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obstetrics and gynecolo~y.”

Dr. l{elln~anstated that the target cle.teon a finalized lepc.
- .--: should

be shortly after the March, 1966 mectin~, liecommended )“

........ry for

W3iVinE their specialprcrogatives regarding pending appli.cct<z~s.

-.

T: First tl~er?daItcr): Total Requirements t:r:cessaryfor D~Yz;SX’-?<Z>
__—-..——————— .—....—————————

..—.—- —-—

the Safety and EffiCaC-Yof an oral Contraceptive Druq,.——.-———.—-- —_.—.— ..— .—

A. Pre-C1inical Studies..--—----————

Dr. 13erl+.nerof ~he Division of l’o~icolo~ical Evaluati::

t’dclressedhim2elf to the preclinical aspects of this ::;:c.

Dr. Berlil~erstressed vinatw~se considered co be ca.rC;::i
.

[
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separately,

of i.~tclided

In cases of

B. Clinical Stfdies.—...—. -----
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Dr. ‘FieEze for a reply,

8
..

~1-. Ilc.11111/in C-fmmcnccd

mi~ht he possible for
1%

on the brevity of studies, stating that it

a Gtudy to be so ‘shortas to be invc.lid,

bility in C?,epopulation group. Dr, Tietze further stated that he

UAU blue rkskuvd l.:LIWXCr 2.C V!2!5 jUSCll”12121C t(? ~(?(jjUCStStlJdiES Of SQCh

imgiiitmdeiTiSfur as ntm5el-s cf p2ti.mt9 were concerned, so as t.o

assure that oral ccmtraceptjves were 1007’effccti”ve. Ee stated th~t

pro5ably 2 pre~nancf.esper lCIO wofianyears or maybe one pregnancy per

100 ~:o~anyears was a more realistic epproach. Dr. ‘Iietzethou~hc

that the studies submitted in sqport of efficacy for the oral contra-

ceptives were long as cii~parcdto most studies performed to establis!l

efficacy, Dr. Tietze said he sa:.1no statistical evldcnce to supper:

.

t



of oral Concraceptit’cdrugs.
lb

Dr. Piticus replied tli.~tfrom animal

a~ actual,storage of goi)ndotrophins

Dr. Hel.1.manasked Dr.

1

I
,
I

.-* t
t

data it appe~rs thct there is

in the pituitary, therefore

Hodges what would be the controls in the

having b:.seline studies performsclbefore admin:straticm of the drv;,

—-
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Dr. Pimcus stated that a Dr. Wessler had perf~zrriedthese tests in
...

PCOplC uho had suff(?redthrcmbomhol-ic phenomena and had found.no

correlcti.onbetween j.ncreasein certain of the cozg~lati-ngfactors

and the occurrence of this clottin~ phenomena,

11; Secor.dAvenda Ttim: The Pmblm of ‘1’rrnsferr4~.lof a Patimt. ........ ......._ ——.-—” ——-—--—-—- — --J—--——---—--------

he states, is that the phycj.cfancompletely ~~nores the

ye~ori;mendedtirre interval in the packa~e insert. He further

stated that a physician doin~ this with an un~crupulous patient

who might suffer a severe adverse experience might find Y.imsclf

f.na rather indefensible pOSi~lOn. The second aspect to this
.. ,

problem, Dr. He~~man col]tj-n[~ed,-j~for the p~y~icj-an tO ref~ise

medication to the patient cfter the ttroeinterval had expired

acd have the patient leave w-d through :L~oth@l- @ySiC. iail obtaf-r.

she prescriptions without ever relatir.gto the new phy:ician

.



. . ..- ----——. ...— .—..—.—

Imscd solely on the material.submitted in the new drug appli.cctiun

It was pofrttedCYJtthat the oral cc,rLtr:?ccpt~*~cswere probably

....3-..- . -.
.- ----.-.... ~..-,*VU-1-C

{.
uLicu~ a vei-yLeW arid~~o~~f.bl.ythe

only class of dru~s where these time restrictions had been

in:serccdin their labeling, It was further stzted that CWL9of

the medical reasons for having done this was the ur:deci.ded

question .2sto vhether long usage fii~~l~ not contribute to the

.fjenesis of cancer, The committee again raised a question of

the logic in the restricted type of labeling by pointing out

that dru~s with lowest dcsa~e forms had approval for less tim

than drugs that had the l:i~hcrdosage form. They further

stated that if Gne is going to correl.~teadverse druc experience

with the quzntity of a given drug administered at a given tirrie~

<
then certainly cne should expect fewer adverse experiences v’it-h

the luwcr doszge fern, therefore, itiWOl.lldappear iriCf.?!19iStCilt

I
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,/ .!..,.-!”{”,. :..
. . . 1..’”””. ..,.“>

-.:::~‘...-’ ~“~~’~~”~l~a~i~vj.ted SOSW torment from industry and Dr. k?int.er
. .... L....-

::,~’respo~.’lecl*Dr.14inter stated thae from the data available to
..

him there were sio-~.nstancesof serious side reactions
to these

contraceptive dregs that
were time related or that could be

shown to be the result c7ElenEtY\yusage
Of tb,escdrugs.

The”ceforeindvstry saw n.oreason
for t3nK?limits*

namely to prwide E
safe me~hod of contraception for the patient

cad ril.soto protect t!lepb.y~ic~an
from liabll.it.YI.itigntiolls.
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different side effects eCter six, ef.~ht, cr ten years u32.ge of

houever, one seri.ouaconsic?erationsho’~ldbe given in the

for this length of time. Dr. Eastman further stated that there

CeptiVt?S eXiSt in a SyStCmIiC state of pseudo pre~n:;ncy, then

pOSSib]y this loI”Igand erroneously termed “FseII~jo--I)resrL2ncy”

could be ccmparLclto that of Grand multiparty anclthen diabetes

.



!

,

groups of drugs.
It.

Dr. Winter of G. D. Scarle commented that since assumin~ these

drugs do create a state of ‘tpsetldo-prcgn~.ncyt~the fact that

they are given in z cyclic manner, vou].dtend less to p:oduce

th(e”effect of a.prcgnmcy and too, the very small quar,t~ties

it would appear to take many years of usage before the con-

Dr. Hellman asked what was the cominitteelsopinicn concernj.ng

the.swibching from one drug to another after the first drug’s-..

time limit had expired.



use . :

Or. McCollum stated that Scarlc hsd submitted 181 c.asc~of pnt~.ellts

v:hohad used Enovj.d 72 months or more, and another Rroup of 64 .,

72 mon~hs. He

endomet.r~alb~oPa<ca

hyperplasia.. He

class focr I?apanS-

pat$ents were teking the drug.

Drc KcCol.lwnaswcred to the pff$.rmative, Dr. }tcco~]u:ncxplaine;

that the e~.dometriaSbic>psieswere taken fron these patients

because they had c!emonstrateclCIC.SSfour Pa~jznicolsoucmears.

Dr. Hcllm%n askd Dr. Vlinterof Searle whether he cared to give-..

more dcteiled “informx~ionon tilestudies presented by Dr. MCCOIIK72,,

Dr. Winter said he had little or nothing to dd to the statement.

1

i
I

1

I

1
I

I
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taking Ilficlvfdfor five years, 289 I<;IO have been On it fQr sf.x

years,: 130 en it for seven yecrs, snd 74 on it for eight to

tcn years. lIc further stztcclthat there were no new phenonx:nn

in patients WIIOhad been using tiiedrug fur ~iorcthan foul” .
..}

years, that by and Ierge, t!leincidence settled down tO a

plateau after four years of usage. Dr. ‘F’inctissaid that about

1.5Y. to 202 of the patients taking Movid had elcvatid protein

bound iodine dcterrninati.ens,This he said is a well known fact,
lb.

afidone sees it frequently in pre~riancy. It is thou~ht to be

the effect of estro~en on thyroglobulin} that protein fraction

. . . . .P. r.,- . . . . .. . . .

11{ 1- AI C*. C.G 4,3.:11.. VCU C.’...c. L“ “b L.. L “ ~.--.. A.-: ----- - .-- ---- . .,.,---

on the thyroid gland only. Dr. Pi.ncusfurther stztcd that

thyrotoxicosis has not been demonstrated to he a side effect

Dr. Ac?a.msonsasked Dr. Pincus if, in these pati.cntswho hzd

been shown to have an elevated protein bound iodine, there

-.
were my clinical reasms to believe th~t this rcslly id.~ht

represent the hyperthyroid state.

Dr. Pincus replied that there had been two tests done to

elucidate thj.sproblen.,(1) serum cholesterol, which shoTse~.l

no cht~.n~esconsistr:ntwitl~tbleF.yperthyroid~tf~te~(2) the

.
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V.3SCul.~rScci.dent$,2ccording to races, ic2the female, He
>

poi.ntcdCIUCthe tablc3 reflect LO increase -indeath rates from

these table~ wmM be discussed in

day of the mectin~.

the open session of the Committee

meeting closed, St?.tingthat the Coccmitteewould go into

13xectitivpSession alxlinvited Dr, Corfman rindDr. I>incusto——— —..—.

present cc the second CIzy;s mectirip,

using tlieOral contr~ceptives Up tc

the

and

total.ninn?dcrof pstfcnts

includin~ June of 1965,

EXE12UTNE SESSION— ..-———..

other drugs now mxketcd which bore time restrictions s!milar

to the cmcs imposed on the oral contraceptive a~entso y-ne

.

t
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clinical effects w~s much l,ct~ernow chin it was previously,

the dregs in thjs re~pect. However, Dr. Szdusk did point c,ut

wer~tno pressures on inclustryto cufitinue tl)esc lon~ t-e~m Stt:die=.

Dr. Hodges then pointed to the inconsistencies, not only in

Eh.elabeling tliatalluded to certain tjwe rcstricciofis,bu~

to otl~erparts of the labeling of this CIP.SSof drugs,

?he question r?asraised as to vhetlker there were current s:~jdj=:>

Being on concerning metabolic disorders cnci/orcancer in tl?e

use of oral.contraccptivcsa

.
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overl.wk.

Dr. Sadusk pointed out t-hatthe only patients supc~z~isedby

industry, who could be ccw,sj.derediria prospective s~udy to

determine whether fi,etabol.icaf(d~orca~cer vere scquela OZ oral

\ fot these companies and are used for clinical purposes v.hena

company u’ishes to extend the tim.s limit on a.currc~]z].ym?rketed

drug. He further stated that he thought [he time had coce for

an agency such as the National Institutes of Health to s~orisor

a 20 to 25 year prospective stucly cn a large popula~ion sample

using these drugs- --

I)r,Corfman stated that his inst3.tutehas fioneon record as

being interested in this problcm and has set up an c>cology

section.

l)r. I?incussaid he was aware of a study by the National }Ieart

..— —..— ,.. .—– —
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.

i.sentirely ch~.figed.

a~encies wcsc ~oing to use in order to mon5_tortl~esedrugs,

Dr. Scott poi.~]tcdout that one of the rcfisonsfoy concern

drugs directly interceded wjth the mcrn;a~biolo~ical function.

in: of females, These were riotdr’u~s,analo~c’ustO j-ns*~lin,

which were being substituted for nornml hortnoncs which were

being secreted j.na clefj.cicntmanners

.

-.
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i

Hopkins University, onc of the consultants to the Cormittce

.3was now present.

.

Dr. Wntcr then commented thar the imtel-office co.mPilatj,on m

cmpmy had for the cormitte.sto pi,iwsieo

trichomonas vaginitis. Dr. Winter assured thr corxaj.tteeth~c

all of the class fours, >;hfchwere alluded to previously,
C:.z?

from this one i.nvcsCi&atorand therefore these s%ould be inter. I

-. _.+
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(’

that the initial problem j.sactually $-nthe data collection,
I

incidence of phlcbiti.sand thxc,nbophlrbitisbetwe?n che years

of 1960 and 1964 was essentially tinchrwigcd.

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

this bozpi.tal report-.re~~rezeiltcd~he replied chat it represented

approxj.xatcly13% of the hospital beds available today ia :he

United States, or about 440 hospi.t~k,

1

!

—
.=



Levitt expl.af.r,ed

that this pezk age group did not change clurir,gthese years,

and that if the incidence was becoming greater because of use

of oral contraceptives then we should see the peak age inci.

dence shifting toward the lower Eroup,

---

Dr. Tietze suG~ested that we might get some a.sststancefrom

Ml{ which was compiling a population study which would let us

ICP.OVin 1965 how many people ~;erenow using orcl contraceptives

and also how many people had ever used oral c.ontraccptivcs,

Dr. Winter was ac.kcdw;latwould be an estimate as to lcrt~th

of eime it k*c.uldtake to cet a pip.~liltefilled, lfieanj.rj~dr~:fif.

.-,..., ‘...● ~.- “.::

I ——..——
- .-—.—. .-
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.! furnishec?by Dr. Levitt, there vwre no p“rccisefiEvres.

Dr. Levitt stated that all.the post marketing dasa was Ssing,.

to be scrutinized for thrombophlcbi.tfsat all sites inclcdir.z

pulmonary cr,lbolismand eye effects. Dr. Levitt agz~n p~~nted

out the

adverse

c?ifficultyin obtainj.rtgdenominator data for these

experiences, thus precludj.ngthe clct-erminationcf any

.*

reliable incidence rate.

that the data w!~ich the Food ar.clDrug Administration had could

I
not be used to estimate an incidence. It i.Spart o~ an early

warn<ng system only.

Dr. Tietze q~lest{oncdwhether this was an adequate early

warning system. He pointed out that rcpc}rtswould be received
-.

in general frcm physicians only if one of two thin~s l~ere

1. An alert or a scare in the mdj.cal community existed, o::

2, A very unique type of adverse experience occurred.

Upjohn cemented that the first few mouths after a drag

— -—
1

— —



. .

,nq ,

-2s-

f

trying to establish a cause and effect re]atioushjp in ~:.-.,,,~,,,~,..,

Dr. Sartwell conmcnted that the two ki.ncls

would contribute to our knowl.edse in tlIis area would he 2

case contsol ~tudy and a pwspective study.

Dr. Sertwel.1contf.nuedthat he t,hou~htthat ti~.econsidez=:~on

of the magnitude of the number of alleged dcatllswas de~srvin~.

of more consj.deration than the othc~ adverse experience <+sa.

Dr. I?ellmanthen referred to the dependability of Zigur<s.

He inquired concerning the national incidence rate, in

-.

thromboembolic phenoncnon, the increment necessary to be

reflected.

Dr. Sadusk referred to a table which had been furnlshec!“:;:

the Public l?ealthService ad awlyzecl by one of their s:z;is-
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-,27-

,hi~her.

.

fore , maybe the coincidental development of ~llrcll~boplll.ebitis

\

were such that we would have the same pro’blemten years hence,

that they do not go beyond the clinical impression phase.

A good pros~cctive study or, secondly, a selected case control

study would he neccss~~y for one to obtain mere rneaningf~~ldzc~.
-.

Dr. Sadusk told the committee that studies on adverse experience

in al].drugs was being arranged for with the Kai.scr~e:man(!:~~e

C?roup, Dr. Sacluskfurther stateclthat the project would beg:;;.

t
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Dr. Weston made ccmm.e~ltsto

Ac~ministrationrsprogra~las

{~sers of oral contraceptive:,

the face that the Faod and ;rti~

well as the program sponsor~~ by

included in the prospecti.vcstudy.

Dr. Sadusk stated that there would be ti~reenew

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

General l~osPital, “University of Pittsl)ur~lI~ and



.

(2)
It.

(3) Tljedevc~Iop~]c[~tof rep{>rl-j.ngof adverce

which also goes onto the computer.

(2)

I

(3)

type of studies they desired,

The possible benefit to industry if it did pursue

these studies, and

I’rccisely what type of control groups was indicate?.

Dr. Hcllman respo~lded,-toDr. Winter’s query by statin~ thnt it

was not the intent of the committee to propose an exper~.merit:l

model at thi~ particular meeting;
that he would hope that the

assistance of Dr. Sartwcll and Dr.
‘i’ietzewould be obtained

and a proposed model will be suggested to industry.

v: ~R~nda Item Fo!~r: The Therapcl~ticIndications other than———————— —... ——— .——. .—.. -=,
c0ntX2Ccpt~ i)~

——___

for the ‘Cralcoiltrace~,tfvc~1-{,:~-——-—--.._--__2—.--.—._._.._-—— —..-—___ —.-—-. _ *

-.

I



-=3%.1:.*
if
t

i

into several diffe~:-

cffkcttve.in the rflen~rrhagia~nc!metrorrhegia group than dfld

the!2 Kg. Gf.zc?* ‘“

I



.

labeled for such indications,

Dr. Aclamsur?sstated that these dru~s verc not treating

but that they were causing vaginal bleeding jnduceclby

clrad.of tliese drugs+

arien.orrl’.ea,

the d.tFL-

1:

Dr4 Delis pointed out this might be construed as a sub~zitutf.cm

factor in pathologi.c-s~atcs such as Tuzneris syndrcme.

Dr. Hellr,an informed industry that there

data neec?ed on the carcj.nomsproblem L2ncl
.



Exj?(!!Yl:I~,@Snssroy—.. ._.-. —--.. _.._______

Dr. llell.Nanthen appointed the follow~i-!g subcomm~.t.tees:

~:.:g:mj-ttec,on Thror2b021n1301f s;m—--——________—.—___.._*
Subcom,mf.ttce en ~arcj.tl,~xn.
---.— ____________ ----—-..

- V-....... .-.,---- ------------ :.”..--.-~----- -.
-- ...<..“-L .-.,...,- ..\,L.,,”.l,A, U,,,L

M~tabolic,4

Subcon:~ittccon Requir<?alentsfor $z5cc>,and Efffcacy.

Dc. Nichc,lsonEastnan was selected as chairman of SUbCOITI~f.~tCQ

OIA throml>ocr~l)olis~l with the members being Dr. Ci;ristoFllc-Tje+7.
-.G .-

and Dr. l%ilip Sartwello
The subcommittee on other corcplications

would be chaired by-’Dr* Eleanor M
. DeIfs, with Dr. Hlsie R.

Carr.
ington as the other member.

The committee on carcinofi?awould

be chaired by Dr. Roger B, Scott \?ithDr. Roy Hertz ac a mem?,+y
.
with a proviso that Dr. Philip Corfma~l would fill in for

Dr. Hertz until Dr. Hertz t?as available,, l’he committee m

totsl requirc:coents f’~i- ~pproviil of a drug on the basis of

——_ .—
%. .- .
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Cmnw!f t F..ci, s pcrjdical.iy cubmit progress reports to Dr. Sadusk.

l% 2

1)?’.

Dr.

following Fotlon vas made by Dr. Eastman, second by

CarZinLt.cn.and passed u~l~i~ifiou~l.yby the committee:

‘t’lhetidx.’l~c}~jr ~olm~l:t-ee on obs~et.ricsand Gynecolo~y Of

the Fmd :tnd Drug Administration l~asheld its first

me(~tin~to evaluate the safety and efficacy of the oral

‘ contraceptive drugs. ‘i’i~eCommittee finds no need for

.-e-x.-.-. . .. ,.
------“.. .-..e **QQ,,& Lcy!JLLsu~ tiuverseex.

perieocc with these agents, It believes that final

reccmmridztions on these matters can safely iiwait the

conclusion of its dcliherationse’l

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

interim across the board labeling for oral contraceptives
---

‘themotion read:

‘tAlthuag!ltileCommittee in a preliminary review f’incls

use of o:a.1 cOntI.~cc[JtiVC? dru~s and the reported neuro-

oculnr rf?nf.fcst:tions,the Committee endorses the ;.cti.on

.
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