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January 20, 1985

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

Subcommittee on Thromboembolism

Dr, Eastman presented the report of the Subcommittee on Thromboembolic
Phenomena of vhich he is Chairman, He stated that a pilot study to be
started at Johns Hopkins will be later preaeuted by Drs. Sartwell arnd
Masi,

He went on to give a report of his analysis of death reports of thrombo=-
embolic phenomena obtained from the computer printout of the Food and
Drug Administration, He stated that, in gereral, the death reports

are inadejuate, biased, and there is obvious underreporting. To prove
this point, he stated that in 1862 and 1263, there were 10 deaths
reported. In 1964, when there was approximately a threefold increase

in the use of oral contraceptives, only 4 deaths were reported. He
stated that the printout contained a total of 45 deaths, 7 of which :
occurred out of tha U, S, Because of the inability to obtain adequate :
followup on tnoae 7 cases, he is ulsreaardlng them, Of tnp ? renarta
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patient, He po inted out that all but three of the reports stated
that the deaths were due to thromboecmbolic phenomena. Dr. Eastman,
as a result of this report, made twe recommendations to the committee,

1. Any deaths reporied with the use of oral coutraceptives
should be followed up immediately. An effort should be made to obtain
as much information as possible as soon as the death is reported.

2. lore complete information is needed on the incidence of
thromboembolic phenomena in petients taking oral contraceptives,
This information cannot be gained from just studying the number of
deaths occurring in patients using oral contraceptives. He suggested
that Dr. Sadusk send a letter to all the members of the Amearican
College of Obstetricians and Gynecologists (who total approximately
10,000) to encourage them to send directly to Dr, Sadusk a report of
any deaths occurring on any of their patients who have bezen on aral
contraceptives. This may improve the percentage of reporting, since
many fatalities occur, but few are veported,

Dr. Delfs asked if some of that information could be obtained from
the State Maternal bortality Comaissions,
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Dr. Eastman then said that the State Maternal Mortality Commicsions
deal with pregnant women, which will practically exclude all oral
contraceptive users,

Dr. Sadusk then made twe statements in reply to Dr., Eastman's couments:

1. He is aware of the inadequate reportiag, which is mainly
due to the narrative way of reporting. Since the institution of the
standard reporting form, the data submitted has been of higher
quality and easier to put conto the computer.

2, He accepted Dr. Eastman's proposal to write a letter urging
the physicians to report the deaths. He suggested that the letter
be signed by the President of the American Collegze of Obstetriciavs
and Gynecologists, and that the members of the American Academy of
General Practice be added to the mailing list.

Dr, Scott believes that the internist or the general practiticrar
will see more of these complications, and that a letter addressed *o
internists and general practitioners may produce better resulte,

Dr, Winter stated that:
e uc i3 aware Lual tue compilcations and deaths are under-
reported,

2. Industry makes an attempt tc do an adequate followup o all
reports of deaths and

3. He cannot personally oppose a proposal of the type sugges’ oA
to report deaths., However, he would request the reporticg phycsici
to submit to the Food and Drug Administration all the fatalities f
thromboembolic phenomena and strokes., A report of fatalities only
-on patients taking oral contraceptives may result in a bias aad would
not give us much useful information,
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Dr. Westen sald that he is willing to publish any such letter in the
JAMA aud in the specialty journals.

[l

Dr, Sadusk stated that he would like all strokes and other thrombo
emholic phenomena reported,

Dr. Eastman stated that he would like to know the incidence of thromks-
embolic phenomena which occur unexpectedly in normal healthy vomen.

Dr, Tietze suggested that we get published statistics on the mortality
from thrombaembolic phenomena,
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Dr, Hellman then called on Dr. McFvilla to present his proteccul,

Pittsburzh Study

Dr. McEvilla presented the proposed study to be conducted in
Lavrence County, Pennsylvania, A Model Prescription Recording
System Study has becn established in this county. By means of

this system, a record of prescriptions filled by pharmacists for
the patient can be obtained for later retrieval. The informaticn
in the computer contains about 75-80% of all prescriptions. It is
possible to retrieve the information on all prescriptions given to
any one patient, on any one drug, or in any therapeutic class of
drugs, All patients admitted to the hospitals with a primary
diagnosis of thromboembolic phenomenon will be further identified
as to the occurrence being surgical, non-surgical, post parten or
post D&C, The complete drug profile will be retrieved on these
patients, This data will then be sent to the physician for his
evaluation of the possibility of the drugs causing the resctin~n.
The information will then be supplied to the FDA, By means of this
method,; the incidence of reactions can then be tabulated by - (1)
All drug products, (2) A particular drug, (3) The total population
or (4) Any five-year age group, and (5) The amount of drug taken,

4n auowel LU Severdi guestlons Ur, nckvilla Sald that the i1niormation
will be obtained solely from hospital records, that patients with
previous history oi thrombophlebitis could be excluded, and that ha
considered two years an adejuate length of time to give significant
results,

Dr. Winter made two points = (1) that the incidence of thromboembelic
phenomena in the users of oral contraceptives be compared with non-
users, and that (2) the definition of an oral contraceptive be made,

Dr. Hellman asked Dr, Winter what his definition is of a "user" and
a ‘'non-user",

-

Dr, Winter stated that he considers a person as a "mon-user", if :the
has been off medication for three cycles.

Dr. McEvilla stated that in 1963, 1,702 patients had used o:al coutra-
ceptives at one time or the other in Lawrence County. The tcial

female population of Lawrence County, age 15~45, was approximately
23,000.

Dr. Tietze stated that this is a low figure for ever users of contra-
ceptives, Cn a national basis, ever users amouit to 15-20%: curve.t
users about 10%.

Dr. Rudel stated that this is a large Catholic community and this may
affect the awount of oral contraceptives used,
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Dr. Winter asked if there is a Planned Parenthocd Fourdatica in
Lawrence County,

Dr, HMcEvilla stated that the closest clinic is in Youngstewn, Ohia.

Dr. Tietze suggested that we get the cooperation of the clinfcs i=
reporting reactions. He also stated that the study looks like =z
promising project, Dr, Cronk questioned whether the population Is
large enough for validity of results in a two year study.

Dr. Tietze stated that it would probably take five years unless th.e
difference 1s very big,

Dr. Sadusk then suggested two ways to reduce the bias prccéucad b

the large Cathclic population: (1) In the cases of thromtzemholic
phencmena, an investigator should talk to the patient confidentizliv
to obtain accurate history of oral contraceptive intake and (2) ez
attempt should be made to trace the prescriptions for oral centre-
ceptives filled cut~cf-town for patients who want to remz2in aaonvy.oous.

Dr, Upjohn then stated that the source of information should be kzot
constant for patients who had or did not have thromboembolic epis-ies.
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Hopkins Study

Dr, Hellman then called on Dr, Sartwell to presernt his prcoosed scudy.
In this study wouwen, aged 20-39 discharged alive from Johns Henkins
Hospital with a diagnosis of unexplainad thromboembolic conditiczs
will be matched to a similar group of patients treated for sther
conditions, Interviewers will obtain a careful history tc devemina
how many patients in both series received oral contraceptivas
- Dr. Sartwell stated that minor mcdifications cculd be made a

v

to needs, e.g., change in the age of the patients studied
cf terms like "receut', He stated that patients are more 1ik
be hospitalized from thromboembolic episodes if they zare
contraceptives and are more likely to be identified 23 or
ceptives users if thay develop thromboembolic episodes.

[ I ]
:

Dr, Masi then presented his own remarks regarding this s
stated that a xetrospective study can produce significent 2
study as proposed at Johns lopkins will not accurulaze enc:
patients to have statistically significant figures (125 fe
discharged with a diagnosis of thromboembolic phencmerna in a3y
period., Of these, 12 to 25 cases were considered idicoathi~). 2%
study will serve as a pilot project to work out detaiis fer » la z=z
project, A study 25 or 30 times larger than the Hepkins study m:~
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vield significant data, A study this size can be carried out by the
Commission on Professional Activities. The hospitals associated with
this program are not teaching hospitals. They have good facilities

for case retrieval, but may not have adequate facilities for selection
of the controls,

Several questions were raised from the floor as to the accuracy of the
matching by discharge diagnoses, relevant medical conditions (e.g.
obesity), religion, racial origin, and social status., Dr. Masi stzted
that the matching will be a sophisticated procedure, but can be done,
and that the Ann Arbor study (Commission on Professional Activities)
will provide a large enough series. He stated that the occuiirence of
thrombophlebitis may be due to idiosyncrasies in certain patients.
This aspect should be looked into,

Dr, Sartwell stated that data presently available do not suggest an
increase in the incidence of thromboembolic phenomena after the
introduction of the oral contraceptives,

Subcommittee on Efficacy and Safety

Dr, Adamsons presented the report of his Subcommittee on Efficacy
anA Q"":"“;', Mo TTL0d LUl vidi LUGLLAUENCIVEeS nave a Rion Aasvan
uL erricacy. The sequential products seem to be slightly less
efficacious than the ccmbination., There seems to be an extremely

high dropout rate in some of the clinical studies,

He said that when oral contraceptives are used for menstrual irragu-
larities (amenorrhea or functional uterine bleeding) and dysmencrihea,
the patient has cyclic withdrawal bleeding, not a true period. Adequate
followup after discontinuation of therapy is necessary in order to

determine if the symptoms have been permanently relieved., He menticnad
that functional uterine bleeding many times is self-limiting.

Dr. Adamsons did not sec the rationale of the use of cyclic medica-
tion for the treatment of endemetriosis.

Dr. Tietze and Rudel pointed out that the apparent high incidence of
dropouts may be due to enlargement of the clinical stud] 2rouD.
Dr. Tietze pointed out that the actual dropout rate must be available.

The effect of tablets missed on the incidence of pregnancy was dis-
cussed by Drs, Adamsons, Tietze and Dudel, Dr, Rudel stated that
the time Iin the cycle when the tablets are missed is a larger
determining factor than the total number of tablets missed.

Dr, Geott stated that the oral contraceptives used cyclically may
produce relief of symptoms in endometriosis, e asked for cownents
on "rebound fertility”. Dr. Tictze stated that the occurrcnce of
"rebound fevrility” has not heen dofiuirely established,
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The use of progestational agents in threatened abortion was then
discussed, Dr. Delfs stated that in selected cases (approximately
20% of threatened abortions) onrozesterone could be expacted to
help, This product is of no value in cases of generic abnormali-
ties of the fetus,

In answer to a question from Dr. Hellman, Dr. Adamsons stated that
he has no data on the use of oral contraceptives irn the wmenopausc,
Dr, Adamsons also told the members of industry that he prefers a
larger series by a small number of investigators than vice versa,
Dr. Cronk replied that industry is obligated to report all the data
obtaired, whether large cr small,

Hational Center for Health Statistics

Dr. Palmisano introduced Mr, Theodore D, Uoolsey, Deputy Direcor,
Hational Center for Health fiatistics, Ulr. Woolsey stated that
his agercy collects data obtained from the followinz sources:

1. WNational Vital Statistics (Dzath Certificnates)

2, Life tables

5. Dample Survey mechanlsms (DY inCterview, physical exam of
selected subjects or hospital discharge data),

Mr. Weolsey answerad several questions from the floor by stating that
even though his agency has not done this in the past, it is possible
to retrieve death certificates of all females aged 20-~45 who died

due to thrombocmbolic phenomena in ovder to obtain information as to
medication received by these patients prior to death, The data
obtainable are limited by the inadequate information supplied in the
death cervificates., These certificates have very little informaticn
"on drugs, many times are not revised after an autopsy is performed,
and the physicians who sign the certificates may not be completely
acquainted with the cases,

Dr, Eastman and Scott stated that coroners' cases do not provide an
accurate cross~section of the populatiorn for the study of deaths
due to thromboembolic episodes. '

Mr, Voolsey, in answer to Dr., Tietze, stated that the hospital data
obtained by PHC comes frow many hospitals regardless of the guality
of care, The hospitals affiliated with the ¥ichigan study have a
good standard of care and work on jwproving it,
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EXECUTIVE SESSION

Dr. Hellman suggested that the next committee meeting be held
April 6th and 7th, that it be all devoted to Executive Session,
that each subcommittee submit a complete report at that time,
and that any meetings with industry be held from now on at sub-
cormitiese level,

Dr. Eastman brought up for discussion his two recommendations (1)
that deaths reported must be followed up immediately, and that (2)
a letter be sent to certain physicians requesting that they report
deaths from thromboembolic episocdes in young women,

There was considersble discussion as to who should sign the leotter,
to whom it should be sent, and the technique of reporting, Drs,
Sartwell and viasi stated that this type of reporting is inaccurate,
biased, and does not yield true incidence. Dr. Eastman pointed out
that he is interested in getting information on all young women whe
die of pulmonary emboli,

Dr. Tietze suggested that the Conmittee endorse a study of death

certificates. Dr. Eastman said that the Biowmedical Committee could
nrovide &7 NANN Fae st - L0

P A

Dr. Cartwell stated that the original budget of $4,000 represents
about 1/10 to 1/20 of the total cost of his proposed study, and

that if industry is to finance i1t he will not permit any inter-
ference from industry. The Committee endorsed Dr, Sartwellls study
and suggesied that it be fiuanced by FDA, The committee also approved
Dr. tcEvilla's study,

January 21, 1966 ~ iorning Session

Subcomnittes on Carcinogenesis

Dr. Scott presented his report to the Committee, He stated that the
sites to be considered where cancer may develop in oral‘contraceptives
users are cervix, endometrium and breast, He does not believe that
much significance should be given to the extrapolation of animal
studies to humans,

By quoting data from several published and unpublished reports he

gave the approximate incidence of malignancy in the three anatcnic _
cites, end clinical data available to show if there is any difference

in the incidence of cancer In contraceplive vs. non~contraceptive uszrs,

-
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fpproximately 6.6 patients per thousand in the coniraceptive user
age group have carcinoma of the cervix on.initial screening. Only
5% of the total cases of carcinoma of the endometrium occur in
patients under 40, The exact incidence of breast cancer is unknowvn,
but approximately 1 in 13 women will develop breast cancer during
their lifetime,

An article by Drill indfcates that the incidence of positive PAP
smears is less in contraceptive users than will be expected in the
general population, Dr. Scott mentioned that there are several
reports in the literature relative to estrogens and breast cancer
which he will review.

Dr, Scott summed up his presentation by pointing out several prvoblems
with vhich we have to deal in evaluating the relationship c¢f cval
contraceptives and carcinoma, Those problems are: (1) How much
importance can be attached to the experiments using animals other
than a buman, (2) How accurate and significant are the clinical

data relative to the association of sex~steroid hormones and

cancer or so-called pre-cancerocus conditions, (3) How reliatble

are base-line data when there are so many epidemiclogical variabies

to be considered. (4) Can the paucity of data prese ﬂtly availeble
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the subcommittee to draw any conclusions. (5) Carcinogens in the
human rarely have a latency period of less than 10 years, thevefore,
is it possible to arrive at any conclusions from the limited time
interval of observations,

Dx, Hertz then presented his views on the relationship between oral
contraceptives and carcinogenesis, He stated that the differences

in the use of the material before us is due largely to the inter-
pretation and emphasis of the data rather than differences recognizzad
as facts available to us, Dr, Hertz first discussed che ralevance

~of animal experimentation data., He stated that the estrogenic

components of oral coutraceptives represent the same biologzic
activity known to produce tumors in 5 species of animels in £ an
tomical sites., He stated that if a drug were identified that »
duced phocomelia in 5 species of animals, he wonders what the
acceptance of that drug would be. lionkey studies for a 2-10 vear
period have been reportad with no malignancies observed. Frco the

esult of these studies, it is assumed that the rodent data does
not apply. The monkey study, however, is inadequate, Tha rcdent
study lasted for 20% of the life span of the animal, but no such
experiment has been donz in primates,

Dr. Hertz then discussed the clinical aspects of oral contracep >
and carcinogenesis, From his table of known human carcincrenic agente
it is apperent that the minimum latent period is usually about 1¢ yz.-.
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from the exposure to the development of the carcinoma, The latent
period is the time interval between the initial expcsure and the
recoznition of the tumor., The length of the exposure is not that
relevant, In the case of oral contraceptives as potential carcino-
gens, not enough time of observation has elapsed betwesn the initial
exposure aud the time at which thz tumor may occur. He stated that
we have a backlog of animal dzta and we have inadequate primate data.
He stated that we must accept the profundity of cur ignorance of
these actions on the body and accept that we need to provide the
necessary data ae time progresses, Estrogens have now been in use
for over 20 years with no evidence of gross carcinogenecsis reported,
but we are now at thz sanz stage as at the beginning of the associ-
ation of smoking to lung cancer.

He then stated that only 5 epidemiologic studies comprising 7C0
patients were rzported by Drill, The age group was menopausal,
which is not relevant to young groups taking oral contraceptives,
Dr, Hertz stzted that we need a sounder study to correlate oral
contraceptives and carcinoma., An adequate sample size is necessary.
The figures currently available are nct even adequate for a latent
period of 1-Z years.

Ny Harvps ehawm Tdobad - Soon of me Cotcebinmt whlch 2ive a faiue ovusc

UL s2Curity:

(1) The idea that once the products are metabolized, the
carcinogenic effect disappears.

(2) Since no significant histopathologic abnormality is
present in the tissues from exposure to onset of malig-
nant change, we may get the impression that no damage
has been done,

(3) Since the endometrium sloughs off, there is no effect.
This is not true, since only the superficial layer of
the endowmetrium 1s shed, The lower layer, which received
the hormonal effect, persists,

Even more important is the effect in the ovum, All ova are present
at birth end are, therefore, exposed to all the drugs received by
the mother, There is no continuing followup study of offspring of
mothers with long-term exposure to oral contraceptives., In the

case ¢f thalidomide, teratogenic data was available about 3~4 months
prior to the issuance of a statement that there is no relaticnship
between thalidomide and phocomelia, He suggested that pediatric
consultants to the committes give their opinion on followup in
children bori to mothers who had used oral contraceptives,
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I eunmnavy, he stated that:

(1) The drugzs under discussion contain a substance which
is in {ts bioclogical action known to be carcinozenic
in several organms in a wide variety of species.

(2) It behooves the committee to apply to the study of carcino-
gencesis all the statistical data available,

Drs, Hertz, Eastman, Adamsons, Tietz & Delfs compared the hyper=
estrogenic state of pregnancy with theat induced by oral contra-
ceptives. Dr. Hertz stated that during pregnancy (1) the highest
elevation occurs in the estriol, which bas low biologic activity;
(2) there is 2 high amount of estrogenic substance concentrated

in the amniotic fluid and (3) more hormones are secreted in the
urine, He stated, however, that there is no evidence that estriol
is less carcinogenic. Dr, Carrington suggested that in pregnancy
the fctus conjugates a large amount of estrozen, Dr, Delfs stated
that the oral contraceptives are metabolized by a different path-
way than the estrogens and progesterone of a normal pregnancy,

Drs, Hertz, Tietze, Scoit, Rudel, Delfs, Adamsons and Sadusk dis-
cussed the relative amnunt nf barmanars nonccmamee £ o o0 ;
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Tle e widmuie cuwpaies LU L@ amount of hormones used for oral
contraception. Dr. Hertz stated that the oral cortraceptives may
be used for up to 30% cf the lifespan of the human, Dr, Scott
asked if a dose of hormone sufficient to inhibit ovulation would
produce effect on peripheral tissues, Dr, Rudel stated that syn-
thetic progestins are wmore potent anti~estrogens than endogenous
progestins., Dr. Hertz agreed, but stated that some animals developed
carcincema of the ovary after treatment with progestins, Dr, Adam-
sons pointed out that the turnover rate of cells is an important
factor in the development of cancer. In answer to Dr, Hertz,

Dr, Rudel compared the relative potency of the coumonly used estro-
genic substances by lis:iag the amount necessary for cornification
and contrcl of menopausal symptoms: mesiranol 20 micrograms,
Ethinyl estradicl 2 mg., Premarin 2,75 wg,., and stilbestrol 5 mg.
The antiovulatory dose is roughly twice the above.

Dr, Sadusk, referring to the table 6f known carcinogens prepared by
Dr. Hertz, stated that all known carcirogens to man act by local
irritation,

Dr, Delfs mentioned the possibility of end organ carcinogenesis,
and Dr, Adamsons mentioned the poseibility that the metabolites
may be the curcinogenic ageuts,
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Dr. Hertz stated that cancer was produced with a low dose of estrogen
on a susceptible strain of animals, but he pointed out that in

humans some ethnic sroups have higher incidence of carcinoma of

the breast than others.

Subcormittes on liasculinization and Other Hormonal and Metabolic
Complications

The report of the sub-commiitee on masculinization and other
hormonal and metabolic complications consisted of separate pre-
sentations by Dr, Delfs and Dr. Carrington, Dr, Delfs listed the
following zs potential sitzs for detrimental effect by oral contra-
ceptives: Pituitary, thyroid, ovary, adrenal, and liver functions,
The action on the pituitary can be divided into anti-gonadotvophic
and others., The oral contraceptives must interfere with pituitary
gonadotrophins in order to inhibit ovulation, The question of
increased fertility after cessation of treatment has been suggested
but rot secttled. Other pituitary actions iInclude: (1) Adrenal
function (2) Thyroid function, The PBI and T3 are elevated because
of ircreased protein binding of iodine, (3) Carbohydrate metabolism -
there appears to be a potential increase in diabetics 01 a moving
up of the aze at which clinical diabetes is manifested., Di. Delis

I T
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in oral comtraceptive users,

Dr, Carrington supgested that the oral contraceptives may have
effects similar to pregnancy in potential diabetics, l.e., increase
in the glucose toulerance curve and mean insulin requirement. Ghe
stated that tests for diabetogenic efrfect of oral contraceptives

be conducted in these predisposed patients,

In answer to the Dr, Adamsons, Dr, Hertz stated that oral contra-
ceptives have anti-~aldosterone effect, Dr, Hertz also discussed
the action of estrozens on the liver. The decrease in dye

exccetion is due to competition of the estrogen with the dye I
excretion., Dr. Delfs stated that we do not have any data on t©
possible detrimental effect cn the liver by long term administ
tion of estrogen.
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Dr, Tietze mentioned that several thousand babies were born to
women who became pregnant while on cral contraceptives, and ncne
showed signs of wasculinization, Dr, Delis stated that this data
is not significant since the mothers must receive thz drug at
about thirteen weeks gestation, and very careful examination is
necessary to identify the e¢ffect in the infant.

Dr, Hertz stated that rats exposed to endrogens for one day from
the 4th tc the 5th day of life have developed sterility similar
to 3tein~Leventhal syndyome,
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Lr. Hellman, referring to Dr, Eastman's comments that deaths are
poorly investigated and reported, proposed that a biostatistician visit
the seven drug firms and prepare a separate review of their records

of deaths. The source of financial support for this project was

then discussed,

1t was pointed out that all data on any individual case filed with
FDA may be difficult to retrieve since the data are filed in
chronological order of receipt rather than by case.

Dx, Adamsons emphasized that the oral contraceptives may have effect
on the hypothalamic system, and psychologic evaluation should be

done on oral contraceptive users, He announced his intentions to
launch a pilot study at Columbia University to evaluate the fessi~
bility eof further investigating the effect of the oral contvaceptives
on the hypothalamic system and psychologic effects in general,

Dr, Uinter said he will forward to Dr. Adamsons some reports on

these side effects which are available to him,
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Dr, Hellman proposed, and the Committee members accepted the dates
of April 7 and C for the next session, He also mentioned that a
June meeting may be necessary.

After a brief discussion Dr, Hellman stated that the Committee will
submit a final report which will be rather bLrief, but more specific
than a VHO report, This report will be backed by sub-coumittee
reports added as appendices to the main report.

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

Dr. Adamsons asked the committee members if, in their opinion, the
sub~commitiee on efficacy has been too strict in its criteria for
efficacy. He stated that the only proven indications for oral
contraceptive drugs are contraception, endometriosis, and sub-
stitulion of periods by withdrawal bleedinz., In answer to

Dr. Hertz, Dr, Hellman stated that the use in habitual abortion
may be allowed if carefully worded, Dr. Scott mentioned that
there is nc vationale for the treatment of endometriosis with
cyclic medication,
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Dr. Hellman stated that all members of the committce expect

to receive a copy of the latest approved labeling for each oral
contraceptive on the market. These would be provided by the
FDA staff.

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

Dr. Hellman declared the meeting adjourned.

Submitted by:

Edwin ¥. Ortiz, M.D.
Executive Secrztary




