeqc:;,te i

followup after discontinuation of therapy is necessary in order to
de~ermine if the sympto~lshave been permanently relieved. He ~i~~ti~~~d I
that functional uterine bleeding many times is self-limiting.

i
I

Dr. AdamSons did no: see the rationale of the use of cyclic me2ic.G-
tion for the treatment of endometriosis.

Dr. Tietze and Rudel pcinted out that the apparent hi~h incidence of
dropouts may be dlle to enlar:,ement of the clinical study grcwIp.

Or. Ti.etze pointed out that the actual dropout rate must be available.

The effect of tablets missed on the incidence of pre~aancy was d.ls-
c.usse.dby Drs, Adamsons, Tietze and ?,udel. Dr. Rudel stated that
tiletime in the cycle when the tablets are missed is a lar~er
determining factor than t}]ctotal number of tablets missed.

,

I
I

Dr, Scott stated that the oral cent.racept.ivesused cyclicall:~ may
produce relief of sjr~ptoms in endometriosis, i:eas?ced for ccmvs.en?.s
on “xcbour.d ferti.’lity””’.Dr. Tietze stated that the occ{i~r~ll~~of
‘Irebound feurili.tyr: ba% not heel, defil,irely estnhlislte.d.

I
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Me use of progcstational a~;cntsf-nthreatened abortiOriV7as t~lerl

discussed. Dr. DeIfs stateclthat in selected cases (approximately
26X of threatened abortions) ~ro~esterone could be exp~cted t~

help. This pro<tict is o: n~ value in cases of generic abnorn~ali-
ties of the fetus.

In answer to a question frtimi)r,Hellman, Dr. Adamsons stated that
he has no data o~ the use of oral contraceptives ir!the menopause.
Dr. Aclamsons also told the menhers of industry that he prefers a

larger series by a small number of investigators thzn vice versa.
Dr. Croilkreplied that industry is obli2ated to report all the dc.ta
obtai.~zd~ whether large cr small.

Ila:ional Centrr for Health Statistics.—_.—_—________________

Dr. Pelmisano introd~~cedlir. Theodore D. !Ioolsey, Deputy llirec’:orj—— ——..—. .
National Center for Health Statistics. Pir,‘vJoolseystated that
his ageccy collects data obtained from the followin~ sources:

1. National Vital SLatSstics (Death Certific~tes)

2. Life tables

J. bample survey MeCilaiL?.SmS (tIy Incervlew, ptiys~cal exam OL

selected subjects or hospital. discharge data),

Mr. Ncolsey answered several questions from the floor by stating that
even though his asency has not done this in the past, it is possible
to retrieve death certii7icz~es of all females aged 20-45 who died
due to thromboembolic phenomena in order to obtain information as to
medication received by these patients prior to death. The data

obtainable are limited by the inadequate information supplied ic the
death certificates. These certificates have very little information

on drug~~ many times are not revised after an autops%y is performed,
and the physicians who sign the certificates may not be coinp].etely
acquainted with the cases.

Dr. Eastman and Scott stated that coronersf cases do not prcvide za
accurate cross-section of t~,epopulation. for the study of desths
due to thromboembolic episodes,

Im, I!oolsey, in answer to Dr. Tiet.ze.,stated that the hospital d.at~.
obtainw! by PHZ ccmes from ~~i~:] fiospi~als regardless of the c~llal-i.tY

of care. The hospitals affiliated with the kii.cl~iganstudy have a
good standard of care and work 01]jmproving, it.

..
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EXECUTIVE SESSION— .—

Dr. Hellrnan sug~ested that the next” committee meeting be held
April 6th and 7th, that it be all devoted t~ Executive Session,
that each subconunittee submit a complete report at that time,
and that a~y m?etings with industry be held from now on at sub-
commit~ee level,

Dr. Eastman brought up for discussion his two recommendations (1)
that deaths reportec! must Le followed up immediately, and that (2)
a letzer ‘be sent to certair,physicians requesting that they report
deaths frcxn Chrombosunbolic episodes in young women.

There was considerable discussi.ou as to who should sign the l~tcerj
to whom it should be sent~ znd the technique of re”pwrtinz. Drs,

Sartwell and iiasi ststed that this type of reporting is inaccurate,
biased , and does not yield true incidence. Dr. Eastman pointed OU;C
that he is interested in gettirig information on all young ~.7omenwho
die of pulmonary emboli.

Dr. Tietze suggested that the Committee end~rse a stcdy of clea::h
certificates. Dr. Eastman said that the Biomedical Corrmittee c~illd
~rnv{~o <~ nnn ~---~~<- ,..,,:.--—------,.

Dr. Caz-twell stated that the original bud~et of $4,000 represents
about 1./1!)to 1/20 of the total cost of his proposed study, Znd
that if industry is to fi~ance it he will not permit any inter-
ference fro~m industry. The Committee endorsed Dr. Sartwellis stuci>7
afidsu~gested Zha.t it be financed ~ ~, The committee also appr&-ed
Dr. ifcEvilla’s study.

January 21.,1.966- ~;or~—.

Subcommittee—- ...—.—.

ctiessior.

cm Casc5no~enesCs-.. —.—.—.— —__

Dr. Scott presented his report to the Committee. He stated that tbe
sites to be considered where ca~icer may develop in oral contraceptives

users ere cervix, w-dometrium and breast, He does not believe. tha~
much significance should be given to the extrapolation of animal

studies to humans.

By quotin~ data from several.published and unpublished reports he
gab-ethe approximate incidnnce of malignancy in the three anatcvic
cites, and clinical datz available to show if there i.sany difference
in the incidence of cancer in contraceptive vs. non-co]~trac.cptt~je ~.l,:,+.-s,

.
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t,pproximately 6.5 patients per thoasacd in the contraceptive user
agz group have carcinoma of the c~rvix on.initial screening, Only
5% of the total cases of carcinor.~aof the endometrium occur in
patients under 4!). The exact incidence of breast cancer is L]r,!<nown,

b~i: approximately 1 in 18 worneilwill develop breast cancer during
their lifetime,

An article by Drill indfcates that the incidence of positive E’.:P
smears is less in contraceptive users than will be expected in the
general population, Dr. Scott mentioned that there are severel
reports in the literature relative to estrogens and breast ca~,cer
which he will review.

@. ScotE susunedup his presentation by poin’cing out several ~?ohlens.—
with which we have to dezl in evaluativ.g the relationship cf o-:al
contraceptives and carcinoma. Those problems are: (1) How Klu:h
importance can be attached to the experiments using animals othe-r

than a human, {2) How accurate and significant are the clinical
data relative to th? association of sex-steroid hc~rmones and
cancer or so-called pre-cancerous conditions> (2) How reliable
are base-line data when there are so many epidemiological vai-iablcs
to be considered. (4) Can the paucity of data presently avaii~b].e
r.. .,. ., ..
-----.--.--...=.ewG&v+..A Qy&AA* G~I-A.V.L<Z&&-L.i&W<.C-~C.L>.L~n>~jL.-“ L ,),./
the subcommittee to draw a~y conclusions. {5) Carci.nogsr.sin the
human rarely have a l~tency period of less than 10 years, che~efore,
is it pcssible to arrive at any conclusions from the limited rime
iilterval of observations.

~. Hertz then presented his views on the relationship between orzl
co~ti-aceptives and carcinogenesis. He stated that the differences
in the use of the material be~ore us is due largely to tke inter-
pretation and emphasis of the data rather than differences recoSniz=Z
as facts available to us. Dr. Hertz first discussed <he rslev~nce
of animal experimentation data. He stated that the estrogenic
components o: oral co:;treceptives represent the same biolo~ic
activity l:novn to pro’duce tumors in 5 species of animals in C 2P.a-
tomical sites. He stated that if a drug vere identi.fiec?that pzo-
duced phocomelia in 5 species of animals$ he l~onders !~l)at the

acceptance o; that drug would be. Monkey stuc?ies for a 2-10 ye.e~
period have been reportd t7ith no malignancies observed. F]-c::.che
result of these studies, i~ is assumed that the rodent datz. da2s

not apply. The monkey stucly, however, is inadequate. T’LIerc<.er.~:

study lasted for 50Y. of the life sp2r, of the ar,imal, but no s;:cY,
experiment has ‘oeeadone in priMaC(?S.

Dr. Hertz then discussed the clinical aspects of oral contracept~.ves
and carcinogenesise

. .
Yrom hls table of kncxm numan carcino~e.~ic ;+~ent.s

it is apparent that the minimum Ia$ent period is usually atcuc ICI y::.:.

—. _..—
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from the expostire co the development of the carcinoma. The latent
period i.sthe time interval between the initial expcsure and the
recognition of the tumcr. The len~th of the exposure is not that
relevant~ In the case of oral contraceptives as potential carcino-
gens, nat enough time of observa:i.on has elapsed 5eEwezn the ini:ial.
exposure Siidthe time at which the tumor may occur. He stated th~.t
we have a baclclog of a~limaldata and we have inadequate primate data,
He stated that we must accept the profundity of cur ignorance of
these actions on the body and accept that we need to provide the
necessary da~a ac time progresses= Estrogens have now been in use
for over 20 years Y7ith no evidence of gross carcfnogenesis reported,
but we are now at the sama stage as at the beginning of the associ-
ation of smoking to lung cancer.

He then stated that only 5 epidemiologic studies comprisin3 7C0
patients were reported by Drill. The age group was menopausal,
which is not relevant to youn~~ Sroups takins oral contraceptives.
Dr. Hertz stated that we need a sounder study to correlate oral
contraceptives and carcinoma. An aclequate sample size is necessary.
The fiSures currently available are net even adequzte for a latent
period of 1-2 years.

(1) The idea that once the products are metabolized, the
carcino~enic effect disappears.

(2) Since no significant histopathologic abnormality is

present in the tissues frc)m exposure to onset of malig-
nant chan:e, v7~ ma-y Let the impression that no damage
has been done.

(3) s~nce the en~~m~tri~m s~o~ghs off, th~~e j-s no effect.

This is not true, since only the superficial layer of
the endometriurn is shed, The lower lzyer~ which received
the hormor.sl effect, persists.

Even more important is the effect in the ovum, All ova are p~escnt

at birth and are, therefore, ex?osed to all the drugs received by
the mother. There is no continuing followup study of offspring of
mot-hers with lcm~-term exposure to oral contraceptives. In the
case of thaliclomi.cle,teratogenic data was available about 3-4 r,onths
prior t.othfiissuance of a statement that there is no relationship

between thalidomide aid phocomeli.a. He suggested that pediatric
consultants to the coimittee give their opinion on followup in
children born to mothers 1.7ho had usecloral contraceptives.

.——,..—



Tn sIIIItmsYy, he stated that:

(1) The dru~s ur.derdiscussion contain a substance which
is in its biolo~ical action known to be carcinogenic

in several or~~ns in a wiclevariety of species.

(2.) It behooves the corrtnitteeto apply to the study of carcino-
gencsis all the statistical data .availablc.

Drs. Hertz$ Eastman, Ada~~sons, Tietz & Delfs compared the hyper-
estrogenic state of prc~nancy with thzt induced by oral contra-

ceptives. Dr. Hertz stated that during pregnancy (1) the higi-iest
elevation occurs in the estriol, which bas low biologic activity;

(2) there is .s hfgh amount of es~rogeriic substance concen~yated
in the amniotic fluid and (3) more hormones are secreted in the
urine. He stated, however, that there is no evidence that estriol
is less carcifio:enicm Dr, Carring~on suggested that in pregnancy
the fctfssconjugates a large amoun~ of estrogen. Dr. Delfs stated
t.listthe oral contraceptives are metabolized by a diffeyent path-
way than the estrogens and progesterone of a normal pregnancy,

Drs. Hertz, Tietze, Scott, Rudel$ Delis, Adamsons and Sadusk dis-
CuSScd tilerelatjv~ amn,,n{-nf 1>..-v~n-.-.-----------L-. =- ‘.. .- ...-.--= -=.LA
..-. . . .
----------..4L..UAQ GUuly al,t!u’ LU t,II~ amount or normones used for oral
coneracepti.on. Dr. Hertz stated that the oral contraceptives may

be used for up tO 3!3% Of the lif~spaa Of the human. Dr. Scott
asked if a dose of hormone sufficient to inhibit ovulation would
procluce effect on peripheral tis~~es, Dr. Rudel stated tl~atsyn-
thetic progestins are more potent anti-estzo:ens t~~anendogenous
pro~estirls. Dr. Hertz agreed, but stated tl>atsome animals developed
carcinema o? the ovary after treatxnentk’ith progzstiris. Dr. Adam-
SOfiSpointed out that thz turnover race of cells is an important
factor in tiledevelopme~?t of cancer. In answer to Dr. Hertz,

h. Rudel compared the relative potency of the commonly used estro-
genic substances by li.sjin~the amount fi.ecessaryfor cornification
aridcontrol of menopausal s~mpt.orils:mestrano]. 20 micrcgrarns,
Ethinyl estradiol 2 ln~.,Premarin 2,75 ;liGOand sti~bestro~ b ~~.
The antiovulatory dose is rou~hly twice the above.

Dr. Sadusk, referring to the table bf known carcino~ens prepared by
Dr. Hertz, stzted that all known carcinogens to nafi act 3y local
irritation.

Dr. De?.fsmentioned the possibility of end organ carcinogenesis,
and Dr. Aclamsonsmentioned the ~>ou~jbi.1.jtythat tilenietabol.i.tez
may be the?cijrcj.noge~)i.c qzC:ItS.

.
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Dr. Hertz stzted that cancer was produced with a low closeof estrogen
on a susceptible strzin of animals, but he pointed out that in
h[l~]arlssome ethnic croups have hi~her incidence of carcinoma of
the breast than others.

Subccmmittse en llasculin.izationand Other Hormonal ar.clMetabo].ic——.. — ...—. —. — ——— —— ——
Complications.—

The report of the sub-corimittee on tnasculinization and o~her
hormonal and metabolic complications consisted of separate pre-
sentations by Dr. Delfs arid Dr. Carrinzton. Dr. Delfs listed the

following as potential sites for detrimei~tal effect by oral contra-
ceptives: i?ituitary, thyroid, O~~ry, adrenal,, an< liver fUECtiQlls.

The action on the pituitary can be divided int~ anti-gonadotrcphic
and others. The oral contraceptives must interfere with pituitary
gonadotrophirls in order to inhibit ovulation. The question of
increased fertility after cessation of treatment has been suggested
but A?otsettled. OLher pituitary actions include: (1) Adrenal
function (2) Thyroicl function. The PBI and T3 are elevated because
of ir~creased protein binding of iodine.. (3) Carbohydrate rnetabnlism,-
there appears to be a peter.ti.a~inCreaSe in diabetics Q1’a rLovillg
up of the a~e at which clinical diabeLzs is manifested. Dc. !3c?.fs
stir,r>,tlfinr..:.~.fi~~~~~~.!.n?~‘-.?- ?+ ‘-- ‘----- ‘- ~--LrT L.?- ....—....-

in oral contraceptive ~sers.
. u.

Dr. Carrin~ton suggesied tha~ the oral contraceptives may have
effects siriiilarto pre~nsncy in potential diabetics, i.e,~ increase
in the glucose tolerance curve and mean insulin requirement, Sne
stated that tests for diabetogenic ef.iect of oral contraceptives
be conducted in these predisposed patients,

In answer to the Dr. Adamsons, Dr. Hertz stated that oral.contra-
ceptives have anti-aldost.crone effect. Dr. Hertz also discussed
the action of estro~ens on the liver. The decrease in dye
exccecion 5.sdue to competition of the estrogen with the dye for
excretion. Dr. DeIfs st:~.~edthat we do not have any data on Che
possible detrimer~tal effect cm the liver by loligterm administra-
tion of estrogen;

Dr. Tietze men~ioned that several thousand babies were born 20
wome~l who became pregnant wt+ile on cra.1contraceptives, and ncne
showzd signs oi m.asculir.izati~n. Dr. Delfs statec! that this data
is not significant since Lhe mothers must receive th: drug at
about thirteen weelcs ~escation , and wcry careful examination is
necessary to iderltify t?zeefle.ct in the infant.
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~. Hellman, referring to “Dr.Eastmants comments that deaths are— —.
pcmxly investigated and reported, proposed that a biostatistician visit
the seven ciru~ firms and prepare a separate review of their records
of deaths, The som-ce of financial support for this project was
then discussed,

It was pointed out that all data on aay individual case.filed with
FDA may be diffi.culr to retrieve since the data are filed in
chronological order of receipt rather than by case.

Dr. Adamsons emphasized that the oral contraceptives may have effect
on the hypothalamic system , and p~~cholo~ic evalua~io~ should be
done on oral contraceptive users. He announced his intentions to
launch z pilot study at Columbia University to evaluate the fessi-
bi].ity Of further investigating the effec~ Of the oral contraceptive~

ox? the h;’pothalamic system and psychologic effects in general.
Dr. Ulnter said he VTill forward to Dr. Adamsons some reports on
these side effects which are availab~e to him.

Dr. Hellrnan proposed, and the Committee members accepted the dates
of April 7 and C for the next session. He also mentioned that a
June meeting may be necessary.

After a brief discussion Dr. Hellrnan stated that the Committee will
submit a final report which will be rather brief, but more specific

~ktn a tJHO report, Tlnisreport will be backed by sub-comnit.tee
reports added as appendices to the main report,

In answer to Dr. Tietze, Dr. Sadusk said that the press did not
expect a press release after this January meeting.-.

Dr. Adarnsons aslced the committee members if, in their opinion, ::he
sub-ccxmnit~.eeon efficacy has been too strict il:its criteria for
efficacy. He stated that the only proven indications for oral
contraceptive drugs are contraception, eixicmetriosis, and stlb-
stitu:ion of periods @ withdrawal bleeding. In answer to
Dr. Hertz> Dr. Hellman stated that the use in habitual abortion
may be allowed if carefully vord~da Dr. Scott mentioned tlla~
there iS no rationale for th~ treatment o? enc]ometriosis with
cyclic medication.

.
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Dr. Hellrnan stated that all members of the cmittse expect
to receive a copy of the latest approved labeling for each oral
contraceptive on the market. These would be provided by the
FDA staff.

Dr. Palmisano distributed the data from Dr. Slee’s study orlthe
incidence of thrombophlebitis in patients aged 20-39.

Dr. Hellman declared the meeting adjourned.

Submitted by:

Edwin If.Ortiz, M.D.
Executive Secretary
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