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INTRODUCTIONS - CHARGE TO THE COMAITIEE

Dr. Sadusk opened the meeting by introducing members of the Coumittce

and key staff vho were present,

For the official rvecord, Dr, Sadusk asked the representatives from

industyy whether they wished to invoke the privileges of confi

tiality for thelr records on oral contraceptive drugs,

was unanimous in declining to use this privilege, 8O that the

Committee's work could be expedited,

den-

Industry

Dr. Sadusk announced. to the commlttec that Dr. Rcbinson weuld be

the executlve secrelary,
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pr, Sacdusk read the charge to the Committee as defincd by et

Secretary of Health, Education and Velfare - tThe Advicory Jizmittee
on Obstetrics and Gynccology will advise the Medical Direct:s end
through him the Commissioner of TFeod and Drug concerning:

(1) Trends in the advances in Cbstetrics, Gynecology zo3 related

medical specialities,

B

(2) The development of ncw protocols and changes in e¢=isting

protccols which the Food and Drug Administration vzsnires

as a basis for cvaluation of safety and efficacy ¢ Zrugs
st

used in tke diaguosls, curc and medication, treain:ii O
prevention of discases of the female reproductive :rzans.

(3) As zssigned by the Medical Dircctor, review pevtir:zt data

and furnish expert medical advice and recommendatiizs
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classes of drugs and devices employed in the practice of

obstetrics and gyrecology."

pr. Hellman stated that the targct date on a finalized repor: should

be shortly after the March, 1966 mecting, He commended jrizztry for

Ry-

waiving their special prerogatives regarding peunding appliceticom

I: TFirst Apenda ltem: Total Requirements Becessary for Dexinstrati

the Safety and Efficacy of an Oral Contraceptive Drug,

4, Pre-Clinical Studies

Dr. Berliner of the Division of Toxicological Evaluatizz
sddressed himself to the preclinical aspects of this t:izic,

D¢, Berlinex stresscd what weve considered to be cardizzl
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recuirenments for the preclintceal evaluation of e drug, They
vere:

(1):For the final cvaluation for safety and cfficacy the
compornd must have been tested by the route proposed
for clinical uce,

(2) Components of a combination should be assayed first
geparately, but for the firal evéluation, in the form
qf intended therapeutic formulation,

(3) In coses of mew compouvads containing even slight changes

(1"
in the chemical stiucrure from en already existing and
used compound, a vefereace to this close relationship
canunot be accepted as evidence for safety in place of
a cocrplete experiment?l vork up for the new compound,
L AOOIIIo T A AATO A AAFEaR e e Elia Ahaamas b Sssaadb e~ S

. potential should be furnished before phase 1 - 2
clinical studieg awve initiated, in addition to the
toxicological background data required for phase 1 - 2

gtudies,

¢os stressed the parameters for human leboratory studies,
They included: (1) the endocrine function tests, (2) tests of
the genitalia including smears, biopsies, ete,, (3) hepatic and

renal function tests, (4) hematological tests, aznd (5) fluid

and mineral wetabolic studics,

Dr, iellman asked for comments from industyy,




o

¢ . A.‘\‘ '
- Cron' valued Lo anaction &g to the pughcers o CUtL
v, Croni walsg e .

’ o T - ~ cmA
gtudy that would establich the volidity of efficacy, and asked

Dr. Tietze for a reply.

+
v

br, Tlerzce sald that for the oral contraceptives a pregnancy rate
of 0 - 2 per 160 womon years of use was establieched, but that an
evperiment must be Adeolyned to detcunine how large a sample will I

give an acvepted tolerance vith an accepted degree of probabilitry,

Pr. Hallman eommented on the brevity of studies, stating that it
might be possible for a study to bevso'short as to be invaelid,
"

particulariy vhere adverse experiences ave involved,

r, Tietze stated that studies based on one month, six months, or
nany wenths ave not reliable In giving thé true ratio of fccunda-
bility in the population group, br; Tietze further stated that he
GAU HUL KUUW WOOTRET 1L Was justiriable to request studies of such
raguitude as far as numbers cof patients were concerned, so as to
assure that oral contrvaceptives were 100% effcctive, EHe stated that
probably 2 pregnancies per 100 woiman years or maybe one pregnancy per
100 wowan years was a more recalistic epproach, Dr, Tietze thought
that the studies submitted in support of efficacy for the oral contra-
ceptives were lomg as ccinpared to most studies performed to establish
efilcacy, Dr, Tietze sald he saw no statilstical evidence to support
the theory that the pregnancies which occur in patients using these
oral contraceptive drugs occur in the early months enymore Lhan theoy :

do any other time duving the perled of use,
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netion
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the oral centraceptives seems to be vathey cleavly established
“threugh pany differcat types of animal experinmcats, These aniral
]

experimeonts conclude that these contraceptive agents do bloclk the

eleboration of gonadstrophin from the anterior plituitary gland, e
i) A p [

pod

further stated that the human studies go band in hand with the znira
studies, He also statced that good human studies shpw that the
injecticon of gonédatrophiﬂg in the female will stimu;ate ovariuvz
function and that this funetion 18 not blocled by the administzetion

of oral contraceptive drugs,
(L

Pr. Pincus concurred in Dr, Drills? comments,

Dr, Adauwsons asked Dr, Pincus if there was any evidence that these

drugs interferred with the synthesis of pituitary gonadotrophins or
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Dr. Pincus veplied that from animal data it appears that there is
an actual storage of gonadotrophins in the pitultary, therefore

there apprars to be a block in the releasing mechenism,

DPr, Hellman askgd'Dr. Hodges what would be the controls in the

proposed cliiunical teste that he had alluded to carlier in the program,

Dr, Hodges replied that the patients would be their own controls by
having bsse line studies performoed before adaministration of the drug,

Dr, Hodges did state, however, that for the hematelogie studies, theweo

shouid be e controlled group equal to that of the studied group,
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Dr, Hellwan stated thaet although thieve appeared to be no good

tests for hypercoagulability, 1f one is goling to consider the

probler then one should at least perform the existing tests,

Dr, Pincus stated that a Dr, Wessler had performed these tests in

people who had suffered thrombosmbolic phenomena and had found no

correlation betwecn increase in certain of the coagulating factors

and the cccurrence of this clotting phenoirena,

Il

Second Agenda Ytem: The Problem of Tronsferral of a Patient

from One Oral Contraceptive to Anothicy Waen the Recemmended

Length of Usape of the First One Has Fxpired,

Dr. Robinson precented this agenda item, Dr, Hellman commented

that there ave tun nractlecoe murvant T aseea—e 1= P T,

concerning the prescribing of oral contraceptives, The first,
he states, is that the phycician completely ignores the
vecoumended time iuterval iIn the package insert, He further
stated that a2 physician doing this with an unscrupulous patient
vho might suffer a severe adverse experience might find himsclf
in a rather indefen§ib1e position, The second aspect to this
problem, Dr, Hellman continued, is for the physician to refuse'
medication to thé patient after the time interval had expired
and have the patient leave and through another physicizn obtain

the prescriptions without ever relating to the new physician

that she forirerly had been taking these oval contraceptive drugs,
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recer .ended time intevvals for voape for theose lrugs wee incervtad
4n the labelinug, They were told thot éhis vas baged on the

rethod by vhich drugs are approved in the Foed and Drug Adminic-
tratfon, This means that for an a?proval, there must be a certzin
number of patients taking a drug forAa cervtain length of time and
during -this peried of time the drug has proved to be both sale

ané c¢fficacicus, It Qas cxplained that thié juéément had to be
based solely on the material submitted in the new drug applicatlon
by &ny given company, since a company with a new drug application
is not permitted to refevence their moterial to ancther cowpany's
application without the erpressed pernlssion from this other

conpeny,

It was pointed out that the oral contraceptives were probably
0 Ll Lliew Loy weare uue UL 8 VeTy rew aud possibly the

only class of drupgs where these time restrictions had been
inzerted in thelr labeling, It was further stated that ong of
the medical reasons for having done this was the undecided
question as to whether long usage might not contribute to the
-genesis of cancer, The committee again raised a question of

the Jogic in the restricted type of labeling by pointing out
that drugs with lowest decsage forms had approval for less time
than drugs that had the bigher dosage form, They further

stated that if cne is golng to correlate adverse drug expericnce
vith the quantity of a given drug administered at a given time,
then certainly one should expect fewer  adverse experviences with

the lower docage form, therefore, it would appear inconsistent
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_ of time thaun Lhe ‘nghcr enc, Dr. Ralph Qn.!th 'Dlrecto:
pivisién eof New Drugs, vas asked if he might shed sowe Liehe

on uwhy these time restricr{mw were placed o Lhe 1ﬂbelif\°

of the oral contraceptives,

i Rl N

LT CR T

- Dr, Smithrstatcd that at the tlme tncy were con;ﬁ;‘thxongh the
Food and Drnp Aominictxutinu these drugs were the Subject of
much controvcrsy; t'nat f.he E‘ood and Diug Adwint ot 1aLlon hmd to
Vfcly‘on maﬁ§ outside ccnsultants and "dviﬂor°tthua ﬁbtainiﬁa:
the Lest opinjons available, He qtated Lhdt he belicved th
.th? time limits were’placeé'on these druveryu&nly aé a =afe
gu“rc ané as a precaut*oqary stcp to more of 1ess al;a apy

pevere critic;um by 10: ¢ nurbers of pdople mno rroba Ly
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Dr, liellman pOLntnd out that there were no restrictions on

length of tioe s,«:mce'm*wy the estrogenic substances,

- o

, '

-Dr. Hcllman 1nviLed some COﬁment from industry and Dr, Winter
:{respord;d Dr.-Winter stated that from the data avajlable to
him tncre were no-instances of serious side reactions to these
'cowtraceptivc dregs that were time related or that could be

shown to be the result of leagthy usage of these drugs.

Therefore industry saw Ro reason for time 1imits,

" px, Fullex commented that the protlem for the clinician was
namely to provide a gafe method of contraception for the patient

end nleo to protect the phyeician from 1{ability litigations.
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D, Hollwna +owed Dr, Testman 3f he crred e - omant eon the

possibility of diabetes boing a complication afrer long uzage
with these drugs,

E
Dr. Fastman replied that he could sce no reason to expect
differcnt side effects aiter six,'éight, c¢r ten years usage of
these drugs than occurred with four years of usage, He stzted
tﬁat ke could not see a uceful purpose in having these time
yveatricticns imposed on this group of drugs, He did say,
hovever, one sérious consideration should be given in the
usage of these drugs on loag term bssis, This consideration
was the penopausal wowan vhen there ave major roentgenologle
changes taking place, however, Dr, Eastman gaid this would
represent a 20 year plus usage by a person taking this drug
end it would be unreasonable to hold up approval of a drue
for Fhis length of time, Dr, Eastman further stated that there
was no good ecvidence that diabetes mellitus would be a compli-
cation down the road in the usage of these drugs, Dr, Eastman,
however, did state that there was some good evidence that multi-
parcus females did sppear to develop diabetes move frequently
than those who had few births, Dr, Eastman further atated that
if one accepts the gfcmise that females using the oral contra-
ceptives exist in a systemic state of pscudo pregnancy, then
possibly this long and er%oneously termed '"pseudo-pregnancy"
could be cempared to that of grsnd multiparity and then diabetes

might be a complication,
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Dr, Iliellman agked Dr, Corfoan of the Hatioral Tnstirute of
Child Health and fJuman Developuwent 1f hé had soze cormenls,
either ‘personal or those which would vepresent the policy
of that institute. Dr, Corfiman ssid he could not spear for
the,instith'e and kad not glven any lengthy deliberaticns to
the question of time limits, However, he did state that 1t

seemed rather 11logical to impose a time limiC on a grouvp cf

‘drugs such as the oral contraceptives and have none on other

groups of drugs,

(LB

Pr, Winter of G, D, Scarle commented that since assuming these
drugs do create a state of “nseudo-pregnancy' the fact that
they are given in a cyclic manner, would tend less to produce
the ceffect of a pregnancy and too, the very small quantities
pUitteally €wmpLOyed 1Ll IR0ST O LhRCSe GTUugs today 1s such tnat
it would appear to take many yezrs of usage before the con-
sunmate cffect of one nine months pregnancy would be observed

on any organ in the human,

Dr, Hellman asked what was the committee's opinicn concerning
the switching from onme drug to another aftev the first drug's

time limit had expired,

Dr. Cronk said that his firm had had some experience with this
type of enperiment, He sajd that 1f the patient did ncet knew
that the dosage form was belug changed, and that the teblets
wvere identical in size and color there were no new exacerbations

of the sifde effects when & dunage form was changed,
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Third Agenda Item: The evaluation of data covcaralog the . rlouy

Ed
pah

"Enovid! in consideuiug the extension of time for 1fs recomscidel

use, .

Dr. McCollum stated that Scarle had subwmitted 181 casez of patients
vho had used Enovid 72 months or ﬁore, and another group of 064
péticnts in whom theve had been some follew-vps, vho alsc had
supposcdly been taking the druz for more than 72 monihe, le
stated thuat the majorlty of the patients with endowetrial blopsics
shoyied atrophic endometria vith a2 few showing hyperplasia, He

drew attention to the fact that there were 12 class four Papani-

colacu smears in that group,

Dr, Hellman raised the question about the 12 class four smears,
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patients were teking the drug,

Dz, McCollum answered to the 2{firmative, Dr, McCollum explaired
that the erdometrial blopsies were taken from these patients

because they had demonstrated class four Papanicolaou emears,

Dr. Hellman asked Dr, Winter of Searle whether he cared to give
more detailed information on the studies presented by Dr, McSollunm,
Dr, Winter sald he had little or nothing to add to the statement

at that particular time, Dr, Hellman then asked Dr, Pircus if

te bad any coruents to make,
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Dr, Pincus stated that there vere 482 paticrnts who have been

taking Fnovid for five years, 280 who have been on it for six

years, 130 on it for seven years, end 74 on it for eight to
ten years, He further stated that there were no new phenomana
in patients who had been using the drug for nore thaan four
years, that by and large, the incidence settled down to a
plateau after four yeérs of usage, ﬁr. Pincus sald that ahbout
15% to 207 of the patieants talking Enovid had elevated protcin
bou?d 1odine dcterminations, This he said is a well known fact,
and one sces it frequently in pregnancy, It Is thougiht to be
the effect of estrogen on thyroglobulin, that proteinrfraction
vhich binds iodine.r He said this §s the Laeis fur by, llertalg
thesis that these drugs cause a state of hyperestrogenism,

1541 . 0 Arntuan gt lacoyueu
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on the thyroid gland only, Dr, Pincus further stated that
thyrotoxicosis has not been demonstrated to be a side effect

ecssociated with usage of the oral contraceptive drugs,

Dr, Adamsons asked Dr, Pincus if, in these paticnts who hag
been shown to have an elevated protein bound iodine, there
were any clinical reasons to belicve that this really might

represent the hyperthyrold state,

Dr, Pincus replied that therec had been two tests done to
clucidate this problem, (1) serum cholesterol, which showed

no changes consistent with the hyperthyroid state, (2) the

radioactive iecdine uptake by the gland which showad no incresge

in untake,
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Dr. Adamsons then asked Dr, Pincus as to performance in tha

psychological arceas,
H

L4

Dr, Uiuter said that he was familiar vwith some testing in this

‘arca, but as fev as could be ascertained there were no changes

in these peopile,

Dr, Tietze Lhen addrieeccd himoelf to the study of 300 women

frow vhom Papanicolaou smears had talcu, e raised the question

as to vhy there should be only cone class three smear, and twelua

class four smears vhea ordinarily the reverse is usually fonnd,

Dr, Winter assured Dr, Hellman that he would have clarification

of this data in the greatest possible detail,
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type 4 smears was 30 to 1,

Dr, Hellman then asked Dr, Scott what weould be the percentage
of class three and class four and five vaginal smears in an

unscreened population,

Dr, Scoti began by answering that {f you took class twvo, three,
four and five smecars and grouped them together, one would have
a percentage of ten percent, If one takes the class three,

four and five the figure is approwimately 2,5%., If onc then

takes classcs four and five onc obtains a figure of spproximate!l

B
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Br, Sadusk then wentfoned to the group a rowmpilation nf-tabias
obteined frem the Bureau of Vitel Statistics of the Public
Health Secrvice, These tables reflected deaths due to cerebral
vascular accidents, according to races, in the female, He
peintcd out the tables reflect o increasge in death rates from

this cause from 1950 through 1264,

Dr. Sadusk mentioned thot these tables would be discussed in

some detail on the second day of the meeting,

Dr, le¢1lwan then declared the open session of the Committee
meeting closed, stating that the Committee would go into
. Execugigg_§g§gioq and invited Dr, Corfman cnd Dr, Pincus to

remain, aleng with cevrtain designated members of the FPA staff,

~o ¥ .

e ENTe ran e e Leged Wi, weuunk Tequested from
the industry represcatatives vhether it would be poseible to
present at the second day's mecting the total number of patients

using the oval contraceptives up te and including June of 19565,

EXECUTIVE SESSION

Again the question wa; raigced ae to vhether there were any
other drugs now marketed which bore ;ime restrictions similar
to the oncs imposed on the oral contracepiive agents, The
answer was again in the ncgative, It was pointed out that in

1960, it was prohably reasonable to iwpose these restrictions
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on the drugs in view of the fact thet they were a ncv type of
drug, also, there vere no long term studies ané the amount ¢f
4 .
break éhrough bleeding which might ocecur vas still undetermined,
It was, however, thought that since the reporting of adverse

clinical effects wes much bLetter now than it was previously,
that the Food and Drug Adwinistratlon actually :was cuvrent with
the drugs in this respeci, MHowever, Dr, Sadusk did point out

to the committee that a possibie danger existed in that‘i‘ Yhere

werg, no pressures on industyy to continue these long term studies

and up-date them, such data wmight rot be obtained,

Dr, Bellman then asked what zssurances would the Food and Drugz
Administration have that metabolie defects such as diabetes end
the develonment of careinona would he nicked nn o renovted 4€
tirve limits were removed, BHe further asked what guarantee would
the Food and Drug Administyation then have that irdustry would
continue its long term follow up, Dr, Sadusk steted that we

have no guarantee in that area,

Dr, Hodges then pointed to the inconsistencies, not only in
the labeling that alluded to certain time restrictions, but

to otlier parts of the labeling of this class of drugs,

The question was raised as to whether there were current studic;
oing on concerning metabolic disorders and/or cancer in the
o <

use of oral coutraceptives,

Dr, Plincus respended that at the present time he is supervisto

a study sponsored by the Amerlcan Cancer Socicty for a ceven
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year period invelving 5000 users and 5000 ncnuscers of the orzl

~contraceptives and expectéd it to be continued for z great

number of years,

Dr. Pincus stated that he was sure that KIIl was very interested

]

in this problem and would probebly sponsor scme studics as well
as probably the Public Health Service, He was of the opinion
that this was roo important s question for these agencies to

overleolk,

Dr, Sadusk pointed out that the only patients supervised by
industry, who could be considered in a prospective study to
deteymine vhether metabolic aud/or cancer were scquela of oral
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for these companies and are used for clinmical purpeses vhen a

company wishes to cxntend the time limit on a currently marvketed
drug, He further stated that he thought the time had cocze for
an agency such as the National Institutes of Health to sponsor

a 20 to 25 year prospective study on a large population sample

using these drugs,

Dr, Corfman stated that his institute has gone on record zs

being interested in this problcm and has set uwp an oncology

section,

Pr, Pincus said he was awave of a study by the National Eeart

Institute on the long term effccts of the estrogens, He stated,

-

unfortunately, this only included the estrogens,
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Dr, Tincus gave some backzyound on the oripinal two year
restriction on Enovid stating that the Worcester Foundation

; :

had guppiicd rost of the clinical and expeximental data for
the mavketing of this dyrug, Ile stated that at that time his
group was zble to assure Secarle that Enovid was safe and
Eerf&inly cifcctive for tvo years, GTut from the scientific
point of view they ecould po no finther in glving assurances,
br, Piocus also stated that at tﬁc time of the Origiﬂai‘APp]{—
cétioqtbe vas talking fn texms of 260 women, but now with
hundreds of thousands of women urder {nvestigation the picture
is entirely changed,

Dr, Delfs raiscd the question of allowing a group (mcanipg

L ke

industry), with the greatest vested interest, to be permitcted
to supervise long term prespective studies which regulatory

agencies were going to use in order to monitor these drugs,

Dr, Scott poluted out that one of the reasons for concern
alrecady expressed gbout this class of drugs wss that these
drugs directly interceded with the normal biological function-
ing of femzles, These were not drugs, analogeus to insulin,
which were being substituted for normal hormones which were

being secreted in a deficient wmanner,
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Dr, Sadusk noted the fact that Dr, Philip Sartwell of Johas
Hopkins University, one of the consultants to the Cormittce

wvas now present,

Dr, Winter then commented that the intevoffice compilatioq cn
Enovid was amagsed befora the Scarlae Coupany was aware of the
fact that Enovid was on the formal agenda and therefore wes

not complete, but only represented an exzmple of data which the

company had for the cormittee to péruse,

Dr, Vinter then explained the 12 class four Papenicolaou smears

. : - PR Y
vhich were alluded +a in the nrevimse dave epaad An Ha ctarers

that the grading system which this ﬁrinciple investigator uced
ran from 1 thvough 9 and that a class four was really a class
two smear in the more conventional system and thus represented
trichémonas vaginitis, Dr, Winter assured the committee that
all of the class fours, which were alluded to previously, cone
from this one investigator and thevefore these should be inter-
preted as class two or trichomonas vaginitis smcars, He further
explained that siﬁce Scarle was aware that the committee wou!l
consider Enovid as such, a new compilatien of leng term uszge
for Enovid would be made, and as soon as it was available,

it vould bc sent to the Food and Drug Adwinistration for dis=:i-
bution te members of the cormittee, He anticipated that this

compllation would be ready within the nevt ten €ays or tro vools
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Fourth Apenda Ttem: Adverse Reactions of the Oral Contraccutives,

+

Pr, Donald Levitt made this presentation, Dr, Levitt stoted

b

that the Food and Drug Administration was not in possession of

data as yet to establich a cause and effect relationship con-

cerning many adverse reacticus and these drﬁgs, ‘Me further
stated there were no data yct to establish 2 true incldeunce of
an edverse effect, Dr, Levitt also stoted that to the best of
his Rhowledge these data were not availzble anyvhere, He added
that the Initisal problem js actually in the data collection,
Dr, Levitt then explained that one of the most common lesions
associated with these drugs was a phlebothrombosis, which under
the international classification in hosoitals was very freancnt lu
confused with & thrombophlcbitis, He then referred to a chart
from the Ann Arbor hospital group which demonstrated that the

incidence of phlebitis and thrombophiecbitis between the years
P y

of 1960 and 1964 was essentially unchanged,

.The question was asked of Dr, Levitt as to what the sample in

this hocpital report-represented, he replied that it represented
approximately 137 of the hospital leds availlable today in the

United States, or about 440 hospitels,

Dr, Tietze then inquired as to the expanding number of cases
reported between 1960 and 1964, Dr, levitt replied that in
1960 there were fewer hospitals in the program, and this was
the reason for the expanding nuuber of paticnts; this does no:

necessarily Infev an {cerenze in any tyge of incidence,
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Dy, Tictze ianquired as to whethey the reports reprecent the

.

admitting diagnosis or discharge diagnosis, or whethcr they
3

represented all patients in whow this diagnosis was made in

the hospital,

Dy, Levitt stated that this represcuted all the patients in

vAiom the diagnosis of throwbophlcebitis, ete,, was made,

L

Dr, Tietze suggested that for practical purposes, in reviewlng
data of this type all findings be grouped together, i,e,

"
thromboembolic phenomena, phlebitis and (Lroshephlebitis or

phlebothrombosis,

Dr, Levitt then pointed out the information furnished by

Dr. Slee and his group in Michigan. Thev showad +hase ot
peak age group from 1950 through 1964 for the occurrence of
thrombophlebitis was 52 years of age. Dr. Levitt explained
thﬁt this peak age group did not cliange during these yedars,
and that if the incidence was becoming greater because of use
of oral contraceptives then we should sce the peak age inci-

dence shifting toward the lower group,

-~

Dr, Tietze suggested that we might get some assistance from
RIH which was coapiling a population study which would let us
know in 1965 how many people were now using orel contraceptives

and also how many people had ever used oral contraceptives,




DY

4

to the druggist, He estimatad, epprovidately two to th-wze
wecks was all that was required when a rew drug was mariared
¥

bBefoce all the retail cuticts had been stocked,

Dr, Tietze pointed out thar In evaluating these data ce “ap

te
[

as adverce experiences werve conceyned it was necessary

diffcrentiate betueen the current users cf a drug and :--

ever users of the drug, The adverse exXperlience should -z

regned to the current users, since this iz a much smallzsr
",

group than the larger group which he coilced ever users,

meaning people who had at somctime used the drug but wh:

have discontinyed it, maybe because of zn adverse experfszce

03 for other reasons,

- - -

— e ®al o Livad ou;.\; & vitLiu prece oL udra snouvia De nE pun [y
of women vho have used a drug for a complete current czlzndar

year,

Dr, Cronk was asked how he arrived at his estimated pati:at
b

figures, He stated that pipe line factors, distributic: deta

end sales data were all considered plus prescription datz 2ad

-~

& correction was made for that which was {fn the pipe li-: and
that a figure of 1,375,000 women during a given month w:s

determined,

A question of styokes was brought up by pr, Sadusk, vho :zated
that he had an approximation of the total number of str:tas

reported, but on the print-out on the tables whieh were tzing
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furnished by Dr. Levitt, there wcre no precise figures,
Dr, chigt stated that all the post marketing data was going
to be SC;UtiniZGd for thrombophlebitis at all sites including
pulmonary embolism and eye effects., Dr, Levitt again pointed
out the difficulty in obtaining dencminator cata for these
édvérse experiences, thus precluding the determination cf any
reliable jucidence rate,
by, Hellwan then pofnted out the gross under-reporting of
adver;; expericnce fiudtuye fle stated that in a city progres
vheiv lerpe huwbeis of peraona wexe taking the oral contracep-
tives it was highly unlikely that any ;dvcrse expevrience would

be reported,

»i. vauusic Luen poiltea out that it must be realized by 211
that the data which the Food and Drug Administraticn had could
not be used to estimate an incidence, It is part of an early

warning system only,

Pr. Tietze quest{oned whether this wag an adequate early
varning system, He g9inted out that reports would be received
in general frcw physicians only if one of two things were
present: |

1. An alert or a scare in the medical community existed

3

2, A very unique type of adverse erxperience occurred,

Dr, Upjohn coumented that the first few mouths after a drun
a1

has been marketed the occurrence of adversze Gﬂycrichha’ ar
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least as reflected by the reports, is aiways higher than it
is subsegucntly, He stated that this is probably due tc :ze
fact that zs & doctor becomes more familiar with the tyres of

adverse expericnces sssociated with the use of a drug be r=

to report them, Thus, probably as a drug ages on the pzriet

under-reporting becomes the rule,

Dr, Adamsons asked Dr, Tietze what wae the justi ficaticn in
trying to establish a cause and effect relatiounship fn ;7 ~nomcua
th. -

vith extremely lew incidence,

Dr, Sartwell commented that the two kinds of studies which
would contribute to our knowledge in this area would be z

case control study and a prespeciive study,

Dr, Sartwell continued that he thought that the considerazion
of the magnitude of the number of alleged deaths was deczrving

of more consideration than the other adverse experience fita,

Dr, Hellman then referred to the dependability of figur::,

He inquired concerning the national incidence rate, in

thromboeambolic phenomenon, the increment necessary to be

reflected,

Dr, Sadusk referred to a table which had been furnished =

vi
¥
ir
Py
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the Public Health Service and analyzed by one of their

L2}

-

ticlens, The table referred to deaths from CUVAs in wores

[

between 15 and 49 years of age vunning from 1950 to 1963 in
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oral contraceptives, Dr, Drill stated éhat this premise is
completely false, Tn that the incldence of thrombophlebitis
during prognancy is not higher than in the nonpregnant state;

it is only in the postpartum state, that the occurrence is

Thigher,

Pr. Tiectze aliuded to the pastrpavtum Juecddcuce beoing ten Limesn
higher in LCurope than it was in this country, He thOught'this'
vas cgplained by the early embulaition of our patients in the

U, 5. as opposed to the postpartum patients in Burope, There-
fore, maybe the coincifdental development of threwbophilebitis

in the American cases might have occurred after the petient

was dischauwged from the hospital therefore not computed in

o Ao

Dr, Sartwell stated that the studies that we now have at hand

were such that we would have the sawme problem ten years hence,
that they do not go beyond the clinical impression phase,

A good prospective study or, secondly, a selected case contrel

study would be necessary for one to obtain mere meaningful data,

-

Dr, Sadusk told the committee that studies on adverse ewperience
in all drugs was being arrvanged for with the Kaiser Permanenta
Group, Dr, Sadusk further stated that the project would begin
in the San Trarelsco hospital group, that this hospital group
had a yearly census of about 200,000 paticnts, Dr, Sadusk caid

that 1f the first year's program wvas successful then the second
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year progranm weuld incliude all of the out-paticent clinic:

also, He enphasized that this is a long range plan, an¢

1] -
that one- couid not anticipate any definite answvers insicz of
three to five years frow this type of study, e further s=zred

that in keeping with the projected studies it vould be Fo3sible

‘to make a close study of a clinical conditicn, It was prososed

that possibly a controlled gyoup should consist of victizs of

automoblle accidents and also victims of fractures; all of

these people would be Guestioned, on hoespital admission, if
. ’

they were ucers or had been uscrs of oral contraceptives,

Dr, Weston made comments to the fact that the Food and ITug

Administration's program as well as the program sponsorel by

the American Medical Association was, at best, an eayly

Dr, Adawsons made a recowmendation that psychiatric tests te

included in the prospective study,

Dr, Sadusk stated that there would be three new projects

‘starting after the first of the year (1966), at Massachuszstts

General Hospital, University of Pittsburgh, and Temple Cniversity .,

These proposed studies are basically designed to cobtain Tumerntors

and denominators on adverse drug experience with mauy diZleven:

types of drugs,

Dr, Tietze raised a question as to vhether the Permanen:s szudy

vould cover every visit of = patient to the doctor or eIty

e
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hospitalization whether the doctor ¢

"the visiF of hospitalization or nof:,

Dr, Sadusk explained that there will

hought the drug causcd

be three Separate programs

going on at once and being fed on conputer tape,

{(1n Thc medical Vibrarian wirh
: diégnostic figure cn the ta
. discharged, ‘
(2) The pharmacy will furnich a
"

(3) The development of reportin

which also goes outo the co

Dr, Winter addressed the comnittee a
end asked three questions;:
(1) A clear cut mandate from th
type of studies they desire
(2) The possiblé benefit to ind
these studies, and

(3) Precisely what type of cont

Pr, Hellman responded to Dr, Winter'
was not the intent of the committee

medel at thig particular meeting; th
assistance of Dr, Sartwell and Dr, T

and a proposed model will be suggest

—

her staff wil] put the
pe when the patient ig
11 drug usage data,

g of adverse reactions

mputer,

nd on behalf of induscxy

¢ committee zs to vhat
d,

ustry if it did pursuce

rol groups was indicateq,

s

§ Query by stating that it
to propose an experimenta
at he would hepe that the

ietze would be obtaingd

¢d to industry,

V: Agenda Item Four: The Therapcutic Tudications, other than

ContggceptiﬂgJ fcl;ﬁﬁg_Qfal_ngtgaco

ptive Drung,

————— e e
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Dr, Fdviv Ortiz wade note of the fact that only one of the
oval contraceptive products currently marketed has approved
Indicatiocns for uvase other than that for conception control,
He then stated that thore vas in thc.Drug Surveillance Branch
a svpplement {vom another company, Octho, for use In other

arcas than conception control,

LTE] - )
e nevw cfafue for COritho Novum eve for amcuorithian dyowenorilica

funcﬁ?onal uterine bleeding, and endometyiosis, For amenorrhea,
87 paticnts were treated with the 10 mg, tablet, and 92 with

the 2 ng, tablet, Those trecated with ithe 10 ug, tablat oppcarod
to respond better percentage wisc than those with the 2 mg,

For dyswenorrhea, 44 were treated with the 10 mg, tahlet and

L£22 WeTre LTeETeU Wil L & uy,, wvac, Tl rvrLALe e e e
no sigrnificant difference between the 10 and 2 mg, size,
Yunctional uterine bleeding was broken dovn into several differ~
ent conditions, Menorrhapgla, wetrorrhagia, irregular menses,
and polymenorrhea, The 10 mg, elze tablets appeared to be move
efféctive_in the menorrhagia end metrorrhagia group .than d1d

the 2 ug, size,

In irregular menses 26 cases vere treated with the 10 mg, and
105 with the 2 mg, eize tablets, The percentage of effective-

ness scemed to be about the sawme between the 10 and 2 mg

Qs o~
e VLt

In polymenorrhea, the number of patieats wag very small but
the 2 mg, tablets scewmed to be wvore efficacious than the 10 rz,

-

size, Tun endometvicsis, 20 persons were veing the 10 mg, cicze
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and 49 fhc 2 wg. tabiet, Dr, Ortiz pointed out that these
’dosages,might not truly reflect the thervapeuvtic ranges becaus
in rmany instaaces larger doses than 10 mg, would be used,; and

in soue instances the treatwuent would be cyclical,

“After the preeentation, Dr, Hellman, challenged the validicy
of this type of subrnission for the approval of auy vupplemental

new dreg appiiracion vhich would include new claims,

Dr, Cuonk of Ortho stated tha: the Ovtho company had addltional
data which they would submit, He mentioned the fact that thero
were 10 textbooks vhich made comments to the fact that this
type of drug was belng used in emenorrhca, dysmenorrhea, poly-
menorrhes and endometriosis, even though the drug was not

labeled for such indications,

De, Ademsons stated that these drups were not treating amenorthea,
but that they weve causing vaginal bleeding induced by the with-

drawvélof these drugs,

' Dr, Delfs pointed out this might be construed as a substitutien

factor in pathologic states such as Turner's syndrcme,

Dr, Hellman informed industry that therc would be additional
cdata needed on the carcinoma problem and other particular

problems thsat the Comnmittee vas considering, but that the

)

Committee would notify industry specifically of the kinds of

dats that ucre needed, He furthey stated that the Committee

R T SN
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vould recd data on metabolic provlems, and masculinization,
Dr, Yelln-n then announced that the next meering of the
Committeoo world be Janusry 20 and 21, 1965, He then thanked
the representatives from industry for their cooperation and

willingness to asszist in resolving these problems,

EXECHYIVE SESSTON

The Conngd ttee began tg erxecutive senaafon nud the Ltepreacn .

tatives of irdustry were excvsed,

Dr, Hellwan then appointed the following subcommittees:

(1) Subcommittoee on Thromhoembolism,

1
e e

(2) Subcommittce en Carcinoma,

e T G i el —
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.
Mctabolic,

4) Subcommittee on Requirements for Safeiy and Efficac
1 Yy y.

Dr, Nicholson Eastman was selected as chairman of subcommittee

ou thromboerholism with the members being Dy, Christopher Tictsna
and Dr, Pailip Sartwell, The subcommittce on other complicationg
would be chaired bﬁNDr. Eleanor M, Delfs, with Dr, Eisic R, Carr-
ington as the other member, The conmittee on carcinoma would

be chaired by Dy, Roger B, Scott ﬁith Dr, Roy llertz as a menbay
with a proviso that Dr, Philip Corfman would fill in for

Dr, Hertz until Dr, Hertz vas available

. The committee cn

total requirewments for approval of a drug on the basis of
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safety and elficacy would be hesaded by Dr, Karlis Adamsons

vith Dr, Yenry F, Fuller s a meomber and with Dr, Philip
» .

-

Corfman ag an additional member if Dr., Corfman were z2ble to

participate,

. Dr, HBellman urged that the chairman of the respective sub-

The following motion was made by Dr, Eastman, second by
Dr, Carrington and passed unnnimously by the committcee:

"The Advisory Cormittec on Obstetrics and Gynecology of

the Foed and Drug Administration has held its first

committoces perindlcally submit progress reports to Dr, Sadusk,

weeting to evaluate the safety and efficacy of the oral

contrazceptive drugs, The Committee finds no need for

T S i et e aneuiin tepVits UL BUVETSE eX-
perleace with these agents, It believes that final
recomzendations on these matters can safely await the

conclusion of its deliberations, "

Dr, Scott moved and Dr, Fuller seconded a motion endorsing

interim across the board labeling for oral contraceptives,

The motion read:

"Although the Committee in a preliminary review finds

no evidence of a cause-effect relationship between the

the

use of oral contraceptive drugs and the reported neuro-

ocular menifestations, the Committce endorses the zction

of the Bureau of Medicine in placing, &s an intcrim

-
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measere, a warning conccraing these eye manifestations

in the labaling of 21l oral coatrazepiive agents

curtently oa the marlet,"
This resclution was unanirmously adopted,
The comnirrec adjourued ap 400 P,

Submitted

Reber: J,
", : Exccutiva

1/14/66

Robinson, M,D.
Sccrornxy
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