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DR HULKA: This norning we are neeting for the
Fertility and Maternal Health Drugs Advisory Commttee to the
FDA this norning. Qur discussion on Accutane wll last unti
about 10:45. | wll say specifically that the reasons for
our neeting here to discuss this is to bring our Commttee up
to date on what has been called "the Accutane canpaign”,
I ntended to reduce the use of Accutane and, thus, reduce
exposure of any fetuses to the drug. Then, after getting the
information, the Committee will provide comrents concerning
this canpaign, specifically for the use of this drug by wonen
of reproductive age. W have a series of speakers on the
programwho wi ||l be speaking on the various aspects of
Accut ane.

Before we go ahead with that, Dr. Corfrman has a few
comrents that he would like to nake to you

DR CORFMAN. | would like to note that we have made
a change in the dates for the comng neeting. They are
tentative dates and they are in the back of the agenda which
you received. So the next meeting is scheduled for Cctober
26th and 27th. Then the date for February has been put
forward one week to acconmodate one nembers who coul d not
make the 15-16 date. Then we are scheduling a neeting for a
year from now, for June 21 and 22. So if anyone has problens

with that, | would like you to et me know so that we can
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take care of it during the meeting.

| would like to acknow edge that Dr. Carl Peck is
here. He is the Director of the Center for Drug Eval uation
and Research; and Dr. James Bilstad, who is the Director of
the Ofice of Drug Evaluation Il. They are here for the
Accut ane discussion. The Commttee has actually been asked
to address this issue at their request and perhaps they woul d
wish to participate in the discussion. | hope that is the
case.

As far as the meeting goes this norning, so far we
only have four agencies who have said they wish to speak
The Anerican Acadeny of Dermatology did call ne and nmake
arrangenents but there is no speaker here. So it seens to ne
that we have plenty of tine to have all four agencies give
their presentations during the one-hour time period that has
been assigned to this. Does anyone else wish to speak
besi des AcoG, CDC, Public G tizen and Teratol ogy Society?

(No response)

At the beginning of the coffee break, | would w sh
t hose who wish to speak during the open hearing on lactation
suppression to cone up and tell ne so, so we can apportion
that tine and then later in the day also for tonorrow
nmorning's session.

That is all | have to say, Dr. Hulka.

DR HULKA: (Coing by al phabetical order, the
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speaker for acoc will come first, Mss Laura Fel dman.
PRESENTATI ON BY LI RE FELDIVAN

M5. FELDVMAN.  The American Col |l ege of Obstetricians
and Gynecol ogi sts, an organization representing nore than
28, 000 physicians specializing in the delivery of health care
to wormen, is concerned about the serious effects of Accutane
t herapy on the devel oping fetus and strongly believes that
pregnant wonen and their offspring nust be protected f;bn1the
hazards of such exposure.

As AcoG indicated in an April 26th, 1988 letter to
t he Food and Drug Adm nistration, we believe for such
protection to exist the follow ng process must be used: A
pregnancy test be performed; the patient be counsel ed about
the potential effects of the drug on the fetus; and famly
pl anni ng options be discussed with the patient, including
contraceptive information and prescriptions as indicated.
When prescriptions are refilled for Accutane, particularly
for teenagers, the physician should again undertake the
process outlined above.

ACOG does not believe that the availability of
Accut ane should be restricted by either renoving it fromthe
market or classifying it as an IND drug. Mbreover, ACOG
woul d be concerned with the precedent of renoving or restrict-

ing wonen's access to useful and valuable drugs that are

potential teratogens. W believe the effect of the recent
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changes in | abeling should be evaluated prior to any changes
in Accutane's status. Thank you.

DR HULKA: Any questions of Mss Feldman? |f not,
we will go on with David Erickson, CDC

PRESENTATI ON BY DAVI D ERI CKSON

DR ERICKSON:  Good norning. | am happy to be here
to discuss the inportant issue of Accutane enbryopathy with
you. About a year ago | spoke before the Dermatol ogi c Drugs
Advisory Conmttee on this matter and | appeared at anot her
hearing just last nmonth. Wat | wll say to you today is
very simlar to what | said to that conmttee on those two
occasi ons.

| amthe Chief of the Centers for Disease Control's
Birth Defects and Genetic Diseases Branch. The m ssion of
our programis to search for causes of birth defects and to
prevent unnecessary norbidity and nortality due to these
di seases.

| am here today because | believe that the birth of
babies wth defects caused by fetal exposure to Accutane is
unnecessary. Qobviously, if this drug was not avail able, these
defects would not occur. | believe that babies are stil
being born with Accutane enmbryopathy. Therefore, | Dbelieve
that it is tinme for a new and effective approach to preventing
fetal exposures.

The approach to prevention that was taken in 1982,
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when FpA decided to allow the marketing of Accutane, was that
of strong product |abeling and of physician and patient
education. The approach, unfortunately, has failed to
prevent the birth of babies with major handicapping defects.
In fact, it seenms to us that there is evidence to suggest
that the rate of fetal exposure did not decline to any marked
degree after renewed warnings were made in 1985. W have no
information available today to suggest that this pattern has
changed over the past year despite the very strong new
war ni ngs.

As | said before, we think it is tine for a new,
much nore aggressive approach to preventing babi es being born
wth defects due to Accutane exposure. W feel that a
successful approach wll involve nuch nmore than further
war ni ngs and nore education

Because the problem could be nmarkedly reduced by
havi ng better contraceptives available, we are quite pleased
wth the recent reconmendation of your Commttee to approve
Norplant. If the Conm ssioner should act favorably on the
recommrendati on, and we hope that he does, it will provide the
potential to reduce the nunber of i.n utero exposures sub-
stantially.

But we do not feel the problemw || be fully solved
by the availability of better contraceptives. Not all wonen

treated with Accutane wll use them and even though they
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1 |lcould be very effective, they do fail occasionally. W think
2 |[that an approach to a nore nearly conplete solution w ||l

3 |[require a restricted distribution to substantially reduce the
4 llnumber of fertile-age wonen who use Accutane.

5 We feel pretty strongly about this issue sinply

6 |[because it is a matter of our perception of the bal ance

7 |[between the risks and the benefits. | think that policy-

8 |makers need to address explicitly the very difficult issue of
9 |lequity, to nmake an accounting of the risks and the benefits
10 |of Accutane use, to balance the interests of babies with the
11 |problenms of persons with skin disorders. These policy nakers

12 |need to deci de how many persons cured of cystic acne by

13 |[Accutane is a fair and equitable balance for each baby born
14 |with a serious physical and/or nental deficit.

15 | want to share with you sone estinmates that we
16 |have made that will help to put this issue of equity into

17 |lconcrete terns.

18 (Transpar ency)
19 This graph shows our estimates of the nunbers of
20 |[live born babies that would be affected by Accutane embryo-

21 |pathy for varying nunbers of drug users. Each of you on the
22 ||[Comm ttee has a copy of this graph in the back of the handout
23 |[that | provided.

24 We present estimted affected nunbers for 3

MILLER REPORTING CO., 5&%
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different yearly rates of contraceptive failure, 20 percent,
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B percent and 0.3 percent, the latter being the approximte

ailure rate of preparations |ike Depoprovera and Norpl ant.
( Transpar ency)

The assunptions used in arriving at these estimates

gre the following: That about 33.5 percent of wonen aged 15-
14 are not fecund and that 14 percent had never had inter-

four se,

that no treatment would be started during pregnancy;
that all courses of Accutane treatnment would be 5
ront hs | ong;

that the pregnancy rates would be the various

contraceptive failure rates;

that a little nmore than half of wonen who have had

an i nadvertent exposure during pregnancy would elect to have

he pregnancy term nated,;

that the fetal death rate (early and late) woul d be -
on the order of 46 percent. A rate of 10-15 percent spon-
aneous abortion is considered usual but Ed Lanmmer's data
suggests a spontaneous abortion rate of 40 percent. To that
ve have arbitrarily added a stillbirth fetal death rate of 6
per cent ;

finally, that 25 percent of exposed fetuses that

survive to live birth will have serious nmal formati ons.

( Transpar ency)

This slide shows estimated nunbers of babies who
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wll be live born with serious malformations. It is obvious
that a marked reduction in the nunber could be achieved by
reduci ng the nunber of users. If the drug were used by only
4000 wonen per year, we would expect somewhere between O 13
affected babies to be live bornin the US., the | ower nunber
(0), if all women were using a very low failure rate contra-
ceptive, and the higher number (13), if all were using a high
failure rate contraceptive method. The nunber 4000 is
present ed because that was the estimate of the nunmber of
fertile-age femal e severe cystic acne cases made | ast year by
Dr. Graham of the FDA

Data are al so presented in the graph for |arger
numbers, up to 70,000, which is the approxi mate nunber of
current users. At this level of use, we would expect the
birth of somewhere between 3 and around 220 mal forned babi es,
dependi ng on the m x of contraceptive methods used by
Accut ane users.

It is obvious that having nore effective contra-
ceptive techniques available would go a | ong way towards
achieving the objective of reducing Accutane enbryopathy.

But we believe that a restricted distribution systemto
reduce the nunber of users is also needed.

| think a decision to depend on better contraception
alone, wthout active intervention to reduce the nunmber of

users, is a decision to |eave the nunber of affected babies
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1 fat an unacceptably high level. \
_ 2 (Transparency)
3 Il will take the last few mnutes of nmy presentation
4 |to describe to you cpc’'s i deas of what would be an acceptable
5 (limted distribution plan that woul d make Accutane avail abl e
6 |to all persons in need of the drug, including potentially
7 |[fertile wonen. We believe that this could be done as a result
8 |of FDA action or as the result of a voluntary effort by the
9 |manufacturer. The plan, as a mninmm should include the
10 |follow ng features
11 First, the distribution of Accutane would take
12 |pl ace through a very limted nunber of institutionally-based
13 |centers. These centers would be responsible for seeing that
14 |protocol is followed by prescribing physicians.
15 A center review conmttee would require certifica-
16 |tion by the physician who wishes to use the drug that the
17 |patient has severe acne that is resistant to other fornms of
18 |treatment before releasing the dug.
19 There woul d be innovative approaches to education
20 |about the dangers of the drug to the fetus and about the
21 |facts of contraception.
22 There woul d be a center oversight procedure that
- 23 |would require certification that wonen who are treated are at
~ 24 |minimal risk of becomng pregnant during and shortly after
ﬁ;g;jfigf“*?% treatment.
Washington. b.c. 20002
(202) 546-6666
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Prescriptions would be limted to one-nonth
supplies of the drug. To receive continuing treatnent, the
patient would need to return to her physician to have a
reliable pregnancy test perfornmed. The system woul d al so be
desi gned so that wonen would return at an appropriate tine
after conpletion of treatnment for a final pregnancy test.

Qur goal is to prevent fetal exposures but failures
w Il occur and fetuses will be exposed. So we believe that
each center should have a system for adequate counseling of
wonen who do becone pregnant while using the drug. Sone
wonen will elect to continue their pregnancies, while sone
wll elect to have their pregnancy termnated. |nduced
abortion is an intervention that has been used in Accutane-
exposed pregnancies and probably will continue to be used so
long as Accutane is available for use by fertile wonen.

Finally, there should be an evaluation of the
prevention strategy, including a national registry of patients
who have exposures during pregnancy, wth a follow up of
pregnancy outcones. The restricted narketing approach that
we recomend woul d make follow up and eval uati on feasible.
Wt hout such an environnent, we think it would be very
difficult, if not inpossible, to devise an adequate and
unbi ased eval uati on system

That concludes ny presentation. Thank you again

for the opportunity to be here. Il will be glad to answer any
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questions that you m ght have.

DR. HULKA: Are there questions? Dr. Erickson,
woul d |i ke to ask a question on one of your figures, the one
on the different contraceptive nethods and their failure
rates and the resulting nunber of malformed children

(Transparency)

Yes. Are these failure rates failure rates that
apply to the 5-month treatnent period?

DR. ERI CKSON:  Yes.

DR HULKA: Then would you specify which contra-
ceptive nethodol ogi es each of these apply to?

DR. ERICKSON: Yes, the 20 percent failure rate is,
by our understanding, the typical in-use failure rate for
something like spermcides; 3 percent for the pill; and 0.3
percent for failure rates. Those failure rates are yearly
failure rates but the nunbers that are in the graph have been
adj usted by 5/12.

DR HULKA: So the 3 percent failure rate applies
to the annual failure rate for the pill?

DR. ERICKSON:  Yes.

DR HuLkA: For oral contraceptives. The 0.3?

DR. ERICKSON: That is our understanding for a
preparation |ike Depoprovera or Norplant. These data cone
from Trussell's review of contraceptive failure rates.

DR HULKA: The reason | highlight this point is
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pecause you have a great variability in terns of the results
af mal fornmed chil dren. If 60,000 wonen are using the drug,
you are talking about anywhere from 3 possible mal formed
ghildren for a very successful contraceptive up to 189 for a
hhasi cal |y inadequate contraceptive and | think that point
qught to be highlighted.

DR. ERI CKSON:  Yes.

DR. HULKA: O her questions? Jinf

DR. SCHLESSELMAN: Dr. Erickson, does the CDC have
in estimate of the number of malformed births that were
Accut ane-induced over tine?

DR ERICKSON:  No, we do not. | believe Dr. Stade
W Il probably touch on what has been reported to the FDA. As
1 rough ball park estimate, | think what we know in the way
)f reported cases is sonething on the order of 80. But we
nelieve that to be only the tip of the iceberg. There is no
active search for babies born with these problens.

DR HULKA: |If there are questions fromthe floor
oul d you please stand up at the mcrophone and introduce
yoursel f?

DR ROSA: Dr. Rosa, FDA. (One slight adjustnment on
fhat figure, that is the figure for wonen who become pregnant

while they are using Accutane. Actually, we have another

hird of these pregnancies of wonen who start Accutane when

they are already pregnant.
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DR. HANEY: There are sone other drugs that are
teratogenic in humans that are used frequently and | woul d
like to get sone feeling for the relative magnitude here.
Danazol is used in infertile women who are trying to get
pregnant, given to wonen who are pregnant and given to wonen
who inadvertently beconme pregnant. It is a contraceptive by
itself. So it is probably going to be a greater proportion
who are inadvertently given it during pregnancy. But do you
have some feeling for the nunber of serious birth defects
that that drug generates in a year?

DR. ERICKSON: No, | amsorry, | do not.

DR. HANEY: How about any of the other hunman
teratogens -- diphenyl hydantoin, DES, etc?

DR. ERICKSON: | amsorry, | do not have estimates.
| guess the nmjor drugs of concern would be the anti-epilep-
tics. In the past there have been concerns that uncontrolled
epilepsy mght in itself be dangerous to the fetus.

DR. NIEBYL: But | think it is fair to say that the
order of magnitude of the risk of Accutane exposures is nuch
higher. If a patient is exposed to Accutane in the critical
period, what is your estimate of the risk of nalformations?
What nunber woul d you give?

DR. ERICKSON: We would say 25 percent for serious
maj or mal formations, which is on the same order as the risk

with thalidom de.
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1 DR N EBYL: \hereas with Dilantin it is probably 2

2 |percent at nost. So you are tal king about a nuch nore likely

pore

e 3 |levent with Accutane. Wth Danazol they are few and far

4 |between that have even been reported. It is ny understanding
5 |that it is a conpletely different type of problem wth

6 |masculinization of genitalia which is surgically correctable,
7 |whereas these are mgjor defects of both nental and physi cal

8 |handicaps. So | think we are tal king about a much nore pot ent
9 |teratogen with Accutane than any of the other drugs that are
10 |lcurrently w dely used.

11 DR. HANEY: | think you are exactly right about its
12 |attack rate. I would not, however, characterize what happens
13 |with Danazol as a mld, inconsequential, easily surgically

14 |lcorrectable --

15 DR. NIEBYL: Right, but these are far worse.

16 DR. HANEY: Well, you know, eight operations and a
17 Jjichild in a psychiatrist's office for the remainder of their
18 |[lifetime who does not understand their gender identity, does

19 |Inot seemto be mld either

20 DR. NI EBYL: No. No.
- 21 DR. GrRaHAaM: David Gaham from FDA.  Regarding
22 |lanti convul sants versus Accutane and the risk of birth

23 ||defects, you should also bear in mnd that the pregnancy

24 |categorization that FDA assigns to these drugs is different.

MILLER REPORTING CO-,fg.
507 C Street. N.E.
Washington, D.C. 20002
1909 AL LLER

Accutane bears a category X, which states that the benefit to
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the patient never outweighs the risk to the fetus, whereas,

anti convul sants carry a category D classification which
specifies that in certain situations the benefit to the
patient may outweigh the risk to the fetus.

This is inportant to recognize, especially when
tal ki ng about anticonvul sants because with anticonvul sants in
a pregnant wonmen we are really talking in a sense about
treating two patients. If a woman has serious seizures which
could be life-threatening she not only jeopardizes her own
life but her unborn child. It is a very different conparison
that | think the Conmttee should be aware of. Thank you

DR HULKA: We will go on to the representative
fromthe Public Gtizen, Andrew Hol nes.

PRESENTATI ON BY ANDREW HOLMES

DR HOLMES: | am Andrew Holmes. | amwith Public
Gtizen. | ama pediatrician with a subspecialty in prevent-
ive nedicine and that is why | am here today.

Accutane is a nore potent teratogen that thalido-

m de, yet it can be prescribed as readily as penicillin.

This has resulted in a tragic epidemc of birth defects and
abortions through fear of birth defects. Birth defect
reports have plateau' d after an initial peak in 1984. There
Is no evidence that this epidemc is abating.

We are heartened that Accutane is now on the agenda

of the this Commttee, the advisory conmttee that is best
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qualified to evaluate practical issues of Accutane's terato-
genicity. It is unfortunate that it took seven years from
the tine Accutane was approved.

In May of last year., Public Ctizen petitioned the
FDA to take neasures to stop the epidemc. It is with regret
that we report that the FDA, last nonth, rejected those parts
of our petition which would have Iimted prescribing to
suitably qualified physicians who would sign a statenent that
they would only prescribe Accutane to wonen wth severe
cystic acne unresponsive to nore benign therapies and would
agree to do initial and nonthly pregnancy tests.

The FDA conceded that it may have the |ega
authority to adopt the recommendation but it refused to use
this discretion, stating, in the words of Comm ssioner Young,
that this "would constitute an unprecedented intrusion onto
the doctor-patient relationship."”

We ask nenbers of the Commttee to consider just
what sort of calamty it should take to intrude onto the
doctor-patient relationship in order to protect patients.

| want to go through the status quo. There has
been a singular |lack of progress on the part of Roche over
the |ast few years. The new blister packs, announced over a
year ago, have only just reached the market. There is not
yet any adequate postmarketing surveillance. By proceeding

with the rejected protocol for postmarketing surveillance,
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Roche has conspicuously flouted an FDA directive. The
promul gation of biased data gathering is tantanount to a
di si nfornati on canpai gn

The FDA has, in a partial denial of the Public
Citizen petition, bought into Roche’s obstructive strategy by
referring to the study without mention of the flawed protocol,
ina justification of its decision. Dr. Young, in his letter
to Public Gtizen, stated: "A survey has been conducted by
Hof f mann-La Roche to identify the rate of pregnancy exposure
among wonen prescri bed Accutane and to help the Agency
determ ne the effectiveness of the total intervention program
undertaken to date."

This is in spite of a protocol being rejected by
its own scientists, after review by its own epidem ol ogy and
two i ndependent reviewers. One of the reviewers was Dr.

Bar bara Hulka, current Chairman of this Commttee. The other
was Dr. Janes Schlesselman, also on this Conmittee. The
basis for rejecting the protocol was that because of its
voluntary nature, enrollnent is likely to be |ow and biased
toward physicians who were adhering to proper prescribing and
pregnancy-prevention practices. Thus, it is likely that the
pregnancy exposure would be underestimated. This is, in
fact, acknow edged as a potential problemin the survey
protocol, witten by the Slone Epidemology Unit, and a part

of the Roche briefing package to nenbers of this Advisory
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Committee.

Prescribing patterns for Accutane are essentially
unchanged. It continues to be grossly over-prescribed for
all groups but, most inportantly, it continues to be grossly
over-prescribed for fertile wonen. As we heard fromDr.
Stadel, at the Dermatol ogi ¢ Advisory Committee neeting |ast
nmonth, the data sources are too inprecise to determ ne m nor
trends.

There is no evidence that the incidence of Accutane-
i nduced enbryopathy has decreased. This can be seen in the
voluntarily reported birth defects during 1985-1988 whi ch,

t hough fewer than in 1983 and 1984, are steady at 10, 9, 11
and 8. | need not remnd you that the voluntarily reported
birth defects are only a small fraction of those actually
occurring.

There are no hard data on the nunber of spontaneous
and induced abortions consequent to Accutane exposure. The
scant information that is available indicates the rates are
high. The M chigan Medicaid study suggests that the rate of
spont aneous abortion after first trinester Accutane exposure
is 40 percent (twice the background rate). In that study, 60
percent of the first trinmester exposures that did not abort
spont aneously resulted in induced abortions.

The Conpany's advice to physicians and the | abel on

the blister packs, while suitably strongly stated, says that
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potentially all exposed fetuses can be affected, w thout
stating the actual published observed risk, which is 25
percent for najor physical nalformations. This obstructs the
process of informed consent, with the likely effect of
coercing decisions to induce abortion

Conclusions -- the rate of Accutane prescribing
does not appear to have changed significantly in the last few
years. Mst inportantly, first-time Accutane use by wonmen of
chil dbearing age has not declined fromthe |evels of three
years ago.

A year fromnow, we are not going to know if
pregnancy exposures have been reduced because we do not have
an adequate data collection system As it stands, we wll
have no way of knowi ng whether the blister packs, just
I ntroduced, actually work to reduce pregnancy exposure. Qur
only reasonable information is prescription nunbers, and
blister packs are a post-prescribing intervention

Focusing on the nunmber of birth defects evades the
I ssue of the nunber of spontaneous and induced abortions
consequent to Accutane exposure. Abortion should not be
regarded as a satisfactory outcome for pregnancies exposed to
Accut ane.

We shoul d not |ose sight of the fact that there are
other major norbidities associated with Accutane use. Qur

group has received calls from menbers of the public who have
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suffered major side effects after prescription for relatively
nild acne or before other therapies have been given an
adequate trial.

Responsibility for adverse outcone for Accutane use
has been shifted from Roche, the manufacturer and marketer
to the prescriber and patient. This is in the face of Roche
bei ng obstructive to the process of gathering postmarketing
data and msleading the public in its product warnings.

Recommendations -- there nust be immediate res-
trictions to reduce prescribing to only severe acne that has
not responded to nore benign therapy. Qur petition outlines
a wor kabl e set of such restrictions.

Al t hough the FDA has rejected the part of our My
17 petition which would inpose such restrictions, the Agency
does not deny that it has the legal authority to inplenent
such tighter restrictions.

Post mar keting surveillance with rigorous follow up
shoul d be an imediate requirenent. The protocol should be
submtted to and approved by the FDA in consultation with
I ndependent reviewers.

If the FDA finds that it does not have the |ega
authority to inpose rigorous 100 percent followup in
post marketing surveillance, and the Conpany does not agree to
do this voluntarily, then the FDA should inmmediately call for

| egi slation which would allow for this.
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Upon future review of Accutane use, its continued
availability should be contingent on hard evidence that it is
bei ng used appropriately and with a clear, major reduction in
drug-related norbidity.

Finally, product warnings to physicians regarding
t he outcone of pregnancy foll ow ng Accutane exposure should
i nclude the actual measured relative risk of Accutane-induced
birth defects. Information should also be provided about the
effects of dose, gestation and duration of exposure on
pregnancy out corme.

In summary, the failure of Roche and the FDA to
nore severely restrict the use of Accutane, the failure to
conduct acceptable surveillance to determ ne the extent of
pregnancy exposure and the failure to accurately inform wonen
who becone pregnant while using Accutane of the actual risk
of major birth defect nust be challenged by this Advisory
Commi ttee.

Accutane has an inportant role in the treatment of
severe acne but it is inperative that it be used responsibly.
There is substantial irresponsible use of Accutane at
present. It is our position that unless there are imediate
prescribing restrictions, such as those we outlined in our
petition one year ago, and an effective nonitoring systemis
i mpl emented, Accutane should be renoved from the narket.

Thank you.
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DR HULKA: Are there any brief questions?

(No response)

Thank you. We will nove on to the Teratol ogy
Society, WIlliam Scott, Jr.

PRESENTATI ON BY WLLI AM SCOIT, Jr.

DR. SCOIT: Good nor ni ng. | amWIliamJ. Scott,
Jr. D.V.M, Ph.D., Professor of Pediatrics at the Children's
Hospital Foundation, University of G ncinnati College of
Medi ci ne.

This norning | amrepresenting the Teratol ogy
Society. W have presented testinony to the Dernatol ogic
Drugs Advisory Commttee regarding Accutane on two previous
occasions, and appreciate the opportunity to speak with this
Comm ttee this norning.

The Teratology Society is a professional organi-
zation of basic scientists, pediatricians, obstetricians,

t oxi col ogi sts and other health sciences concerned with the
etiology and prevention of birth defects and other aspects of
abnornmal devel opnent. Menbers of the Teratol ogy Society are
from academ a, governnent and private industry.

As a professional society, we have been concerned
with the teratogenicity and other devel opmental effects of
retinoids. Many, if not nost, of the studies denonstrating
such effects of retinoids have been conducted by nenbers of

the Teratology Society. Qur public affairs commttee is
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1 ||[preparing statenents on Accutane and Tegison for publication
2 |[My remarks this norning sunmarize the recomnmendations in the
Ao 3 ||Accutane statenent. The statenents to be given have been
4 |reviewed and approved by the council and the public affairs
5 |[commttee of the Teratol ogy Society.
6 The Teratol ogy Society believes that nalformations
7 |lcaused by Accutane are preventable. Despite the nationa
8§ |lpublicity concerning the teratogenicity of Accutane follow ng
9 |last year's Committee hearing, pregnant wonen continue to be
10 |lexposed to Accutane.
11 Currently, we see three obstacles to the prevention
12 |lof birth defects caused by Accutane: One, a large nunber of
13 |wonen in the age range of 12-44 years old are being treated
14 |with Accutane. Two, oral contraceptives, the nost efficacious
15 |lcurrently approved contraceptives in the Unite States, have
16 |typical failure rates of about three percent. Three, the
17 ||l ack of recommendations for the close nonitoring of early
18 ||detection of pregnancy.
19 The manufacturer and the FDA have estinmated that
20 |(wonen aged 12-44 have received 65,000 new Accutane pres-
21 |lcriptions during 1988. This number of prescriptions seems to
22 ||be well above the published estimates of the incidence for
23 |recalcitrant cystic acne. Your Commttee and the Dernatologic

24 |[Drugs Advisory Conmttee may be in a position to assess if

MILLER REPORTING CO., 54%
507 C Street, N.E.
Washington. D.C. 20002
(202 S46-6666 11

there is over-prescription of Accutane.
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This nunber of users, coupled with the limtations
of the currently available contraceptive nethods in the
United States, creates a significant problem A nunber of
schol arly papers have been published on contraceptive failure
in the United States. Trussell estimtes, based on al
avail able studies, that the typical failure rate of ora
contraceptives is three percent. Oher reviews have been

recently published by Mshell, in The New Engl and Journal of

Medicine, and Ginmes recently published another reviewin The

Journal of the American Acadeny of Dermatol ogy, focused on

der mat ol ogy practice.

[t is not difficult to estimate that severa
hundred wonen coul d becone pregnant during the treatnent
period with Accutane even while using an oral contraceptive.
This estimate i s based on the current nunber of new pres-
criptions of 65,000 wonen each year and a failure rate of
approximately 3 percent for oral contraceptives.

I njectable progesterone type inplants are available
outside of the United States and have been shown to be very
efficacious in preventing pregnancy. The observed failure
rates of injectable progesterone and inplants have been
estimated at 0.3 percent, about a lo-fold inprovenent from
oral contraceptives for typical failure rates. [f all
fertile femal e patients using Accutane woul d al so use an

I nj ectable progesterone or an inplant instead of oral
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contraceptives, this could reduce pregnancy rates resulting
from contraceptive failure by about 90 percent.

The recent recomendation of this Commttee to the
FDA to approve inplants in the United States is a step in the
right direction. Until such products are available, the use
of multiple contraceptive methods should be considered.
Recomrendi ng the concurrent use of barrier methods with ora
contraceptives nay be an inportant behavioral nodification

The possibility of contraceptive failure underscores
the need for nonitoring for pregnancy. For a drug that
carries a category X labeling, it would seemlogical that the
prescribing physician would like to discontinue therapy as
soon as the contraindication emnerges.

Cinically available ultra sensitive pregnancy tests
woul d detect pregnancy at or shortly before the anticipated
m ssed period. W see two advantages for including repeated
early pregnancy detection. First, having to return for a
pregnancy test and a new prescription on a nonthly basis may
provi de anot her behavioral nodification about the careful use
of contraceptives. Second, those patients that would
consi der discontinuing an Accut ane-exposed pregnancy, as
suggested in the current |abeling, would face a sinpler and
safer procedure than the ones available after 12 weeks of
gestation.

The Teratology Society supports and encourages the
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aducational prograns devel oped by the manufacturer to make
vomen aware of the risk of Accutane use during pregnancy and
to assist prescribing physicians in the pregnancy prevention
orogram. The Society would |ike to encourage the FDA and the
nanufacturer to continue to support efficient and unbi ased
surveillance of pregnancy exposures anong female Accutane
users. W believe that any pregnancy occurring to female
Accut ane users should be considered a failure of the pregnancy
prevention program and should be carefully evaluated to
determne the reason or reasons for the failure and to
devel op additional strategies to prevent such occurrences.

Therefore, the Teratol ogy Society offers the
follow ng recormendations to this Conmttee, the Food and
Drug Adm nistration and the manufacturer

One, efforts should be made to decrease the nunber
>f Accutane prescriptions to fertile females.

Two, the extreme hazard associated wth Accutane
exposure during pregnancy necessitates that fenmale users be
provided with the nost effective neans of contraception, for
eaxample, | ong-acting progesterone type injections or inplants.

Three, monthly pregnancy testing should be perforned
in fertile female patients and Accutane prescriptions should
only be continued if there is a negative ultra sensitive
pregnancy test.

Four, an active and unbiased surveill ance of
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Accut ane use anong fenal e patients should be continued and
every occurrence of pregnancy anmong Accutane users should be
evaluated to determne the reasons for the failure in the
presence of the pregnancy prevention program and to devel op
addi tional steps for preventing such occurrences.

These are interimrecomendations, with the hope
that they will be effective in preventing pregnancies in
femal e patients being treated wth Accutane. Your Conmttee
and the Dermatol ogic Drugs Advisory Committee should review
the surveillance data in a reasonable period of tine to
determne if these neasures have been effective, that is,
prevented pregnant wonmen from being exposed to Accutane. |If
such measures are not effective, this Commttee and the
Der mat ol ogi ¢ Drugs Advisory Commttee will be faced with
i mpl ementing stronger neasures to prevent exposure to
Accut ane during pregnancy, such as restricted distribution.
Thank you.

DR HULKA: Are there questions? Yes?

DR. MCDONOQUGH: May | ask, Dr. Scott, do we have
any data on Tegison in psoriasis? Even though that is not
somet hing on the agenda here, it seens to ne that the anal ogy
is fairly good. That is, we have basically a disorder that
may vary frommld to very severe being treated basically
with a drug that is in the retinoid category.

DR SCOIT: Yes, as | said, we are preparing a
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position paper on Tegison as well. Dr. Rosa can certainly
speak nore to the case reports than | can. It certainly is a
serious animal teratogen. Reports from Europe, | think, of

exposure to Tegi son and subsequent birth defects present a
much | arger problemin that Tegison has a very long half-life
i n human beings and there have now been reports of nalfor-
mati ons when exposure to Tegi son was a year prior to con-
ception. So Tegison is a problembut, to nmy know edge, in
this country there have been no children born with mal for-
mations attributable to Tegi son. But I would submt to Dr.
Rosa to give an authoritative answer to the question.

DR MCDONQUGH:  And the half-life of Accutane?

DR. SCOTT: It is on the order of hours or days.

DR HULKA: Thank you very nuch. W now go on to
two speakers fromthe Anerican Acadeny of Dermatol ogy. Each
w |l speak for five mnutes. Dr. Mria Turner?

PRESENTATI ON BY MARI A TURNER

DR. TURNER  Good morning. | am Maria Turner
Prof essor of Dermatol ogy of George Washington and the
Children's National Medical Health Center. | amalso
Chai rman of the Task Force on Therapeutics of the Acadeny of
dermatology and a nenber of the ad hoc commttee that set up
gui delines for the use of Accutane for the Acadeny of
Der mat ol ogy.

I am pl eased to represent nore than 7000 physician
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menbers of the Acadeny in ny comments. W appreciate the
opportunity to once again discuss the inportance of iso-
tretinoin or Accutane and to review with you actions the
Acadeny has taken to ensure that this inportant drug is nade
avail able to the thousands of individuals who suffer from
severe cystic acne.

Severe cystic acne produces profound, permanent
scarring of the face, neck, back and cheek and until the
introduction of isotretinoin no predictably effective
treatment existed. It should be noted that cystic acne is
usual ly not a self-limted process. It does not disappear at
the conclusion of adolescence. Unfortunately, it can persist
for years during the course of adult life.

In spite of the fact that there were treatnments for
this disease before the introduction of isotretinoin, the
responses to systemcally adm nistered antibiotics, sulfona-
m des, sulfones, anti-inflammatory agents, hornones and high
doses of vitamn A were unpredictable, inconplete and
tenporary at best.

This was true even if these drugs were given in
sequence or in conmbination. These drugs al so had many
allergic and unwanted side effects. A nunber of these ol der
pre-isotretinoin treatnments were contraindicated during
pregnancy and the question exists as to whether sonme may have

reduced effectiveness of birth control procedures.
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Der mat ol ogi sts know that there are no alternative
treatments for severe cystic acne that offer the same
I nprovenent and cure as isotretinoin. In fact, we could
never speak in terns of a cure until the introduction of this
drug.

Pl ease allow ne to show you a few slides that w |
actual ly show the spectrum of severe nodul ous cystic acne.

(Slide)

This is the usual type of patient who comes with
severe nodul ous cystic acne. This is a patient of mne who
has had acne for about five years, who underwent all types of
conventional therapy and really did not get better until
Accutane. Conventional therapy consisted of all the nmentioned
treatments in the previous paragraph.

(Slide)

This is to show you the spectrum of nodul ous cystic
acne. This is a 14-year old boy who had very severe, acute
onset acne, who had fever and bone pain. This particular
patient was one of the original patients who was put on
Accut ane therapy because nothing that we did would help him
He had to | eave school and actually was pretty toxic from so-
cal l ed ful mnant acne.

DR CORFMAN.  How ol d was he?

DR TURNER  He was 14.

(Sl de)
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And to show you that we are not really tal king of
just small pitted scars that can be covered with cosnetics, 1
t hought this was a very rare case but | can tell you that
just in the past nonth | had a simlar patient, a 20-year old
young man who still had active acne, who had been on Accutane
and who had kel oids such as these. He was so enbarrassed, he

woul d not |et ne take a photograph.

(Slide)

This is to show you what Accutane can do.

(Slide)

After 16 weeks of Accutane therapy this gentleman,
who has very severe nodul ous cystic acne |ooked, |ike this.
Again, it is not a perfect example. It is not perfect skin.
But | am sure anybody can see that Accutane is a really

i nportant nedication in the armanmentarium of the practicing
der mat ol ogi st .

There are a great nunber of nedications that nust
not be given during pregnancy and isotretinoin is absolutely
anong them  The Acadeny has consistently stressed this
issue, along with the manufacturer, and will continue to do
S0.

In spite of these concerns, the menbers of the
Anerican Acadeny of Dernmatol ogy, experts who know this
di sease, its natural disease and the ineffectiveness of

alternate therapies, conclude that the benefit-risk ratio
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justifies the present and continued use of Accutane with
appropriate warnings and protection agai nst pregnancy during
t her apy.

As a result of the April, 1988 hearing before the
FDA Der mat ol ogi ¢ Drugs Advisory Commttee and the subsequent
correspondence with the Food and Drug Admi nistration, a
nunber of actions were taken by the Acadeny to underscore the
effects of this drug if adm nistered during pregnancy.

In May, 1988, the president of the Acadeny sent a
"dear colleague" letter to the entire nenbership, reporting
on neasures that need to be taken. Just prior to the
approval of the guidelines, the FDA fornally requested the
participation of the Acadeny in a broad educational canpaign
and this was undertaken at the annual Acadeny neeting, as

well as in the Journal of the Anerican Acadeny of Dernatol ogy.

In March of this year the Acadeny again wote to
its entire nmenbership asking for its cooperation in the Slone
Epi dem ol ogy Unit study of fenale Accutane users which would
enrol|l such patients, track their progress and evaluate the
effectiveness of the FDA-Hof fmann-La Roche pregnancy preven-
tion program

DR. HULKA: Your time is up. Any questions?

DR BARBO  How many times would a young wonan, if
she has this severe problem be given a course of the

treatment, which is five nonths. I's that right?
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DR, TURNER:  Yes.

DR BARBO  How many times mght she need that in
1ter lifetine?

DR. TURNER:  Mpst of the tinme one course is
sufficient. Speaking fromny own experience, and | work in a

certiary care center, a referral center, probably of 100

>atients | have used it on, | have only had to give it nore
chan once about four or five times. It is really that
affective. It is not perfect at the end of one course but it

is controllable by the usual neans of topical medications.
rhey are still not perfect. They still have to have sone
:ype of treatment. | do not aimfor a perfect cure.

DR ROY: Do you agree with the estinmates that of
the 65,000 individuals or prescriptions admnistered only
1000 or 5000 truly are in the subcategory of intractable,
refractory cystic acne and, therefore, how can you account
for why the Acadeny is not successful in self-limtingits
ise?

DR. TURNER. There are a couple of points that we
need to talk about. One is that it is very difficult to set
ip criteria. In fact, we do not have strict criteria for
vhat i S severe nodul ous cystic acne. The pictures | showed,
lefinitely everyone woul d agree are nodul ous cystic acne.
3ut there are others that are not quite so severe and | think

i f you just consider the ones that are as severe as this,
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| 1 |maybe that is a correct estimate. But | can tell you there

R 2 |lare others who are not quite so severe that woul d increase

QA 3 |[this nunber lo-fold, if not nore, but who are al so resistant
4 |to conventional therapy and when | say conventional, that
5 ||i ncl udes high potency antibiotics for ever. So you are Kkind
6 |of trading a for ever treatment with a four or five-nonth
7 |lcourse of treatnent.
8 DR MANGANI ELLO.  Just to follow up on Dr. Roy's
9 |[question, could you give us specifically what the incidence
10 |lof severe cystic acne is in the United States?
11 DR. TURNER. | do not know that anybody can do

1 12 |that. Dr. John Strauss, who has devoted his entire profes-
13 |sional life really to acne, has estinmated that practicing
14 ||dermatol ogi sts see half to two patients a nonth who need
15 ||Accutane, who have severe enough acne to need that. If we
16 | have about 6000-6500 practicing dermatol ogi sts, that brings
17 |t he nunber up to about 36,000-144,000 patients, which really
.8 |lputs us in the ball park of the nunmber of prescriptions that
19 |jare being witten for Accutane.
20 DR MANGANI ELLO  In he information that was

- 21 |lsupplied by Roche they had indicated that from 1982-1983,

| 22 |there was a | ow of 90,000 prescriptions in 1982 to a high of
23 ||340,000 in 1983, averaging out over that year of tine about a

24 quarter mllion prescriptions that have been filled for

o e @ 3% lAccutane.  Wth the Anerican population of about 250 nillion,

Washington, D.C. 20002

(202) 546-6666
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that woul d be 1/1000 people who would be candi dates for
t aki ng Accut ane.

As a gynecologist, | obviously see a different
patient population but I would assume that | would be seeing
some individuals who had been taken care of by dermatol ogists
at some point intime and | do not think | really see that
nunber of individuals with that specific problem | realize
that the patients whomyou see are in need of treatnent but I
just kind of want to have a better idea of exactly what the
scope of the problemis.

DR TURNER. Well, the way | explain that very big
nunber of prescriptions is that, renmenber, Accutane was
recently introduced and there was this pent up demand for it.
You know, all of us had a stable of patients who were waiting
to get treated. Accutane had been in use in Europe for years
before and we knew about |ND studies going on and you can see
that it levelled off after that.

Then, again, there was a lot of publicity, both in
the scientific press and in the |ocal press, regarding the
availability of this cure for cystic acne which brought
patients in by droves. | will tell you, | had that experience
and it was not easy to take the tinme to explain everything
and make sure that they had had good, conventional therapy
before starting themon this medication.

DR N EBYL: That brings up an inportant point
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because the dermatol ogi st now finds hinmself in the role of
counsel i ng about contraception in a busy schedul e when peopl e
are wanting information. Does the dermatologist do the
contraception counseling or do you usually insist that a
patient go to an obstetrician-gynecol ogi st? For exanple, is
t he pregnancy testing done in the dermatol ogist's office as
it isin the obstetrician's office? Patient conpliance, if
they are sent elsewhere to get a pregnancy test, nay not be
the same as if it is done on the spot.

DR TURNER  What we discussed with Roche and what
we kind of practice nowis that we do send patients for
contraceptive counseling to a gynecologist, in addition to
our Oown counseling. The initial pregnancy test is done by
t he gynecol ogi st and the subsequent pregnancy tests are done
by the dermatol ogist. Personally, | do not wite another
prescription until | get that test back. | may have been
lucky but in all this time | have never had a problem

DR N EBYL: Well, you have been |ucky.

DR. MCDONQUGH: You are at a tertiary center. Do
you feel that there is any way that the use of this drug
could be limted? | nean, it has been limted in other
countries. Do you think that is feasible? |s that an option?

DR TURNER  You know, the question is, is that an
option and you would have to say, yes, it is possible that

that could be an option. However, it was an IND for a few
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years before it was even available to nme and you could see
that there was this pent up demand because a |ot of patients
woul d have had to travel very far and if we want to keep them
under such surveillance, seeing themevery nonth, then
think it would nmake it much nore expensive and nuch nore
difficult.

| personally think that if doctors are not educable,
rho else would be? | think if we really nade a point of
educating physicians, which we are doing right now and have
done in the past, but nmore so right now, then we can, |
think, make big inroads into decreasing exposure to this
drug.

DR NIEBYL: But it has been on the market since
1982 as category X Surely, the doctors would have been
educated by now. | guess nmy worry, if | were a dermatol ogi st
and sonmebody put this huge box of things on ny desk and | did
not really know that much about contraception, | am not sure
that that should be a dermatologist's responsibility.
Gynecol ogi sts spend a lot of tine talking to patients about
contraception. They have spent years learning about it. |
woul d wonder if there is an issue in terns of what types of
contraceptive failures have occurred. Do you knowif it has
been conpliance in not taking the pill or not using the
contraception?

DR TURNER: | know personally of one failure that
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¥
was a birth control pill failure. The patient had taken her
pills, or supposedly had, and still had a failure. That was
not ny own patient.

| agree with you about the contraceptive advice. |
do sit down with ny patients but | also do send themto
gynecol ogi sts for contraceptive advice and for the first
pregnancy test and then | reinforce that at every visit.

DR. MCDONQUGH: | just wanted to ask one question
about treatment. For exanple, will the oral contraceptives
make cystic acne worse or better? That is, would you give
Accut ane and an oral contraceptive at the sane tine.

DR TURNER: M own experience is that it probably
has a neutral effect. In the old days when birth control
pills had higher proportions of estrogens, they were really
terrific for controlling relatively mld to noderate acne.

But oral contraceptives that are now available, | find, have
a neutral effect on acne and | would not hesitate to give
themoral contraceptives at the sane tine that | have them on
Accut ane.

DR HULKA: Oher questions? |If not, we will go on
with Dr. Mary Spraker, also representing the American Acadeny
of Dernatol ogy.

PRESENTATI ON BY MARY SPRAKER
DR SPRAKER:  Panel nmenbers, | speak today as a

concerned pediatrician, dermatologist, practicing pediatric
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dermat ol ogi st, Board nenmber of the Society for Pediatric
Der mat ol ogi sts and chai rman of the Acadeny of Dernatol ogy's
tack force on pediatric dernatol ogy.

| feel, as a pediatric dernatol ogi st, because of ny
doubl e areas of interest, that | understand the issues that
pertain both to the fetus and to the patient with acne. To
renove Accutane from the market or to severely restrict its
distribution, to ne, would belittle the suffering that
patients have who have this disease.

Acne is not lethal and it is not life-threatening
but it does profoundly affect lives. Al of us renmenber
friends and acquai ntances and patients with severe acne and
what it has done to them and continues to do to themthrough-
out their lives.

W no | onger see many young patients with severe
acne because of Accutane. Accutane’s effect on severe acne
is truly mraculous. It is a wonder drug for these patients.
In one nonth the patient begins to | ook better. In a nere
16-20 weeks the patient is markedly inproved and 90 percent
of patients clear with 1 course of Accutane. So a very smal
percentage of patients receive an additional course of
therapy and this is not done for nonths later. There is a
washout period between courses.

Even nore wonderful, nost patients remain in

rem ssion when the drug is discontinued. W have never had a
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1 ||drug like this before. There is no patient nore gratifying to

2 |treat. | can so severely change their lives that patients

3 mre always grateful.

4 Now, it was known at the time the drug was first

5 |[ntroduced in the United States that it was a potent teratogen
6 (n animals and so it was not to be used in pregnancy. This

7 Was enphasi zed by Roche. VWen, unfortunately, pregnancies

8 flid occur, confirmng the human teratogenicity of the drug,

9 |we, in dermatology, were certainly nade aware of this

10 |devel opnent .

11 For exanple, at our annual meeting, which is

12 |attended by 80 percent of all practicing dermatol ogists,
13 |there was great discussion in nultiple semnars, fora and

14 |lsynposi a about what could be done to prevent these preg-

15 |lnanci es.

16 | have an ethical dilemma when | face a patient

17 |with severe cystic acne. Wiat can | do to nake sure ny

18 |[femal e does not becone pregnant? | certainly warn her. Wth

19 |the new pregnancy prevention program Roche pays for a visit

20 |[to the gynecol ogist for contraceptive counseling. | repeat
- 21 [the warning of pregnancy at followup visits. | enphasize
~ 22 |the need for adequate contraception. Is it ethical for ne to

23 |linsist she take oral contraceptives if she insists her

24 |lcurrent contraception is adequate? Occasional patients have

MILLER REPORTING CO., 5%

o7 C Succe, NE serious conplications fromcontraceptives. Isn't it right
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that the patient participate in this decision?

Ironically, Accutane is alnmost a fertility drug,
just the opposite of a contraceptive. Suddenly, a young
woman who is physically very unattractive is attractive for
the first tine in her life, changing her social life drasti-
cally, often in a way she is not prepared for.

Al drugs have side effects, including |ethal side
effects. Penicillin and other antibiotics kill. Many other
drugs damage the fetus ~-- Dilantin, alcohol. Qur neonata
intensive care unit is currently filled with the infants born
to cocaine and crack addicted mothers. Vitamin Ais as
damagi ng or nore danmagi ng than Accutane, yet, it can be
pur chased over-the-counter

The suggestion that Accutane usage shoul d be
decreased by 20 percent, | feel is arbitrary and inpractical
The drug has never been approved for mld acne. So which of
ny severely involved patients do | not treat and what do |
say to that person?
| As Dr. Turner alluded to, Dr. Strauss, who is a
past president of the Acadeny of Dermatol ogy and a noted
international authority on acne, has estimted that about 2-5
percent of all wonmen with acne mght warrant therapy with
Accutane at sone tine. W do not feel that the only epidem -
ologic study cited, that estinmates a very |ow incidence of

acne, is accurate. There are all kinds of problems wth that
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1 ||particular study that | do not want to take the time to go

2 linto. Unfortunately, we do not have good epi dem ol ogi ¢ data
3 |[regarding the true incidence of severe cystic acne.

4 | will play the devil's advocate and say that if we
5 llagree that there are only 2100 cases that warrant therapy,

6 |there are 7000 dernmatol ogists in the country. That would

7 |inmply that each dermatol ogi st sees |less than half of a fenale
8 |patient per year warranting therapy. This does not nake

9 |[sense to ne. | am at a university teaching center. | only
10 |see patients part-time. | do not have a big acne practice

11 |because | see a |lot of pediatric dermatol ogy patients. Nost
12 |of the Accutane | think is probably used in the comunity

13 |[rather than in a university because that is where the acne

14 |jpatients are concentrated but even | use Accutane for at

15 ||l east 5-8 femal e patients a year

16 If we estimate that the average dermatol ogist in

17 |the United States sees perhaps one-half to two patients per
18 |jmonth of chil dbearing potential who m ght require Accutane,

19 Jjland this is probably a conservative figure, then between
20 |[36,000-144,000 such wonmen m ght be candi dates for Accutane
21 |each year. This is not out of line wth the 70,000 prescrip-
22 |tions that are currently prescribed.

23 The regional center idea, to me, is inpractical
|1

24 |[There are too many patients who would need to travel too far,

MILLER REPORTING CO., 5{%
507 C Sueet, N.E.
Washington, D.C. 20002
(202) 346-6666

too often and this does not seemto solve the problem Even
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n the controlled IND setting there were 5 pregnancies in 100

ywonen in one series. Never in the history of drug prescribing

jas nore been done to educate physicians and patients
egarding the teratogenicity of a medication

Because the FDA, Roche and concerned physicians and

ndi vi dual s worked together, we have devel oped what | think

s a wonderful new and creative approach, the pregnancy
reventi on program W shoul d not overdo the good we have
done and create nore problens.

What do | do if Accutane is renoved fromthe market
or is severely limted and a patient with severe acne cones
to ne? Do | say, well, go to Canada or Mexico for therapy?
Then when she conmes back with the drug, is it ethical for me
o do follow up studies?

As physicians, we can guide our patients but we are
not gods or have the power to conpletely to control them W
shoul d respect the fact that our patients nust take somne
responsibility for their own actions.

DR HULKA: Are there questions?

DR. MCANARNEY: Dr. Spraker, what percentage of
physi ci ans prescri bing Accutane are dermatol ogi st and what
per centage are prinmary care physicians?

DR SPRAKER: | believe the figure is 70 percent.

think Dr. Cunningham from Roche, wll present very accurate

data subsequently about that. Any other questions? Yes?
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DR. MANGANI ELLO  When you speak about severely
limting the access of Accutane to patients to just tertiary
care centers, wouldn't it be possible not only to include
tertiary care centers but to designated centers with dernma-
tol ogists or large group practices where there would be a kind
of team approach to nonitor the use of Accutane?

DR SPRAKER: Wth the new pregnancy prevention
program you have to sign on the |line and check the boxes that
your patient qualifies for therapy. If ny patient were sent
to a center, and | assune our university nmay very well be
such a center, | would be in the same situation but | would
have a drawback in that | would not have been the one that
had treated that patient all along. So seeing the patient
for the first time, | would not have a good feel for what
t herapy they had been on before. [ would not know the
patient because | had not followed her for a long tine. so |
woul d not have as much rapport. | would not have a good fee
for which patient | think is reliable and which patient | do
not think would be reliable.

There was a suggestion that ten centers be involved.
So if we say that perhaps there are 70,000 patients treated,
that is 7000 patients per center.

DR. MANGANIELLO: That is pretty restrictive. You
know, | think there could be nore than 10 centers in the

United States; there could be 50, 100, depending upon what
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the needs are. As specialists, we are asked to do what you
said is inpossible to do all the tine. W have patients
referred to us. Information is given by referring physicians
and we have to nore or |ess decide what treatnment is ap-
propriate and what treatnent is not, even though we nay not
have seen the patient, except for one tine, while she was
being cared for by her primary care physician.

It is not clear to ne, if you had geographically
| ocated distribution centers, that that would not be an
appropriate way of nonitoring the use of the drug, not
restricting access to the patients. Yes, you would restrict
access to certain physicians but I would certainly not want
to take care of an oncologic patient; | would not want to do
open heart surgery. There are certain restrictions that |
t hi nk peopl e should nore or |ess abide by. W have our
privileges in hospitals restricted all the tine.

DR SPRAKER: Well, first of all, it is alittle
bit unprecedented to limt a drug |ike this when you can get
vitamn A over the counter. | am nore concerned about that.
Vitamn A was used instead of Accutane but Accutane is a
vitamn A-like drug and it is thought that vitam n A has many
side effects, nore than Accutane. So | am nore concerned
about restricting that.

I guess | amnot sure | see nuch advantage in

restricting the drug to the centers because | amnot sure
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that the additional anount of hassle is going to provide nuch
benefit. Even in that controlled IND setting there were 5
pregnancies in 100 wonren. So there is hard data that that
approach did not work in the past.

DR VENTZ: Vitamn A versus Accutane -- is not
Accut ane sonewhat nore potent than vitamn A and would we
not, therefore, have seen a remarkable epidemc of birth
defects? And is that not something that is perhaps off the
subject here? W are talking about Accutane.

DR SPRAKER: Dr. Cunningham may be able to answer
that question nore accurately, but vitamn A has nore potent
side effects, for exanple, of hepatic toxicity. It was not
uncommon years ago that when we used high doses of vitamn A
that the patients needed to be hospitalized for hepatitis.
Eski mos do not eat polar bear |iver because of the vitamn A
init.

So it had a lot of toxicity; it is thought to be a
t er at ogen. I't does not work as well in acne. It helps if
you use very high doses but it is not nearly as effective.
The reason Accutane was devel oped was to try to discover a
drug that worked better, that did not have as much toxicity.

DR VENTZ: Let's go back to Accutane and responsi -
bility. You made the statenment that we are not gods. |
think we all agree but | do think that we take responsibility.

You have made a very poignant point that you have a cl ose
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relationship with your patients; that you have a feel for
whi ch patients need Accutane and whose lives will be severely
changed -- | think were the words you used.

But I have a difficulty with responsibility when
t he dermat ol ogi st who knows the patient is going to ship the
patient off to a gynecol ogist, who has never seen the patient
before, and ask that gynecologist to go through a nunber of
things there in order that the patient be protected fromthe
dermatol ogist's drug. Do you not think then that there
shoul d not be some better arrangenment, such that the derma-
tol ogi st who knows the patient, who has a feel for the
patient's quality of life, if you will, should not also have
the responsibility of taking the tine and, if you wll,
getting the | earning necessary to prevent pregnancy in these
patients?

DR SPRAKER: | think that that is certainly
expected of the dermatol ogist. I ndeed, a new | ayer was added
when it was strongly suggested, if we adhere to the pregnancy
prevention program that, in addition to that, we enforce the
nmessage by asking our patients to see the gynecol ogi st too.

In fact, Roche feels that that is so inportant that they are
willing to reinburse the physician for that visit. | see it
nore as reinforcenent.

You know, we are at a trenendous risk for mal-

practice when we treat a fertile woman with this drug. All
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of us are well aware of that and we are nervous about it. So
| do not think that there is a responsible physician who does
not take this very seriously when we talk to the patient
about the pregnancy issue. \Wat nore can we do?

DR VENTZ: \Wat is your explanation for the 5
pregnancies in the IND study of 100 wonen?

DR. SPRAKER: | cannot answer that question. | was
not involved with that.

DR HULKA: | think we wll have an opportunity to
hear fromthe sponsor on that.

| would like to close this open part of the neeting
t oday unl ess sonmeone el se wishes to speak. But before we go
on to our formal agenda, | would just like to ask if there is
anyone fromthe FDA, specifically Dr. Troendle, who is here
representing Dr. Sobel, or Dr. Bilstad or Dr. Peck, who would
i ke to nmake any comment before we go ahead with the formal
presentations.

(Drs. Troendle, Bilstad and Peck shake their heads)

There are no comments at this point in tine. |
would also like to mention to the Commttee that we do have a
di scussion time set up at the end of the Accutane presen-
tations. W have no formal questions and answers but we w |
go around and ask each of you to present what is your
t hi nki ng about the prescribing and use of Accutane, just so

that we have that for the record. Dr. Corfman has told ne
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that we may in the future have an opportunity for a |onger
and nore fornmal discussion of this whole topic. But for
today, we will each give our conments.

Now we wi Il go ahead with Dr. Ridgely Bennett, from
the FDA, who wll tell us about the use of Accutane by wonen
of reproductive age.

PRESENTATI ON BY RIDCGELY C. BENNETT, Jr

DR BENNETT: This briefing on the use of Accutane,
an established teratogen, is provided in order to informthe
Fertility and Maternal Health Drugs Advisory Conmttee of
current FDA policies regarding this drug.

These policies are ainmed at significantly reducing
the possibility of pregnancy occurring in wonen of repro-
ductive age while they nust take the drug. Accutane is
indicated for the treatnment of severe, recalcitrant cystic
acne and a single course of therapy for 15-20 weeks has been
shown to result in conplete and prol onged rem ssion of
di sease in many patients.

Because of significant adverse effects associ ated
wth its use, Accutane should be reserved for patients with
severe cystic acne who are unresponsive to conventi onal
therapy, including antibiotics.

The current physician's package insert for Accutane
contai ns a boxed contraindication and warning section at the

very beginning of the insert, in large, bold type, which
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states that Accutane nmust not be used by fenales who are
pregnant or who may becone pregnant while undergoing treat-
ment. There is an extrenely high risk that a defornmed infant
will result if pregnancy occurs while taking Accutane in any
amount, even for short periods. Potentially, all exposed
fetuses can be affected.

Accutane is contraindicated in wonmen of chil dbearing
potential unless the patient neets all of the follow ng
condi tions:

One, she has severe, disfiguring cystic acne that
is recalcitrant to standard therapies.

Two, sShe is reliable in understanding and carrying
out instructions.

Three, she is capable of conplying with the
mandat ory contraceptive nmeasures.

Four, she has received both oral and witten
war ni ngs of the hazards of taking Accutane during pregnancy
and the risk of possible contraception failure, and has
acknow edged her understanding of these warnings in witing.

Five, she has had a negative serum pregnancy test
wthin two weeks prior to beginning therapy. It is also
recommended that pregnancy testing and contraception counsel -
ing be repeated on a nonthly basis.

Six, she will begin therapy only on the second or

third day of the next normal menstrual period.
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Maj or human fetal abnormalities related to Accutane
adm ni stration have been docunented, including hydrocephal us,
m crocephal us, abnornalities of the external ear, such as
m cropinna, and small or absent auditory canals, microphthal-
ma, cardiovascular abnormalities, facial dysnorphia, thynmus
gl and abnormalities, parathyroid hornone deficiency and
cerebellar malformation. There is also an increased risk of
spont aneous abortions.

Effective contraception nust be used for at |east
one nonth before begi nning Accutane therapy, during therapy
and for one nonth follow ng discontinuation of therapy. It
Is recommended that two reliable forms of contraception be
used sinultaneously unl ess abstinence is the chosen net hod.
| f pregnancy does occur during treatnent, the physician and
patient should discuss the desirability of continuing the
pregnancy.

Accut ane shoul d be prescribed only by physicians
who have special conpetence in the diagnosis and treatnent of
severe, recalcitrant cystic acne or experience in the use of
system c retinoids and understand the risk of teratogenicity
i f Accutane is used during pregnancy.

Simlar contraindication and warning statenents
appear also in the current patient brochure for Accutane. |
w |l give you a brief chronol ogy regardi ng Accutane fromthe

time of its initial approval, in 1982, until March of 1988.
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Dr. Evans, who will follow ne, will then bring you up to date
regardi ng nore recent events.

In January of 1982, the Dernmatol ogic Drugs Advisory
Comm ttee reconmended approval of the Accutane new drug
application. In April of 1982, the package insert was
revi ewed by the Dermatol ogi c Drugs Advisory Commttee.
Teratogenic effects occurring in animls were known and
stated. A paragraph cautioning agai nst use during pregnancy
was i ncl uded.

In August of 1982, an FDA Drug Bull etin announced

FDA’s approval of Accutane and di scussed its contraindication
during pregnancy. In Septenber of 1982, Hof fmann-La Roche

i ntroduced Accutane into the marketplace with a warning in

t he package insert that it had caused birth defects in
animal s and that pregnant wonen shoul d not use the drug.

In July of 1983, Roche sent letters to half a
mllion physicians and pharnmacists informng themof the
first reported cases of human birth defects. In August of
1983, Roche sent letters to half a mllion physicians and
pharmaci sts regarding a revised package insert reflecting new
clinical information, and sent pregnancy warning stickers to
pharmaci sts for placenent on patients' prescription bottles
t hat warned pregnant wonen not to take the drug.

In Septenber of 1983, FDA provided background

information for use by the nedia to informthe public and
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1 |reinforce the birth defect potential of Accutane, with

. 2 |lappropriate warnings against its use by pregnant wonen. In

3 ||Cctober of 1983, the Dermatol ogic Drugs Advisory Conmmittee

4 |heard a citizen's petition by Public Citizen Research G oup,

5 |la consumer activist group, advocating mandatory patient

6 ||package inserts. The Dermatol ogic Drugs Advisory Commttee

7 |[recommended stronger warnings about teratogenicity in both

8 |[physician and patient package inserts.

9 | n Novenber of 1983, an FDA Drug Bulletin reported

10 |the occurrence of major human birth defects with the use of

11 |[Accutane and agai n warned agai nst use of Accutane in preg-

12 |[nancy. In January, 1984, pregnancy warnings in the package

13 |linsert were changed to bol dface type and the occurrence of

14 |lhuman birth defects was added.

15 In 1984, Roche sent letters to physicians and

16 ||pharmaci sts about additional clinical and safety infornmation

17 |land included a revised patient brochure. Also in March of

18 ||1984, an FDA press rel ease announced the additional birth

19 |[defect warnings and al erted bl ood banks not to accept bl ood

20 ||[from Accutane users. In April of 1984, Roche sent letters to
- 21 ||physicians and pharnaci sts about a new trade package that

22 |[incorporates patient information literature and pregnancy
- 23 |[warning | abels.

24 In May of 1984, Roche nade a presentation to the
oo >-3% || Dermat ol ogi ¢ Drugs Advisory Conmittee reporting 20 cases of
Washington, D.C. 20002
(202) 546-6666
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birth defects associated with the use of Accutane and
revising the package insert appropriately. In August of

1984, another FDA Drug Bulletin updated the birth defect

reports and discussed the |atest changes in the package
i nsert.

In Cctober of 1984, Hoffnmann-La Roche sent physi-
cians and pharnaci sts new clinical and safety information
that had been added to the package insert and patient
brochure. I n Novenber of 1984, the Dernatol ogic Drugs
Advisory Commttee was brought up to date about adverse
events. Further revisions to the physician package insert
and patient brochure were discussed. |In December of 1984,
Roche placed advertisenments in JaMa and the Archives of_

Dermatology providing guidelines for use of Accutane in

femal es

In June of 1985, another mailing was sent by Roche
to physicians and pharmaci sts about the nost recent revisions
of the package insert and patient brochure. The package
insert placed the use and pregnancy contraindication in a
prom nent box and strongly recommended the use of contra-
ception and pregnancy testing.

In August of 1985, another FDA Drug Bulletin was

distributed to all health professionals regarding the package
insert revisions for Accutane. In October of 1985, two

articles were published in The New Engl and Journal of
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Medi ci ne discussing the use of Accutane and the occurrence of

birth defects, based on reports to Hof f mann-La Roche and the
FDA. In June of 1986, Hoffmann-La Roche numiled physicians
and pharmaci sts the nost recent revisions to the package
insert for Accutane. In June of 1987, the nost current
package insert was distributed.

In February of 1988, FDA and CDC staff notified the
FDA Conmi ssioner of their concern about the nunber of cases
of Accutane-induced birth defects. |In March of 1988, FDA
issued a "Talk Paper" about four new cases of serious birth
defects associated wth Accutane and announced an upcom ng
Der mat ol ogi ¢ Drugs Advisory Commttee hearing on Accutane, to
be held in April of 1988.

Dr. carnot Evans, group |eader of the Dernatol ogy
Section of our Division of Anti-Infective Drugs, will now
continue the briefing.

DR CORFMAN.  Before Dr. Evans begins, | would |ike
to point out to the Conmttee that Dr. Bennett attended the
Der mat ol ogi ¢ Drugs Advisory Conmttee neeting for the
Committee. Some of you were asked if you could nake it and
none of you could, including the Chair. So he is really
representing your interests and he and Dr. Evans are here to
update you on the status of the "Accutane canpaign".

PRESENTATI ON BY C. CARNOT EVANS, Jr.

DR. EVANS: Dr. Bennett has given you a chronol ogy




sgg

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

MILLER REPORTING CO., i‘g

907 C Street, N.E.

Washington. D.C. 20002

(202) 146-6666

59

of some of the aspects of Accutane which, of course, is a
drug which has had consi derabl e oversight and regul ation over
t he past ten years.

As you are aware, an IND was submtted ten years
ago and many of us in the Agency, as well as the Roche
Company, have lived with this drug for this period of tine.

It has posed a serious and conplicated problemfor us.

In February of 1988, which is one year ago,
sonet hi ng happened whi ch had a major inpact on our oversight
in the Food and Drug Admi nistration. A position paper was
prepared by the menbers of the Division of Epidem ol ogy and
Bi ostatistics of the Food and Drug Adm nistration, which was
a lengthy, involved docunent.

It concluded, nunber one, that Accutane is, indeed,
over-prescribed; nunber two, that pregnancies in Accutane-
treated females were continuing; three, that severe birth
defects (62 had been reported at that tinme) were continuing
to be reported; finally, that the regulatory interventions by
FDA at that point, and in their view, had not had a sub-
stantive effect.

This had a major inpact on us at the Agency, as you
can inmagine, and we had several in-house neetings to address
these points. It was decided, after a nunber of conferences,
that we would tighten up our interventions and that we woul d

present the problens to the Dermatol ogi c Drugs Advisory
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Comm ttee, which was to convene three nonths hence,.

When the advisory conmttee net we had several
questions to pose for them the nost inportant of which
wll give you: The first one was, should Accutane be renoved
fromthe marketplace? The unani nmous opinion was that, no, it
shoul d not. It was felt that the benefits outweighed the
risks and, in addition to that, there was no reason that male
patients who would not be the subject of fetal toxicity should
be deprived of this product.

I mght also say that there was also the consi-
deration of vitamn A which is available over-the-counter
and which is a known fetal toxic agent in high anounts, and
whi ch has al so been reported and, in fact, is in the litera-
ture as being effective in very high doses in the treatnment
of severe cystic acne.

The second question that was posed to the advisory
commttee was is there sone way that we can |abel this drug
so that we can get reasonable interventions? One of these
was that possibly we could | abel the drug that it should not
be used at all in wonmen of childbearing age. This would have
the beneficial effect of leaving it on the market but it
woul d al so make physicians who prescribe it very well
concerned about who they gave it to since it was "contra-
indicated in wonen of childbearing years." O course, this

would nean that it would be available to postnenopausal
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women, as well as male patients.

The Commttee rejected this for several reasons.
They felt that this was not the appropriate way to address
the problem Instead, they recommended several things: They
recommended that we shoul d consider informed consent prior to
using Accutane. They recommended changes in the |abeling and
there was a suggestion that maybe a picture of a malforned
child woul d have a severe enough inpact so that the product
woul d not be used as often as it had been in the past. It
shoul d be labeled to indicate that only physicians with
speci al conpetence in the use of the drug should have
avai |l abl e Accutane for use. It was indicated that we should
gi ve consideration to sone type of Iimted distribution.

What has the Food and Drug Adm nistration done
since that time? The first thing that was done is that we
formed an Accutane nonitoring group, which is very simlar to
the AZT nonitoring group that we have had in place for sone
time. This is an inter-office coordinating body to | ook over
the details on a regular basis with the Roche Conpany, as
wel | as others, to make sure we have adequate oversight.

We are now requiring Roche to give quarterly
reports on adverse effects and pregnancy exposures; the
amounts of drug that are manufactured and drug use data; and
advertising and educational prograns.

We have al so been active in assisting Roche in the
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devel opnent of |abeling, their pregnancy prevention Kkit,
bl i ster pack and epi dem ol ogi cal surveys that we will hear
about later.

The physician | abeling has been updated with a
nunmber of things, as Dr. Bennett nentioned and which | will
not repeat.

You are aware that Accutane has a category X |abel
meani ng that the drug is known to cause birth defects. W
are also requiring that the non-pregnancy synbol appear
prom nently on the beginning of the [ abel, as well as in the
PDR.  This, of course, is a silhouette of a pregnant patient
with the red circle and the cross, which neans "do not use."

The goals of these activities are to, number one,
reduce prescribing; two, elimnate pregnancy exposure with
Accutane use; elimnate birth defects and elimnate the need
for abortion.

You heard fromrepresentatives of various groups
who were interested in giving you their views on what we
should do in the oversight of Accutane. (One that gave views,
not represented today, was the American Acadeny of Pediatrics.
They recomrended that Accutane prescribing not be limted to
any specialty or subspecialty groups. They recommended that
t he Anmerican Acadeny of Pediatrics'inplement an effective
educational programon risks and benefits of Accutane. They

recommended that the American Acadeny of Pediatrics urge the
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AAD and the AAP Section on Dermatol ogy to conduct a study to
determ ne the incidence of severe cystic acne; they urged the
FDA to evaluate nore effective neans of contraception for
femal es using Accutane and they urged the FDA to strongly
establish a standing conmttee to closely nonitor and advise
on drugs that are potential teratogens, and that the task
force reconvene in one year to reevaluate the changes in
patient tracking and results. If the new prescriptions to
femal es have not been reduced by 20 percent, the Anerican
Acadeny of Pediatrics should entertain reconmrendi ng that FDA
devise a nore restrictive scheme for Accutane prescribing.

| think we all recognize that there has been
insufficient tine to determne the effects of the inter-
ventions that we have inposed. Wile we have not asked
specific questions of you, we would appreciate constructive
commrents and we hope that together we will be able to get a
reasonabl e solution to this vexing problem  Thank you.

DR HULKA: Are there questions?

DR MCKAY:  You mentioned earlier in your presen-
tation that Accutane should be available for nmale patients
regardl ess. Is there any evidence whatsoever that Accutane
coul d affect spernmatogenesis?

DR EVANS: There is evidence that it does not.

DR HULKA: Further questions?

DR. ROY: Do you think that since September of
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1988, when the pregnancy prevention programwas |aunched --
we have no data whatsoever to have any feel for whether it is
working or not? Do you think it is just too early?

DR. EVANS: The answer is that it is too early.
There are differences of opinion and you will hear later in
the program from some of those fol ks who have the hard data.

DR HULKA: | suggest that we go on to the sponsor,
the representative from Hof f mann-La Roche. This is Dr.
W | i am Cunni ngham

PRESENTATI ON BY W LLI AM CUNNI NGHAM

DR. CUNNINGHAM  Good norning. Madam Chai r man,
menbers of the Advisory Commttee, |adies and gentlenen, | am
W |iam Cunni ngham and | amthe director of nedical affairs
at Roche Dermatol ogics, which is a subsidiary of Hoffmann-La
Roche.  Thank you for the invitation to be here today. |
will limt nmy comments to 30 mnutes as we earlier agreed.

| would also like to introduce in a few nonents Dr.
Alan Shalita, who will give you sone information about the
medi cal aspects of Accutane, further anplifying the conments
of Dr. Turner and Dr. Spraker.

(Slide)

This is about the fifth tinme that | have stood in
front of a conmttee such as this, either the Dermatol ogic
Advisory Conmittee or this one and, of course, we have had a

| ot of interaction on the subject of Accutane, as Dr. cCarnot
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1 ||[Evans nentioned, over the past several years. It is a

2 |concerted effort that we would like to present today. W

3 |lhave had interaction and taken comments from many of the

4 |lgroups who have al ready spoken today.

5 Qur goal at the Conpany is to reduce the risk of

6 |[mal formations. W feel that human mal formations is the

7 |lcentral issues. W do feel that we are seeing some progress
8 |[however, in the other areas. W do see sone downward trends
9 |lin usage. In fact, even in early 1989 we see some decrease
10 |lin the nunber of users. W have a |lot of prescribers out

11 |ithere who are just plain not interested or too afraid to

12 |[prescribe the drug, which raises some other questions. But,
13 |lin fact, | think we are seeing both anecdotally and in fact
14 |lsome decrease in usage of the drug.

15 O course, we share your concern about the serious-
16 |[ness of the malformations and we have nmade every attenpt to
17 |lexam ne every strategy and every solution that has been

18 |[proposed, no matter where it came from very carefully. So
19 |we feel we have tried to keep as open an attitude as possible
20 |labout what can be done about this situation.

21 The pregnancy prevention programwas initially

22 |/launched in Septenber of last year. It has cone out in parts
23 |land the nost recent addition has been the blister package,

24 |iwhich was only launched a few weeks ago. W discussed this
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of course, back in April of 1988 and it was inplenmented al ong
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he way as we have had the approvals and ability to produce
lister packages, for exanple, and we do feel, as Dr. Evans
as mentioned, that it needs some tine to make its ful
mpact.

(Slide)

Now | would like to go to today's agenda and | have
isked Dr. Shalita to address the nedical role and we will be
living you sonme status reports on the pregnancy prevention
»rogram, its inplenentation and its effects; the epi dem ol ogy
»£ both the pregnancies and usage of the drug; the next steps
shich we feel will be comng in the next few nonths in terns
»f the inpact of the followup survey and the inpact of our
>ther activities.

But first I would like to ask Dr. Shalita to give
jou @ little bit of evidence on the nmedical utility of this
inique drug. Dr. Shalita is Professor and Chairman at the
state University of New York, the Department of Dermatol ogy.

PRESENTATI ON BY ALAN SBALI TA

DR SHALITA: Thank you, Dr. Cunningham  Madam
Chairman, menbers of the Committee, although | have been asked
to speak to you on behal f of the sponsor, | could just as
easily be here on behalf of the Anerican Acadeny of Dernma-
tology » Where | serve as the chairman of the retinoid
committee and the council on comunications. | amalso

secretary of Professors of Dernatol ogy and have served on the
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resi dency review conmttee and various other national
committees for organi zed dermatology. | amone of the
original investigators of this drug, as many other acne
drugs, because | have devoted ny investigative career to the
study of the pathogenesis and treatnent of acne.

| would like to give you a little bit of perspective
about cystic acne and perhaps correct sone information about
the statistics of what this disease represents.

(Slide)

First of all, | think that it mght be useful to
you to have sone understanding of the factors that are
i nvol ved with the pathogenesis of the di sease and how one can
influence that with the various categories of drugs that are
avail able to us.

| think the prine defect in acne is that at puberty
there is an androgen-nodul ated increase in the sebaceous
secretion, which gives you an increase in sebum production
That could be inhibited by oral estrogens in the past which
counteract the effect of androgens and, in sone cases, |ow
doses of steroids to inhibit adrenal androgen. But also this
is profoundly affected by isotretinoin.

There is a proliferation of follicular mcroflora,
principally an organi sm known as Propi oni bacteri um acnes,
whi ch can be affected by broad spectrumantibiotics, all of

which are bacteriostatic rather than bacteriocidal, and can
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be affected by sone topical drugs. The population of this
organismis dramatically decreased, if not totally w ped out,
by oral isotretinoin because this organismis Iipophilic and
the lipid environment created by sebumis dimnished so that
this organi smcan no | onger survive.

There is an abnormality of keratinization of the
follicular wall which is only affected, anmong oral drugs, by
oral isotretinoin. It is also affected by topical tretinoin.
Finally, there is a marked inflammtory response in the nore
severe forns of the disease, which could be nodified by
relatively high doses of oral glucocorticoids, by sulfones
and by isotretinoin.

| think it is fairly evident fromthis chart that
the only orally adm nistered drug that affects all four mgjor
parts of the pathogenic pathway is oral isotretinoin.

(Slide)

| thought | would give you a quick picture of the
spectrum of disease that cystic acne represents. | think
sonme people think that cystic acne is only on the face. This
Is cystic acne in a different form These are all |esions
which nore than neet the criteria of 4 mmor |arger, conbined
with other lesions, which are also quite disfiguring. These
nunerous mlia-like |lesions are common in a nature, adult

womarn .

(Sli de)
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This is a rosacea form of cystic acne. This wonan
al so had large nodules and cysts on her back and chest.

(Slide)

Here is a young woman whose cystic acne was induced
by external agents, the use of hair ponades.

(Slide)

Here is another form of cystic acne in a younger
adult woman. You can see this very large nodule here and one
adjacent to it, and a preponderance of lesions on the chin
and the long angle of the mandible.

(Slide)

This was one of the patients from our origina
study with severe nodul ous cystic acne of the face. The
econom ¢ and enotional inpact is best illustrated by this
patient, who was an aspiring actress and was unable to even
obtain work as a waitress in a restaurant because of this
disfiguring disease. She cleared conpletely is now in the
road conpany of a mmjor Broadway production

(Slide)

This is just a side profile show ng the kind of
scarring that results. This is the same patient.

(Slide)

Goviously, this is a disease that affects males as
well. | was enphasizing the femal e patient because of our

concern this norning.
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(Slide)

The actual statistics that we have been able to
gather froma survey done anong professors of dermatology in
the country is akin to what Dr. Bennett told you before. An
average of one new patient per nonth per dermatologist in
this country would give you somewhere in the nei ghborhood of
80, 000 new cases of nodul ous cystic acne in women per year

This is cystic acne with sinus track formation
What happens is that the two inflanmtory |esions that you
see here nerge beneath the surface of the skin by a sinus
track and these | esions keep filling up with purul ent exudate
and are very difficult to treat.

(Slide)

This is an exanple of the kind of ice pick, pitted
scarring that can result fromsevere inflamatory forns of
t he di sease even when it is non-cystic.

(Slide)

And to denonstrate that this disease also affects
the trunk, as well as the face, here you have numerous cystic
| esions on the back and shoul ders.

(Slide)

This is just a closeup of one side.

(Slide)

Here is a nore extensive case in another patient

W th severe scarring.
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(Slide)

This is the kind of ulcerative necrotic debris that
can occur over these lesions, wth secondary infection
frequently being common and resulting in very severe,
pronounced scars.

(Slide)

This is acne keloidis, limted primarily to our
bl ack patients but fairly common, with severe hypotrophic
scarring.

(Slide)

Finally, not to belabor the point but I will show
you just a before and after photograph to denonstrate the
efficacy in the disease of severe nodul ous acne.

| would like to conclude by a very brief anecdote.
Last year | was interviewed on Cable News Network about acne
in adult wonmen in general and asked to review a whol e series
of treatnments that are available. W were talking nostly
about oral contraceptives and hornonal problens in adult
wonen. Dr. Sonia Freedman interviewed ne, who is a very
astute interviewer and physician.

At the very end, after having gone through all of
the therapies, | mentioned that when all else fails one can
use Accutane but that it has severe side effects, including
birth defects. | was interrupted by the interviewer. She

said, yes, doctor, we have many drugs that have severe side
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ffects. It is our responsibility to becone nore educated
onsumers.  Thank you for your attention.
PRESENTATI ON BY W LLI AM CUNNI NGHAM

(Slide)

DR CUNNINGHAM | will skip through some of the
lides in the interest of brevity, but I wll give you what
ur objectives have been for the |ast year.

Qur goals in 1988 were to limt the use of this drug
0 the severest types of acne; to exclude pregnancy by pre-
reat ment pregnancy testing and pregnancy testing throughout
herapy and through ensuring contraception. W feel this is
he maj or part of our pregnancy prevention program

(Slide)

Since April of 1988, we have revised the package
nsert extensively. The pregnancy prevention program was
>equn t0 be | aunched in Septenber of |ast year. The blister
rackaging was | aunched early this nmonth. Extensive communi-
:ations have been had with the dermatol ogi sts and the rest of
he nedi cal community and with nultiple organizations
hroughout the year and we have had extensive interactions
rith other organizations nearly on a daily basis.

(Slide)

The programis essentially in three parts. One is
-he package insert revision. The second is the pregnancy

»revention kit that you see in front of you. | would
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encourage you to |l ook through that to see sonme of the
conponents of it because | amnot going to dwell on any one
of the forms. The third part is the blister packagi ng, which
we feel is the final approach to the patient.

(Slide)

The "avoi d pregnancy"” synbol is throughout our
pregnancy prevention program and throughout the patient
brochure and throughout the kit. The package insert revision
was nentioned before by Dr. Bennett. The size is nuch
i ncreased over the past one. It is essentially double size
print. Warning of fetal risk is reenphasized. You cannot
read this on the slide but you can if you look in the
pregnancy kit in front of you.

For exanple, six criteria nust be nmet. The patient
must have the severe disease. They nust be capable of
understanding the treatnment and capable of signing a witten
consent form Many aspects of this, we feel, were ground-
breaking in terns of other drugs and we feel are rather
i nnovative and we continue to |l ook to other possibilities.

So essentially the drug is contraindicated in fenmales unless
each of these criteria are net.

(Slide)

Abstinence or two fornms of contraception are
recormended. W talked about that earlier. | need not dwell

on it. W enphasize strict contraception with the use of
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this drug.

(Slide)

Only experienced practitioners should use the drug.
We have felt that in some cases, famly practitioners, in
areas where dermatol ogi sts are not available, could use this
drug. W do not pronote to themspecifically but we feel we
do have to informthemthat they should be experienced in the

use of retinoids. This is a prerequisite for the use of this

drug.

(Slide)

The consent formis part of the package insert. It
is attached to it. It will appear in the PDR. |f you do not

have one in the kit, you can take it out of the PDR and xerox
it and have the patient signit. There are ten specific
pl aces the patient nust initial and then sign and the
physician nust sign it, put a copy in the chart and the
patient takes one as well. So we have really tried to tie up
the |egal aspects of this.

(Slide)

In sunmary, the "avoid pregnancy" synmbol appears

t hr oughout the patient and physician material. The contra-
indication and warning is very large. It is very clear. It
underscores the fetal risk aspects nany times. It contra-

indicates the drug in fertile females unless all six specific

criteria are met, and recomends two forns of contraception
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and use by experienced practitioners, and incorporates a
consent form It is quite an extensive package insert.

The revision was communi cated, shortly after its
approval in August, to all the dermatol ogists in the country
on Septenber 2 and all of the physicians, over half a
mllion, on Septenber 9. W have done this as a matter of
routine every tinme we have had new i nformation on the
product. W routinely send that information at |east to al
t he dernmatol ogi sts and, where applicable, to all the physi-
cians in the country.

(Slide)

The kit is in front of you. There are a couple of
copies on the table and we have another one in the back. It
IS a rather extensive program

(Slide)

It has multiple conmponents, the first being the
patient qualification checklist. The patient nust neet all
of these criteria and the physician should go down this I|ist
with each patient or, otherw se, not prescribe the drug for
that particular patient.

(Slide)

The patient brochure has been updated and, again,
it isinthe kit. It is rather extensive. It has been
revised multiple tines in the past several years as we have

| earned about the risk of fetal malformations and about other
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side effects.

(Slide)

W have English and Spanish patient information in
the kit and, as well, we have an 800 nunber both in English
and in Spanish. So anybody who does not get the information
clearly enough fromtheir physician could get it through the
800 nunber and we have other provisions, as necessary, for
the patient to get as nuch infornation as they need.

(Slide)

Contraceptive information is included in the
pregnancy prevention kit. W agree with the suggestion that
dermat ol ogi sts should be famliar with this. | think it is
mandatory, in fact, that the dernmatol ogi sts understand this.
W have an optional program which | will nmention in a
moment, where obstetrician or famly practitioner consultation
could be obtained. That is another ancillary way the patient
coul d get adequate contraception information.

(Slide)

The contraception referral program| referred to
just now is a voluntary program W have felt that this is a
very good option for patients who need additional information
or in situations where the dermatol ogi st does not feel they
can adequately informthe patient on contraceptive use.

Roche W || pay for the initial pregnancy test and the

contraceptive referral when performed by a famly practitioner
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on contraceptive counsel or of the OB/GYN type. W feel that
this is an ancillary part of the programand we do feel, of
course, that the dermatol ogists should be very famliar with
contraceptive information

(Slide)

A patient self-evaluation test is included. The
patient is supposed to take this test. If they fail even one
of the questions and the physician sees that, he is not
supposed to put the patient on the drug. W enphasize that
every single criterion nmust be nmet and every single exam
question answered correctly, otherwise the patient should not
get the drug.

(Slide)

The consent form as | nentioned before, has about
10 or 11 places for the patient to initial. [If they sign
this, they have, obviously, conplete information about the
drug , about its side effects, about the risk of malformations

and about the appropriate use of contraception. Oherw se

t he physicians place thenselves at great legal liability when
they use this product. | mght add that they probably place
t hensel ves at great legal liability if they do not use this

product under certain circunstances. That is how restrictive
our program has beconme. The consent formalso includes a
third sheet which is a possible sign-up for the possible

survey, which I will mention in a nonent.
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(Slide)

So in summary, the kit includes all of those forns.
| will not go into themagain, in the interest of time, but
they are in the kit. W feel that it is a rather innovative
program W would like to keep our options open in that
regard. | f you have sone specific suggestions for inprove-
ment, we would like very nmuch to hear those.

(Slide)

The prevention kit was |aunched to all the derna-
tol ogi sts, starting around Septenber. In February and March,
when we polled the dermatol ogic comunity, as we have been
doing at regular intervals, we found that 95 percent of the
der mat ol ogi sts have received the kit. O those who have it,
55 percent have used one or nore conponents in the |ast
coupl e of nonths.

Why didn't everybody use it? Interestingly enough
sonme evaluate the patients with the kit or without it and
t hey do not have occasion to use the product. So 36 percent
actual ly have not evaluated patients. | think we are seen
anecdotal ly as well a great hesitancy on the part of many
dermat ol ogi sts to use the product.

(Slide)

When the patient is evaluated using the Kkit,
interestingly enough, 22 percent of the patients do not get

the drug. So we think that we have, in fact, cut down sone
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of the prescribing by the use of the kit at the very beginning
of the program

(Slide)

The blister packaging was introduced in early May.
W have already had sone positive feedback on that. | have
one in front of me and you have a couple at the table. It
opens wth some difficulty. It is child-resistant and it has
taken us sone tine to get over that hurdle,. | must say that
we have incorporated just about everything we can think of in
this, including all of the patient information that they
need; the highlighting in red and with pregnancy symbol s
t hr oughout . | think it is quite dramatic. Even fromthe
back of the roomyou can see the kind of kit we are talking
about here.

This is the only way the drug is availabl e now when
the existing supplies run out. W have had some technica
difficulties getting this made because of the heat-sensitive
capsules. But it is out now and your patients are going to
start getting this. Eventually this will be the only way a
patient can get this drug.

It has the line drawing of the malformation. It
has extensive warnings in red about the risk of fetal
mal f or mat i ons. Every time you take one of the capsules you
have to press it through one of these "avoid pregnancy”

symbols. Again, if you have some suggestions on this for




sgg

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

MILLER REPORTING CO., Eg

507 C Street. N.E.

Washington. D.C. 20002

(202) 546-6666

(

80

somet hing nore to be done, we would like to hear them  But

think we have just about covered all the bases.
Inside, folded up init, is an enrollment formfor
he followup survey. So if the physician does not enrol
he patient in the followup survey, we hope that the
patients will enroll themselves. In fact, we are finding out
hat a substantial nunber are self-enrolling since the
bl i ster pack has been avail abl e.

(Sli de)

| have already shown you sone of these features.

As | nentioned, the patient information is integral to the
packagi ng. There is no way you can get this drug w thout

[ hi s package. It tells you everything you need to know,

ncluding all the avoid pregnancy information.

(Slide)

The pregnancy warnings in red are throughout.

(Slide)

The pregnancy synbols, as | nentioned, are through-
put, as well as on the back of the blisters so that you
rannot get a capsule w thout seeing that.

(Slide)

And the line drawi ng of the malformations can be
seen. | would be glad to pass this around to the audi ence
oo if they would like to see it.

(Sli de)
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The enrollment formfor the followup survey is
included. Wth that, | think we have come about full circle
internms of what we think we can do as a final step to
intervene in the patient receiving the drug. Hopefully, they
do get conplete information fromthe physician but if they do
not, for sone reason, we think that when they receive this
package fromthe pharmacist, this will make a substanti al
| npr essi on.

(Slide)

In terns of communication, | wll not belabor it
except to say that we have followed up extensively with our
der mat ol ogi ¢ and ot her col |l eagues on all the problens
associated with the mal formati ons.

(Slide)

W have extensive professional representation in
the field. W have nade a total of over 20,000 visits nowto
all of the dermatol ogic prescribers and those prescribers of
Accut ane whom we have identified as being substanti al
prescribers. W have sent letters to every physician asking
themif they prescribe Accutane. If they do, we then visit
them If they do not prescribe Accutane, we do not detail
them we do not advertise to them W do not want the
product used outside experienced practitioners. But we do
visit themif they do use the product. As you see, we have

had extensive representation. Mst of these visits were in
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September and Cctober. For exanple, over 10,000 were to
detail the pregnancy prevention programkit. So the kit was
gone through in detail wth the physician prescriber.

(Slide)

We have presented this issue many tinmes. |,
mysel f, am asked to commrent on this all around the world.

The Anerican Acadeny of Dermatol ogy has been very supportive
on this in inviting us and having their own nenbers present
the issue of teratogenicity as the inportant aspect of

Accut ane. | mght enphasize that the conference on retinoids
and teratogenesis was a major conference sponsored by Roche,
hel d last nonth in Westchester, wth representatives from al
around the world tal king about the very basic aspects of
teratogenicity and its prevention. W are very interested in
the research aspect of this.

(Slide)

This is not the usual ad that one would see in a
medi cal journal but this is the way we advertise Accutane now
in terms of its problenms. W do not enphasize efficacy;, we
hit themwith the problems that they are going to encounter
Here again, this is for the dermatol ogi sts who see the
pregnancy prevention synbol and the problematic nature of
prescribing is enphasized.

(Slide)

This appeared in the dermatologic literature, as
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cited here.

(Slide)

To the famly practitioner and the general audience,
| do not think one can be nore dramatic in terns of what this
drug is, that is, it is contraindicated in fenales.

(Slide)

This is the ad that is run in the follow ng

journals, The American Medical News, the AMA, Fam |y Practice

News, etc. This is the kind of advertising that we are

doing, solely this kind of adverti sing.

(Slide)

W have had, as | nentioned, extensive interactions
w th the Anerican Acadeny of Dermatol ogy and the pediatric
groups , the obstetricians and gynecol ogi sts, the professiona
phar macy associ ations and, of course, we have had extensive
interaction with the Sl one Epidemology Unit to develop this
fol lowup survey.

(Slide)

| realize there are sone aspects to this that are
not conpletely agreed upon but we feel that we live in the
real world and that we have to face the situation as it is
now and deal with what we can right now. So we have intro-
duced this followup survey.

(Slide)

In terns of patients, we feel that the trend is
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1 |[downward. Here is a graph of usage of the drug in new fenale

2 |lpatients, starting in 1985 when the |atest peak occurred

P

3 |There is a 29 percent decrease, based on PDS data sources,

4 Jluntil 1988. | would like to tell you what happened in 1988

5 |land 1989, and the trends are downward as well. Qur factory

6 |lunits are down conpared to previous years and, in fact,

7 |[recent PDS data analysis for the first quarter in 1989 showed
8 |data that showed a decrease in usage conpared to the first

9 |quarter of 1988.

10 Interestingly enough, it changed in the nale-female
11 |ratio. In the past the ratio has been about SO50 and in the
12 |latest survey of PDS it was 59-41, something of that order

13 ||So that is 60-40. That is admttedly soft data. | do not

14 |pretend to stand here and defend this epidem ol ogically.

15 ||That is not our goal. CQur goal is to |look at the genera

16 |[trend and we feel that that is downward.

17 (Slide)

18 In terns of the pregnancies, | think you have this
19 |[information in your subm ssion, the total nunber of mal-
20 (formations is 76. W feel that these nunbers are closer to
21 |lreality than the other estimates. | have personally testified
22 |in at least half a dozen |lawsuits. W have over a dozen

23 |lawsuits pending on this very issue in the Conpany. The

24 ||American Bar Association has made this the "hit" drug. |

MILLER REPORTING CO., 5‘%
507 C Street, N.E.
Washington, D.C. 20002
(202) 546-6666

think if we had 1000 mal formations, the lawers would let us
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know about this and | do not agree with the estimtes of 1000
such malformations. This is a drug where reporting is quite
substantial. W have an increase in reporting of adverse
reactions with this drug over 1985 data. So we have a
constant |evel of reports of adverse reactions and the

mal formation rate, although it is not at zero, is substantial-
ly lower than it was 1983 when we had 25 mal f or mati ons
reported; or 1984 when we had 14. In 1988 (sic), as of April
30th, we had 2. Admttedly, there is a lag period. W do
not pretend to be at our goal yet. W think we are going
toward that goal and we are not there yet.

The bottom line of the total nunber of pregnancies
| think is also possibly dowmward but, again, | agree with
the critics who say that this is not conplete information
This is a spontaneous reporting system W do not pretend to
have absol utely conpl ete data. But given the focus on this
drug , we do feel that these nunbers are closer --

DR CORFMAN.  Can you el aborate on the elective
abortion rate?

DR, CUNNI NGHAM | think I would say again the sane
on that, that the elective abortion rate, in fact, is not
different fromthe general popul ation. It is not above the
general population. In fact, nost of our data indicate that
we have | ess of a problem of pregnancy abortions, etc., with

this drug than in the general population. But | do not say
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that this nunber is the absolute nunber. That is clearly an
estimate and el ective abortions are not conpletely reported
to us, nor are all pregnancies. But we do feel malformations
are much nore conplete in their presentation to us.

(Slide)

| will briefly go through the survey, essentially
just to focus on the fact that we have a voluntary survey.

W\ recognize the possibility for bias in that but we feel it
is the best we can do for the present tinme in a pilot way to
see if we can start to get a handle on these nunbers.

W are going to | ook at the pregnancy rate and
awar eness of the teratogenic risk, etc., and pregnancy
outcomes in the survey.

(Slide)

| will show you schenmatically how the patient can
get enrolled. They can either becone inforned of the survey
t hrough their physician and, hopefully, they will do that.

O through this blister pack they can self-enroll.

Once they are enrolled, they receive a one time fee
of $10 for doing that. They are then followed up either with
a telephone or a mail contact throughout the total follow up
period, which is a total of 11 nonths. W have tacked on
t hose additional nonths so that we can see what happens after
the drug is discontinued but we realize it is a voluntary

survey.
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(Slide)

This is our enrollnent at the nmoment. W have
steadily crept upwards and the enrollment has substantially
changed in terms of its conposition since the blister pack
introduction a month ago. So we do feel that that |ast part
of our program has started to have sonme effect and we are
finding that approxi mately 30-40 percent of the enroll nent
now i s through the blister package.

(Slide)

In terms of next steps, | will take about two nore
mnutes to summarize and give you what we feel the next steps
will be. The blister packaging has just been there a nonth.
So we think it is going to take some time to make its ful
i npact but it is starting to have an inpact through the
paraneters that we have been able to | ook at.

The Slone followup study -- renenber, this is kind
of a unique study. W just started it a few nonths ago. It
got off to a somewhat rocky start with controversy. So it is
not exactly the way we woul d have |iked to have gone but,
again, we are trying to deal with the real world situation
here and we do feel that the inpact will cone |ater.

W have an extensive CME program whi ch we have
started to inplement, which will be continuing with the
Anerican Acadeny of Dernatol ogy endorsenent, as well as al

of the other communications which you see. W will continue
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to nail to everyone and advertise very specifically on the
I ssue of contraindications. W have extensive pharnmacy
interactions ongoing at the nonent. We will be continuing to
present these aspects of Accutane to the practicing physicians
t hrough our professional representatives.

| think you should al so know that when the profes-
sional representative calls on a physician, they are in-
structed to enphasi ze the pregnancy prevention aspect of
Accutane, not the efficacy. W do not need to sell efficacy
with this drug. That is clearly not what we are doing at the
nmonent either.

| would say, in summary, that we intend to nonitor
the situation and revise this programas necessary. | think
that we have inplenented sonething that is doable, that we
can live with, that we can hopefully nmake a significant
impact with. But we would like to take your suggestions
seriously and inplement them where practical.

W woul d al so enphasi ze that we have what we fee
"is a nodel exanple of cooperation with the Food and Drug
"Administration. We have not al ways agreed on sone specific
points. W have tal ked about those points and we have tried
to find a solution to the problem

So in summary, | think that we have a situation

where we are approaching our goal of reducing the risk of

mal formations to the mninum W are show ng a substanti al
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decrease in usage of the drug, which is a hopeful sign. W
feel we are approaching our goal with a very innovative and
creative and, where necessary, to be revised pregnancy
prevention program  Thank you.

DR. HULKA: (Questions?

DR MCKAY: | notice that you do not have any
comuni cations, at least fornmally, with the Anerican College
of Nurse Mdwi ves. Wuld not |ow income wonen perhaps be
nore likely to be seeking nurse mdw fery care and famly
planning clinics? Wat kind of information is dissem nated
to then?

DR. CUNNINGHAM | think that is a good suggesti on.
At the present tine, we are looking at the Dernatol ogic
Nurses Association, for exanple, as a start. W have |earned
a lot as we have gone on with this. First of all, we have
learned that it is not always the physician who counsels the
patient; it is frequently a nurse. In this situation it is
perhaps a mdwfe. So we wll be looking at all of those
options, yes.

DR VENTZ: Wuld you provide us information about
the pregnancies? | would be particularly interested in the
age of the patient; whether this was method or user failure.
What types of things have you collected that you can tell us?

DR. CUNNINGHAM | think | would sunmarize by

saying that the situation, as we see it here, parallels the
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B 1 |lgeneral situation in the United States population. That is,
2 |pregnancies occur. They are unwanted. Sonetinmes they are
3 |the result of not using adequate contraception. Sometimes
4 |they are the result of not know ng what contraception nmeans.
5 ||Sonetines they are the result of method failure and sonetines,
6 |[[in this situation, they are the result of starting the drug
7 ||before the pregnancy test is obtained or about a third of the
8 |patients historically with this have been pregnant at the
9 (ltime of initiation of therapy. So we think that the nandatory
0 ||pregnancy testing at the beginning, with meticul ous history
11 |[taking, etc., is very inportant.

- 12 | think the point that Dr. Spraker nade on this is
13 |linmportant to enphasize in this regard. | have had a |ot of

14 |lconcern about this drug going into a regional distribution

15 |[system for exanple, to regional centers because, in ny

16 |[experience and | practice dermatol ogy every week in New York,
17 ||when you do not have a patient's confidence you really cannot
18 |[guarantee -- well, you can never guarantee conpletely but you
19 |really cannot have a good sense if they are going to go hone
20 |with your message. |f they come across the State of lowa, 1
21 |doubt if they are going to tell you about their sexual habits
22 |land their use of contraception and their intent in ternms of
23 |[this. W have had sone intentional use of this drug to

24 |[precipitate situations where an abortion would be required.

MILLER REPORTING CcO,, . .
07 C Srect. NE. 2% So you see the whole spectrumof activity here

Washington, D.C. 20032
(202) 546-6666
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essentially. Wat we have tried to do is focus the responsi -
bility where it belongs -- on the physician and on the
patient. These two people are really in partnership on this
issue. We do not feel that the third parties and the

di stribution schenes, and such, really get to the heart of
the problem that is, the physician and patient.

So have | answered your question? A substanti al
nunber are pregnant before they get the drug. Sonme people
use contraception rather poorly and they do not use it
properly and get pregnant. Qhers use it and they get
pregnant. The Norplant and the Depoprovera suggestions are
worth thinking about in this regard in this very special
circunstance.  Yes?

DR HULKA: | wonder if Dr. Shalita is here

DR CUNNI NGHAM  Yes, he is.

DR HULKA: | would like to ask you a question
about this indication, the serious cystic acne. By the tine
you are prescribing Accutane for individuals with this
condition, they apparently already have serious, irreversible
skin damage. | wonder if there is any experience with the
use of Accutane for |ess serious acne where there would be
the potential to prevent this serious, irreversible skin
damage.

DR SHALITA: What a few of us have done, sone of

the original investigators, is that we have taken sone of the
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younger children and famlies where there is a very, very
strong famly history of severe cystic disease, where the
father has a lot of scarring, where we have already treated
one of the older siblings -- we have not really had one
before they have devel oped acne and we are a little reluctant
to go very young with it but we have treated 14, 15 and 16-
year ol ds.

DR HULKA: | am speaking about nore nodest forns
of the disease currently --

DR SHALITA: Yes, we have treated them before they
have gotten severe cystic disease to see whether or not one
can nodul ate the course. The results have been good. That
is not the problem The problemis that the | ess severe
disease to begin with, the nore likely they are to get a
recurrence. That may have to do with the concentration of
drug that is actually delivered to the skin. It is like
penicillin getting to inflamed skin.

DR HULKA: Thank you.

DR. HANEY: Dermatol ogi sts have been treating
psoriasis with methotrexate for a long tine. That is a
potentially hazardous drug as well. Do you have nuch feeling
or experience why this sane issue for nethotrexate has not
bl own up?

DR. SHALITA: Yes, | think that the problem wth

nethotrexate is a real one. It is also a teratogenic drug.
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1 |{In general, | think that you are treating an ol der population
2 |[You just have to do the conparison between the nunber --
3 |IBill, how many birth defects have we seen with Tegi son?
4 DR, CUNNI NGHAM  We have not seen any in the United
5 |States. W have had a few, especially in the premarketing
6 (tine.
7 DR SHALITA: In general, you are treating an ol der
8 |[popul ation of patients.
9 DR, CUNNI NGHAM In response to your previous
10 |lquestion in terns of what we know about pregnancy, interes-
11 |[tingly enough, w th Accutane the pregnancy curve is bel
B 12 |shaped, it is a few 13 and 14-year olds and a few 45-year '
13 |olds and the majority are in the 20-40 age range. |t is just
14 |lbell shaped. Wonen at 40 are still getting pregnant.
15 DR SCHLESSELMAN: Dr. Cunningham we saw this
16 |norning numerous very graphic portrayals of the benefits of
17 ||Accutane therapy and equal |y graphic portrayals of benefits
18 |lappear in one of the patient information brochures. Wy is
19 |[there no equal ly graphic portrayal of an adverse outcone?
20 DR CUNNINGHAM | could show you sone pictures
g 21 |that | have been able to get fromtextbooks of fetal nal-
22 |formations, which | use during ny presentations. But we have
- 23 |not had access as a Conpany to pictures of nalforned infants.
24 ||Sone of the cases are in litigation and we do not have access
s %38 |to them  Others are held by one of the primary investigators
Washington. b.c. 20002
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who has been reluctant to give us the pictures to use on any
of these forns.

DR. CORFMAN: There is a drawing on the blister
package.

DR. CUNNINGHAM  There is a draw ng, yes.

DR SCHLESSELMAN. There is a difference between a
drawi ng and a phot ograph

DR CORFMAN. O course.

DR. EVANS: W have found that legally this was
i npossible to do. There are legal inplications with this and
this is the reason for the graphic representation

| would like to respond to one of the questions as
to why we have not had problens with nethotrexate and
etretinate the way we have with Accutane. Accutane is a one
of a kind drug. This is a drug which does sonething that no
other drug will do, which is untrue of nethotrexate and is
untrue of etretinate. For severe psoriasis we have a nunber
of other treatments which are available. This is not true of
severe of cystic acne which has not responded to other types
of treatment.

DR MCANARNEY: Dr. Cunningham as a pediatrician,
| am concerned about the issue of understanding the materials
that are presented. In working with adol escents we make sure
that the naterials are directed toward a fifth grade reading

l evel and | would think probably young people would be
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reading these materials, as well as people whose educationa
| evel may be truncated, for whom these materials would be
quite conpl ex.

So ny question to you is have you considered the
possi bility of having sonebody review your materials for
under standing? Are they too sophisticated for the popul ation
to which they are directed? And is there any infornmation on
how this is handled with adol escents? Are the parents
involved in terms of the informed consents or do the young-
sters sign the consents thenselves? | have a nunber of
questions about the issues of the understanding of the
materials, the actual consent and who is doing the consenting
and that may be a whole other topic we ought to be thinking
about .

DR. CUNNINGHAM It is a major topic. | think in
terns of understandi ng, you probably realize that we are in a
unique legal, regulatory and practical situation where the
conplexity of the scientific issue is one thing, where the
regul ati ons about how things should be is another, where
| egal constraints are a third. There are some practica
aspects to that. W have looked at it. Qur indications are
that it is at about the highschool level, which is probably a
bit too nuch for sone.

That is the. reason we have sone backup systens,

however. The 800 nunber, for exanple, gives sone access to
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ot her ways of hearing the nessage. Again, hopefully, the
nessage is getting across not just in witing to the patient
but verbally fromthe physician or the counsel or, whoever
that may be.

In terns of the use of the consent form and mnors,
| think that is nore or |l ess a case by case situation. W do
not, as a Conpany, have an official policy on that. | think
you will find there is a great disparity, probably even
around this table, about what you do for consents for mnors,
whet her you have the patient involved. | know there are a
| ot of issues about everything frombirth control information
to abortion and any surgical procedure on that. But | do not
think we are unique in that regard but we do not have a
specific policy on that. W think that here again the
physician, patient and in this case perhaps parent needs to
be involved. W do not state the specifics of that.

DR ROY: | think this blister pack is wonderfully
put together but | wonder whether it is not too large. You
sai d sonet hing about the conmpound being heat sensitive. |
woul d suspect that some individuals would probably just pop
out all of the ten pills and put themin sonething a little
easier to carry. Wuld that inpair the efficacy of the drug?

DR. CUNNINGHAM: No, probably not. W have been
marketing in bottles of 30 or 100 in the past. They are heat

sensitive and they will stick together a little bit but even
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when they are stuck together after being in the sun, or
sonething, they are not inpaired. They are not any nore
toxic than they are to start wth.

It is an interesting point about is this too
conplicated. Again, where do you draw the |ine between ful
di sclosure -- you want as nuch information as is necessary to
be there, but then you do not want so nuch there that they do
not use it. W have had this criticismof the prevention
program  Sone people say this is too much; this is unrealis-
tic, we are not going to do it. You know, it is a balance.
That is the case wth this blister package. W have tried to
cram everything in there that we could to, again, be the
final interrupter, if you wll, of therapy if it is ap-
propriate for the patient but | need new glasses to read sone
of the fine print; it is pretty snmall.

DR ROY: | think one of the central issues are the
nunbers of cases of malformation. You have stated that you
believe that the reported nunbers, the ones that we have been
provided, are accurate. Dr. Erickson earlier said that he
thought it was the tip of an iceberg -- we are at polar
differences here.

DR CUNNINGHAM W had this discussion a year ago
when | think that Dr. Lamrer made the nost salient point,
that is, he said that this is not a nunmbers game. So | do

not really think that | nor Dr. Erickson want to get into
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that sort of discussion. The issue was not how many; the
issue is, you know, if it is your child that is affected,

that is one too many or if it is one that you know of or have
had experience with or prescribed the drug for. Every single
one is obviously a terrible tragedy.

So our enphasis has not been on the nunbers but on
the problem of malformation. W want to get the number down
as low as practical. | think everyone realizes that this is
the real world and it nay not reach zero inmedi ately or next
year but, on the other hand, | would like to put in per-
spective that we do not believe, from nmany sources including
our legal side, if you will, which is relatively vulnerable
inthis area -- we do not believe that there are a thousand,
as the original estimates were made fromthe Medicare data
base in Michigan. But, again, | do not think I would want to
make that the issue today. | think the issue is pregnancy
prevention, malformations and how do we get to the root of
that problem not how many are there

DR MCKAY: What woul d a package of Accutane
capsul es cost to the patient?

DR.  CUNNI NGHAM I would put it in terns of the
total cost of about five nonths of therapy, saying it is
about $400-500 for the total cost of the therapy. W have
had a | ot of questions about that. I think the point that

was made earlier that this is a single course of therapy for
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D0 percent of the patients is worth enphasizing, rather than
w2, 3, 5, lo-year course of therapy with tetracyclines, for
exanpl e, which are obviously much | ess expensive per unit.

DR HOLMES: Dr. Cunningham | wonder if you could
ell us how you plan to explain to us how there has been a
eduction in the nunber of pregnancy exposures this tine next
year? | am asking this because, as you know, the protocol
or the postmarketing surveillance study that is being
ronducted was rejected in draft form in its first subm ssion
and in its second subm ssion and you have continued with that.
DR. CUNNINGHAM | think I can answer that very
pasily. Inlife, one always has the existing situation and
hen the new situation. Here we have an existing situation
vhere we have a data base of some reliability, although not
conpl et eness, since 1982, since the product was marketed.
| have nentioned that the adverse data reporting
nas been relatively flat throughout the period, about
3.4/1000 patients treated, and we know the exact nunbers of
hat per patients treated. So that adverse reporting has
remai ned constant. If that remains constant, we do not see
vhy the pregnancy rate shoul d decrease or change out of
proportion to the reporting of hangnails and earaches and
5t omach pains. So we feel that we have a base there that we

can | ook at for the future.

On the other hand, the Slone study will be put in
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place this year and we w ||l have subsequent years to | ook at
somet hi ng. | think that in the real world that is what we
are facing. W do not start out with know ng exactly how
many pregnanci es we have today in any system whether it is a
conplete restriction of the drug or not, because one does not
know what the previous rate was.

So in response, | think we will be |ooking very
much toward what has been a reliable system although
sonewhat inconplete, for degree of change rather than a
conpl eteness of change.

DR. HOLMES: \What is the enrollnent of wonmen?

DR CUNNINGHAM  The present enrollnment rate varies
somewhat by nmonth and week but the rate |ast year was about
130 wonen per week. The total usage of the drug |ast year
was about 65,000 new females

DR. HULKA: Thank you.

DR. HOLMES: Would you express that as a percentage,
pl ease?

DR CUNNINGHAM It is about ten percent | think.

DR. HOLMES: Do you think that is sufficient?

DR CUNNINGHAM | think we could debate this
probably until the Commttee neeting is finished tonorrow
afternoon in ternms of whether that is conplete. Qbviously,
it is not conplete. W have addressed this with the Accutane

wor king group within the FDA extensively. So | probably need
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not dwell on it here. It is a sanple. It has the potentia
for bias. It is the best we can do at the present tine.
DR HuLkA: | would like to suggest that we stop

this part of the neeting now and take a break. Fifteen
mnutes fromnow we wll reconvene, at |1:00  Then we wll
continue wth the discussion of Accutane.

(Brief recess)

DR HULKA: The next person to speak is Dr. Bruce
Stadel, with the FDA. He will be speaking on the use of
Accutane by wonen of reproductive age in 1988.

PRESENTATI ON BY BRUCE STADEL

DR STADEL: Thank you very much. | amgoing to
move fairly rapidly through some of my early slides because
to understand the concerns about use in 1988, it really has
to be viewed in the context of use up to that time. So we do
have the 1988 initial slides in that context.

(Slide)

We are trying to track the drug for the Agency, and
It is a drug that is not supposed to be used in pregnancy.
There is not supposed to be pregnancy exposure because of the
ri sks associated with it.

(Slide)

This is our estimate of the male to female ratio for
cystic acne and the fenmale incidence. This is, admttedly, a

rough estimate. | would offer, however, that it is based
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upon popul ation-based data, the National Health and Nutrition
Exam nation Survey; that the criteria for defining acne are
very wel | described and detailed in the report and that the
exam nations were done by a cooperating group of 200 derna-
t ol ogi st s.

W have had to estinmate incidence by just taking
the prevalence with the available published estimates of a
duration of 8-9 years. So it is, admttedly, a rough
estimate but it is a data-derived estinate, whereas, the
figures that | have heard otherwi se seemto be mainly
anecdot al .

(Slide)

This, very quickly, is the total use in nentions in
thousands; total use in new start rates fromthe Nationa
Di sease Therapeutic Index for Accutane over the years. So
despite the publicity and concern, the rate of use continues
and you can contrast this against the estimted annual
incidence | put up before. So even if that figure were
substantially wunderestimted, we are talking about orders in
magni tude of difference; we are talking here about 50, 000-
60,000 starts per year.

(Slide)

Agai n, percent of total Accutane use in wonen is
close to 1:1 ratio, whereas, the best estimate is closer to

6:1ratio for cystic acne in nmen to women. | nmight also add
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that we have seen other data from other sources to support
that for nore serious acne, froma recent publication of the

British Medical Journal

(Slide)

So these have been our figures at the tine this
slide was prepared, that 80-90 percent was being handl ed by
der mat ol ogi sts and even though it was being handled in the
specialty, it appeared fromour data at the tinme, based upon
the estimate of 5000, to be a very, very large excess if one
accepted that definition of indication, with the conclusion
that the majority were being treated for mlder acne than
seened to be the indication.

( Transpar ency)

Again, one other data base, the PDS data base, also
gives a ratio of nearly 1. That is really the only purpose
of showing this, just to show a second data base giving the
sane ratio.

( Transpar ency)

| think this slide is inportant in placing things
in context. This population figure is mllions. The
exposure incidence is nunber per thousand per year. This is
t he experience in these countries, aggregating data from
1982-1987. \What we have done then is to say how nany fold
greater is the use in the US. conpared to Sweden, U K and

CGermany.  You see that the excess is a multiple in the range
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of 6-8-fold greater use in the age range 15-44 in the United
States than in other countries of conparable devel opnental
and nedi cal care |evel

(Transparency)

This transparency focuses down on this. In Sweden
where we have recently had communication with the Departnment
of Drugs concerning a considerable study that they have done
to exam ne Accutane use in Sweden, where it is handl ed
through a licensure system the colums show you the nunbers
treated of women 15-44 and the totals; the nunber in the
US :; and then the nunber of patients treated per thousand
per year. So you have in this slide a nearly lo-fold greater
use in wonen 15-44 in the U S. than in Sweden. These are
data confirmed by the Swedi sh Department of Drugs.

| mght commrent in this context also that when they
exam ned geographical variation in Sweden, what they found
was that the differences in the rate of use in different
regions -- Stockholm versus others in particular -- was not
highly predicted or correlated with the differences in the
size of the population. It correlated best with the diffe-
rences in the nunbers of dermatologists in the different
cities. So it seems that the difference in the rates of use
was nore a function of prescribing than of the nunber of
people in the population who were potential recipients.

(Transparency)
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- 1 This is just briefly to rem nd you that Accutane
_ 2 ||lsyndrome reporting, if you look at the right-hand colum, has
3 |been pretty stable since 1985. Despite a great deal of
4 llconcern about the syndrome itself, it really has not changed
5 |lvery much.
6 (Transparency)
7 I would enphasize skepticism about the idea that
8 (these birth defects are reported with the kind of conpl eteness
9 (that Dr. Cunningham suggested. The whol e experience with the
10 |spontaneous reporting systemis that under-reporting is
11 |lenormous. For exanple, in DVT-associated deaths, reporting
Py

12 |was estimated at |ess than 10 percent. Sinilar very |ow

13 |reporting rates have been noted for highly publicized

14 |loccurrences such as deaths from deep venous thronbosis in

15 |oral contraceptive users, in Britain, where reporting,

16 ||despite a great deal of publicity, was |ess than 10 percent
17 |lof what had been derived off popul ati on-based fi gures.

18 You al so have to renenber that there is an average
19 |reporting |lag of about five nonths, to which nust be added
20 |[the gestational lag for the fetus involved and that you

21 |lreally cannot track pregnancy exposure by watching birth

22 |defects because it can be driven by abortion rates. So given
23 |the pregnancy category of the drug, we have focused our

24 |lattention on the issue of pregnancy exposure.

MILLER REPORTING CO"%'
507 C Street, N.E.
Washington, D.C. 20002
{202) 546.6666

( Transpar ency)
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This noves then right here to the pregnancy
exposures that were reported to Roche, which they provided to
us, Which have again been pretty stable from about 1985 on.

| would comment here that there were nine pregnancy
exposures reported in the first quarter of this year. Al
exposures occurred late in 1988. O the nine, the records
indicate that all but one or two were either already pregnant
worren exposed or became pregnant within one nonth of initi-
ating use. Wth regard to contraception, one was an apparent
OC failure; three reported they had been using barrier rhythm
met hods; one thought she was infertile and was not using
anyt hing; one thought her partner had a vasectomy. The
others were uncertain.

( Transpar ency)

So this gets us to where there was a great deal of
concern through these early years with the reports of birth
defects or pregnancy exposures, with very high levels of use
relative to orders of magnitude in relation to the indication
and experience in other countries.

This is difficult toread. | put it up sinply to
illustrate that we are dealing with specific people as well
as numbers. This report of a birth defect came to us in My
of 1988. The child had no left ear; hydrocephalus; a
deformed right ear. The indication was described as mld

acne and the coments said that the dermatol ogi st did not
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know about the pregnancy and that the obstetrician did not
know about the acne.

We think that this anecdote does help to illustrate
some of our concern with fragnentation of information, the
feedback and the ability to track the situation

(Slide)

As you know, the objectives have been to elimnate
the pregnancy exposures.

(Slide)

This slide shows you the use by quarter in 1988.
Towards the end of the year there is definitely a drop in
total use but, to the extent of the available data which are
based upon small nunbers, there has been no pattern with new
starts. W have been concerned about this because nost of
t hese pregnancy exposures occur early.

(Slide)

This is an estinmate of possible pregnancy exposures
in 1988. | f wonmen on Accutane had been using contraception
the same way as popul ati on-based data in the article M shel
had applied, if all of these women had been using oral
contraceptives, | estimate this figure would still have been
over 600 pregnancy exposures in 1988.

(Slide)

This pretty well waps it up. |If there were 1200

exposures, 40 percent would have been drug-induced spontaneous
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abortions. O the renainder, the induced abortion rate would
probably, from our estinates, have been about tw ce as high
as the general induced abortion rate, for obvious reasons.

O those reaching delivery, about a quarter would have sone
birth defects.

(Slide)

My last comment here pertains to the postnarketing
study efforts, as has been discussed. | will not go into
this. However, the enrollment rate is too low for nme to
consider it seriously providing useful infornation on
anal yzing pregnancy exposure and | submt that it could be
actively msleading because of the selective nature of the
enrol | ment .

(Slide)

So | would conclude with the last slide here that
says that use appears to continue to greatly exceed the
indication. Wien | look at the first quarter 1989 data, it
does not persuade me that there is a pattern of neaningful
decr ease. Pregnancy exposure continues to be high and | do
not think this postmarketing study is adequate.

( Transpar ency)

This is a very close | ook, nonth by nonth, of NPA
data for new Accutane prescriptions by dose, month and year
This is a valuable adjunct to NDTI and PDS data because,

especially in NDTI, the projections for new use are based
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upon such small nunbers that they have a very high variance.
This shows you that there is a seasonal pattern with new
starts. | look at this as not persuasive that the new start
rate is changing in the kind of orders of nagnitude that have
been discussed here with regard to the use of the drug.

Thank you very nuch.

DR. HULKA: Questions for Dr. Stadel?

DR HANEY: Dr. Stadel, do we know if the incidence
of cystic acne is the sane in genetically honbgeneous
popul ations, |ike Sweden, and the known heterogeneity in our
popul ation? Do we know that they are the sanme?

DR STADEL: No, we do not know that. | nean |
woul d have to have a fairly el aborate conparative study to
say that | knew that.

| showed the data sinply because | amtrying to
pl ace our experience in sone kind of perspective with other
countries with simlar levels of devel opnent. | do not have
the ability to tell you whether a weighted average by
Hi spanic, black and white ethnic derivation, for exanple,
woul d affect these. | would think it very unlikely that it
woul d be that order of nagnitude.

DR HANEY: Is it a genetic disease?

DR STADEL: | do not know. You nean specific to
an ethnic group as defined by Europe versus the United

States? | do not know. | would be very surprised.
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DR GRAHAM  David Gaham FDA. | can add one
point to that. There has been one study that | am aware of
that is published |ooking at racial differences and cystic
acne in nman. In that study they concluded that the preval ence
of cystic acne was 10 times greater in white nen than in
black nen. So that is one published piece of information
t hat suggests that prevalence is lower in blacks than it is
in whites. |If you go back to your ethnically honmgeneous
popul ations in Europe, where they do not have substantia
bl ack populations, if race is a factor, that would tend to
gi ve them hi gher prevalence than in the United States where
we have a substantial black population contributing a | ower
preval ence.

DR HULKA: Do we have additional questions from
the Commttee?

DR EVANS: | would like to reply to the question
about genetic predisposition. I think, undoubtedly, there
is. Dr. Shalita mentioned that earlier. Wth these patients
there is a strong genetic tendency.

DR MCDONOUGH: Wthin famlies?

DR EVANS.  Yes.

DR. MCDONOUGH: | just wanted to ask does anyone
know what has been the experience in the United Kingdomin
the distribution of this drug, where they limt it to

certified dermatologists? What is happening in countries
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li ke Sweden, where they have not allowed it to be dispensed?
Is it sort of black market?

DR STADEL: It is used in Sweden. That is the
report | showed you from the Departnment of Drugs.

DR.  MCDONOUGH: Ch, all right.

DR. STADEL: In fact, as | said, it is used at
about one-eighth of the rate that it is used here. It is
used through a licensure system It is the only country from
whi ch | have been able to obtain a detail ed anal ysis of
usage, which was sent over to me recently. The figures that
| showed you for the U K and for Germany are based on |ess
detailed data; they are based on IMS data on sal es conpared
to the population size. But they correspond fairly well
between those different countries.

DR. ROY: Bruce, could you just reiterate how nany
prescriptions you are saying are witten annually in this
country?

DR. STADEL: Well, we said the new start rate in
wormren of reproductive age has run about 60,000-65,000 per
year. That is fromthe NDTI data. Those NDTI data are
estimates based upon small nunbers and they have a high
sanpling variation but the pattern has been constant in the
new starts from 1983-1988. Al though the variance is |arge
for each individual year, when you | ook across the whole

pattern, it does seemto be fairly stable at that rate.
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DR GRAHAM  David G aham FDA. | can provide a
little nore information to that. The total nunber of wonen
treated in the United States, by NDTI from 1982 to the
present, is about 400,000, and with the PDS it is 450,000 or
so. If you just divide that by the time on, you can see that
it is about 70,000 a year.

DR HULKA: Thank you, Bruce. What | would like us
to do nowis what | nentioned earlier about going around the
table, starting with Anne Wentz who is |ooking so puzzled, to
make sone comments in ternms of our reaction now to prescribing
and the various issues that have been addressed here in any
rel evant donmain that you feel is appropriate.

DR VENTZ: | think we have seen convincing
evidence that there is over-utilization, although the
indication for utilization apparently is in the eyes of the
behol der.

| think another area that distresses nme is that we
are learning sone | essons about communication. | think |
counted 26 communi cations and | woul d be very curious to know
how many of these communications are sinply thrown away by
the busy physician. Perhaps a study show ng how many of
these are actually read would be useful to all of us.

But the mgjor thing | think I have | earned from
this is a real concern -- it was known ten years ago that this

drug is teratogenic and it should have been known because
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popul ation statistics have been avail able for what the
pregnancy exposure would be and what the pregnancy rates

woul d be. What | am so puzzled about and one of the things
that concerns ne is why ten years ago this neeting was not
being held, a meeting in which we planned for conmunication

we planned for patient education; we planned for physician
education; we planned for responsibility and for account-
ability. So ny |ook of puzzlenment is really puzzlenent of why
we are hearing about this today and why we did not hear about
it close to ten years ago.

DR NIEBYL: Can | answer briefly that question or
at |east nake a suggestion that ten years ago the pregnancy
tests were not nearly as accurate in ruling out a pregnancy
as they are now? So sone of that has evolved as a technol ogy
that is nore reassuring to the person who is about to
prescribe the drug. Now a negative serumsensitive pregnancy
test really does make it extrenely unlikely that a patient is
pregnant .

DR VENTZ: Only if the patient begins the nedi-
cation within three to four days --

DR NEBYL: Right. | amtalking about the one-
third of patients who were already pregnant when they started
the drug. | would hope that the serum pregnancy test
requirement, for exanple, will elinmnate that one-third

DR SCHLESSELMAN: Well, this is obviously a very
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affective drug and it is obviously a potent teratogen. |
chink that it is disturbing to know that despite the best
intentions of the Conpany and very strong and repeated
2fforts to prevent pregnancy exposures to Accutane, we still
1ave pregnancy exposures to Accutane occurring and Accutane-
I nduced birth defects resulting.

| guess I, for one, ama little bit skeptical of
vhat nore is likely to be acconplished by providing further
raperwork, If you wll, to the prescribing physicians. |
think since all of us are caught up in reading and val ue
aducation, Wwe tend to believe in that. But | think despite
111 of the information that has been put out by the Conpany
snd the best efforts that the Conpany uses to prevent
oregnancy exposures, as long as the drug is narketed there
#vill be pregnancy exposures and probably, consequently,
Accutane-induced birth defects.

So despite the claimthat this is not a natter of
nunbers or that we should not be considering nunbers, | would
disagree with that. Wenever one weighs risks and benefits
one has to consider nunbers. \Wat puzzles nme is the very
great disagreenent that | have heard with regard to the
indications for use of this drug. It is startling to hear
the wide divergence in figures reported, say, by the FDA
versus the Conpany.

| think when you go back and hear the statenent
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that the Dernatol ogy Advisory Commttee wei ghed risks and
benefits in reaching the decision to allow continued use of
Accutane, |, for one, am skeptical about whether there was
really good evidence on which to weigh the risks, given the
di vergence in views that we have heard thus far with regard
to risks. |, for one, cannot understand how one coul d have

really cone to a rational view about benefits and risks --

benefits, certainly. | think that is very clear. But wth
regard to risks, | think that, to my mnd presently, is very
much in doubt.

DR. ROY: | think all of us have to sort of add to
what has gone on, or try to. The thing that disturbs me
about what | have heard is once again the disparity in terns
of nunbers. | think you cannot get away from nunbers. | am
very concerned that even with this effort to prevent preg-
nancy, these pregnancies will occur and will be under-
reported and the mal formati ons associated with them as has
been descri bed.

| think that despite that, we still need to make
the best efforts we can to try to get better data, such as
are the malformations nore likely to occur in those who start
t he nmedi cation already pregnant versus those who get pregnant
while on the nedication? | think some of the intervention
strategies may be better if we had nore clear data on that

poi nt.
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DR. NIEBYL: | would reiterate the issue that has
been noted about the conflicting data. But I guess | would 1
like the opportunity to respond to specific questions. 1 do
not really know enough about this Conmmttee to understand why
nost of the time we get specific questions and today we have
just had sone "information". Are we being asked for specific
advice as to what to do? In which case, perhaps this could
be reviewed at a |ater date as a series of specific questions
to the Commttee and we could go back and read the data from
the different sources and try to make some sense of it.

In the meantine, perhaps we could get some nore
informati on one year out in ternms of the pregnancy prevention
program and whether it has had any inpact. That would be a
prerequisite. Then maybe after one year of this new program
if it has had an inpact, we could review it as a specific
questi on.

DR. CORFMAN: | would say that is excellent. If
you want to recommend that, we mght be able to bring it back
to the Conmttee at another tinme.

DR. NIEBYL: Maybe give one year or sone fixed tine
for the new program new efforts to prevent pregnancy and see
if it has had any inpact.

DR. CORFMAN:  But the purpose of today's neeting is
sinmply to brief the Conmittee in a brief period of tinme on

what is going on with the Accutane canpaign and to solicit
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your individual comments. That is the purpose of today's
meet i ng.

DR. MCDONOQUGH: | think this is a major, nmjor
problemthat we are going to have to deal with, not with
respect to just isotretinoin but with all the vitamn A
congeners, because there is no doubt that they are terato-
genic, not only on the basis of enpirical data here but |ust
t he known biology of retinoid and the retinoid receptors, and
so on, during early enbryonic developnent. | think it is
unequi vocal and it certainly even justifies concern for the
mega- doses of vitamin A that are sonetinmes deliberately
prescribed or taken during pregnancy.

O course, the second issue is that there is no
doubt that the drug is unequivocally effective in severe
cystic acne and that the real problemis indiscrimnate
prescri bi ng. | have sort of even heard here today that one
can sort of extend the indications really sort of beyond
severe cystic acne into other various categories. So it is a
real chal |l enge whet her you can actually regul ate through
various neans, through education and finally even through
medi cal -1 egal constraints the distribution of this particular
drug.

I think the Conpany has done an exenplary sort of
stab at this to try to see whether or not you, in fact, can

do this. | think that this is perhaps an appropriate
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occasion to plan to look at this a year later to see even
what is going on in terms of trends. Maybe it is not even
possible. The nunbers of birth defects may, in fact,
continue and they may continue to increase and you may find
that all the constraints that one can put in, including the
nmedi cal -1 egal ones which | think are really considerable --
there is considerable pressure on the physician and, in a
way, on the Conpany to make this work. That nmay be one of
the things that may, in fact, make it work ultinately.

DR. MCKAY: In considering the pregnancy prevention
program one of my major concerns in waiting a year is how
many congenital defects is that worth? W is going to pay
for all the deformed babies while we wait to evaluate the
progranf | am not talking about just economc costs but the
social costs, the parenting costs.

| amreally concerned about the fragnentation of
care and dispensing these kits to dermatol ogi sts, for the
most part, who are not the ones who apparently primarily do
the contraceptive counseling. It seens as if there has to be
a great deal nore restriction on the prescribing and al so the
correlation of contraceptive assistance with prescribing of
Accut ane.

DR MCANARNEY: | would like to make conments in
two areas. The first will be objective, hopefully; the

second nay be a bit nore subjective. Certainly, we have
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heard today that severe cystic acne is disfiguring. Those of
us who are clinicians see this in our practices. | primrily
take care of adolescents. W recognize that there are both

short-term and |ong-term physical and psychol ogi cal sequel ae.

We have al so heard that the treatnment of this
condition is absolutely critical in order to prevent the
physi cal and psychol ogi cal sequel ae that we have heard about.
We have heard that Accutane is effective for the treatnment of
cystic acne but that there is a down-side with regard to
t er at ogenesi s.

| would like to raise the question of whether there
are any other drugs on the horizon that are being devel oped
which mght ultinately replace Accutane. W have heard
not hi ng about that this nmorning and | do not believe that in
our materials we hear about whether there are going to be any
other nodalities potentially that will be equal.

If there are not, and for argunent we mght say
that, then I think we have to begin to address many of these
I ssues that we are considering today.

First, we heard about the issues of prescription
practices being a problem That is a focus that | think
certainly could be attended to.

Secondly, we know that prevention of pregnancy in
any groups is a problem particularly in the groups that have

this particular problem-- certainly the adol escents for whom
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| care, trying to help them prevent pregnancy, as you well
know, is difficult at best. So we are talking not only about
t he adol escent popul ati on but young adult popul ation for whom
we recognize, in general, that prevention of pregnancy is a
probl em

W have heard about the issue of nmonthly pregnancy
tests. | would ask the manufacturer whether there is any

possi bility of conbining the packagi ng of Accutane and

contraceptive pills, for exanple -- bit the bullet and see if
that is possible. | think there are sone serious inplications
here. | would also say that inproving of the surveillance

with regard to the teratogenesis has been addressed.

Those are the objective things. | would like to

ﬂhear sonmebody address if there are any other drugs on the

Ihorizon. If not, then | think the issue of really focusing

on Accutane beconmes even nore pressing.

Now with regard to the nore subjective issues, |

'have raised the issue with regard to the adol escent because

that is really what | do nost of the time. | amstill

{/concerned about the informed consent; about whether, indeed,

ithe young people who are using this drug are well inforned

jand Whether the materials are effectively directed toward

them.
There are a nunber of concerns that | have with

regard to delivery of health care in this country. Per haps
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that is another political issue but we are hearing about
fragmentation of care. W are asking whether dermatol ogists
can give contraception; we are asking about whose responsi -
bility that is and, | guess, as somebody who originally cane
out of a primary care background, | am saddened by this
because the conplexity of what we are seeing is reflective
partially of the health care delivery systemwe live in.

That is part of the subjective issues.

But basically, can sonebody please address the
I ssue of whether there is any other drug being devel oped on
the horizon? |If so, what is the time frame with regard to
that particular nodality?

DR MANGANI ELLO,  This nmorning we realized that
cystic acne is a debilitating disease and | do not think
anyone is questioning the effectiveness of Accutane. | do
not think nost people would recoomend that it be taken off
the market. | guess the main concern of our Commttee today
Is basically the effects on the inadvertent exposure to the
fetus.

| think if the Committee is going to get this again
at sonme future time, rather than being reactive, there should
be proactive guidelines which are set down to try to get to
the answer of the problem

| work in New Hanpshire and there you "live free or

die" so | moved to Vernont, where it is a little bit |ess
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bl ack and white --
(Laughter)
and there is no systemthat really is ever
perfect to prevent or protect every single individual that
you are going to be treating.

This norning | was really in favor of having
limted access, basically limting the nunber of centers that
woul d be di spensing the drug. | guess | could conprom se
wth that and live wwth the fact that if a physician were
actually licensed to admnister the drug, if he were trained
specifically in counseling patients and adm nistering the
drug, being willing to follow nmandatory gui delines that have
been set forth today, that would be an acceptable guideline.
But | also feel that there should be included in that
mandat ory surveillance of patients who are adm nistered
Accut ane.

Finally, we are going to be speaking about further
additions to the guidelines, such as nonthly pregnancy
testing and nmonthly distribution of the drugs. Thank you.

DR HANEY: Not to belabor the point, it is an
ef ficaci ous drug unequivocally, the only effective agent in
practice. | think contraceptives nust always be viewed as
use effective, not just effective. This population, |ike al

popul ations, cannot count on that. This one in particular is

difficult.
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| do not think | heard anything that the drug

shoul d not be available. The question is how to make it as
safe as possible. | would like sone information in general,
if I were the FDA, and | amcertainly interested al so, one,
what is the real incidence of this disease? | do not get a
good feeling for that anywhere. Two, | am amazed that there
iIs aeé:1ratio for the disease and a 1:1 ration in prescrip-
tions. Some of that may be attributable for the need for
wonen to have a nore inproved cosnetic appearance than mnen.
But | would still nmaintain that there is a |ot of uncertainty
about what that neans.

| do not accept that nethotrexate is not a problem
There is a segnent of that population that is young and there
ought to be sonme information -- maybe we are just not seeing
this; not paying attention or whatever, but there has to be
sone data about nethotrexate.

| think Dr. McAnarney'’s comment about birth control
pills is not so wild and far-fetched. Propione (phonetic)
acetate, wused in Europe for hirsutism is fornulated with 50
mcrograns of ethinyl estradiol. FEffectively, it is a
contraceptive, controls bleeding and reduces androgen
exposure. It is the best conbination product I can think of,
short of what should be available shortly, which is estrogen-

progesterone for postnmenopausal wonen in a single pill. so

do not think that is an unreasonable question at all.

|
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The coments Anne nade and ot her people nade about
fragmentation of care, | amnot so sure | agree with. \Very
few dermatol ogists, internists or famly physicians are going
to be willing to give Depoprovera or Norplant Or put in IUDs,
particul arly Depoprovera which is a non-approved indication
as a contraceptive. | would be wlling to do that as a
gynecol ogi st. | can defend nyself. But | do not believe
there is a famly physician, internist or dermatol ogi st who
could possibly do that. So to demand a referral to a
gynecol ogi st seens reasonable, (a) for reinforcenent and, (b)
to make available to these patients options that mght not be
so available in the standard clinical armanmentarium of a
primary care physician.

| do have a wish |ist. My wish list is, number
one, negative pregnancy test before starting and start on day
two of the nenstrual cycle. That gives you two days to make
sure the period is there. You have a negative pregnancy test
and your probability of starting a patient who is already
pregnant will be very low That is true of a variety of
drugs we use in gynecology that are teratogenic.

Nunber two, | would recomrend that the drug be
limted to a nonthly prescription. That demands return of
the patient to the doctor every nonth. It is a good oppor-

tunity to get a pregnancy test. The physician certainly

would not argue with that. These are notivated patients who
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“ 1 jwould not argue with that. So it seems to me, to get a good
. 2 jpandl e on nonthly contraceptive effectiveness, that is a
e 3 |reasonabl e enterprise.
4 | think every identified failure, every identified
5 pregnancy should be followed up to find out exactly why
6 Iecause there are several levels of responsibility --
7 patient, physician, pharnaceutical conpany and FDA. [f we
8 tan identify where the failures in that responsibility occur,
9 ) think we will have a much easier tine focusing on how to
10 [|address those problens.
11 DR BARBO. | agree that this drug should remain on
- 12 the market. | would hate to have us in a position where
13 patients would be going to black market sources. W would
14 |lhave absolutely no control at all or surveillance of the
15 [drug.
16 The responsibility is multiple. | believe the
17 |Conmpany has done a great deal in their responsibility. My
18 ||big concern for us is that physicians can give adequate
19 jcontraceptive information and health. | just do not know how
20 |wel | dermatol ogists do that. |If they do it, great. But |
a 21 fwould hate to think that patients did not get adequate
) 22 |nformation and continuing infornmation
"\ 23 The patient does have responsibility. | do not
24 know how to mandate that. | have never learned it in 30
o s 3% lyears. It is a big continuing problem In this country
Washington. D.C. 20002
(202) 546-6666
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nobody wants to take responsibility, it seens.

| believe that there ought to be a pre-start
pregnancy test; a one-nonth prescription supply; a repeat
di scussion or evaluation before a second-nonth supply is
given to wonen. | would like to add that | believe the
obstetricians in this country need to be asking nmuch nore
frequently if a patient is on Accutane or has taken it. | do
not think that is very routine in obstetrical histories. W
tal k about DES, which is alnobst gone, but | do not think we
are asking patients about Accutane these days.

DR HULKAa: Well, | wll not repeat many of the
things that have been said. But | would say that | believe
that the prescribing of this drug should be left in the hands
of the individual physician, and whether or not to use it or
not then should be between the physician and the patient.
These are the people who should be involved in the decision,
not other organizations, commttees or other institutions.

A specific point has been made about nonthly visits
to the doctor once the drug has been prescribed. That woul d
be presumably for all wonen who are of reproductive age.
woul d think that mght also be a matter of judgnent because,
certainly, many wonmen in reproductive age are very able to
control and manage their own fertility and their use of ora
contraceptives or other forns of contraception. So | think

that decision should also be an individual one between the
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doctor and the patient.

I would like to very much commend the Conpany for
the way they have so responsive in devel opi ng these pregnancy
prevention materials and their entire program which has been
described to us; also to the FDA and their work in the
Accutane monitoring group; and | think nost particularly to
prescribi ng physicians because it is really quite a |ot that
i's being asked of physicians which is out of the ordinary in
terns of paperwork and the anmount of responsibility and the
tinme that that will require of physicians.

| think that one of the issues, as we |ook forward
to nmonitoring and data collection of a variety of sorts, as
has been requested -- it is going to be interesting to know
what the nonitoring of physicians will show. Do sone
physi ci ans just stop prescribing the drug because it is too
much of a problemand too nmuch of a l|egal responsibility also
to continue to do so? So | think there are still issues
about how acceptable this packet of materials is going to be
in practice.

| think there may be potential for other kinds of
studies in the future, other than the followup study that
has been proposed, which may have a greater level of potentia
validity. There is no doubt that voluntary reporting is
rarely an accurate procedure.

The interesting thing about voluntary reports, as
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it has been noted in many other circunstances, if you are
reporting pregnancies and certainly if you are reporting
congenital malformations, is that now that it is well-known
to the public and to prescribing physicians about the
teratogenic effects of Accutane, it is very likely that the
bias in reporting will be toward reporting cases of these
events that are associated with Accutane. |n other words,
the bias would nove in the direction of showi ng an increased
ri sk beyond that which may actually be there.

So | think there will be opportunities in the
future for doing other kinds of studies to evaluate what is
goi ng on.

W are now going to reassenble the roomfor our
next topic, which is the lactation suppression issue. W
will continue on that before lunch but it will take us about
five mnutes to reorganize.

(Brief recess)

DR HULKA: Could we reconvene, please? This is
the section on prevention of postpartum breast engorgenent
with sex hornones and bronocriptine. Dr. Corfman has an
announcenent he wants to read before we start.

DR CORFMAN: | am supposed to read this into the
record. Based on the agenda for the nmeeting and all reported
financial interests as of this date, it has been deternined

that all interests in firms regulated by the Center for Drug
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Eval uati on and Research which have been reported by the
participating nmenbers present no potential for an appearance
of conflict of interest at this neeting. However, in the
event that the discussions involve these firms, all parti-
cipants are aware of the need to exclude thensel ves from such
participation and such exclusions will be noted in the
record.

The other note | wish to make is that the subsequent
nmeetings of the Conmttee will be February 27 and 28, as |
noted. Anne Wentz has told ne that the June neeting that we
schedul ed for next year conflicts wth the Endocrine Society.
So we wi Il make it June 15 and 16.

DR HULKA: Again the dates for our neetings for
1990 are February 27-28 and June 15-16.

| would like to nmention just briefly before we go
into the public open nmeeting, wll you please pull out your
questions that we are to address on postpartum | actation
suppr essi on. It was originally set in our agenda that we
woul d go through all these questions late tonorrow afternoon
If you notice, there are 8 questions and several of them have
subsi diary questions. | am suggesting that we take the first
5, plus question 6.1, 6.2 and 6.3 today, at the end of the
day. These are the questions that deal nore generally with
| actation suppression and then specifically with the sex

steroids, the hormones. That would mean we woul d be |eaving




8gg9

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

MILLER REPORTING CO,, 5%

507 C Street, N.E.

Washington. D.C. 20002

(202) 546-6666

130

exclusively for tonorrow bronocriptine and the whol e day
woul d be devoted to bronocriptine.

But | believe the way these questions, depending on
how we deal with question 1, which we actually answered at a
prior meeting, and then questions 2, 3 and 4 go together -- |
t hink these shoul d be questions that we would be very
prepared or just as well prepared to address today as
tomrrow. So will you please keep those in mnd, all the way
down through 6.3, while you are hearing today's presentation
and discussion? Then at the end of the day we will go
through them  Thank you.

DR VENTZ: | want clarification on those dates.

We are nmeeting on a Tuesday and a Wednesday and a Sat urday?

DR HULKA: Let's hold on those dates for the
nmonent until we can firmthose up. | am not even sure about
those dates and ny availability. So hold on the dates.

Let's go ahead with our open public hearing. |
under stand we have two individuals who have requested to
speak. First is Dr. Douglas Teich, representing the Public
Ctizen.

PRESENTATI ON BY DOUGLAS L. TEI CH

DR TEICH My nane is Dr. Douglas Teich and | am
an internist and a research associate of Public Citizen
Heal th Research G oup, a consuner health advocacy group

| want to thank the FDA for this opportunity to
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state our views on this inportant issue of pharmacol ogic
suppression of lactation and prevention of Dbreast engorgenent.

First some background -- a year ago our group
addressed this Commttee wth data bearing on the |ack of
efficacy, mnor and serious side effects and regulatory
hi story of bronocriptine (Parlodel). Since there was no
denonstrated need for this drug to suppress lactation in
postpartum females, it lacked efficacy and it was associated
wth a wide range of side effects, we argued that this
i ndi cation be renmoved fromthe new drug application approval
for bronocriptine.

This Conmttee voted that there was no need to
routi nely use hornonal drugs to suppress |actation but that
bronocriptine should be available to those with specific
indications, such as stillbirth. In part, its unwillingness
to renove the indication for bronocriptine related to fear
that obstetricians would revert to the use of estrogens,

w dely regarded as nore unsafe.

On Novenmber 29, 1988, we and the National Wnen's
Heal th Network petitioned the FDA to anmend the new drug
application approvals for bronocriptine and estrogen and
t est ost erone conmpounds to delete the indication for the
indication for suppression of l|actation and the prevention of
post partum breast engorgenent.

In addition, we asked that the new drug application
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approval s be renoved fromthe estrogens Del adunone and
Del adunone- 0B, as well as TACE, for which this is the only
i ndi cati on.

W reviewed the available literature and concl uded
that there was no denonstrated need for any of these cl asses
of drugs for this indication and that, as a group, they had
proven only marginally effective and too unsafe to be used
for such an equivocal purpose.

On March 15, 1989, having received no response to
our petition, HRG wote Conm ssioner Young, of the FDA, in
support of our contention that postpartum|actation could be
managed conservatively and that |actation suppressants should
be used rarely or not at all.

We had contacted a nunber of |eading obstetricians
around the country and found that while bronocriptine was
never or only seldom used, TACE and Del adunone were never
used and, at some institutions, were felt to be contra-

I ndi cat ed.

We also reviewed the regulatory history of estrogens
for lactation suppression, including this very Committee's
recommendations, both in May, 1978 and again in april, 1984,
to withdraw approval for estrogens for this purpose

In fact, the FDA was poised to withdraw the drugs
TACE and Del adumone from the market, having proposed a notice

to withdraw the new drug application approvals for these
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istrogen-containing drugs in October of 1978, when Parlodel
wrrived. Ten years |ater, remarkably, these drugs are still
ridely used for this highly questionable purpose.

On April 10, 1989, we received a response from Dr.
‘oung, deferring a formal response to our petition until this
lommittee of fered its advice. He posed the questions: "Are
:here certain circunstances, albeit rare, under which drug
cherapy is appropriate for lactation suppression? Wat drugs
should be used and under what specified conditions mght their
affects on |actation outweigh their well-known risks?

We hope that with the information provided today
snd tonmorrow you will answer "no" and "none" to the Conm s-
sioner's questions and, thus, remove this risk to the health
»f nore than 700, 000 wonen each year.

| would like to very briefly review three aspects
of this issue only: (a) the question of need for drugs to
suppress lactation, (b) the use of estrogens and, (c) the use
>f androgens for this purpose. At tonorrow s open public
nearing | will review our position on bronocriptine.

First the need for lactation suppressants: You
wi |l be hearing nmore about this question of need for pro-
phylactic treatment for breast engorgement, in wonen electing
not to breastfeed, from Dr. Lawence

In our survey of leading obstetricians with |arge

university hospital-based practices, which formed the basis
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of our March 15, 1989 letter to the FDA, we found that at
Johns Hopkins, the University of North Carolina Chapel H I,
Yal e, lowa, UCLA and Bri gham and Wnen's Hospital essentially
no lactation suppressants are used. The practice at USC LA
County Hospital, where 16,000-18,000 babies are delivered
each year, is representative. TACE and Del adunone are
contraindicated and Parlodel is used only under the exception-
al circunstance that a wonan has had extrene di sconfort due
to breast engorgement during a previous pregnancy.

At other institutions, such as Mchigan, University
of Texas Sout hwestern, Munt Sinai, University of Pittsburgh
and the UVDNJ New Jersey Medical School, Parlodel is oc-
casional ly, but not routinely, used and TACE and Del adunone
are never used. Androgens are never used at any of these
institutions.

The one dozen departnment chairmen polled felt that
post partum breast engorgenent is a benign and self-limted
condition that could be nanaged, alnost universally, wth
breast support and analgesics. They felt that all of the
medi cations used to suppress |actation have only narginal
efficacy due to the high incidence of rebound |actation when
they are stopped. They pointed to the known risk of thrombo-
enbolismw th any high dose estrogen studied, the conmon side
effects of bronocriptine, such as blood pressure sw ngs,

di zzi ness, nausea and vomting, and the reports of life-
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threatening or fatal events, such as seizure, stroke,
psychotic reaction or myocardial infarction associated with
bromocriptine. As Dr. Kenneth Ryan, Chairman of Cbstetrics
and Gynecol ogy at the Brigham and Wonen's Hospital, put it,
"who needs then®"

The use of estrogens: You will be hearing in
greater detail fromDrs. Wsowski and Stadel, of the FDA, on
the risk of thronmboenbolism associated with estrogens, both
generally and when used for lactation suppression

| wish to call your attention to some of the
information presented in our petition, in the context that,
according to at |east one recent paper, puerperal thrombo-
enbolismis the | eading cause of maternal nortality in the
U. S. today.

In 1978, Dr. N ebyl, now sitting on this Commttee
revi ewed evi dence suggesting that only high doses of estrogen
suppressed lactation at all. Gven that prolactin |evels
continue to rise during estrogen treatment, it was not
surprising that there was a substantial incidence of rebound
| actation once the drug was stopped, if the patients were
followed up to several weeks postpartum

At that tinme, the Commttee heard the evidence
derived from three large retrospective studies from G eat
Britain, done in the 1960s, bearing on the risk of venous

t hr omboenbol i smin postpartum wonen receiving estrogens for
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| actation suppression.

The earliest study found an overall 4-fold increased
risk of blood clots for those wonen receiving estrogens,
which increased to lo-fold in women aged 25 and older. In
this study, all 8 cases of pulnonary thronboenbolismwere in
wonen who received estrogen to suppress |lactation.

A second study showed a 3-fold increased risk
overall, which increased to 6-fold for wonen having assisted
delivery. A wonan aged 35 or nore, having had assisted
delivery, had 10 wethe risk of thronboenbolismif she
recei ved estrogen to suppress |actation.

Finally, the third study again found an overall 3-
fold increased risk of puerperal thronboenbolismwth
estrogen inhibition of lactation. The relative risk increased
further with increasing age and wth assisted delivery, which
are, thenselves, known risk factors for venous thrombo-
enbol i sm

These studies were flawed by the absence of an

important placebo control arm of postpartum wonen not breast-

feeding and managed conservatively. Al the studies conpared
wormen receiving estrogens to wonen who breastfed. In
addition, the British studies involved the estrogens DES
(diethylstilbestrol) and ethinyl estradiol, rather than those
being considered today. However, the Conmittee still found

this data conpelling in view of what is generally known about
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the thronbotic risk of estrogens.

The 1978 Committee was persuaded by this data
because it is conpletely in keeping with the strong epidem -
ol ogi ¢ evidence relating high dose estrogen use to increased
risk of venous thronboembolism  The reconmmended dose of TACE
is 48 ng a day for 7 days, for a total dose of 337 ng, or 200
mg over 1.5 days.

Conpare this with the second generation of oral
contraceptive pills, containing 50 ug or 0.05 ng of ethinyl
estradiol every day, 3 weeks out of 4, which confers a
significantly increased attributable risk of venous thrombo-
embolism  According to the 7th edition of Goodman and
Gilman, ethinyl estradiol is about 20 times as potent as DES,
which itself is roughly 8 times as active as TACE.  Thus, a
course of c'hlorotrianisene for lactation suppression amounts
to roughly 0.3 ng of ethinyl estradiol each day for a week,
or 6 tines the anpbunt contained in a standard oral contra-
ceptive, once standard, known to be associated with increased
ri sk of thronboenbolism

Epi dem ol ogi ¢ studi es have shown that the risk of
both clinical venous thronboenbolismand subclinical throm
bosis, detectable by plasma fibrinogen chronatography,
increases during the first nonth of oral contraceptive use,
remai ns constant regardl ess of duration of used, and declines

to background within one nonth of cessation. Further
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analysis of risk during the first week of use is beyond the
resol ving power of these studies.

However, |aboratory studies of the inpact of
estrogens on the coagul ati on system do shed sone |ight on
this issue. Nunerous clinical studies have suggested that
deficiency of anti-thronbin IIl, a naturally occurring
anti coagul ant which inactivates thronmbin, activated Factor X
and ot her enzymes involved in clot formation, is acconpanied
by an increased risk of clinical venous thronboenbolism It
I's known that wonmen using oral contraceptive pills have
significantly decreased |levels of functional anti-thronbin
Il and that the course of this effect parallels the tinme
course of the risk of clinical events, nentioned above.

As Dr. N ebyl outlined in her remarks 11 years ago,
pregnancy has |long been considered a hypercoagul able state,

t hough the nechanisns for this remain far from clear

However, studies have shown that postpartum wonen have | ower
anti-thronbin Il levels than controls, which gradually
return to baseline val ues.

One study conparing wonen receiving DES or quines-
trol lactation suppression, wth placebo controls, found | ower
levels as late as six weeks postpartum

Finally, TACE itself has been shown in a
random zed, prospective, placebo-controlled trial to prevent

the normal rise of anti-thronbin Il levels in postpartum
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onen, though the values in this study remained in the | ow
onnal range, not as |low as those reported in patients with
ongenital anti-thronbin 111 deficiency and venous thronboses.

Therefore, it is biologically plausible that the
se of high dose estrogens in the first week postpartum may
ncrease the risk of thronboenbolism In fact, any other
utcome woul d be surprising.

W woul d appeal to this Commttee's good judgnment
n wei ghing a denonstrated absence of need and | ack of
fficacy against a known risk of uncertain dinension. W
ould hope that the Commttee will recommend, as it has tw ce
n the past, that the FDA renove the indication for lactation
uppression fromthe NDA approvals for these estrogens, and
hat this third strike neans that they are finally out.

(Laughter)

The use of Androgens: There are several formu-
ations of androgen now approved for the indication of
ost partum breast engorgenent and pain but not |actation
uppression. These include nethyltestosterone, fluoxy-
esterone and testosterone enanthate.

As is stated in the labeling of Ora-Testryl, which
s fluoxynmesterone, and of Metandren, "there is no satis-
actory evidence that this drug prevents or suppresses
actation." These statements are based on the Nationa

cademy of Sciences National Research Council Drug Efficacy
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Study, which cited only one paper supporting the use of these
drugs for this indication.

W were able to turn up only three papers eval uating
the use of androgen for l|actation suppression. The first was
a 1960 paper, involving only a snall nunber of patients and
poor measures of rebound, which found fluoxynesterone
moderately effective when conpared w th placebo.

The second was an uncontrol |l ed, non-blinded study
of testosterone propionate in 21 patients, dating from 1938

The last was a 1954 study, wi thout controls, in
whi ch 125 wonmen were injected with testosterone cyclopentyl-
propionate during labor. O note, 84/125 wonen (67 percent)
continued to conplain of breast disconfort. The only nention
of nethyltestosterone, the formulation currently |abeled with
this indication, is a statenment alluding to sublingua
admnistration of this agent.

The paper notes that breast congestion |asted 24-48
hours and occasionally longer, that aspirin and codeine were
still required in sone cases and that frequent adm nis-
trations of testosterone were necessary.

No study addressed the phenonenon of rebound
| actation, nor did any assess the well-known side effects of
androgens, such as hirsutism alteration in voice and other
types of virilization

We believe that there is no evidence of the
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efficacy of androgens in this context, which justifies

subj ecting wonen to their serious risks, which include

chol estatic jaundice, peliosis hepatis, or blood-filled cysts
in the liver, and hepatocellular neoplasms. W believe that
the indication for postpartum breast engorgenent and pain
shoul d, therefore, be renoved fromthese agents.

In summary, we urge the Conmittee to attend cl osely
to these presentations which follow, always bearing in m nd
the question: Does the need for any of these drugs, with
their very questionable efficacy, outweigh their certain risk
of undeterm ned nmagnitude?

We ask the Conmttee to recomend the revocation of
t he new drug applications approval for Del adunone, Del adunone-
OB and TACE, and the deletion of the indication for suppres-
sion of lactation frombronocriptine, and of the indication
for prevention of postpartum breast engorgenent and pain from
the testosterone preparations. Thank you.

DR HULKA: Thank you. W have sonmeone fromthe

Wonen's Health Network, if you would please introduce

your sel f?
PRESENTATI ON BY CYNTH A PEARSON
M5. PEARSON: Cynthia Pearson, National Wnen's
Heal t h Net wor k. | am the program director.

As you have heard in Dr. Teich's presentation, we

joined W th the Health Research Goup last fall in the
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petition to the FDA, asking for reconsideration of the

approved indications of drugs presently being used for
| actation suppression.

| amjust going to comment briefly and not go over
all the issues about safety that has been done by Dr. Teich,
and will be done by the presenters in the future. There are
two issues that are inportant to the Wwnen's Health Network
and that we would like the Commttee to keep in mnd as you
l'isten today and tonorrow to the discussion about bromo-
criptine and the sex hornones. One is the rebound effect.
Wiat good are we doing wormen? |f we are doing them sone good
by prescribing lactation suppressant drugs in certain
situations, how nuch good is it if a significant percentage
have a rebound | ater when they are hone?

The other is need. | attended the Conmttee
hearing | ast year when you discussed bronocriptine by itself.
| heard comments from various Conmittee nembers that left nme
with the inpression that many of the Commttee felt that the
average woman choosing not to breastfeed probably would do
fine with support, information, some pain relief, but no
| actation suppressant drugs, but there are certain wonen, in
certain cases, where there was a specific need.

The things that were nmentioned |ast year that have
stuck in nmy mnd ever since were stillbirths and wonen

needing late abortions, possibly for genetic anomalies. Just
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talking on a conmon sense level, as one person to another,

do not think wonmen forget that they have |ost a baby or | ost
the potential of a baby late in pregnancy if their breasts do
not engorge with mlKk.

| do not think that the enotional issues of the
unwanted end to desired pregnancy are resolved or even hel ped
significantly by lactation suppressant drugs. There is a |ot
of evidence from other fields of research that grieving goes
t hrough the process nost quickly and thoroughly if it is done
wi thout any drugs. And the kind of side effects that we | ook
for in bromocriptine for their nedical inport have some ot her
effects just on enotional stability.

So | just wanted to take a mnute to put those two
things out to the Coomittee. W will not testify again at
the open hearing tomorrow. Qur conments apply equally to the
di scussion today on the sex hornones and tonorrow on bromo-
criptine. But we would like to ask you to renenber the
I ssues of the rebound effect and whether or not the so-called
hard cases really do create a special need for these drugs.
Thank you.

DR HULKA: Are there any other comments fromthe
floor?

(No response)

W will then close comments formthe floor and go

m to our formal presentation. Qur next presentation is a
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revi ew of the non-pharnacol ogi cal suppression of postpartum

breast engorgenent. Dr. Ruth Lawence, University of

Rochester School of Medicine, is an invited speaker.
PRESENTATI ON BY RUTH LAWRENCE

DR LAWRENCE: Thank you very nuch for this
opportunity to appear before the Conmttee. | need to
describe nmy orientation to the subject as a pediatrician and
as soneone who has spent nuch of one's life working toward
lactation and as a student of the physiology of |actation.

As many of you know, | did prepare a brief statenent
on the physiology of lactation for the Commttee |ast year in
which | tried to point out what establishes lactation, and a
good deal of what pertains to the establishnent of |actation
probably pertains to the physiologic adaptation to non-
| actation since no matter when |actation ceases, whether it
Is inmmrediately postpartum or days, weeks or nonths later, the
sanme physiol ogi ¢ process pertains wthout benefit of nedi-
cation or intervention. \Wen woren abruptly discontinue
| actation for some other reason later, they find that the use
of tight brassiere and not nuch else is quite adequate.

Medi cations are very rarely indicated.

W were asked to do a brief study, in Rochester, to
follow up on this topic and try and get an indication of what
the incidence is of difficulties with wonen who were not

choosing to lactate.
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| did quote a study that we had conducted in
Rochester two years ago. The primary investigator was one of
our nursing graduate students, who was studying intervention
for women who chose not to breastfeed and had a desire to
test whether nanual expression of the breast and hot conpres-
ses were an appropriate treatnent for non-lactators who had
trouble.

Because a nunber of points were brought up by this
study, which was very thorough, conplete and intense in a
smal | group of patients, | wanted to first reveal the details
of that study before reviewing the data collection which we
made recently for this presentation.

I will repeat again that breastfeeding and hunman
lactation is the physiologic conpletion of the reproductive
cycle and is associated, at least tenporarily, with ovulation
suppression. So it is a physiologic process in which,
rapidly after birth, the levels of estrogen and progesterone
do drop and the levels of prolactin are sustained.

| would also point out that nothers who are
| actating do experience a |let down on hearing their infants
cry or even seeing their infants. This has been shown to
trigger release of oxytocin but not a release of prolactin.
Prolactin is only released when the baby suckles. So wonen
who are not breastfeedi ng nust probably experience this sanme

thing when they see, hold or hear their babies. So they may
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have a little surge of oxytocin. This point has not been
actual ly denonstrated by actual neasurenments of oxytocin

| evel s but we know that at |east seeing and handling one's
baby does not increase prolactin levels unless the baby is
actually put to breast or the breast is stinulated in sone
ot her nanner.

The studies which have been done in the last two
years really are on a very different population than the ones
of ten years ago or nore because many of the things have
changed in postpartum care, probably the most significant of
which is early discharge. What would have been called ten
years ago early discharge is normal discharge. So wonen are
| eaving the hospital, if they have not had conplications or
an operative delivery, in 48 hours. So collecting data and
maki ng any comments about it is extrenely difficult because
the patient has gone hone.

But in our in-depth study where the patients were
followed at home, both by communication where they returned
information and where the investigator telephoned them it
was very clear that returning home changed the perception of
the problem that wonmen seened to suffer less disconfort at
hone and, because they were anbulatory and up and about, the
focus was |less on their own personal concerns and nore on
concerns of their infant, their famly and other things. So

it becane, if you will, a non-problemin this social circum-
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stance of early discharge.

Now, to review sonme points about the original
study, first of all, it was not a study of the incidence of
pain when not lactating, but was intended to investigate a
nmet hod of treating pain should it occur.

The study included a follow up of the first 14 days
post partum and included the perception of breast engorgenent
and the perception of pain. Then the patients were randony
assigned to the experinental group where the breast massage
was used and to a control group of pain perceptions and then
a total control group of women who had no conplaints of pain.

A very significant part of this study was the
difficulty in obtaining patients who had any conpl ai nts of
pain. The investigator used our university postpartum
service, where there are over 3000 deliveries a year, and in
4 nonths found a nunber of control patients who were not
lactating but had no pain. But it became very difficult to
find any experinental patients who were conplaining of pain.
So she also went to a second hospital in Rochester, a
community hospital with an equal birth rate, however, a
hi gher incidence of breastfeeding, and tried to identify
patients who were experiencing pain.

She was ultimately able to identify 46 patients who
wer e experiencing pain over a period of tinme when at | east

3000 births had occurred and at | east 800 wonen had been
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identified as non-lactators. So it gives you a sense of the
magni t ude of the problem of finding wonen who were having
significant pain.

She entered people into the study on the second
postpartum day. One of the nethods of assessing pain was
actually asking the nother to grade the pain herself. She
provided the nmother with an index card with an anal ogue of
pain description on it. There was a line froml|-10 and 1 was
no pain; 10 was pain as bad as one could perceive. The
subject returned this card every day for the 14 days.

In addition, the investigator inspected the breasts
and nmade her own judgment about the anount of engorgenent,
the amount of m |k and any problens that m ght have been
associated with that.

The followi ng observations were nade: |nvol ution
was consi dered to have occurred when the nother reported no
pain and no mlk visible for tw consecutive days. She
instructed nothers with pain on how to manually express their
breasts and found no ill effects from that naneuver

But she al so asked anot her question, which seened to
have a correlation later in the perception of pain, how
nothers felt about handling their breasts. Wnen who were
unconf ortabl e about handling their breasts seenmed to have a
greater perception of pain.

Now, in the 46 women over the 4-nonth period, there
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was no significant difference in cultural background of the
patients. However, it was noted that married wonmen who were
wel | -educated, who were in a higher socioeconom ¢ group and
had private insurance, had considerably |ess pain and were
not in the experinental group.

It was also noted that if one |ooked at the anpunt
of drug that was required during |abor, the wonmen who had
experienced breast pain had required nore drugs during |abor
So 57 percent of those experiencing the postpartum breast
pain had also had multiple doses of drugs during their [|abor.

In addition, it was noted that mothers did not
really note significant pain unless their breasts were hard
to touch -- not just firm not just full; and not soft.

On that lo-point scale that she provided for them
no mother, at any time, scored disconfort above a 6, barely
above the md-line. No pain was recorded after 2.5 days. If
t he not her was not unconfortable in that period of time, she
did not becone unconfortable at hone later. The peak tine
for pain did appear to be at about 3 days.

The greatest length of tine of engorgenent and
| eaking varied between 3-17 days, with a nean of 9.9 days in
the group that had nmassage and the group that received cold
conpresses experienced, on the average, sonme engorgenent for
8.5 days, and those who had no pain at all had engorgenent

for 8.4 days. There is no significant difference between
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these figures. It all tended to be the same. There was a
very clear distinction, with the younger nother having a
protracted problem

One other change in the design of the study was
that the original study included wonen who were 20 years old
>r ol der. Because of the inability to find women with
significant pain, the investigator was granted permnmission to
irop the age down to 18. So the mmjority of patients in this
category Who reported pain were between 18-20. O course, it
Is a subjective inpression and there seemed to be a difference
in what different nothers perceived as being disconfort.

Based on this, we were attenpted a prospective
study Within the hospital setting to see how many patients of
urs today were having difficulty. Therefore, we nade up a
small sheet which we gave to the primary nurse that took care
>f the nother on the postpartumfloor. Since no nother
romplained prior to two days, we asked the nurses to fill in
his sheet at three days, or if the nother was di scharged
>efore three days by a few hours, she also conpleted this
sheet. Again the difficult was that many of our nothers went
wome W thin 48 hours and so had no recordings nmade at all.

During the time that we conducted the study, there
vere only 42 nothers who were not breastfeeding and who
-emained for the 3 days in the hospital. O these, 29 were

raginal deliveries. There were 11 prim parous and 17
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mul ti parous. Only 8 had noderate tenderness; none had severe
t enderness. That was 46 percent of the group. The only

nmedi cation that they received was acetam nophen, and not all
of them required that.

W tried to get some information on use of breast
bi nders and found that the use of binders was actually a
function of the nurse's conviction of their use and val ue,
and not related to the nother's conplaints. After we
collected all the sheets | talked to several of the nurses
involved, and it did depend on the tine at which they had
been trained and their own skill at putting on a binder as to
how they effective they thought they were.

In addition, there were 13 nothers who had had C
sections, 6 prinmparous and 7 nultiparous. O this group
actually only 1 was given suppressant nedi cation and she had
no pain. There were 7 of the remaining 12 who had not had
suppressant medi cation who had noderate disconfort. However
as cesarean section patients, they were receiving sone pain
suppressant medication and this totally took care of any
di sconfort they nmight have felt. Their conplaint was about
engorgenent and not about pain.

It was also noted, because a comment has been nade
about the effect of tea and coffee on postpartum engorgenent,
that one nother, for some reason or other, was noted to be

drunk on the second postpartum day and the follow ng day she
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had significant engorgenment and dripping of mlk. So
probably the association of alcohol was an inportant one in
terns of managenent.

Because of the lack of nunber of patients, we went
al so to the second hospital that M ss Bowen had used in her
study to try and collect some data. But the breastfeeding
rate at that hospital is 75 percent and we did not find any
mothers who had not been nedicated as the non-breastfeeders
ktbel onged to the sane obstetrical group who al so happened to
be ones who used suppressant medication.

So because of our lack of data for you, our
Lactation study center took on the responsibility of review ng
t:hree nonths of charts, albeit retrospective, from our
postpartum service, in January, February and March of 1989,
during which time, because we have about 300 deliveries a
month, we projected that there were about 900 deliveries.
The front sheets do not tell you whether a post-
partum nother breastfed or not. So we had to pull all 900
chart. Then, having determ ned who the non-breastfeeders
were, We had to review whether or not they were nedicated
because that too was not listed on the front sheet. SO we
finally arrived at 209 cases in this 3-nonth period that we
reviewed carefully. Qur staff at the |actation study center
are experienced chart review individuals.

Qur postpartum floor does use a very el aborate
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wrsing formthat enunerates all of the possible things a

Woman coul d experience in the postpartum period and it has a

r—\

theck colum. So it did not depend on the nursing staff

emenbering to record about pain, engorgenment, mlk, discom-

flort, nedications, use of binder and things like that. So we

—

elt that our retrospective review of charts was accurate.

W al so reviewed the order sheets and the nedication
sheets and the day sheets, and we found a correlation between
all of these. So we felt that what we had was reasonable.

W reviewed then the 209 charts. They were wonen
who remmined in the hospital beyond the second day since
obody reported pain under 2 days. So that is where the 209
patients cane from O these, there were 50 who had vagi na
leliveries. Only 50 wonen had stayed for the third day if
they delivered vaginally and there were 159 cesarean section
patients. In that group, 18 had received |actation suppres-
sant drug, bronocriptine, and there were 187 who had received
10 nedication at all.

In the group that received no nedication, we had
only 2 patients who conplained of pain. There were 43
pat i ents who experienced some engorgenment and 28 patients who
felt full but only 4 who experienced some dripping of mlk in
that time. So the incidence of synptons was extremely | ow.

A few of the patients were actually given acetam nophen for

their disconfort. Anong the cesarean section patients, as |
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menti oned before, who were receiving postpartum codei ne or
Denerol or norphine, had no conplaints of pain at all.

We noted that all the wonen who received bromo-
iriptine took narcotic pain nedications, whether they were
fagi nal or cesarean section patients. Only 91 percent of the
wmen who had no suppressant nedication required any nar-
cotics. And 21 percent of those who had suppressant medi-
tation and 21 percent of the women who had no suppressant
lised a binder. So there was no difference in that group

So to summarize this small collection of smal
pbservations, | would just like to point out again that early
di scharge from the hospital probably inpacts a nother's

per ception of wellbeing and her perception of disconfort and
pai n, which seemed to be less at home. Pain nedications
Which are given for other reasons are effective in relieving

the disconfort of any postpartum engorgenent. The only

medi cations on which were discharged were either acetam nophen
and, although it was not prescribed, ibuprofen has becomne

such a common over-the-counter nedication that they woul d

nave access to that. None of them were actually discharged

DN narcotic prescriptions.

As | nentioned, the binders seemed to be a function

pf the nurse's perception of their efficiency as to whether

pr not they were initiated, although patients found them

comfortable.




5gg

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

MILLER REPORTING C O, . 5«5

507 C Street, N.E.

Washington. D.C. 20002

(202) 546-6666

155

Also it was noted that those women who had been
prepared for non-lactation seemed to do better, those who had
read about it and prepared thenselves for their delivery.

We noticed the sane observation about successful |actation
know ng what to expect and being prepared, they did not seem
to think the experience was very bad. As with other problens,
the younger woman, the single woman, the unprepared wonan,

the woman from | ower socioeconom c groups, wth |ess edu-
cation, experienced nore disconfort and the ordering of
suppressant medi cation was done by individual physicians and
not by the indications of the patient or the socio-denographic
background of the patient.

So we concluded in our multiple small observations
that the incidence of disconfort, pain and synptoms occurred
inonly a small fraction of those wonmen who did not choose to
| act at e.

DR. CORFMAN: Before you discuss Dr. Lawrence's
paper , | would like to acknow edge the special efforts she
undert ook to have her group do this study that she reported
to you. She did it really at our request and actually she
and | worked it out on the phone as the only thing to do
because the literature on this topic is negligible. The nost
recent thing we could find was Kokenauer's (phonetic) review

that we sent you and it does not really speak to this need

I Ssue.
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| would just like to thank her for the hard work of
her group in undertaking this study.

DR. LAWRENCE: | apologize for any non-scientific
aspects of it. W did not have an investigator to assign to
this and did use our postpartum nurses with our clinician
trying to proctor this. | feel very confortable about the
chart review because our investigators are experienced chart
revi ew peopl e.

DR. HULKA: Are there questions for Dr. Law ence?
If not, thank you.

I's Dianne Kennedy here? Dianne, if we were to have
lunch now, would you be able to speak after |unch?

MS. KENNEDY:  Sure.

DR HULKA: It is now 12:35. Could we start
pronptly at 1:35?

(Whereupon, at 12:35 p.m, the Conmttee adjourned

for lunch, to reconvene at 1:50 p.m)
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AFTERNOON SESSI ON

DR. HULKA: Dianne Kennedy, of the FDA, w |l speak
about extent of use of sex hornones and bronocriptine for
preventi on of postpartum breast engorgenent.

PRESENTATI ON BY DI ANNE KENNEDY

MS. KENNEDY: Thank you. | was up here a year ago
talking to you about the use of bronocriptine. | have been
asked to conme up this year and expand on that, to include al
drugs used in lactation suppression

What | want to do first though is to remnd you of
what | was telling you | ast year that, because of the overlap
bet ween the hospitals and outpatient use with the |actation
suppression drugs, it is very difficult for us to use the
data sources that we have available to us to provide any
quantitation on the use of the drugs. However, | think you
wll find wth the data that | am going to show you that you
w || have a pretty good idea of the types of drugs that are
being used and their relative use conparing one to the other

| handed out a two-page list of products that are
listed in the Pharmacy Reference (Facts and Conparison).
These are the products that are listed there as being
indicated for the use in lactation suppression and breast
engorgement. They basically fall in one of four categories,
bronocriptine, which is a sem-synthetic ergot alkal oid

derivative; then you have estrogens, both oral and inject-




sg99g

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

MILLER REPORTING CO., ﬂ‘g

507 C Street, N.E.

Washington, D.C. 20002

(202) 546-6666

158

abl es; the androgens, both oral and injectables; and then at
the end of the list there are conbination products of
androgens plus an estrogen.

So with the list that you have in front of you, we
wi |l take a look at the data fromseveral different data
bases. It is actually a patchwork of data bases that |ooks
at several different populations and several different points
in the drug distribution pipeline, and we will see what we can
find out about what drugs are being used.

(Slide)

The first data that | am going to show you cones
from the National Disease Therapeutic Index. You already saw
some data on Accutane use fromthis data base this norning.
Just to remind you, it is based upon reports from a panel of
2000 office-based physicians who report on all the patients
they see during their assigned 48-hour reporting period each
quarter.

The thing to remenber here is that these are
of fice-based physicians. |f they happen to see one of their
patients in the hospital during the reporting time, they wll
report on that patient but this data base does not neasure
drugs used by hospital -based physicians or residents, who
m ght be the ones that are nore likely to be delivering
babies in hospital and treating the wonmen afterwards.

(Sli de)
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This table shows us the nunber of nentions for
drugs where the physician is indicating that they are giving
these drugs for lactation suppression. You can see along the
top line that there seens to be a decrease in the times the
physi cians are indicating that they are using drugs for
| actation suppression. These nunbers are fairly small for
this data base so that the standard error around themis
fairly large. But it looks as if there probably is a
decrease in the use of these.

Then you can see the specific drugs that the office-
based physicians indicate that they are using for lactation
suppression. Parlodel is by far the nost frequently used
product. But TACE and diethylstilbestrol do show up consis-
tently. The three at the bottom testosterone, Del estrogen
and Del adunone are all injectable products. Wth this data
base you do not see injectable products as frequently as the
oral products because they basically are hospital drugs and
these are office-based physicians where, nost of the tine,
they are seeing the patients in an ambulatory setting.

(Slide)

Looking specifically at the three that are used the
nost frequently by this panel, bronocriptine, chlorotrianisene
(TACE) and diethylstilbestrol, we see that when you are
| ooking at the total use of the drug with bronocriptine, only

about 30 percent of its use is for lactation suppression




S99

MILLER REPORTING CO.,ﬁ‘S‘

507 C Street. N.E.

10
11
12
13
14
15
16
17
18
19
20
21
22
23

24

Washington, D.C. 20002

{202) 546-6666

160

The majority of its use is as an anti-Parkinson drug. Wth
chlorotrianisene, the majority of its use is for cancer and
for something they call hornonal inbalance. Wth diethylstil-
bestrol, about 3 percent of its use is as a lactation
suppressor, even though that is not |abeled that way, and the
majority of its use is for cancer.

(Slide)

The next data | amgoing to show you cones from
M chi gan Medicaid, which is based upon paid billing clainmns.
Medicaid data, let ne remind you, is for low incone famlies
and for aid to fanmlies with dependent children. Wth this
data base we have information on outpatient diagnoses,

i npati ent diagnoses and outpatient drug use. There is no
I npatient hospital drug use.

The data that we have available to us is from 1980
through md-1988. W devel oped two cohorts of patients,
/those that had a delivery in the hospital and those that had
a diagnosis that was consistent with a stillbirth in the

hospital. W took those two groups and we | ooked at prescrip-

tions that they had filled at pharmacies within 30 days of
having their delivery or their stillbirth. W ranked those
and took a |l ook at the drugs that could possibly be used for
a lactation suppression. Again, we do not have any direct
link between what it was actually used for. So we just went

t hrough and pi cked out those that could possibly have been
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1 |used as a lactation suppressor.
2 (Slide)
3 Wth the delivery file that we have there were
4 137,921 wonen who accounted for 49,836 deliveries. Bromo-
5 |criptine was again the nost frequently used drug in these
6 |wonen, 16 percent of the deliveries received a prescription
7 |[for bromocriptine within 30 days. Diethylstilbestrol
8 |laccounted for 1 percent of the deliveries. The other ones
9 ||/did show up but infrequently.
10 (Slide)
11 In switching to the stillbirth file, we only had
12 ||386 wonen in that file and they accounted for 407 stillbirths.
13 |Again bronocriptine was the nost frequently dispensed drug
14 |after stillbirth, 19 percent of the stillbirths received a
15 |prescription for bronocriptine. TACE was 1 percent. Then
16 |the conjugated estrogens and DES shown up again.
17 | should say that with both of these, this table
18 |and the one | just showed you, bronocriptine was the nunber
19 |one product that was dispensed within 30 days of delivery.
20 (Slide)
21 The next data | amgoing to show you cones froma
22 |data base that is hospital data. It does have inpatient
23 | di agnoses and it does have inpatient drug use. So thisis
24 getting a little closer to what we really want to neasure.
o oo <. 3% This data is 1987. It is based on 75 hospitals.
Yashingron, D.C. 20002
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It is not projected. These 75 hospitals had 70,664 deliveries
during 1987 and 15 percent of those deliveries received
bronoc.riptine while they were in the hospital; 1 percent
chlorotrianisene and 1 percent injectable testosterone

Del adunone and Del adunone- OB are categorized as injectable
testosterone in this data base. You see that the other types
of drugs are showi ng up but not as frequently as the top

t hree.

Unfortunately, | do not have a slide to show you
but yesterday | received some new data fromthis data base,
for 1988. The panel of hospitals that they use nowis up to
80 hospitals and they are projecting the data nationally.

They projected that in 1988 there were 5.2 mllion deliveries
inthe United States and that 12 percent of those deliveries
in 1988 received bronocriptine; 1 percent chlorotrianisene and
1 percent the testosterone category that includes Del adunone.
| also had them | ook at drugs that were being used
in women who had had a stillbirth in these hospitals. They
projected that in 1988 there was a little over 12,000
stillbirths nationally and that 39 percent of these wonmen who
had had a stillbirth received bronocriptine; 7 percent
recei ved Del adunone/ Del adunone- OB and 2 percent received
chlorotri ani sene.
(Slide)

The next data conme fromthe U S. Pharnaceutica
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varket-kbspitals, which is really quantitative information.

—

he only reason | am showing you this is because it can give

—

Is a feel for trends in the purchases of these drugs by

lospitals. This data base is based upon paid purchase

nvoi ces from whol esal ers, private hospitals, city, county and

gtate hospitals and psychiatric hospitals, with data projected

o the national |evel
(Slide)
This slide is kind of busy. | do not know whether

you can see it in the back but the data are in thousands of
fabl ets or in thousands of syringes, depending on the type of
grug that we are looking at. The bronocriptine is at the very
top. It is the 2.5 ng strength. It looks as if there has
ibeen an increasing trend in purchases for that particular
strength. The rest of the drugs on the table all have been
decreasing in use in varying degrees. The Deladunone on the
[ abl e i ncludes Del adunone-OB as wel |.

(Slide)

This table is fromthe National Prescription Audit.
t shows prescriptions dispensed fromretail pharnmacies over
tine. This is a table that | showed you | ast year and | just
updated it with 1988 dat a. 1978 was when bronocriptine first
cane on the market and it received the indication of lactation
suppression in 1980. You can see that its use has continued

to increase = There were sonewhere around 1.3 mllion
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prescriptions dispensed in 1988 for bronocriptine.

The orange bars on the table are that proportion of
total prescriptions that were witten by OB/GYNs and you can
see that it stayed relatively flat over time. They accounted
for about half a mllion prescriptions in 1988.

Just to quickly sunmarize the data that | have
shown you, regardless of what type of population we are
| ooki ng at or what data source we are | ooking at, probably
somewhere between 15-20 percent of deliveries receive a drug
for lactation suppression and bronocriptine is by far the
nmost frequently used product. But the other ones are being
used.

From hospital data it looks as if the women who are
experiencing stillbirths are nore likely to be given a drug
for lactation suppression, maybe as many as half of them

That is all that | have, if anybody has any
questions.

DR. NIEBYL: Can you tell what percentage of the
drug prescribed by oB/GYNs is for l|actation suppression
compared to, say, hyperprolactonema or other indications?

M5. KENNEDY: No, not from any of the data bases
that we have.

DR. NIEBYL: But a third are OB/ GYN indications and
the other two-thirds last year were for Parkinson's disease,

presumabl y?
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MS. KENNEDY:  Yes.

DR NIEBYL: | guess it nust be a pretty large
percentage, just thinking of the nunbers of patients involved.

M5. KENNEDY: Probably.  Thank you.

DR. CORFMAN: Thanks a |ot.

DR HuUuLkA: We will go on and Dr. Lisa Rarick, of
the Food and Drug Admnistration, wll present. The topic is
Commttee recomendations and FDA actions concerning the use
of sex hornones for the prevention of postpartum breast
engorgenment: a review of the efficacy of this treatment.

PRESENTATI ON BY LI SA RARI CK

DR. RARICK: | have the job of trying to update us
on how these drugs have gotten where they are today.

(Slide)

We will begin right off with the androgens.
Androgens, as a class, were originally approved after the
1938 Food, Drug and Cosmetic Act, nost of themin the 1940s
and the 1950s. The original Food, Drug and Cosnetic Act
requi red evidence of safety for approval

In 1962 there were drug anendments to the Act that
also required evidence of efficacy for continued approval
Since there were many drugs between 1938 and 1962 to be
reviewed, the FDA requested the National Acadeny of Sciences
Nat i onal Research Council to undertake an efficacy review

study for all the drugs that had been approved between those
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—

imes. This Council was called the Drug Efficacy Study

npl ement at i on.

The DESI Committee, as | wll call it from now on

—_

eviewed the androgens in the late 1960s and early 1970s.

The requirenment was to cone up with effectiveness categori-

At

ations for the drugs that they reviewed. Effectiveness
ould be considered effective, non-effective, possibly
f fective, probably effective, etc.

For the indication of postpartum breast engorgement,

b

he androgens were given the evaluation "effective but . ..»
and that is exactly how it reads. The coments fromthe

panel go on to state that the panel does not know of satis-
actory evidence to support the efficacy for preventing
actation but at this time was in general use and had no

mm nent hazard to wonen and was continued to be placed on
the effective |ist.

(Slide)

In terms of efficacy data, as Dr. Teich told you
parlier today, to find studies on the efficacy of the
androgens is quite difficult. Mechanism of actions is nice

o postulate. There are theories discussed in the literature
romthe 30s to the '60s, some of them giving themthe sane
ability as estrogens for the suppression of anterior pituitary

hormones. There was thought that there was a direct effect

to suppress the breast alveolar system | like the last one
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8 _ 1 |most hornones, regardless of type, will give satisfactory
R 2 esults --

3 (Laughter)

4 (Slide)

5 In terns of actual studies that | could find, we

6 || lid ask the sponsors, who narket sonme of these products that

7 || xre currently available, to supply any efficacy reviews they
8 || ay have but we received no response. | found a few in our

9 || wn files fromthe '30s to the '60s.

10 On the left, under author, you will see if they had
11 || . conparison group. Mt of these did not have a conparison
12 || r control study. The last one is a placebo study. You wll
13 | ilso note that there are small nunbers of subjects. The

14 || wumber of subjects are the actual subjects who were taking

15 | :he androgen.

16 In the first study we see that they were given

17 || .estosterone twice a day until they had relief,. Interestingly
18 | tnough, these were patients that were begun anywhere between
19 || lay 3 and 10 postpartum patients who were already |actating
20 | :nd then decided not to; stopped lactating and received

21 | :estosterone twice a day. They report excellent efficacy in
22 | 10 percent but then again, as we have heard today, anybody

23 | vho stops |actating between days 3-10 may have had reli ef

24 || vithout any therapeutic mnedication.

MILLER REPORTING CO. | 54%
307 C Street, N.E.

Washington. D.C. 20002
(202) 546-6666

Lass' study, from 1942, was a nethyltestosterone
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study over 36 years. They gave results of 40 percent absence
of pain and engorgenent. Again, it is hard to know what that
nmeans. Garry, in 1956 -- methyltestosterone for 5 days,
again, with 44 percent absence of engorgenent.

The only placebo study here, in 1960, was a

| uoxynest erone study, Wwhich was actually various dosing
egi mes, and they could show no statistical significance over
pl acebo.

(Slide)

Qur current labeling for the androgens: Androgens
are considered as a class. They have a class |abeling
guideline for any of the marketed products, which reads:
Androgens have been used for the managenent of postpartum
breast pain engorgement. The class |abeling guideline goes

on to give dosage possibilities for the various androgens.

The individual products that contain the indication
n the physician | abeling also can sonetimes add, or have
soneti mes added that there is no satisfactory evidence that
this drug prevents or suppresses lactation, as we heard from

Dr. Teich's report. That is all we really have on the

andr ogens.

(Slide)

Let's go on to the estrogens. Estrogens in
conbi nations -- combinations would include estrogens in

conbi nation with androgens. There are also sonme drugs on the
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mar ket which are estrogens in conbination with other drugs.

o

o

—

PN

P’

—

These drugs, in general, had their original approva

dgai n based on the 1938 Act in the 1950s. Because of the

Irug amendments, during the 1970s the DESI Conmittee again
las asked to review the efficacy of the drugs. The DESI

fommttee gave it an "effective but . .." evaluation and again

gtates that the Panel does not know of satisfactory evidence

0 support the efficacy of these preparations to prevent

actation. Statenents indicating this preparation prevents or

suppresses lactation are too optimstic and should be

Todi fi ed.
(Sli de)

You night ask what happened then. For the estro-

gens, in 1976, there were Federal Reqgister notices and

el abeling to discourage routine use and to include the

pot ential risks of thromboenbolismin the |abeling.

In 1978, the Cbstetrics and Gynecol ogy Advisory
Committee at the tine reviewed the estrogens for the use of
post partum breast engorgenent and recomended that it be

renoved from the labeling. That year, as Dr. Teich told you

here was a notice of opportunity for a hearing, proposing to
M t hdraw approval of this indication for all estrogen-
cont ai ni ng products.

(Slide)

In 1979 and 1980, the FDA received multiple hearing
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requests to continue nmarketing of these products from the
sponsors of the products and from the Anerican College of
Cbstetricians and Gynecol ogi sts.

Due to the weight of the sponsor’s reply and the
prospects of bronocriptine use, which was being approved in
the late 1970s (1979), this led the Agency to postpone the
heari ngs. In the 1980s, there were multiple neetings over
this issue. There were many FDA statistical and nedica
officer reviews for the efficacy and safety data recomendi ng
sinply nore stringent product |abeling at the tine.

(Slide)

In 1985, the DESI Commttee, which still exists,
recommended that the safety of estrogens for postpartum
breast engorgenent be reviewed, Wth special consideration
given to a conparison of benefits and risks of estrogens for
this used versus Parl odel

At this time, wth the postponing of the hearing,
It was nost likely due to concerns over possible safety risks
of Parl odel use and the Parl odel issue came up last year, in
1988, when this Conmittee met to review the use of bromo-
criptine for lactation suppression. At that tine the risks
and benefits were unresolved, which brings us to date.

(Slide)

When we | ook at the estrogens and their conbi-

nations, we should first understand why they woul d work
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t heoretically. As we know, during pregnancy estrogen and

firogesterone levels are quite high. At the time of delivery,

Wwith the decrease of estrogen and progesterone, the prolactin

—

hat is also high is allowed to work at the |evel of the

=

reast. To give estrogens and their comnbinations would

=

mintain a high level of estrogen after the delivery to

O

ontinue to prohibit the prolactin at the |evel of the
bir east .

The androgens were added through various reasoni ngs
n the literature, nostly the theories were to decrease the
possi bility of estrogen-rel ated adverse effects while
ontributing their own possible "efficacy" as they were used
5ingly for this indication.
(Slide)
To ook at some studies for the estrogens and their
conbi nations, we will just quickly review various studies for
chl orotriani sene, which is an estrogen, and sone studies for
Del adumone- OB and a few of the others.
This slide is on TACE, sone studies fromthe 1950s.
fou see that the first three have no control groups and the
ourth is a placebo study. The nunber of subjects on
chl orotrianisene is given
Nel son's report, in 1953, said that 97 percent were
synptom free.  This was a question and answer -- Are you

symptom free? Yes/no. They showed a rebound of 3 percent.
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This was a 2-week study.

Bennett, in 1954, showed 80 percent with none or
mld synptoms. Interestingly enough, although this was not a
controlled study, they mention 10 controls in their discussion
who actually only had 70 percent of none to mld synptons but
they do not address the issue. Hendrick, in 1954, showed 75
percent synptom free and a rebound of only 3-4 percent.

Prinrose, which was the placebo study, gave a 60
percent synmptom free interval with 8-day treatment with TACE
Current TACE treatnent is actually a 2-day treatnent.

(Slide)

Further studies of TACE go into the 1970s. They
woul d i nclude 3 nore placebo type studies. King showed 89
percent fair to excellent results with TACE versus 72 percent
fair to excellent results on placebo. They do not actually
address statistical significance, although |I doubt that it is
significant. They showed a rebound of 3 percent.

Binns' is a placebo study. Again 70 percent
preferred TACE. That is all they say. They do not discuss
significance or what the placebo group preferred or what they
sai d.

Dr. N ebyl is here today and can clarify her study
if questions arise. In 1979, she was actually doing a safety
i ssue study but also included in her study some efficacy data

on 99 patients, 53 of whom were on TACE. She showed no
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difference in breast engorgenent or need for anal gesics
bet ween her groups on TACE and pl acebo.

(Slide)

This is a brief summary of her study. On day 3,
rou see 53 patients on chlorotrianisene. There is no
lifference between chlorotriani sene and pl acebo for breast
:ngorgement Or percent using anal gesics. At day 8, you
otice that there is sone loss to follow up. Certainly half
f the patients are not available. But again there is no
lifference between breast engorgenent and percentage using
malgesics and there is no statistically significant dif-
lerence in patients satisfied with their drug.

(Slide)

For Del adunone-OB we have simlar types of problens
7ith studies in terns of conparisons and no very good double-
>lind studies. Stein, in 1958, gives 31-71 percent effective-
less. This was 5 different dosage groups in 253 patients.
Pheir rebound was 21 percent.

LoPresto had 4 differing groups in 197 patients in
-erms of doses, giving 60-90 percent "effectiveness rate".
There is no conparison there.

Watrous did a conparison group but it is not a
doubl e-blinded study. He had 7 dosage groups in 132 patients
and showed 70-80 percent effectiveness versus 40 percent for

his patients on no nedication.
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Barns' is a placebo study with 12-16 percent
rebound. As you can see, he had fair to good results in 54-
96 percent, depending on which subjective finding you are
| ooking at, or objective -- lactation, pain, tenderness and
engorgenent, versus 20-30 percent for placebo.

(Slide)

To continue with Del adunone into the ’60s, Jones
did have a control group that did not receive a placebo and
54 percent of his Deladunone patients were synptom free
versus 32 percent with no drug. He did have 6 different
groups in 153 patients. No statistical significance is
di scussed.

Bare's is a placebo study, showi ng 79 percent
effectiveness with Del adunone versus 30-60 percent in
pl acebo. But they could find significance only on day 3 and
4 in their 7-day study.

I[liya's was a placebo study. They showed 90

percent effectiveness versus 30 percent effectiveness for

pai n.

(Slide)

For the other drugs that were nentioned as possibly
still being used, | just briefly mention diethylstilbestro

and can only find articles fromaquite a long tinme ago,
showi ng, sort of on the category of the androgens, 26-46

percent absence of synptons.
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1 For ethinyl estradiol, an article in 1947, 58
2 || rercent absence of synptons, with a rebound of 16 percent.
3 | 'rimrose, prinorin-methyltestosterone conbination, showed 48

4 | rexrcent absence of synptons.

5 (Slide)
6 Qur current | abel of the estrogens and their
7 | :ombinations -- as you may know, the estrogens, the non-

8 | :ontraceptive type, have a class |abeling, as do the andro-
9 ||jens. It includes a labeling section entitled "information
10 | for the patient" which is also the patient information

11 |jpamphlet given to each patient who takes the drug or is

12 |iprescribed a drug containing any estrogen.
i

13 The information in the patient section has a

14 | section for "uses" and nunber 5 is to prevent pain and

15 llswelling. Then it goes on with a paragraph di scussing the
16 |estrogens to prevent swelling of the breast after pregnancy,
17 |lwhere the risk of thronboenbolismis nentioned.

18 (Slide)

19 The estrogens which actually choose to include this
20 {lin their physician labeling also include the statenent,

21 ||"control studies have denonstrated the incidence of signi-
22 ificant painful engorgement in patients not receiving such
23 |hornonal therapy low, usually responsible to appropriate

24 |lanal gesic or other sort of therapy. Consequently, the

MILLER REPORTING CO., 5%

507 C Stteet, NE. benefit to be derived fromestrogen therapy for this indi-
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cation nmust be carefully wei ghed against the potential risk

of puerperal thronboenbolism associated with the use of

estrogens".
In conclusion, | think we have seen for the

androgens, the estrogens and their conbinations nultiple

studies. Few, if any, are double-blinded or have adequate
ff ol | ow up.

We can certainly understand the DESI Commttee
review and reservation at the tinme of their categorization of
efficacy. At nost, these drugs may be mldly effective, both
theoretically on the basis of possible nechani smof actions,
or by various analyses by different interpreters of these
data.

But in light of our current question of need and
possible safety questions with these drugs, we ask the
Committee t0 advise us on further use and | abeling of these
products. Thank you.

DR. HULKA: Questions? Dr. Teich?

DR TEICH Dr. Teich, fromPublic Ctizen. | just
wanted to underscore that in addition to the multiple
problens with these studies that you alluded to, there was NO
standard | ook at rebound effects. If you go across the whole
range of studies of all the different conpounds, it is not at
all standard whether or not rebound |actation was even | ooked

for, much less when it was | ooked for and how it was | ooked
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for.

DR RARICK:  Right

DR TEICH | just think that that also calls into
question the efficacy of those drugs.

DR. RARICK:  Exactly.

DR HULKA: Dr. Diane Wsowski, from the FDA will
be speaking on safety of sex hornones for prevention of
post partum breast engorgenent.

PRESENTATI ON BY DI ANE WYSOWSKI

DR. WYSOABKI:  Sex hornones have | ong been used in
this country for prevention of postpartum breast engorgenent.
But what do we know of their safety for this indication?
Unfortunately, not very much.

I will review what we do know about the safety of

the estrogens, the safety of the androgens and the safety of

the androgen-estrogen conbinations for the prevention of
post partum breast engorgenent. | will be using data fromthe
FDA's spontaneous reporting system and from epi dem ol ogi cal
and clinical studies fromthe literature.

Before proceeding, | just want to say a few words
about the FDA's spontaneous reporting system It is a

reporting mechani smfor postmarketing surveillance of adverse

idrug reactions. It has been in operation since 1969, and

this is relevant since nost of the sex hornones that we are

going to be discussing today were approved back in the r40s
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and the ’50s.

Spont aneous reports are primarily from physicians
who report adverse reactions to pharnaceutical conpanies who,
inturn, are required to report the information to the Food
and Drug Adnministration. Because of problems w th under-
reporting and interpretations of causality, we have used
spont aneous reports as possible signals of adverse drug
reactions.

(Slide)

Wth that as background information, let's turn to

the safety of estrogens for lactation suppression. Let's

lbegin with an old drug, Premarin, conjugated equine estrogens,
marketed in 1942,

The 1988 PDR |ists prevention of postpartum breast
engorgenent as the |ast-mentioned indication for this drug.
Note that the daily dose for lactation suppression is nuch

| arger than that for menopausal synptons but, of course, the

yduration of use is nuch shorter.

| reviewed spontaneous reports of adverse drug
reactions for Premarin fromthe FDA' s spontaneous reporting
system There were 160 reports in childbearing age fenales.
O these, there were 2 reports of thrombophlebitis; 1 report
of puerpera; 2 reports of cerebrovascular accidents; 2 of

pul monary enboli; and 1 of cerebral infarction
|

But a hands-on review of each of these reports
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showed that none of the wonen had used Premarin for |actation
suppression. There are no known epi demi ol ogi cal studies or
clinical studies of Premarin concerning its safety for
prevention of postpartum breast engorgenent.

(Slide)

Diethylstilbestrol is another old drug, a synthetic
estrogen, approved in 1941. The indication for prevention of
post partum breast engorgenment was renoved by the Conpany in
1981. But, as Dianne Kennedy reported earlier, it is still
used for that indication. The dose for l|actation suppression
is simlar to that used for breast cancer

There were 239 spontaneous adverse reaction reports
in femal es of chil dbearing age, alnost all of which were
reproductive abnormalities in daughters of nothers who took
DES during pregnancy. There was only 1 report of thronbo-
phlebitis in a patient who took DES and concom tant TACE for
prevention of postpartum breast engorgenent. So she was
getting a much larger than recommended dose of estrogen

(Slide)

There have been 2 epi dem ol ogi ¢ studi es concerning
t hronboenbolism with DES for lactation suppression. One
study was done by Daniel and others, in Cardiff, Wales, in
1965 and 1966. They conpared the incidence rates of thronbo-
enbolismin |actating versus non-lactating women who presu-

mably used DES for lactation suppression. But this was not
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gefinitely known for each wonman.

They found that the incidence of thronboenbolism
hMas 2.5 tinmes greater in non-lactating versus |actating wonen
and 10 times greater in non-lactating versus |lactating wonmen
5 years and ol der or |ow parity.

The primary problemw th this study is that the
jose of DES used for |actation suppression was 210-300 ng,

vhich is 7-11 tinmes the total recomended United States dose

of 30 nyg.
|
Anot her problemw th this study was the failure to
pstimate the effect of DES independent of other risk factors,

such as age and operative delivery. So it is not possible to

|[determine the contribution of DES to the risk of thrombo-

jJamMismfrmﬂtMS st udy.

1 (Slide)
g
H A second epidem ol ogi ¢ study, done in Scotland,

i

;/conpared the incidence of thronboenbolismin lactating versus
‘non-lactating women, who al so presumably received DES for

14 .

/lactation suppression.

The dose of DES was 80 ng, nearly 3 times higher

i

|than the recommended dose in the United States. The investi-
l

;gators found a statistically significant, 2-fold greater

!
/
i

{mothers.  But when results were standardi zed for parity and

imethod of delivery, the incidence of thronboenbolism remained

Il

I nci dence of thronboenbolismin non-lactating versus |lactating
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hi gher in the non-lactating versus the lactating group but
the difference was no |onger statistically significant.

In addition to these epidemologic studies, there
have been 2 clinical coagulation studies in wonen receiving
DES for lactation suppression

(Slide)

The first study was conducted by Daniel and others,
of the Cardiff, Wales, group that | nentioned earlier. They
found that the nmean level of clotting Factor IX for the DES
group was significantly different fromthe mean levels in
worren | actating or using natural suppression methods. The
nmean | evel for the DES group was above the range accepted as
nor mal .

But, again, these findings relate to high dose DES,
7-11 times that recommended in the United States. SO it is
not possible to extrapolate these results to wonen who use
DES in the United States for lactation suppression

(Slide)

The second clinical study tested clotting factors
in 10 wonen breastfeeding, 11 given DES for lactation
suppression and 25 normal, non-pregnant women. They found a
delay of at least 3 weeks in the return to normal anti-
thronmbin Il activity in the DES group conpared to the
breastfeeding group, Whose anti-thrombin III activity

reverted to normal 1 weeks postpartum
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But, again, the dose and duration of admnistration
of DES in this study was greater than that for the United
States. In any case, the biological significance of these
findings is uncertain.

(Slide)

Let's turn now to anot her estrogen for prevention
of postpartum breast engorgenent, Delestrogen. Dianne
Kennedy infornmed us earlier that Del estrogen is being used a
little for lactation suppression

Here you see its profile. It is estradiol valerate
injection, approved in 1954. Lactation suppression is the
last indication of 7, in a dose conparable to that used for
menopausal synpt ons.

A review of the FDA's spontaneous reporting system
showed 16 reports in females of childbearing age, including
no reports of bleeding; 1 report of hypertension; 1 report of
pseudot unor cerebri; and 1 report of hepatoma. But none of
these reports had lactation suppression as the indication
There are no known epi dem ol ogical or clinical studies
concerning the safety of Del estrogen for prevention of
post partum breast engorgenent.

(Slide)

However, there was 1 study of ethinyl estradiol
conducted by Jeffcoate and others, in Liverpool. The nethods

were very confusing but they claimed a 3-fold higher incidence
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of thronboenmbolism in non-lactating versus |actating wonen,

al though the effect was seen primarily in ol der womren with an
operative delivery. So, again, we are left with the question
of what is the independent effect of estradiol on thrombo-
embol i sm

(Slide)

Chlorotrianisene (TACE) is currently the nost
frequently used estrogen drug for lactation suppression. You
can see its profile. It too is a relatively old drug, having
been approved in 1951, with prevention of postpartum breast
engorgenent as its nunber one indication.

The daily dose is at |least tw ce that used for
menopausal synptons but, of course, it is taken for a nuch
shorter duration.

(Slide)

Because of the inportance of this drug for lactation
suppression, we wanted to show you all the reports in the
FDA' s spontaneous reporting systemfor females in the
appropri ate age groups.

(Slide)

You can see the counts: No drug effect has the
| argest nunber, with 27 reports. There is 1 report of
pul monary enbolus; 1 of intracranial henorrhage; 2 of
phlebitis; 1 of cerebral thrombosis; 2 of thronmbophlebitis.

(Slide)
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Mostly there are just one of two reports for each
reaction.

(Slide)

In addition to the 27 reports of no drug effect
that | nentioned earlier, there were also 7 reports of breast
engorgenment for TACE and 3 reports of breast cancer in 2
i ndi vi dual s.

| reviewed many of these reports and severa
menti oned extenuating circunstances. The report of cerebra
thrombosi s involved an overdose of TACE. One of the two
reports of thronbophlebitis involved a woman with a history
of thronbophlebitis and pul nonary enbolus. The second report
of thronmbophlebitis involved an obese woman, previously
menti oned, who simultaneously was taking DES and TACE for
| actation suppression. One of the reports of breast cancer
was in a woman who reportedly took TACE for ten nonths for
birth control. The other report of breast cancer just said
"all eged breast cancer in a nmother of four children" and gave
no other information.

(Slide)

There have been no known epi dem ol ogi cal studies of
adverse reactions for TACE. However, there has been one
doubl e-blind, random zed, controlled clinical trial of TACE
conducted by N ebyl and others, in which coagulation measures

were done in 24 wonen random zed to TACE and 26 random zed to
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pl acebo.

Anti-thrombin Il values were significantly |ower
in the TACE versus the placebo group on day 3 postpartum but,
nonet hel ess, were within normal limts. So the biologica
and clinical significance of these findings is not known.

Now | would like to turn to a review of the
androgens, nethyltestosterone and fluoxynesterone, used for
prevention of postpartum breast engorgenent.

(Slide)

Here is Android, approved in 1981. Prevention of
post partum breast engorgenment is the second indication of two
for females. The doses are simlar to those used for breast
cancer.

There were no spontaneous reports of adverse
reactions for this drug in the appropriate fenale age groups.

There are no known epi dem ol ogi cal or clinical studies of

Android concerning its safety for prevention of postpartum

breast engorgenent.

(Slide)

Metandren is another nethyltestosterone drug
approved in 1940. It has prevention of postpartum breast
engorgenent as the second of two indications for females.

Then the | abeling makes a contradictory statement: There is
no satisfactory evidence that this drug prevents or suppresses

| act ation. Note that the dose for lactation suppression is
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| ess than that used for breast cancer.
There are no spontaneous reports for prevention of

post partum breast engorgenent and no known epidem ol ogical or

(clinical studies of Metandren concerning its safety for
| actation suppression.

(Slide)

The sane holds true for Oreton Methyl --

(Slide)

and for Testred, two other nethyltestosterone
drugs. There are no spontaneous reports for prevention of
post partum breast engorgenent and no known epidem ol ogi cal or
clinical studies concerning its safety for |actation suppres-
si on.

(Slide)

This lack of information also holds true for
fl uoxynesterone. Here is Android-F, with no spontaneous
reports; no epidem ol ogi cal studies and no clinical studies
concerning the safety for lactation suppression

(Slide)

The sane with Ora-Testryl. Again, the |abeling
gi ves prevention of postpartum breast engorgenent as an
indication, followed by the statenent that there is no
satisfactory evidence that this drug prevents or suppresses
| actation.

(Sli de)
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| put Halotestin up here, just to show you that
although it is a fluoxymesterone drug, it does not give
prevention of postpartum of breast engorgenent as an indi-
cation for its use.

(Slide)

Finally, | would like to turn to the androgen-
estrogen conbinations. Deladunone-OB is a testosterone-
estradiol injectable, approved in 1955, with prevention of
post partum breast engorgenent as its sole indication

(Slide)

Here are all the spontaneous reports for Deladumone-
OB for fenales for prevention of postpartum breast engorge-
ment. There are 13 of no drug effect and several injection
site reactions, as you can see.

(Slide)

There is 1 report of 3 individuals with pul monary
enbolus; 1 report of thrombophlebitis.

(Slide)

There are 5 reports of virilism 8 of voice
alteration; and 21 of hirsutism The report that says apnea
of larynx was actually a report of cardi opul mronary arrest and
It was coded here as apnea.

(Slide)

There are 3 reports of breast engorgenent, in

addition to the 13 that | nentioned previously of no drug
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e ffect. There are several of vaginal bleeding.

As an aside, the report for the woman who arrested
stated she had received spinal anesthesia and one hour |ater
Deladumone-OB. Five mnutes later she had a seizure followed
by cardiopul nonary arrest. Resuscitation was successful

There are no known epi dem ol ogi cal or clinical

studies concerning the safety of Del adunone-OB for prevention
of postpartum breast engorgenent.

(Slide)

Next is Del adunone. [t is simlar in fornulation
to Del adunone-OB, wth the same amount of testosterone but
half the estradiol. Prevention of postpartum breast engorge-
ment is the second indication of two.

(Slide)

Here are the spontaneous reports for Del adunone.
The 3 reports of pulnmonary enboli were all for the sane
patient.

(Slide)

There is 1 report of cholestatic jaundice: 3
Teports of voice alteration; nothing nmuch nore.

(Slide)

There are 4 reports of hirsutism 1 report of
breast engorgenent.

Again, there are no known epi den ol ogi cal or

clinical studies concerning the safety of Del adunone for
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lactation suppression.

(Slide)

There is only one study known to nme concerning the
long-term effects of any of these drugs. That is this one,
by McTiernan and ot hers. It is a case control study of
thyroid cancer in which parous wonen who had ever used an
estrogen-containing | actation suppressant were found to have
1.7-fold increased risk of thyroid cancer. These results
hsve not been verified.

There are no other studies concerning associations
f any of these sex hormone drugs when used for prevention of
postpartum breast engorgenment with breast cancer or with any
ther illnesses with long |atency periods.

In summary, there is a paucity of good, definitive
ata on the acute and long-termeffects of sex hornones used
or prevention of postpartum breast engorgenment. Consequent-
y, we are left with nostly theoretical safety concerns,
primarily about thronboenbolism and coagul ati on problenms with
he estrogens, with little definitive data to either prove or
o lay to rest these safety concerns.

DR HULKA: Comments? Questions?

(No response)

Dr. Stadel will have sonme further comments on
otential risks of this treatnent.

PRESENTATI ON BY BRUCE STADEL
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DR. STADEL: Those of you who know ne, may ap-
preciate that when | am not sure what to say | talk about
oral contraceptives and vascul ar di sease.

(Laughter)

(Slide)

So | am just going to comment on sone perspectives
because | think you have had an accurate description of what
is available in the literature. There have not been the
ki nds of studies of these reginens, as they are presently
used, which allow us to quantify risk.

On the other hand, we do know that at certain
| evel s of exposure estrogens clearly do cause venous thrombo-
enbolismand | think it is worth considering the magnitude of
that in relation to what the exposure is and then sonme ot her
consi derations, hoping that you can arrive at sone intuitive
feel for what you are dealing with in terns of risk because
we are clearly not going to give you a quantitative figure.

For nostly 50 ug oral contraceptives, these are the
i ncidence figures in current users for idiopathic venous
t hromboenbol i sm meani ng when there is no evident predisposing
condition; the incidence in non-users and the relative risk
and the attributable risk, which is the nore inportant
figure.

Perhaps the nmost inportant columm for what | want

to say here is this one, postoperative venous thronbosis.
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There are about 31 cases/10,000 surgical procedures evidently
caused by having been on the pill at the tine. So you are
| ooki ng at 3/1000 wonen getting venous thronboenbolismas a
consequence of being on the pill at the time that they
underwent surgery.

| use that as an exanple because it will at |east
al |l ow sone qualitative conparison perhaps to the state of the
vascul ature in the postpartum period where you do have known
vascul ar changes; you have dynam ¢ changes, which nmay produce
sone of the predisposing elenments for thronbus formation
This is generally referring to deep vein thronbosis.

(Slide)

So wonen taking 50 ug pills at about a 3/1000 risk
-- | want to nention before |I nove on that the percentage of
wormren on these types of pills who reach apparently critically
| ow | evel s of anti-thronbin Il activity, in the non-user it
is about 2 percent of wonen who have borderline |evels and
that is increased to about 16 percent of wonen. So that is a
perspective on the biochemcal end of it. You have this in
terms of the actual events and where the shift is in ternms of
the anti-thronbin system

Then you go to the other extrene and that is wonmen
taking typical |ow dose hornmone replacenent therapy, estrogen
alone in the anmount of 0.625 ng or 1.25 ng of Premarin. The

[iterature shows no increased risk venous thronboenbolic
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di sease at that rate of daily ingestion. It has been studied
in a nunber of studies and nothing has turned up.

Correspondi ngly, when you | ook at the inpact on the
anti-thronbin system there is only a small decrease in nean
anti-thronbin activity and there is a distribution change.

It is not analogous to 50 ug of estrogen. It sort of appears
that for nost wonen that anount of estrogen is below the

| evel which produces much of a problem if they do not have
predi sposing factors because those studies, of course, are
not in wonen who just underwent surgery or just underwent
delivery.

So | amgiving you two extremes. One is a known
risk in a group with anal ogous predisposing conditions. The
other extrene is that there does not appear to be a risk at
the Ievel of wonen on hornone replacenment therapy.

The part that none of us can answer in any quanti -
tative way i s how do these two extrenes of exposure that
have just described, oral contraceptives and hornone replace-
ment therapy, relate to giving 72 ng of chlorotrianisene
every 12 hours for 4 doses and how do they relate to giving
DES 15 ng a day tinmes 7 days? Those 2 dosage reginens have
produced reductions in anti-thronbin Il activity, which
really delays nore the return of the normal postpartum
return. We nornmally have a return fairly rapidly. It

appears that when the drug is given to suppress lactation, it




sgg

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

wiLer reporTing CO. 54%

507 C Sueet, N.E.

Washington. D.C. 20002

(202) 546-6666

193

delays that. So there is a wi ndow of potential risk in
sonmeone with predisposing changes in the vasculature for
putative disposing changes.

Wth that sonewhat unsatisfactory statenment, that
is what | leave you with. | think what it says is that on
the spectrum of risk here and no risk at the other extrene,
you have a position which you can only arrive at by judgnment.
| cannot give you a firmquantitative figure. | cannot give
you any quantitative figure of where it lies in there. You
have to arrive at that in your perceptions of it.

| think that question then of uncertainty about
what level of risk you are willing to talk about or tolerate,
| can only see as being determned by your judgnent as to the
extent of any benefit that you perceive with regard to using
t hese drugs to suppress lactation. O course, if you
perceive no benefit, then the ratio of risk to benefit is
#infinity even if the risk is uncertain. |If you perceive a

benefit, then it entirely depends on what you perceive from

lwhat you have heard and what your experiences are.

| always like to ask what is the acceptable |eve
of attributable risk? If these drugs were to cause venous
t hr omboenbolism in 1/1000 people, would you accept that in
this indication? O 1/100,000? | think you really have to
answer the questions on this issue. Thank you

DR. HULKA: Was there a coment from the audi ence?
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DR TEICH Yes. | just wanted to speak to one
oint that Dr. Wsowski alluded to, as did Dr. Stadel,
lamely, that the three British epidem ol ogic studies that
.nvolved DES and ethynil estradiol, done in the ’60s, did
show in all three that there was a synergistic risk of
idministering | actation suppression to wonen who were either
>lder, had increased parity, or had had what they called
issisted delivery, which was a very heterogeneous group
i ncluding forceps, cesarean section, |low forceps, etc. |
:hink that is not something to ignore since it is certainly
:onsistent wWith what is known about oral contraceptives in
-erms Of special risk in wonmen who are predi sposed.

In addition, it is clear that there are certainly
significant nunbers of older wonen delivering who nay be
referentially given lactation suppressants. O, certainly
there are increased nunbers of cesarean sections and it may
rery well be, since at |least several years ago that was a
group of wonmen that were preferentially prescribed |actation
suppressants, that it is exactly that group that may be
getting these drugs preferentially and there nay be some sort
>f synergy between those factors. | would just keep that in
ni nd.

DR MCKAY:  Perhaps Dr. Lawrence could speak to
this, we have |ooked at some of the physiologic side effects

of various l|actation suppressants. W have not talked at al
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hbout the psychol ogical issues and | would Iike sone kind of
gommentary on whether there m ght be sone benefit in a woman
who has decided not to breastfeed to actually have the

hysi ol ogi ¢ process begin that rel eases the oxytocin into the

p—

‘n

ystem It seens that nothering behavior is increasingly

eing tied to the natural sequence of hornonal release after
pirth. Could you speak to that, please? Wuld there be
penefit to a woman not to have any lactation suppressant even
hough she does not plan to breastfeed?

DR. LAWRENCE: Well, | think that is a very
nteresting coment because in the Bowen study, she had
ntended as her experinental design to encourage wonen to
oriefly manual |y express their breasts to relieve any pain
Ithey had. One of her ulterior notives, if you will, was to
change their attitude towards their breasts and, hopefully,

i nfluence them for the next pregnancy to consider l|actation
Ther ef ore, she asked that question about how confortabl e they
were with their breasts before the study and before they were
assigned to a research group.

A couple of women in the study did actually decide
hey had so nmuch mlk so why didn't they give breastfeeding a
try? And that is also why | made the comment about |et-down,
[hat it is a physiologic response to hear your baby cry or
see your baby and have | et-down. But that is only in

relationship to the flow of oxytocin. Prolactin is not
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timulated to increase unless there is actually breast
timulation

Indeed, | think there is room for considering those
ssues. | do not think we have the information, just as we
0 not have the information about the inpact of breastfeeding
n nothering. W, who work in the field, think that nothers
‘ho breastfeed are not different but breastfeedi ng makes them
ifferent. But | have to confess that our data is |ean and
hat needs to be studied.

But | think that is another issue in terns of how
bothers feel about their babies if they are deprived, if you
rill, of the natural hornonal flow.

DR. HULKA: W have two sponsors who would like to
lave a statement at this tinme. The first is Dr. Cyde Rolf,
irom Merrell Dow.

PRESENTATI ON BY CLYDE N. RCOLF

DR. ROLF: Madam Chai rman, nenbers of the Conmittee,
t hank you very nuch. Merrell Dow has conducted 3 placebo or
oasically, no treatnment, controlled studies, with a TACE 12 ny
dose. As far as the 25 and 72 ng doses are concerned, there
were 3 doubl e-blind, placebo-controlled studies with the 25
ng dose and 6 with the 72 ng dose.

Al'l of these studies showed significantly |ess
breast engorgenent, pain or swelling of the breast in the

post partum period conpared to either the no treatnment or
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>lacebo group.

Patients were then followed at 14 days with a
juestionnaire and at a 6-week check up. At both times, the
I nci dence of rebound breast engorgement or |actation has been
squal or |ess than placebo in the 25 ng group. In the 72 ny
lose, at 14 days, in 5/6 studies the incidence of rebound
>reast engorgenent was less in the treated group and they
vere equal at 6 weeks.

Since TACE has been introduced, there have been 4
drug experience reports or thronboenbolic phenonena. These
sere i N patients that were treated for postpartum/|actation.
dne of these reports was fromthe United Kingdomand it
contained 6 patients froma single center where the investi-
gator was reluctant to ascribe causality. There have been no
reports of thronboenbolic phenonena received by the sponsor
since 1975.

Merrell Dow has submtted |abeling to the Food and
Drug Adm nistration with a patient information panphlet which
lists the potential risks and, basically, exclusions for
treatment with TACE, according to the guidelines of this
Committee. This submssion will basically put the use of
TACE back in the patient-physician arena. Thank you.

DR HULKA: Dr. David Wnter, from Sandoz.

DR. WNTER  Thank you very nuch. As you know, we

are on the schedule for some discussion tonorrow when the
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I ssue of bronocriptine comes up. But since the Committee is
going to discuss questions |-6.3, | believe, we felt it
Inportant to nove one of our presentations to this afternoon
That presentation, which will be given by Dr. Bennett
Wal statter, specifically deals with the need for treatnment in
the postpartum period. Since your discussions on risk-
benefit clearly cover that point, we felt, with your concur-
rence, we would nove that discussion up now.

[f I may, | would like to introduce Dr. Bennett

Val statter, who will go through the rest of the introduction

hi nsel f.
PRESENTATI ON BY BENNETT S. WALSTATTER
DR WALSTATTER | am Dr. Walstatter. | guess as
tinme goes by, we get letters after our nanes -- MD., Fellow

of the Anerican College of Cobstetrics and Gynecol ogy,
Associ ate Professor of Cbstetrics and Gynecol ogy, Conmunity
Medicine, Famly Practice, University of Mssouri Kansas City
-- out in the heartland but, nore inportantly, practitioner
of obstetrics and gynecol ogy.

First of all, | am pleased that | can be here today

to share nmy experience in the treatnent of postpartum

| act ation. | believe that we are here today to determne the
need to nedically suppress postpartum lactation. |n order to
do this, | think it is necessary to at |east take a somewhat

brief look at the recent history of |actation and breast-
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f eedi ng.

It was not that |ong ago, and do not be fool ed by
t he bags under ny eyes because | amnot that old, that
breastfeeding was not a terribly popular thing. It started
back a long tinme ago and, yes, breastfeeding was very
popul ar. It was the only choice.

Then technol ogy stepped in. Wth technol ogy cane
some interesting things. W had fornula. The fornula was
expensi ve. So only the affluent could afford to not breast-
feed. So the affluent swtched away from breastfeedi ng and
it became nore popular anong the affluent. It was a sign of
acconplishnent if you did not have to breastfeed

But again technol ogy intervened at this point and
the price of formula went down and now fornula becane
avail able to everyone and breastfeeding now becane out. The
pendul um swung away from breastfeeding and bottle feeding
became nore conmon.

Vell, this went on for a while, until naybe 20-25
years ago, when all of a sudden the nedical literature
started showi ng sone interesting things. Breastfeeding was
good for the baby and all of these people who were now bottle
f eedi ng were now being informed that perhaps they were doing
a disservice to their child by not breastfeeding.

The pendul um swung back. |t now became very high

tech to be low tech -- breastfeed. However, not all wonen
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can or choose to breastfeed and it is incumbent upon us not
to pressure theminto feeling a failure for the inability to
breastfeed or to nake the choice not to breastfeed.

(Transparency)

Wonen choose not to breastfeed for a variety of
reasons. Sone of these reasons are physical; sone are
psychol ogic; some are social. | have taken an opportunity to
list sone here. You wll probably all notice that there are
some m ssing.

Under the physical, we see cracked nipples,
mastitis, breast abscess -- 1 amjust reading it off for you;
you can all read it.

Under social, we list adoptions, stillbirth
premature birth. Mssing fromthat probably woul d be
congeni tal anomalies that make it not possible to breastfeed,
also illness in the newborn

The psychol ogi cal , however, probably still remains
t he maj or source of why wonen choose not to breastfeed --
body i mage. Wonen deliver, nmany of them have gai ned weight;
many of them feel unconfortable with the way they |ook; they
know that if they are going to continue to breastfeed their
breasts are going to be enlarged and they have been "soci-
etized", if you will, into believing that this is not good
They see that and they decide that breastfeeding is not for

them  They do not want it.
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B 1 OQthers believe it is inconvenient. They have other
2 |responsibilities. They are going back to work. They happen
3 |[to work in an office where they cannot punp their breasts.
4 |They go home to other children; they go home to other
5 |[responsibilities and they choose not to breastfeed. CQutside
6 |pressure -- probably the worst of all; probably it comes from
7 |[their husbands or their nale consorts. The last choice,
8 |personal feeling from previous experience, perhaps they had a
9 |[poor experience breastfeeding the last time; they were just
10 |lunconfortable and they do not want to go through it again.
11 |[So they choose not to breastfeed.
12 It is our responsibility as physicians to recognize
13 llour patients' needs and for us to respond to these needs with
14 [appropriate support.
15 Now, there are those who woul d argue that postpartum
16 \|lactation is a physiologic event that is self-limting with
17 |non-intervention. This may well be true. However, nany
18 lareas of medicine would easily fit into that description.
19 Much as we encourage our fenmale patients -- the only ones, of
20 jcourse -- to have childbirth w thout intervention, wthout
- 21 \medication, we still stand by avail able, should they desire or
22 |Ineed, to offer narcotics and anesthetics fromthe am de ester
- 23 |groups that will affect nother and baby.
Y It is not reasonable to deny the new not her
oy e awe 3% |medication that has been shown to be safe and effective to
Washington. D.C. 20002
(202) 546-6666
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acconplish her perceived need. Again, this is her perceived

need. | am not advocating pan-usage of any medication
Routi ne usage shoul d never occur. It is inportant for
patients to be aware, however, of all of the options and to

participate in the decision-making process.

O fice and/or clinic counseling, as is done at ny
nstitution, gives patients valuable information. They are
rade aware of their choices and can participate in the fina

deci si on- maki ng process.

Now a little bit about where I live. | live at a
county facility -- well, not really; | go home sonetinmes, but
it is in Kansas Cty. It is a county hospital. W have the

third largest obstetrical service in the Kansas City area.

Qur patients are followed by nurse practitioners, residents
and attending faculty nenbers. Mst of themare froma |ower
soci oeconom ¢ class. M department is responsible for over
1200 deliveries annually, again, nostly | ower socioeconomics.
Many of them are uneducat ed.

During the course of prenatal care, our patients
are counsel ed about postpartum feeding alternatives, as well
as methods of delivery. Breastfeeding and bottle feeding is
di scussed at antenatal classes and we firmy, strongly,

wi t hout any question, encourage all of our patients to
consider breastfeeding. That is not what this is all about.

We want our patients to breastfeed. W believe that this is
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what shoul d be done.

Patients are also nade aware of their choices in
the same way as they are prepared for childbirth. Information
takes a lot of fear away from situations; information allows
the patients choices and options.

Well, what happens after childbirth? Well, our
patients generally stay tw nights, three days. Qur pediatri-
cians like to see the babies and |like to take care of the
babi es before they go hone. This gives us an opportunity to
monitor thema little bit closer.

Approxi mately 35-40 percent of our patients choose
to breastfeed. O the rest, approximately 50 percent of our
total deliveries, and some nonths greater than 60 percent of
our total deliveries, choose to be nmedicated and that
medi cation is Parlodel since it is the only nedication that
is currently available in treatnent of postpartumlactation
'on ny service.

O these patients, approximately 10 percent wll
report some conplaint or problem nostly disconfort and a few
w ||l experience rebound. Patients, obviously, are excluded
fromthe use of Parlodel if they have any contraindications.
O course, these patients are all started on the nedication
by prescribing directions. Unfortunately, our biggest problem
Is that we have no way to determ ne which patients are going

to be synptomatic.
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( Transpar ency)

Now | wll show what we have, what was avail abl e,

iMat we offer to our patients as far as education and what
vas initially available in our hospital. This is what the
patients were told about -- and this will be updated -- the

jatural nethods of suppression; use of nothing or use of a

)reast binder, with or without ice packs, with or w thout
Hnal gesics. Patients in our population do use nore anal-
jesics. Many of them are prescribed Mtrin or ibuprofen.
psome of themw || get narcotics, Tylenol wth codeine, Nunber
3; sone Tyl ox.

The pharmacol ogi ¢ nmet hods for suppression of
actation: Horrmonal, Deladunone-OB injectable was avail able
and TACE was available. These ar no |onger available on our
obstetrical service, and the non-hornonal choice of bromo-
criptine nesylate.

This is what our patients were given and this is
the information. They were told risks and benefits, what the
advant ages are, What the perceived di sadvantages were, what
risks they nmight experience. However, the patients were

ji ven the opportunity to participate in the choice.

It has becone obvious, at least in ny institution

and certainly in other places, that Parlodel is now the

pver whel m ng choice of nedications for the suppression of

post partum | actation.
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( Transpar ency)

W have a study that was done using 204 total
teaching hospitals and the availability of Parlodel was
questioned. Parlodel was available in 201, or 99 percent;
stocked on fornulary, 96 percent; stocked but not on for-
mul ary, 3 percent. It was not available in 3 hospitals. It
was unrestricted in all but 3 hospitals. The reason for
restriction in those hospitals were contraindications of
hypertensi on or cardi ovascul ar di sease; a postpartum not her
who is 18 years old or less; and someone w th undi agnosed
amenorrhea or galactorrhea. Those were the indications that
restricted use of the medication.

It seems quite clear, given this nunber of teaching
hospitals and given the fact that it is prescribed, that
there certainly nust be a perceived need for the nedication
But what is the need?

As | showed earlier, wonen desire suppression of
lactation for many reasons. This need, as perceived by
patients, | believe is incontrovertible. But why use
Parl odel? Again, | wuld just like to point out that it is
used imrediately postpartum W cannot progpectively deci de
whi ch patients are going to be synptomatic with lactation.

After last year's neeting, Sandoz conm ssioned this
study to answer sone of the questions. The findings that |

will present here, having reviewed the study, are very
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interesting, certainly alittle different fromwhat we heard
alittle earlier.

(Transparency)

In this postpartum [actati on study, non-breast-
feeding wonmen were identified and 62 hospitals were represe-
nted. Patients were divided into Parlodel and non-Parl ode
usage. The screening was done by tel ephone, initially
interviewng patients in the hospital, and 109 patients
recei ved Parlodel and 102 patients received no nedication. A
foll owup tel ephone interview was perfornmed 19-20 days after
begi nning the use of Parlodel or 19-20 days postpartum |
think you will find the findings interesting.

(Transparency)

Interesting on this slide, at least to nme -- this
Is a slide of patients who reported pain and 66 percent of
Parl odel patients reported no pain versus 22 percent of
[/ patients who took nothing reported no pain.

Significant also in this was the noderate to severe
group , Where a total of 16 percent of the patients reported
noderate to severe pain, whereas, 54 percent of the patients
who did not take Parlodel reported noderate to severe pain.
CORFMAN: \Wat is the nean?

WALSTATTER:  The nean was the anount of pain.

CORFMAN: It should not be percent.

3 23 3 3

WALSTATTER: It should not be percent. Thank
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you. It is the mean amount of pain reported. It should not

be a percentage, 1.7 was the mean anount of pain in the
patient scale in Parlodel usage versus 4.4 as the mean anount
of pain as perceived by the patients.

DR CORFMAN. Was this a blinded study?

DR. WALSTATTER.  This was a random study of
patients who were not breastfeeding who were interviewed.
Those who were not breastfeeding were divided into groups,
one group receiving Parlodel and one group receiving nothing,
no placebo. However, the interviewer did not know which

group the patient was in. So it was done as a tel ephone

I nterview

( Transpar ency)

Also of interest, another key finding, if you wll,
is the patient's report of all symptons. In the non-Parl ode

group'81 percent of the patients reported pain, swelling
and/ or engorgenent and | eaki ng, whereas, of the Parl odel
patients 38 percent reported any synptomatology. It seens
that the patients who took part in this study nust have been
nore susceptible to pain and effects of the lactation.

At this point | wuld also like to respond to our
first consumer group -- | amsorry, | do not know your nane.
In your letter, you referred to two studies. In these two
studies it showed that 8-33 percent of patients experienced

moderate to severe pain. That does not seemlike a |ot of
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people until you start considering that there are approxi-
mately 8.3 mllion births annually. That cones to al nost
three-quarters of a mllion wonen who are experiencing
moderate to severe pain. Patients do experience that.

But in sunmary, what | would like to say, and |
think it is inmportant, probably the nost inportant point is
that patients should be encouraged to breastfeed. There is
no question about that. However, not all nothers choose to
breastfeed; not all nothers can.

It is inportant for patients to be aware of their
options regarding suppression of postpartum |actation
G oups and subgroups wll not be identifiable as to who is
going to be nost synptomatic. The patients have denonstrated
a need and a choice for a safe and effective nmedication for
the suppression of lactation. Parlodel, a non-hornonal
agent, has been shown to be safe and effective for suppression
of postpartum |lactation in wonen who desire suppression

G ven the safety factor and the desires and needs
of the patient, | think it is inportant for us to have that
as a nmedication available for the treatnment and suppression
of postpartum lactation. Thank you

DR HuLkKA: Do we have questions?

DR, SCHLESSELMAN: In the clinical trial that you
reported, could you please briefly describe how the trial was

presented to the wonen with regard to encouraging themto
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participate in the trial, a statenment of the objectives of
the trial?

DR. WALSTATTER:  Patients were given a letter
inviting themto participate in this trial, in this study. |
have a copy of that letter with ne, if you would like to see
it. They were told of this study and asked if they would
like to participate.

DR VENTZ: Did you use a placebo or was it sinply
that the patients were untreated?

DR. WALSTATTER. No pl acebo was used.

DR. NIEBYL: | just wanted to nake one comment and
take issue with your list of contraindications to breast-
feeding. I really think it is inappropriate to say that
prematurity is a reason not to breastfeed. In fact, we
encourage such patients to punp their breasts until such time
as the infant can nurse. Simlarly, sonme other things you
mentioned, like mastitis which, again, does not necessitate
stopping breastfeeding. In fact, we encourage patients to
breastfeed while they are on antibiotics. That is not really
pertinent and to the point --

DR WALSTATTER. | would like to respond to that.
The reason that | included prematurity is that a |ot of
premat ure babies are born at perinatal centers, to which
parents travel hundreds of miles, and are not always there.

While they would like to breastfeed, many of them choose, if
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they are not going to be there, to try to resune a norm
life. Again, we can debate --

DR NEBYL: It is not an indication for lactation
suppression when the nmother is 12 hours postpartum the fact
that the baby was born premature. They may l|ater get
di scouraged and change their mnd but that is certainly not
the ‘standard recommendation

DR WALSTATTER:  Well, again, ny stance is that a
patient should be encouraged to consider breastfeeding.

DR N EBYL: Then you should argue that you should
l et them get engorged if they are going to get engorged
because they mght change their mnd at that point.

DR WALSTATTER  Well, that is fine.

DR NIEBYL: So do not give them a drug to suppress
| actation.

DR WALSTATTER: Like | said earlier on, | do not
advocate the pan-usage of any nedication. |t needs to be
di scussed with the patient and a decision needs to be nmade
based on the patient's needs and desires, not on the physi-
cian's needs and desires.

DR. NIEBYL: W are really talking about the issue
of whether a drug is necessary. There are certainly
patients who make the decision not to breastfeed and they may
get a little engorgement and nost do not. But sone will and

that could be managed in that circunstance with non-pharma-
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cologic things, such as binders, ice packs or whatever.

DR. BARBO | would like to ask a question about
body disfigurement with breastfeeding. |s that a perception
of the wonen or is that a perception of their husbands since
this is a physiological phenomenon?

DR. WALSTATTER. | would say that what | believe is

that it is a perception of the environnent that is laid on

the woman. It does not necessarily come from her
DR. BARBO. | hope not.
DR. MANGANI ELLO. | have two comments. In one of

the slides you were talking about the fact that Parlodel is
on the fornulary of teaching hospitals and that it if it is
on the formulary there nust be a reason for it, and one of
the reasons is probably for lactation suppression. | know at
our institution we also have a service simlar to yours,

about 1000 deliveries a year. It is a medical school, multi-
specialty clinic setting. Although | ama reproductive
endocrinol ogist, | ama practicing obstetrician and | have
been there for ten years and | really cannot renenber when
the last time one of ny partners or faculty nmenbers prescribed
any nedication for ovulation suppression. W do have

Parl odel on the fornulary but that is for other reasons, for
hyper prol act onem a. So | think that your assunption is wong
about the fact that if it is on the fornulary it is used

exclusively for lactation suppression
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The other statement | want to make is that | do not
think that is sonething which is necessarily, at least in the
experience that | have had over the past 10 years, a treatnent
modal ity for a non-problem

DR NIEBYL: Certainly, there have been sone
surveys presented already earlier today that at many teaching
institutions in the country this is not routinely used, which
sinply supports what you said. At the two institutions that
| have been associated with, both of which are |arge teaching
hospitals, in the last 15 years we did not use any lactation
suppr essi on pharmacol ogy, no drug for |actation suppression
routinely. W counsel our patients that in a snmall percentage
of the cases they would get engorged and they dealt with this
with ice packs or analgesics, if necessary -- simlar to the
group that Dr. Lawence described. But it is on our fornulary
for other reasons, for Parkinson's or for hyperprolactonem a

DR WALSTATTER  Two points, one is that the

medi cation is on the fornulary unrestricted. That is first

Now, whether it is used -- that is correct, | cannot tell you
t hat .

Secondly, | have been at both teaching institutions
and comunity hospitals and in the community hospitals, | can

tell you first-hand, the anount of Parlodel that is used in
I ncredi bl e. Patients are asking for it. Patients --

DR. NI EBYL: Patients ask for cocaine too, as |
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recall.

DR WALSTATTER:  That is true. W have them at our
hospital too and we do not give them that. However, we know
that cocaine is not a particularly safe nedication

DR N EBYL: But just because a patient asks for it
does not nean you should give it to her

DR WALSTATTER  No, but if she has a perceived
need and we feel that she has a perceived need and we
perceive that as well and we have something that is safe, |
do not think she should be denied.

DR WENTZ: | think it is perfectly clear that what
we are hearing are the practices of a physician's patients
clearly reflecting the physician's practice. W are certainly
not going to convince you, particularly since there was not a
pl acebo arm

That is not really what we are here to hear about
today and | think further going back here would be un-
producti ve. | thank you for your presentation.

DR HULKA: | wonder if we could have about a 15-
m nute break now and then cone back and review t hese ques-
tions?

(Brief recess)

DR HULKA: Wuld you please pull out your questions
in front of you? W will take the questions in sequence. |

woul d rem nd you that question nunber 1 is the reiteration of
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a simlar statement that we made |ast year

| will read the question: Does the Conmttee
reaffirmthe recommendati on nade at its June 2-3, 1988
nmeeting that sex hornmones and bronocriptine shoul d not be
used routinely for this indication -- this indication being
post partum breast engor genent ?

Apparently we nmade the statenment a year ago that
sex hornones and bronocriptine should not be used routinely
for postpartum breast engorgenent. Do you want to discuss
this question again or shall we just go right ahead with the
question?

DR. NIEBYL: | think we just discussed brono-
criptine, didn't we?

DR CORFMAN: No.

DR. N EBYL: W discussed both? Ckay.

DR. HULKA: |If you reaffirmthen the statenent, al
those who reaffirmit, would you please raise your hands?

(Show of hands)

That |ooks unanimus. The Committee reaffirms the
recomendati on nade a year ago that sex hornones and brono-
criptine should not be used routinely for the indication of
post partum breast engorgenent in wonen who do not nurse.

Then we go on to the next question: \Wat is the
Conmittee's estimate of the actual need of wonen who choose

not to breastfeed, their need for prophylactic treatnent for
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>ostpartum breast engorgenent other than anal gesics and
’>inders?

So what is the estimate of the need? That seens
Like a qualitative response when you | ook at the next
juestion, which says sonething about -- well, the next
juestion relates to prophylaxis. Yes?

DR NIEBYL: | just have one question about the
:erm binders. | think the usual phrase is breast support
cather than binders because we do not want to stimulate the
>reast by tight binding.

DR CORFMAN:  Ckay.

DR HULKA: Fine. W wll just change that to
support.

DR. WENTZ: And the wording |ooks as if we are
recommendi ng prophyl actic anal gesics and breast support and |
io not know that we are using prophylactic anal gesi cs.

DR HULKA: | do not think that is really the
intent of the question. It is a little awkwardly worded. It
is really what is the estimate of the actual need for
prophyl actic treatment for postpartum breast engorgenent --

DR NIEBYL: Wth nedication.

DR. HULKA: -- with nedication. It seens to ne
that we have already said that we do not think there is a
routine need for medical treatment for breast engorgenent.

So | amnot sure then what it nmeans by the estimate of the
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actual need in question 2.

DR. NIEBYL: W wll just say zero percentage
require it.

DR CORFMAN. But the form of the question is
inmportant and | think it is good for the Conmttee to change
it. We did work hard on these questions. | would like to
suggest that we just omt "other than anal gesics and binders".
Omt that because what we are after is the key issue that Dr.
Lawr ence was asked to address and that the sponsor addressed,
and that is whether wonen -- aside from their perception
what is your perception for the need for these drugs for
prophylactic use? |f you cannot answer the question, say you
do not know but at least try to answer it some way or other.

DR. MCDONQUGH:  Phil, could we say the actual need
of women who choose not to breastfeed for pharnmacol ogic
treat nent for postpartum breast engorgenent?

DR CORFMAN. That would be all right but the point
is that none of the labeling is other than prophylactic use.
There is no indication for treatnent of synptoms. So each
time we have to repeat the fact that the indication is for
prophyl actic use.

DR. NIEBYL: W can just make a statenent that the
Comm ttee does not perceive a need for a drug for wonmen who
choose not to breastfeed for prophylactic treatnent.

DR CORFMAN: If you agree with that --
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DR N EBYL: O sonmething to that effect.

DR MCANARNEY: This is a question nore than
anything else, and a comment. | was fascinated with Dr.
Lawrence' s data regardi ng womren goi ng home and the fact that
they seemto be |less synptonmatic once they are hone.

We have confined ourselves in this question to
really two issues, that of analgesia and that of support. |
do not know exactly where this would fit in but | find that
fascinating. W talk all the tinme about the disadvantages of
early discharge but here, for the first time, is one ad-
vantage. Is there any place for this? WII that be picked
up fromDr. Lawence's presentation? Because that was one of
the very interesting new findings | think, that is that early
di scharge could be efficacious. | do not know exactly how to
say it.

DR HULKA: | hear your point but | do not know
exactly where it fits in this.

The problem | am having with question 2 is that it

| ooks very nmuch like a different way of stating question 1.

That is the trouble | amhaving -- or question 3.
DR CORFMAN: | really think your comment, Madam
Chair, is the critical issue here. It is a conundrum

Nobody proposes that this drug be used routinely. The
sponsor and the expert clinician who spoke to us said it is

never for routine use. On the other hand, the drug has to be
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used prophylactically, before the woman may devel op synptons.
So how do you know which woman is supposed to take it? For
the, that goes down through a logical inconsistency that is
very difficult for us to deal with. That is why we want sone
kind of statement from you that will help us when we deal
W th the sponsors.

Nunber 2 is a very sinple question: Do you think
such drugs are needed?

DR HULKA: Let ne state it again, changing the
English just slightly: Among wonen who choose not to
breastfeed, what is the Conmttee's estimte of the actual
need for prophylactic treatnent for postpartum breast
engor genent ?

DR. N EBYL: None

DR VENTZ: Zero percent.

DR HULKA: No need. Al right, all those who
think the answer should be "none"?

(Show of hands)

I's there anyone who disagrees with "none" as the
answer to question 2?

(No show of hands)

| see that everybody says "none", including nyself.
So question 2 is anong wonen who choose not to breastfeed,
what is the Conmttee's estimate of the actual need for

prophylactic treatnent for postpartum breast engorgenent?
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The Comm ttee's unaninous answer to this question is none.

Then question 3 is really not relevant because it
says if such prophylaxis is deemed necessary for some wonen,
and we have said that such prophylaxis is not necessary. So
given the Commttee's answer to question 2, question 3 is not
rel evant.

Question 4: How may these wonen be identified so
that the physician will know which women may benefit from the
treat ment ?

DR NIEBYL: There are none. | think there aren't
any but | think we should specify that we are addressing sone
of the special cases like stillbirth and | would like to
specify that | do not think they are routinely indicated for
wonen that have stillbirths either. [|f a woman has a
stillbirth, a malformed baby or some other problem that
contraindicates breastfeeding, that is the | east of her
probl ens, breast engorgenent. She is going through a |ot of
hormonal and enotional changes that she needs hel p and
support with. Adding a drug for lactation suppression is not
going to make a significant difference in that patient, in ny
opi ni on.

DR HULKA: Cetting back to question 4 then, it is
not relevant, just as question 3 was not relevant. Keep in
mnd, Jennifer, how we will get in the particular point you

are making.
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DR N EBYL: Right.

DR. HULKA: The answer to question 4 is not

rel evant, given our answer to question 2.

DR. MANGANIELLO | really think it would be
i ncunbent upon soneone to prove that lactation in the
situation of a stillbirth is harnful to the individual
rather than maki ng the assunption that suppression of
lactation is necessary in that clinical situation. | have
not seen where people have conme forward and shown ne definite
proof that lactation following a stillbirth is psychol ogically
traumati zing the woman, needing to have lactation suppressed.

| think lactation is a physiologic response and it is

‘possibly part of the grieving process. Unless you allow that
to occur, you may have sone del ayed psychol ogic trauma. No
one has shown either way that it is beneficial or harnful.

So if you have not shown that it is harnful, then there is no
reason for treating it.

DR. HULKA: Paul, let me ask you sonething here, as

| think of lactation, | cannot inagine why a woman who had
had a stillbirth would want to | actate but she will have
breast engorgenent and she coul d be managed or handled in
exactly the same way as a woman who had had a normal full-
termlive delivery.

DR. N EBYL: Right. She might just have some mlk

| eakage.
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DR. HULKA: Right. Fine
DR. MANGANI ELLO | stand corrected.

DR. HULKA: That was a very rapid novenment through

—

hose 4 questions. | wonder if you would like to think a
ittle bit about question 5 now  Question 5 is in a different
Vein. W are not tal king about routine prophylactic use; we
are tal king about should these drugs be used to treat the
synpt oms of postpartum breast engorgement? So now we are
presumably tal king about a different indication or a different
possible indication. But it is also noted here that no drug
currently carries this indication -- this indication presu-
mabl y meani ng anything el se, other than prophylaxis -- and

pr oper studies would have to be submtted to the Agency

hef ore any other indication could be considered. Do you have
conmment s about this?

DR. ROY: Do we have any information on that score?
| nean, surely, people have used these conpounds exactly in

[ he setting of not treating and then whey they are sympto-

matic, then to treat. But do we have any conpilation of that

nf or mati on?
DR. RARICK; The only information we have on

ireatment with a pharmacologic is with Parlodel and it is

sinpl e, anecdotal information. There are a few, scant

studies that | will present tonmorrow on treatnment, for the

estrogens and androgens.
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1 DR HULKA: So then we have nothing about treatnent
2 |for the sex steroids. W are going to hear something about

3 |luses in treatment --

4 DR BARBO | think the one article that we were

5 |lgiven on lactation suppression had some information and if

6 |you gave it later it did not do any good. So I think we have
7 |that.

8 DR NIEBYL: You nean the sex steroids or the

9 |Parl odel ?

10 DR BARBO. On the sex steroids.

11 DR. NIEBYL: | think that is correct, they do not
12 |work. Lisa is going to present sone of the small studies
13 |that maybe Parl odel works as a therapeutic agent after the
14 |patient has got engorged. So if you enbarked on a policy of
15 |not treating and then the 10 percent or so of wonmen who got
16 |lengorgenment and di sconfort, you could potentially treat with
17 |those but still elimnate treating the other 90 percent
18 (lunnecessarily. But I do not know the data on that.
19 DR BARBO.  But you would not be using the sex

20 |hor nones.

21 DR NI EBYL: No, that would not be with the
22 |lestrogens. | amwaiting to hear you present that tonorrow.
23 DR. CORFMAN:  Question 5 is sinply put in to be

24 |lconplete --

MILLER REPORTING CO., 5‘%
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DR CORFMAN:. -- and to get the Conmttee opinion
There are no data to present. \en Parlodel was first being
consi dered by the Agency, there was data on synptomatic use
but they withdrew that and only asked approval for pro-
phylactic use. |If you do not know the answer to 5, it is
quite appropriate to say so but we wanted your views on
record.

DR. NIEBYL: But should we hear some nore infor-
mati on about bronocriptine before we answer question 5? Are
there data about treatment?

DR RARICK: Limted.

DR. NIEBYL: W are going to hear it tonorrow? |
guess we should hear it before we answer the question

DR. HULKA: Wuld you be willing to answer question
5in terns of the sex steroid hornones?

DR N EBYL: Yes, we can answer that now.

DR HULKA: Then is your answer that these drugs
should not be used to treat the synptons of postpartum breast
engor genent ?

DR N EBYL: Yes.

DR HULKA: All those who would say that they
shoul d not be used -- the sex steroids?

( Show of hands)

Anyone who thinks they could be used or should be

used, would you raise your hand?
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(No show of hands)

The Commttee will respond to question 5 in terns of
the sex steroids. The question is, should these drugs be
used to treat the synptons of postpartum breast engorgenent?
The Conmttee feels that these drugs should not be used in
such a way.

Do you want to speak to any other indications for
the steroid hormones? | do not believe we have data on any
other indications. Does anybody want to disagree with that
statement, that we do not have data on other related indi-
cations? W said no. So shall we just quit at that?

Question 6: \Wat are the Conmttee's recom
mendati ons concerning the followng drugs currently in use
for the prevention of postpartum breast engorgenent?

It seens to ne we are really reconsidering questions
1 and 2 but now with specific statements about each of the
phar macol ogi ¢ categories of estrogens, androgens, estrogen/
androgen conbinations. Then | guess we can hold on bromo-
criptine until tonorrow.

DR BARBO | would like to recommend that those
i ndi cations be wi thdrawn for estrogens, androgens and
est rogen/ androgen conbi nati ons.

DR HULKA: kay. All those in favor of saying
that they should not be used for prevention of postpartum

breast engorgenent? Wuld you raise your hands?
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(Show of hands)

Anyone who disagrees, thinking that any one of
those categories should be used?

(No show of hands)

Question 6: \Wat are the Commttee's recom
mendati ons concerning the follow ng drugs currently in use
for the prevention of postpartum breast engorgenment? The
three categories of drugs are estrogens, androgens and
estrogen/ androgen conbinations. The Conmttee unaninously
think that none of these drugs should be used for the
prevention of postpartum breast engorgenent.

Dr. Corfrman is asking do we want to give any
reasons why we are not recomending any of these agents for
routine or preventive purposes. Anything on safety and
efficacy, the usual things?

DR. MCDONOQUGH: They are no nore effective than
breast binders or analgesics and m ght have sone potentia
conpl i cati ons.

DR. HULKA: Estrogens, androgens or estrogen/
androgen conbinations are no nore effective in the prevention
of breast engorgenent postpartumthan are anal gesics and
breast support. They nmay al so have sone adverse effects.

DR SCHLESSELMAN:  Dr. Hulka, we voted on the
second question a while back, which we rephrased, as |

understood it, to read that anong women who choose not to
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breastfeed, what is the Conmttee's estimate of the actual
need for prophylactic treatnent for postpartum breast
engorgenent? The response was that there was no need.

That question having been answered as it was
unani nously by the Committee, | would then ask why don't we
take up bronocriptine as a drug to address the question that
we have just addressed --

DR. CORFMAN: | can answer that. It is on the
agenda for tonorrow. It has been posted in the Federal
Regi ster and we have to have an opportunity for a public
hearing and have the sponsor have an opportunity to discuss
the issues. So you cannot finish the nmeeting now. | am
sorry, you have to come tonorrow.

DR HULKA: Are there any other conments for today?
If not, we will close shop. Thank you very nuch.

(Whereupon, at 4:05 p.m, the Conmttee adj ourned,

to reconvene at 9:00 a.m, Friday, June 2, 1988)
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