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His reccmnwrxkticm was for FDA to locate responsibility for the pursuit of
this matter in cm+ unit created for the purpose and to staff realisticalhj
in accordance with the degree to which it was decided to press on. To con-
t~nuc as in the yast would not prcduce, he stated,

Dr. ky ste.tedthat a cooperative study is almost docmed, since we me
a.hnostobli~ated to use the available facilities. Dr. Hellman pointed c,L~t

certain difficulties associated -withthe use of the facilities of Kaiser
Permancnt,e. Dr. imi=rson noted that the purpose of the existing Kaiser
contract with l?I)Ais to extract frcm the hGspital records information cf
VSIU? for adverse drug rea.cticms. He stated that tbe nev contract is aimed
at collecting infol-rlationfrcm the inpatient records, outpatient records,
phlrmacics and house calls. This informatim will he in one information
~y~~~m in order ~0 try to ccrr~la+-.~ t~,e Occurrence of certain diagnos+s

with th? use of c.erteir.drugs , It,Trill take .aTproximately one and half’
years to get ~oifigcm this study, which includes Gral contraceptives bat
is not specifically aimed at this drug category any more than any other
catf=gory.

H? referred to the need for two tl~:s of’studies with respect to Co?’rtracep-
tive drugs.

1. Specific ~ab,gratory-orientedstudies requiring
“~’+m{-tofinllrn~~rqn-f-,qIyhfipct,s:

2. ?@Memiologic studies of broader nature requiring
large numbers Gf subjects.

Dr. Corfman agreed with this 8nalysis and stated that some studies Gf both
kypcs aye currently contracted fcz by NIX.

D: lhk!rson suggested the formatiw’ of w policy requiring the Cocperati.xl
of 11111,tineFDA and the Children’s Bureau and any other part cf KEW fundin~
birth. control. p~cgram,s in assuring the collection and submissim of certain
information as part of any such program receiving Federal sup]~ort.

Di-. H:llman mentioned the necessity of a yrotocol to study congenital
mal.fo]”:mtionsi~ichildren born to women previously on oral,contraceptives.

I?r . Segb.ir.oted that tbe Por,~ation Council supports studies, and some.
investigators might alter the design of thei? studies to suit the FDA.needs
if we let.them ][ncw%;hatwe are interested in. At present the Population
CcunciJ.has thre+ grants cm carbohydrate and ljpid metabolism and that
ther: is also a study in progress cf the ~Jossible lack of resistance to
tuberculosis in women on oral contraceptives.

Dr. Tietze stated that i~i~-iewof the difficulties associated with setting
up prospective studies %Te should consider some retrospecti~’e studies s~.mi..
lar to the reports ~ui-rm-rb2y availab]-c frcm, tlie ‘Jnited K~.ngdcm on vasc!~lar
d:scass. H? remarked tF,.azall three studit=swere dcne retrospectively and
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on: of’ thc~f? studies is almost identical to the current study sponsorzd ‘!!y
th(:FDji.

British Rrpc)rt:.——.—

l.k’.lky m:ntioned the possibility of a representative from Great Britain
discussing tineBritish f’~ndingswith the Obstetrics and Gynecology Advisory
C(rmittce. H.?stated that Dr. “Cabalis to come to Canada in June and asked
“LkleCmmittse if they would be interested in meeting wikh Dr. Cabal and
possibly Dr. Witt,

Dr Tietz”~stated that Dr. Caha3.has some information not yet published in
the ~,~, He expressed agi-cementwith the editorial.

Dr Tjetze stated that even though the oi-alcontraceptive users are yoong—
v.icldicclass women, ir.whom the mortality is Ver-y.ToT;7,you come out ahead
on cti-a.lccnt,raeepkives.There are certain risks from anything and contra-
c’vtion is no exception,1

Dlr. Tictze addd that we need to get detailed ir&o:~:,t.ion
, ~n the press. Dr. Hellman remarked that the British have

of thn stud~-and tkir conclusions are not different fz-om
S~~.~:~EllrepCjr>i.

before it appsars
concluded part
those of tile

Dr. Tj.etze,suCgestedthe use of the National Cffj.cecf Vitel Statistics to
--AI.—...- . ....m. r. ,-. :“------ ------------...-“A-..---4.-’4.“:-w-4v;y””.

Dr. Ley remarked that there is a long lag in reporting, as iong as two years.

Di-. %.rtwcll stated hi:agrees with Dr. M.d~rson about a cooperative prcs-
~ective study. He stated that thsy look better than they turn out.

.After a brief discussion tke members of the ccmmittse decided to m?et ~~it’n
a reprcssntatj.vefrom.t}ie United Kingdcm even if it doesn’t coincids with
the n :ctscheduled mt.stingon devices.

Pincus-.RutstcinStudy:—.- ——.= -_..

Dr. Corfman introduced

-.

the study by sa’yir.gtkt it is be.sed cn e>~?rieuce
in Ikerto Rico and Haiti and stated that D~-.D. Siegel of NICHHD will give
mor , information on the sukject.

Dr. Siegel said that 12,003 patients wsre fo],lcwedup in 3 clinics in
‘PuertoRico, Six thcusand patients wore on oral contraceptives and 6,’2’0
patients servpd as control-s. The main interest of the study was the effsct
of oral contraceptives cm breakt end cervical carcincmm. H? mcntionsd
that the study has b?en quite unsuccessful in ad:quate follow-up of the
patients. 4ppmxitnatel,yone-third of th::patie]:-ts‘nevercame back aftsr

._

the initiel examination. He stated tktt the organizers of the stufi~would
].i:~etG see a physician ccme in and fellow the pati:nts.

~
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Dr. Tictzf~statsd that the study is not suitable for the study of thrombo-
er,bclicpklcnmcna. He said that a th.rombmxnbolicphenomenon is a sudd,~n
occ~rrctic~,Unl:ss the group is under constant medical supei-visim it is
not feosiblc to conduct such a clinical trial. He stated that Planned Par.
cnthoc~dcr,lygives c~ntrac~ptive advice and is therefore not.a good group
to Use.

Er. Masi thought that scme mon?y could be allocated for a Puerto Rico
type fci].lowuparidthat..the
and then enlarged.

Dia. Tiet~e stated t%t if a
a quasi.cs~tive ~qydaticn.
difficult to d~al with f’rcm

study could he started with Dr. Pincus’ sample

3Large sum of money was involved you would r.esd
He stated that the population in Puerto Rico is
that standpoint. An alternative solution wculd

be to persuade the I)?partmmt of Defsnse to allow the study of dependents
and military personnel for that purpose.

Jji. ● ~orfman stated that Dr. Rutst:in would like.to have a physician come in
and exmine the patients and conduct the clinical evaluat:.on.

In answer to Dr. Ecilman’s question, Dr. Corfmar!,replied that Dr. ~~tstein
lacks the time and money necessary for adc-quatefollow-up.

Dr. Tietze then stated th~t the only advantage of the Puerto Rico study
is ths cbservatiop.of the s~vivors of a long range treatm~nt witt~oral
cor<t!raceptives.

Ikno-I%cvera f’cr Contrace@ion:-——

Dr. Armstead presented a preliminary medical officer’s report of the use of
.D~po-.Fyovsra~oy cop.trace-ption. After presenting the animal toxicity data
end the human pharmacology studies he Sumrr]aj:iz.?d the efficacy data obiained
to date. D~pc-.Proverahas been used as an injectable female contraceptive
8gcnt in closageregimsn 02 l’jopg. every 3 months in 1320 Fa-tientswho
ccwpleted S,760 p~tient months of treatment. Cf these 288 completed
11.months. The st’d.ywas parformed by 10 investigators in clinics and by
32 xlyaicians in theil-pri>r~tepractices.

Tour patients became pre(gna:~twhile cm the dreg, three within 60 to 35 days
after receiving tineinitial injection and a fourth abcut 45 days after
rr;ceivinga sccc~ndin~lec-tion.This represents 0.55 pregnancies per 1Q3
women y~ars. Eig”ntpregnancies v:~r+.: reported following discontinuation cf
treatment. They occurred fr=~fifour and one half to 14 months after the last
inj~ctjon.

A totai of 356 subjects IKVC dropped from this study fcr all reasons, for
a ,:?rcp~t~ate of 27.3 pxcent. The major reason for drop cut ~.?asblseding,
which accounted i-oi-8.6 percen~ czfthe subjects. During the course of the
study ‘~~to ~~ Tzl-cento: the woman ~,adbl?eding and Or spotting on one fii”
more days cl.rin&their time in the study. Laboratories studies were fairly
17P11with-iniim-mu.~1 limits.

.
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‘ D:, ‘l!ietzecalled this a heroic method of ccmtracepticn and this stcd.y
shows lack of statistical sophistication. E@ecif’ica:ly, when the ilrug is
listed as being discontinued due to “other reasons” these add up to 10
pxcent and this shguld be broken dolim i%rtlier. In ths instacce of quoting
pregnanci{:sfrom treat~.entit should be specified if tinepatients were

post partum. The fact that “some” l~omenbecar,apregnant on discontinuation
of troatnont.only proves that “scmei wcmn are able tc.conceive. It skculd
be stated lmwmany Get,pregnant by months while not using ccmtraceptive.

Dr. Scott stated that ~po-~covera ccnsists of implanted pellets and T~ar~es
in dosage according to ths administ~”ation,He was concern.:dwith what
bapp~ns to ths subjects after the trcatmwnt is stopped. ‘Ihcymay ha[e
a“cmo]mml.S~Jd~.iIl~ and a.nov~a,t,orycycles. He statcclthat he is not ha.g~y
with t.k agt?r.t..

Dr. Scgal stated tl?atth:re is lac}:of’cm-warn for ani.ral toxicity, Fcr
e~aifiple,th[jreis adrenal cortical atrophy id~ntifi~d in dogs wko u.ndc~went
chronic adininist.rationof the drug. He stated -thatmore data is need~d on
th: adrenal. He also stated that there is little regard for t’~eenfi,an:tri.uri.
It ~bculd be checked for response to estrcgcns, Ha Qso stated that with
regard to efficacy, the total number of patients is snail with the i’iguxs
prov~.ded. (288 patients completed H months), A life table is necessary for
acceptability.

Dr. ‘i’ietzestated that the use effectiveness figures a~e crude. Tke pr:g-
nancy rate and YQ,: drop oI_ltrate a,reaffected b~yav8ila”Di~.ityof a~tern=ii-ti’e

.. .
s’....,L.vQb.

Dr. Adaw,sonsremarked that the suppression Of adrenals in anim,alst~kiieswas
~.esc>.ibedat l,OQU times the hunan dose. The normal dose is unlikely to
lead ~G adrenal atrophy in the human. He also stzt.edthat this may be the
Giilydl~~~available for some groups5 for exa.@ej the ~~ntaliy subnOrmal.

Dim.Goddard stated that he is upset about the ~uali.ty of the investigation
~.ndthe ey,yosure of l,~~omento this investigational regit~en.

Dr. !i’istzestated that a smaller study ?.?ouldhave produced inconclusive
da-h. He-also stated that pOSt treatment ~encrrhca is hard to evaluate,

Pelvic Infkmry~,o~< D-sease Report:.——. ._______ —..- .—
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A national Sur%reyshcm?.dbs made and reporting should
be encowegcd in order to learn the magriitude of
serious inflammatory ~i-oc~~~~~ associated with the
insertion of IUDs.

Further clinical end laboraicry reseai-chincluding
control popdatii>n~ should be encouraged to deter-
mine thz rela,timship of NOS. and infection.

Sterile prepac’kxgingof all devices and inserters
vhich cannot be aut,oclavedshculd be mandatory.

Standards for aseptic pyecau.tionsto be used by the
physician inserting a de~ice should be established.

stated that the rate of infection r,aybe related to exposure,
Dr. Tietzs referred to a tabulation of pelvic inflammatory disease h the
users cf ~ntr,~uterinedevices classified by .~j--ffe~ent categories inclu.dir.~

,YCa-1’SOf US?, ?.gejp~ritj’ and interi.;alsbetwse~.last confinement and
insertion. He Vointed out that the incidence of pelvic infl~mmatory disease
is markedly decreased with increase in aG~.

D]”.Adamsons stated that the irfection Twhichdevelops immediately after
j.nsc~’tiionis probably i.ati+ogenic while that which d~velops later is prok.abky
clueto e.xpos-urc.

~::. Scott’s r~c~mendations”were then discussed. It was recognized tkat
.,.., . . . . ...-”----.-..a“..” ,..,,.

?-.u.G-_-b*.-$.&.-*..CAwb..e..“A ...“e~”.~cU.U *...4U.Q,.*“w..,--A”-...”s
in var~.ouscontrol population gl”ol.lpsuas usef’u15but very hard to obtain,

}Yter ;’arioussuggestions were evaluated the Committee decided that in
order to collect this information IX. Scott.sklouldsend a form letter tc
all.mmkrs ci’the American Cdlegs of Cbstotricians and Gynecologists
requesting data on such side effec~,sof ~~’s as: perforations> serious
complications: strangulations, and deaths from pelvic inflammatory disease.

-.. ..... . ...-. ., ,.

m“ . !i!ietz~stated that there seems to be a relationship between pelvic
inflammatorydisease and insertion cf the de~;iceratkr than wearing cf
the device.

R=~oi.tM’ Tllc‘?a,skF~i~ceCn The Histopathol@.c Effects:-—— .——-._. -.—. -.—— A.——_—

Dr. H-rtz presmteil the report which states that studies conducted to date
~a~~e.Iotider,tificdap.yhigher incidciicscf malignancy of the cervix in
users of 17~s than in e co,m~arablepopulation. The iricidenceof carcincma
Of the end(w.eti-jzt,l has not been studi:d. Various pro~tbes:s Cf similar
~fiatc:$ialhave beep.used in hu.man~for se-vez’alyears with.cutCVidenCe Of

carcincgcnisis~ there is no ccncern shout such reaction developing frcm
the use cf ILTJs. .

. —— —— F
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D~. H.cl’hanasl:wiif any possible carcinogens are presznt in the deiricss.
Dr. H[Ji-t’.;stated that most of tkem are made of polyc-~hylene. Dr. Hsll.-.zn
s-bat-~dttiatdurj.nGma.nufactu::eproper care way kccq;the device sal”e.

D:. ~,~a~~~~~.~s~at~d i~l<.td~vic<~ currently m~n,~ma~tureddO niit COZ%i~J

substances !-nom to ‘DCccmcinogmic to privates. They ars str~igk~ ch~;n
chemicals and no ai-rmaticsubstances ha.v~been us?d. It may be useful :0
consid;r this in drafting rcgul.ationsfc.rfut~re devices.

Dr. Hellman aeked if there are any conclusions or recommendations.

Dr. Tietze stated thak the oral contraceptive reyort has lack of wifczity
of format in the several task force reports. He sug~csted t’cztthe repzrt
on IUDs should be ediicd so that the task force reports are sizlj.la:in i’crmat.

Cm questioning frcm D:-.14asi,Dr. Tj.etzestated that one percent ct the cases
observed in t,issei”iescd’wearers of 11.lDsI:adClass t.hl”ee%.3 smeau which
reverted to normal without removing the device or givir.gtherapy.

Rcuort Of The Tash Force Ci’13ioloQc Effects:—— ....— —.——._.—..__ _ _______

D:. Corfman read a very comprehensive report which outlined Yke msckanis:~
Of a~tior,as ~~ej,la::i-,~,,~effect an diffel-er}torgans of the Iii3iS ir.se~~s:”al
species of animals. The contraceptive effect in the human is thcu~::.ztc be
du.?to acceleration of transport,of ova j.nthe tube. ‘N13r5a-e cc7;TlieT.5ag
repojrts as to the effect of’IUD in uterine contractilltjrirACks huz~.m.

neyur~ v’1“Irle“16sKk’o~-ceCn Effectiveness.Utility And Safety:.- ———- —--— ——.———-——.4—.

Ik. ~j.ctze presented his repm,:t~in which he discussed effcc’:.ivene::s,icci-
denez of pregnancies, expulsions> and removal cf de~;iceand ky age yaIriZyj
time of j.ns:rtion af;~ei”delivery and time Cf t,hedevice bad tc:n I;cun. llle
da;a was obt?.ined from a cooperative study sponsored by the Pc;jula’cion
Cgu.ncil. Hs stated the.-the is using life tables in order to ccmpe.:scms
study group with another.

Unde:cside effccis and complications he discussed pelvic iniil~,atcqr dis-
ea~~, perforation of the uterus and its sequ~lae, sterilj.ty~~ama~s tG t-ne
fet’d~if pi-egnancyoccurs with a device in situ and ecto~i~ ~::?gne~:ym
Although it is not mentioned.inlis report, Dr. Ti,etzestated that :hers is
a slzg[T:stio3that tll~incidence of Ovarian pregnan~y~ay be iae~ea~~~ i~:
US~i-SOr IUD s.

I% .,~asalso stated that some perforations ore associated wi%k a pa~tic”da~
!~= Clinic patients are m.orclikely to tolerate the discomfczts C: ~J~;S

thari prjvate patients.

IL”.Hc13.mn had the following comments on D~-.Tietze’s report:

1. It uould be useful to include tables in the repcrt.

2. ‘l’helife tabl:;method of ccmputa.ticmof effecti\-s-
ness is a gcoclcontribution, I’i.need:;
and fulat,h(~i” e::pl.anation.

I
— .— _—

amplificstior.
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Dr. Hell.rmrI suggested amplification of statistj.caldata.

W; Tietzc.st,atcdViiat data on life tables now being
be a:{ailablescon.

~~ort of Task Force Cn Legislative Rccomm,enilaticms:..— _.. —______ .-______ __ ..__..._

on IUDS
~~asdecided

for WHO Trill

D!-.l?’ullsrpresented the report d k,iscmrnittec whic?lsurnmayized,first
of all, the i.emulationsto which the new cl.rugsars sl.~bjected. He-stated
that at the prcserk time devices are not co{-eredby similar legislati.onj
but that le~j.slaticnj.sbeing drafted at the present time to subject cer-
ta;n devices to precl~arancc and entif;lesthe FDA to m.cnitorinvestigation
of these dsvjces and also tthsirIe,bslingand pro?uotion. The rccommrnd.a’tion
rn?m’oer3 which stated that the proposed legislation should not be specifi--
cally related,to intrauterine devices and therefore implied that it sh.GLIld
c(~k-erO&plerdevices ‘r~a~+;lle$u~~jectof some Gj.scussicn. It was suggested.
that the ccmmittee voul.dbe imposiilginto other fi.eldsjlegislation which
%Tasuseful in the field O-fdevices. Arguments for the recommendation
irmludefithe idea that this tyne ~f legjsla.tianshould not be limited
to the regulation of ccmii-ac?y~ionb~caus=.gf its.~oc.ial.anfimoral impli-
nn+<n~a. fi~.n -in-m <-Ma7fi.-<-l-4-<n~-----.7-..-A ..--.@..3.s..-*Z.....--..”7a.i-:--

U.I~r.;l~b~--~~<pb~!?eaevLces: we -woum il~c co exzen.aTnaz uselu_mess to
o~~~;r:field~of medicine as ~,el~.

rflle f’o~~ol.7ing s~att?~,~n~y~as f’~LlrJd to ref-~ec~, the feeling of the c~.~mit~ee,

h this matter: ‘The Ccmmittee has reviewed the.prcpossd legislation and
f~.ndsit to adequately insu~-ethe safety of contraceptive de~(ices. However,
the Cmmiitee is opposed to legislation specifically intended to retiwlate
corL~TL-aCC@iV~ devices,

Dr. Ssgal presented several distribution figures of intrauterine devices.

m . Sart.Welland W. Masi stated that the retrospective thromboembolic
phenomer.astudy started as a pilot study at Jctms Hcpkins is currently
be~ng cxyand~d. Several Iiospitals in the Philadcl.phia area have been
included and now the progr-m is going into New York area.

I certify that I attended the Sixth
meeting of th~ Food and Drug Adminis-
‘ci.onObstetrics and Gynecolo&y Advis-
ory Committee on May IS and 19, 1967
and that I;hsseminutes accurately
reflect what transpired.

W>7,.&+ Nb.(——.——-.— -..__.__—
Edwin M. Ortiz~&-E~-
Executive S:.cretary


