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Membors of the Cormittee Pregent:

Kerlis Adamsons (first day enly)
Elsie Carrington

Philip Corfman

Eleanor Delfs (first day only)
Kicholson Eastman

Henry Fuller

Roy Hertz

Schuyler Kehl (second day only)
Alfonse Masi

Philip Sartwell

Roger Secott

Chiristopher Tietze
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Consultants to the Committes Present: Tr. Sheldon Segal

Chairman: T.omie M Hollmam M N .

Executive cecretary: Edwin M. Crtiz, M.D.
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Dr. Hellman opened the meeting.

Prospective Study:

Dr. L=y introduced Dr. Anderson for his report on the feasibility of a
collshorative study on the adverse effects of contraceptive crugs.

Dr. Anderson heads a Pro tem. task force which has investigated the problem
from the standpoint of methedology. It woulg take several years for the
evaluation of carcinoma associated with oral cohtraceptives, about 3 or 4
Years for the study of thromboembelic vhencmena, while the study of carbo-
hydrate and other metabolic effects conld be resolved in a wuch shorter
time. The studies could be either yrospaective or retrospective. The drugs
are either corbination or sequertiel, and in each category there are several
brand names with different chemical cemposition. Dr. Anderson stated that
in order to conduct oan adaguate study using several study centers, the
Protocols must be standardized snd the forns and procedures mush likewise
be very similar in 1] centers. A very high degres of monitorirg iz
required. He ststed that the oniy realistie hooe for cotaining nzeful
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information from 2 cellaberative study is to closely monitor a long-range
study of quite limitzd scope.

His reccrmendation was for FDA to locate responsibility for the pursuit of
this matter in one unit created for the purpose and to staff realistically
in accordance with the degree to vhich it was decided to press on. To con-
tinue as in the past would not precduce, he stated.

Dr. L=y stated that a cooperative study is almost dcomed, since we sre
almost obligated to use tha available facilities. Dr. Hellman pointed cut
certain difficulties associated with the use of the facilities of Kaiser
Permancnte. Dr. And=rson noted that the purpose of the existing Kaiser
contract with ¥FDA is to extract from the hospital records information of
valuz for adverse drug reections. Hz stated that the new contract is aimed
at colleceting informetion from the inpatient records, outpatient records,
pharmacics and house calls. This information will be in one information
system in order to try to ccrrelate the occurrcnce of certain diagnosss
with the use of certsin drugs. It will take approximately one and half

2ars to get going on this study, which includes oral contraceptives bot
is not specifically aimed at this drug category any more than any other
category.

¢ referred to the need for two typss of studies with respact to contracep-
tive drugs. .

1. Specific laboratory-oriented studies requiring
T idmited numbhera of aubiects. ' ) '

2. Epidemiologic studies of breader naturs requiring
large numbers of subjects.

Dr. Corfmen agreed with this enalysis and stated that some studies of both
types are currently contracted for by NIH.

Dr. Anderson suggested the formation of HEW policy requiring the cocperation
of NIH, the FDA and the Children's Bureau and any other part of HEW funding
birth control programs in assuring the ccllection and submission of certain
information as part of any such program receiving Federal suprport.

Dr. Hellwman mentioned the necessity of a protocol to study congenital
malformations in children born to women previocusly on oral contraceptives.

Di. Segel noted that the Population Council supports studies, and some
investigators wight alter the design of their studies to suit the FDA nceds
if we let them know what we are intercsted in. At present the Population
Ceouncil has thres grants on carbohydrate and lipid metabolism snd that
therc i1s also a study in progress ci" the possible lack of resistance to
tuberculosis in women on oral centraceptives.

Dr. Tietze stated that in view of the difficulties associated with setting
up prospective studies we should consider some retrospective studies simi-
lar to the reports currently available frem the United Kingdom on vascular
discase. He remarked that all thres studies were done retrospectively and




cens of these studies is almost identical to the current study sponsore=d by
the FDA.
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British Report:

Dz, Loy montioned the possibility of a representative from Great Britain
discussing the British findings with the Cbstetrics and Gynecology Advisory
Committee. He stated that Dr. Czahal is to come to Canada in June and asked
the Coamittce if they would be interosted in mesting with Dr. Cahal and
possibly Dr. Witt.

Dr Tietze stated that Dr. Cahal has some information not yet published in
the BMJ. He expressed agreement with thz editorial.

Dr Tietze stated that even though the oral contraceptive users are young
1iddlie class women, in whom the mortality is very low, you come oub ahcad
cn oral contraceptives. There are cartain risks from anything and contra-
c:ption is no cxception. -

Dr. Tiectze added that we need to got detailed inform-tion before it a
in the press. Dr. Hellman remarked that the British have concluded
of th: study and their conclusions are not different from those of t
Sartwell report. T
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Dr. Tietze su*gcsted the use of tho National (ffice of Vitzl Statistiecs to
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Dr. Ley remarked that there is a long lag in reporting, as long as two years.

Dir. Sertwell stated he agrees with Dr. Anderson about a cooperative pros-
pective study. He stated that thoy look better than they turn out.

After a brief discussion the members of the comnittee decided to meet with

a representative from the United Kingdom even if it doesn't coincide with
the n xt scheduled meating on devices.

Pincus--Rutstein Study:

-~

Dr. Corfman introduced the study by saying that it is besed cn experience
in Puertc Rico and Haiti and stated that Dr. D. Siegel of NICHED will give
wor: information on the subject.

Dr. Siegel said that 12,000 patients were followad uv in 3 elinies in
Puerto Rico. Six thousand patients wore on oral contraceptives and 6,770
patients served as controls. The main interest of the study was the effect
of oral contraceptives ocn breait and cervical carcinoma. He mentionsd

that the study has bezen quite unsuccessful in ad“qaauA follow-up of tha
patients. Approximately one-third of the patients never came back afier
the initiel eramination. He stated that the orgsnizers of the study would
like to sec a physician ccme in and follow the paticznts.
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Pr. Tisztze stat<d that the study is not suitable for the study of thrombo-
embclic phencomena.  He said that a8 thromboembolic phencmencn is a sudden
occurr=nce. Unlzss the group is under constant medical supervision it is
not feesible to conduct such a clinical trial. Hs stated that Planned Par-
enthocd only gives contraceptive advice and is therefore not a good group
to use.

Dr. Masi thought that some mon:y could be allocatzd for a Puerto Rico
type follow up and that the study could be started with Dr. Pincus’ sample
and than enlarged.

Dr. Tietze stated that if a large sum of money was involved you would ne=d

& quasi-captive vopulaticn. He stated that the population in Puerto Rico is
difficult to deal with from thet standpoint. An alternative solution would
be to persuade the Department of Defense to allow the study of dependents
end military personnsl for that purposs.

Dir. Corfman stated that Dr. Rutstein would like to have e physician come in
and exonine the patients and conduct the clinical evaluat:on.

In answer to Dr. Helimen's question, Dr. Corfman replied that Dr. Rutstein
lacks the time and money necessary for adequate follow-up.

Dr. Tistze then stated that the only advantage of the Puerto Rico study

is the cbservation of the survivors of a long range treatm:nt with oral
cortraceptives.

2po-Provera for Contraception:

Dr. Armstead presented a preliminary medical officer's report of the use of
Dezpo-Frovera for contraception. After presenting the animal toxicity data
end the human phermacclogy studies he summerized the efficacy data obtained
to date. D2po-Provera has Deen used as an injzctable female contraceptive
egent in dosage regimsn of 150 wg. cevery 3 months in 1320 ratients who
completed 3,760 patient months of treatment. Cf these 288 completed

11 months. The study was performed by 10 investigators in clinics and by
32 rrysicians in their private practices.

Four patients bzcame pregnant while on ¢

after receiving the initial injection and a fourth about L5 days after
receiving a sccond injection. This represents 0.55 pregnancies per 100
women ycars. Eight pregnarcies wore reported following discontinuation of
trecatment. They cccurred from four and one half to 14 months after the last
injection.

A total of 356 subjects have dropped from this study for all reasons, Tor

a dropat rate of 27.0 parcent. The wajor reason for drop cut wag bleeding,
vhich accounted Tor &.6 percent of the subjects. During the course of the
study 96 to 99 mzrcent of the women had bleeding and or spotting on one or
more days during their time in the study. Laboratories studies were fairly
vell within normel limits.

-

[ —

R RS U

[
!
i

1 e e e



~b..
P

Dr. Tietze called this a heroic wmethod of contraception and this study
shows lack of statistical sophisticetion. Specifically, when the drug is
listed as being discontinued due to “other reasons” these add up to 10
percent and this should be broken dovm Turther. In ths instance of quoting
pregnancies from treatment it should be specified if the patients were

post partum. The fact that “some" women becams pregnant on discontinuztion
ol troctment only proves that "scme' women are able to conceive. It shcoudd
be stated bow many get pregnant by months while not using contraceptive.

. Scott stated that Depo-Provera consists of implanted pellets and varies
in dosege according to the administration. He was concern-d with what
bappens to the subjects after the trecatment is stopped. They may have
abnorual spotting end snovulatory cyeles. He stated that he is not havpy
with the agent.

Dr. Sczal stated that there is lack of concarn for animal toxicity. Fer
erample, there is adrenal cortical atrophy ide@ntified in dogs who underwent
chronic administration of the drug. He stated that more data is needsd on
the eadrenal. He also stated that thers is little regard for the endometrium.
It sheuld be checled for response to estreogens. He also stated that with
regard to efficacy, the total number of patients is small with the figures
provided., (288 patients completed 11 months). A life table is neccessary for
acceptability.

Dr. Tietze stated that the use effectivencss figures are crude. The przg-
nancy rate and the drop out rate are alffected by availability of alternstive
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. Adamsone remerked that the suppression of adrenals in animal studies was
lescribed at 1,000 times the human dose. The normal dose is unlikely %o
izad to adrenal atrophy in the human. He also stzted that this may b2 the
nly drug available for some groups, for example, the mentally subrormal.
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Dr. Goddard stated that he is ups=t about the quality of the investigation
and the exposure of women to this investigational regimen.

Dr. Tistze stated that a smaller study would have produced inconclusive
data. He also stated that post treatment emencrrheca is hard to evaluate.

-~

Pelvic Inflammatory Dsease Report:

Dr. Scott presented bis concern about three cases of deaths from sepsis
folloving insertions of intrauterine devices without tverforation. He
stated that these 3 deaths occurred within 3 weeks of insertion. Thre
all bad the saue picture as infected abortion. Two of the 3 patients
had yrositive culiture for streptococcus viridans. He stated that in many

instances thz sterile technique has been disregarded by thoe physicians vho

-8

insert th: devices. He then presented his reccoymendetions as follois:

1. Reliable figures for prevelence and incicdence of
pelvic inflammatory disease in various centrol popu-
lation groups should be found or deternircd.
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2. A national survey should bz made and reporting should
be encoureged in ordar to learn the maghitude of
serious inflammatcry vrocesses associated with the
insertion of IUDs.

3. Further cliniecal and laboratcry research including
control porulations should be encouraged to deter-
rine thz relaticnship of IUDs and infection.

k. Sterile prepackeging of all devices and inserters
vhich cannot be autoclaved should be mandatory.

>. Standards for aseptic precautions to be used by the
" physician inserting a davice should be established.

Dr. Adamsons stated that the rate of infection may be related to exposure.
Dr. Tietzez referred to a tabulation cf pelvic inflammatcry disease in the
users of intrauterine devices classified by different categories including
years of use, age, perity and intervals betwszen last confinement and
insertion. He pointed out that the incidence of pelvic inflammatory disease
is markedly decreased with increase in age.

Dr. Adamsons stated that the infection which develops immediately after
inserticn is probably iatrogenic while that which develops later is probably
dee to ecxposure.

D, Sco*t 's recommendatlons were thon dai svucsed It vas recognl ed that
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ir various control population groups was u g*ul;Abut very hard to obtain.

After various suggestions were evaluated the Committee decided that in
order Lo collect this information Dr. Scott should send a form letter to
all members of the Amcrican Collcgz of Cbstetricians and Gynecologists
raquesting date on such side effects of IUD's as: perforations, serious
‘COUPTICatIOﬁS- strangulatlops, and deaths Irom pelvice 1nflammatory dlscas

- LI S
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These recoumendstidns ‘war:t aveopt-d, vith minos modifications.

Dr. Tietze ctated that there secems to be a relationship between pelvic
inflammeto y di ease and insertion c¢f the device rather than wearing cf
the device

')

Report Cf The Task Force Cn The Histovathologic Effects:

Dr. Hortz presonted the report which states that studies conducted to date
have not identified any higher incidence of malignancy of the cervix in
users of IUDs than in a comparablc population. The incidence of carcincom
of the endometrivm has not been studiz=d. Various rrostheszs of similar
matcerial have been usod in humans for several years without cvidence of
carcinogenisis, there is no concern sbout such reaction developing from
thz use of IUDs. -
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r. Hellmen asked if eny possible carcinogens are pres<ent in the devicas

Dr. Hert+ stated that mest of them are made of polyethylene. Dr. Hillvz
stat2d that during manufacture proper care may keep the device safs.

j “
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DPr. Adamsons stated that devices currently menufactured do nct contain
substances moun to be carcinegenic to primates. They are straighs crc:n
chemicals and no aromatic substances have been us2d. It may bz ussful
considar this in drafting regulations for future devices.

Dr. Hellman aegked if there are any conclusions or recommendstions.

Dr. Tietze stated that the oral contraceptive report has lack of unifor=ity
of format in the several task force reports. He suggested trat the repcrt

on IUDs should be edited so that the task force reports are sinilar in focrmat.
Cn questioning frem D, Masi, Dr. Tietze stetad that one percent ¢ the cases

observed in his series of wearers of IUDs had Class three Psp smear which
reverted to normal without removing the dsvice or giving theranpy.

Rzoport Of The Tasi: Force Cf Biologic Iffects:

Do, Corfmen read a ver comprehensive report which outlined .,f.‘:“ mech
i X
Y

speeies of animals. The contraceptive effect in the human is theugte e b
Guz to acceleration of transport of ove in the tube. There ere conflicuing
reports as to the effect of IUD in uterine contractility in the huren.
aepory V1orne wasy korce On Effectiveness, Utility And Safety:

Dr. Tietze presented his report, in which he discussed effeciiveness, inci-
dence of pregnancies, expulsions, and removal of device and ty age *ar:zy,

-

timz of insertion after Gelivery and time of +the device had bosn wern. The
data was obtained from a cooperative study sponsored by the Fepulation
Council. H: stated that he is using life tables in order to compars onz

study group with another.

Under side effccts and complications he discussed pelvic inf‘a:ma*c*v dig-

ease, perforaticn of the uterus and its sequallae, sterility. meg: to the
fetus if pregnancy occurs with a device in situ and ectopic zrzgnan

Althovgh it is not mentionzd in his repOft, Dr. Tictze stated that -

8 survvu\LOﬁ “hat thes incidence of ovarien pregnancy may be increasszi
users ¢ TUD ¢.
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It was also stated that some perforations are associated with a pariiculiay
MD. Clinic patients are more likely to tolerate the discorfcrts of TUD's
than private patients.

Dr. Heliron had the following comments on Dr. Tietze's repori:
1. It would b2 useful to include tables in the report.
2. The life table method of computation of effective-

ness is a geod contribution. It necds amplifics*ion
and further explanation.




N . 8- ~
) ?’% = 3
3. The report should contain a bibliography.

. Hellinan stated that he would like a complete bibliography on IUDs
includad with the report. A brief discussion followz=d and it was decided
tc consulit D, Lezy Tor the usefulness of a bibliograph;

Dr. Hellman suggested amplification of statistical data.
r. Tietze stated that data on life tzbles now being prepared for WHO will

be available scoon.

Report of Tesk Force On Legislative Recommendations:
ET 51583

Dr. Fuller presented the report of his committes which summarized, Tirst

of all, the regulations to which the new drugs ara subjected. He stated
that at the present time devices are not covered by similar legislation,
but that legislation is being drafted at the present time to subject cer-
tain deviess Yo preclearance and entitles the FDA to wonitor investigation
of these devices and also th=ir labsling and promotion. The recommendation
nuaber 3 which stated that the proposed legislation should not be specifi-
cally related to intrauterine devices and therefore implied that it should
cover other devices was the sublect of some éiscussion. It was suggested
that the committee would ve imposing into other fields, legislation which
vas useful in the field of devices. Arguments for the recommendation
included the idea that this type of legislation should not be limited

to the regulation of centraception because of its social and moral impli- -
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Wi CULLIEETPLLVE (EVLICSS, We WOoull 1l¥e TO eXtend That USeIulness uo
otlizr fields of medicine as well.

The Tollowing statemesnt was found to reflect the feeling of the Comittee
in this matter: “The Committee has reviewzd the proposed legislation and
Tinds it to adequately insure the salety of contraceptive devices. However,
the Committes is opposed to legislation specifically intended to regulate
contraceptive devices.

Dr. S2gal presented several distribution figures of intrauterine devices.

Pr. Sartwell and Dr. Masi stated that the retrospective thromboembolic
phenomena study started as a pilot study at Johns Hepkins is currently
being cxpanded. Saveral hospitals in the Philadelphia area have beer

included and now the progrem is going into New York drea.

I certify that I attended the Sixth
meeting of th: Food and Drug Adminis-
tion Obstetrics and Gynecology Advis-
ory Committze on May 18 and 19, 1967
and that these minutes accurately
reflect what transpired,
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* ' Edwin M. Ortiz, D/
Executive Sceretary
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