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PROCEEDI NGS

CALL TO ORDER: WELCOVE AND | NFORMATI ON

DR CASEY: Good norning. | would like to call
this neeting to order and to wel cone everyone to the 34th
nmeeting of the Psychopharmacol ogi ¢ Drugs Advisory Conmttee.
My name is Dr. Daniel Casey and | amfromthe v.A. Medical
Center and the Oregon Health Sciences University in Portland,
Oregon. | have the pleasure of being the chairman of this
conmittee.

| would now |ike each menber at this table to
identify himself. Dr. Leber, first.

DR. LEBER: | amDr. Leber, | am Director of the
Di vi si on of Neuropharmacological Drug Products.

DR TEMPLE : | am Dr. Robert Tenple. | am Director
of the Ofice of Drug Evaluation I.

DR CLAGHORN: | am Dr. Janmes Claghorn, Cinical
Research Associates in Houston.

DR LI EBERMAN:  Jeffrey Lieberman, Long Island
Jewi sh Medical Center, Albert Einstein College of Medicine,
New Yor k.

DR SCHOOLER: | am N na schooler with the
Uni versity of Pittsburgh, Wstern Psychiatric Institute and
Cinic, Pittsburgh, Pennsylvania.

DR CASPER | am Regina Casper with the University

of Chicago, Departnent of Psychiatry and Conmttee on Human
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Nutrition.

DR. HELLANDER: | am | da Hellander With the Public

Citizen Health Research Group in Wshington, D.cC.

DR. MANN:  John Mann, Departnent of Psychiatry,

University of Pittsburgh.

DR. DUNNER: Dr. David Dunner, Departnent of

Psychi atry and Behavi oral Sciences, University of Washington

in Seattle.

VR. BERNSTEI N: M chael Bernstein, the Executive

Secretary to this commttee.

DR TEICHER: Martin Teicher, McLean Hospital and

Harvard Medical School .

DR. STANLEY: Mchael Stanley, Departnent of

Psychiatry, Colunbia University.

DR. MONTGOVERY: Dr. Stewart Montgomery, Departnent

of Psychiatry, Saint Mary's Hospital Medical School in London,

Engl and.

DR. REG ER. Darrel Regier, Director of the Division

of Cinical Research at the National Institute of Mental

Heal t h.

DR. LIN. Keh-Mng Lin from UCLA Medical Center,

Director of the Research Center on the Psychobi ol ogy of
Et hnicity.

DR. ESCOBAR  Javi er Escobar, University of

Connecticut Health Center

I n Farm ngton, Connecticut.
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DR. HAMER: Robert Haner of the Departnent of
Psychi atry and Departnent of Biostatistics, Medical College o
Virginia, Virginia Comonwealth University.

DR TAMM NGA: | am Carol Tammi nga from the
Department of Psychiatry at the University of Maryland in
Bal ti nore

DR. LAUGHREN: Tom Laughren, Goup Leader for
Psychophar macol ogy at FDA

DR CASEY: Thank you. Welcome to the new committe
menbers and to the invited guests of the committee.

M. Bernstein, the commttee’s Executive Secretary,
has requested tinme to nake a nunber of adm nistrative
announcenents. M ke, please?

OPENI NG COMMVENTS

MR. BERNSTEIN: Thank you, Dr. Casey. | wish to
wel come each of the committee nenbers to this, the 34th
meeting of the Psychopharmacol ogi c Drugs Advisory Commttee.
Additionally, | would like to welcone three of our new member:
of the ppAC, Dr. Lin, Dr. cCasper, and Dr. Schooler.

My nane is Mchael Bernstein and | amthe Executis
Secretary of the commttee, which functions within the
Di vi si on of Neuropharmacological Drug Products. Pl ease bear
with me while I make a few admi nistrative announcenents.

On the table by the entry are handouts of the

agenda, question list, and roster of commttee nenbership. 1
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hope that everyone has picked up a copy. Also on this table
is an attendance sheet which we hope everyone in attendance
has signed. If today's meeting is to serve the public
interest, the cooperation and good will of all participants is
critical. Let me explain.

Odinarily, open public hearings are held
imedi ately prior to the formal session and are limted to one
hour’s duration. This time limtation is intended to strike
a reasonabl e bal ance between allow ng individual citizens to
make statenents before the conmttee and the absol ute need of
the conmttee to have sufficient tine to conduct its officia
business in a conprehensive and deliberate manner

However, in light of the intense public interest anc
enotion surrounding the itemon today’'s conmttee agenda, the
chair of the PDAC, Dr. Casey, who has the legally del egated
authority to do so, has agreed to expand the open session to
all ow as many as 50 individuals the opportunity to nake a
brief verbal statement of five mnutes or less in duration.
Those who coul d not be accommodated as speakers are
respectfully invited to submt their statenents in witing fo:
the record.

Even with the inposition of limts on the nunber of
i ndi vi dual s who may speak and the maxi num | ength of any
i ndividual statement, the open public hearing is expected to

take approximately four-and-one-half hours. W can ill affor«
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to extend the duration of the open session any further,
because it would surely conmpromse the ability of the

comm ttee menbers to hear the formal agenda presentations and
provi de the high quality of discussion and advice we all seek

It is the chair’s intention that the total duration
of the neeting should not exceed 10 hours; that is, Dr. Casey
plans to adjourn the neeting at 6:00 p.m  Accordingly, all
participants in the neeting nust adhere conscientiously to th
time allotted, be they participants in the open public or
regul ar sessions.

To ensure an efficient use of tine in the open
public hearing the follow ng systemw |l be enployed. There
will be two active mcrophones. The 50 individuals have been
granted an opportunity to make a public verbal statenent.
Specifically,the first 50 to apply to the Executive Secretar
have been arranged in al phabetical order and given an assigne
nunber. Those with odd nunbers wll use the mcrophone at th
right, those with even nunbers, the mcrophone on the left.
When a speaker at one m crophone conpletes his or her
statenent or when five mnutes elapse, whichever occurs first
that m crophone will be turned off and the speaker at the
alternate mcrophone wll be asked to begin his or her
st at enent .

The speaker should identify him or herself prior t

speaking. Any speaker who is not present at the m crophone
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when his or her name is called, his opportunity to speak wll
be | ost. If, as the norning proceeds, a speaker discovers
that the point he or she wishes to nmake has already been made
it would be helpful to all if that speaker would elect to
relinquish his or her allotted time slot. The speaker, of
course, could still submt his or her coments in witing.

| trust that all speakers will understand the
necessity of placing limts on the extent of individuals’
participation in this meeting.

In the event that any person at this hearing becone
uncooperative or disrupts this neeting in any way, he wll be
escorted out of the building by our security force.

(Adm ni strative announcenents)

As this is an open hearing, a rem nder that the
proceedi ngs may be tape-recorded, but the recording is
considered to be unofficial until it has been approved by the
Conmi ssi oner of the Food and Drug Administration. A reviewc
t he agenda by Conmittee Managenment Branch personnel indicates
that no commttee nmenber requires limtation on his
participation at today s session based upon reported interest
as of Septenber 19, 1991.

The fol l owi ng announcenent addresses the issue of
conflict of interest and is nmade part of the record to
preclude even the appearance of such at this nmeeting. The

purpose of this neeting is a scientific investigation into




10

rsm
0.\
1| suicidal ideation, suicidal acts, and other violent behavior
2|| reported to occur in association with the pharmacol ogi ca
F -
s 3| treatnent of depression.
In accordance with the prepared agenda, there wll

4

be no specific issues dealing with a specific product or

5
6! sponsor presented to the commttee for review and eval uation
It has been determ ned that

during this neeting. Therefore,
commttee nmenbers may fully participate in today' s neeting
as defined in 18

7
|

gl al

w thout the risk of any conflict of interest,

9

10’ Usc .
| : . : :
11 In order to preserve the integrity of the object|ve%
|
menbers and

12, of the agenda and to preserve fairness, al
13!} consultants are requested to limt any issue discussed to
whi | e

this meeting. However,

14| class action considerations at
Is not the objective of the neeting to advise FDA regarding
al

150 it

16, possible actions that could potentially affect
it is possible that

from this neeting.

manuf acturers of antidepressant products,
precaution of granting

{
17“

18" such recommendation could result
19/ Therefore, FDA has taken the additional j
20l class action waivers for nmembers and consultants who have any

21/

22! antidepressant drug products.
C ass action waivers have been granted to the

his interest in Mrck;
Robert Hamer fox

i

‘ reported active financial interest in any nmanufacturer of

)

23]
follow ng nenbers: Keh-Mng Lin for

— 24
Jeffrey Lieberman for his interest in Sandoz;

)

e}
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his interest in Bristol-Mers-Squibb; David Dunner for his

i nterest in Sandoz, Burroughs-Wellcome, Aneri can Hone
Products, including Weth Labs and A H Robbins, Eli Lilly,
Pfizer, Ciba-Geigy, Warner-Lanbert, including Parke-Davis,
Sm t hKl i ne Beecham, and Bristol - Myers- Squi bb.

Cl ass action waivers have al so been granted to the
following consultants: Janes Claghorn for his interest in
Sandoz and SmithKline Beecham; M chael Stanley for his
interest in Merck, Pfizer, and Eli Lilly.

A copy of these waiver statenents may be obtained i
the agency’s FO office in 12A-15 of the parklawn Buil di ng.

In regard to FDA's invited guests, John Mann woul d
like the record to reflect that he participated as an unpaid
consultant to Eli Lilly on May 2, 1991. Stewart Montgonery
woul d like the record to reflect that he participated as
princi pal investigator in a placebo-controlled study of
fluoxetine I n prophylaxis of suicidal behavior from 1988 to
July, 1990. Martin Teicher would like the record to reflect
that he has a financial interest in Burroughs-Wellcome for tt
product Wellbutron, and he is negotiating a contract with
Cepacor to study fluoxetine. He received a consulting fee
from cepacor. He receives speaker fees directly and
indirectly from Upjohn for talks on diagnosis and treatnment c
seasonal depression. He participated in the Wellbutron

advi sory panel in Decenber, 1990. He serves as a consultant
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12

to attorneys in various litigations against Lilly or in cases
where crimnal defense was related to the use of Prozac.

The agenda reflects only Eli Lilly under the topic
“Pharmaceutical Conpany Presentation. ” It should be stated
that all manufacturers of antidepressant drug products were
invited by the FDA to present data at this portion of the
meeting and all but Eli Lilly declined the invitation
However some have made subm ssions of naterial to the record
concerning their interest in this subject.

In the event discussions involve any other products
or firms not already on the agenda for which an FDA
participant has financial interest, the participants are aware
of the need to exclude thensel ves from such invol venrent, and
their exclusion will be noted for the record.

Wth respect to all other participants, we ask, in
the interest of fairness, that they address any current or
previous financial involvenment with any firm whose products
they wish to comment upon

Lastly, the emergence and/or intensification of
sui ci dal thoughts and acts and/or other violent behaviors in
association with anti depressant drug use will be the only
I ssue discussed by the commttee at this meeting.

Thank you for your attention. This concludes ny
conment s.

DR CASEY: Thank you, M chael




rsm 13
1 The open public hearing will be held first and is
B 2 now in progress. Fifty individuals have contacted M.
™ 3| Bernstein and requested an opportunity to address the
4| coomittee. The first speaker is Maryles Allen.
5 (Admi ni strative announcenent )
6 OPEN PUBLI C HEARI NG
1 MR. BERNSTEI N: | s Maryles Al |l en here?
£ (No response)
¢ DR CASEY: Next will be Burton Appleton.
1( (No response)
11 DR. CASEY: Marian Badovi nac?
N\ 12 (No response)
1: DR CASEY: Sally Barrett?
14 MS. BARRETT: M nane is Sally Barrett and | am her
1| with my husband, Al Barrett. W both live in San Diego,
1¢|| California. W are menbers of the San Diego chapter of the
17|| Prozac Survivors Support Goup. A and | have travel ed many
1¢| mles to be here before the Pharmacol ogi ¢ Drugs Advisory
1¢| Committee menbers, to testify before this commttee, to tell
2(|| a story that is very painful and difficult to relate, but a
P 2 true story that needs to be told.
2: This story has to do with our youngest daughter,
2|l Jennifer, and our experience with the drug Prozac. On Januar
~—~ — 24| 25, 1970, Jenny entered our lives and captured the hearts of
wiLLer reporTNG co, w: || her mom and dad, |ike her older sister had. She was a child
wasingion, .. 200
(202) 546-6666
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14

who always did well in school with no pushing from her
famly. Jenny was a naturally self-notivated young | ady and
she was an achiever, and she remained so all of her elenentary
school days and on through high school. She graduated with
honors at the top of her class. W always felt she had the
greatest talent and potential of anyone in our famly.

However, at age 17 she devel oped an eating disorder
called anorexia. Her doctor placed her on a number of
anti depressants with no positive results. By the end of 1989
her condition had inproved and her weight was normal. W were
much ‘encouraged by this change. In January, 1990, however
she was placed on the antidepressant prozac. Several weeks
| ater she took an overdose, which was her first suicide
at t enpt .

Jenni fer herself could not understand why she woul d
do such a thing, nor did we. For the next four or five nonthsg
after she was taken off of this drug she did not tal k about
suicide nor attenpt it. However, she was heavily sedated
under the effects of another drug, called enafranil [phonetic
and she was then placed on Prozac to counteract the effects of
enafranil. The doctor said she had never prescribed this
conbi nation before. Her evaluation of Jennifer was that she
was mldly depressed. This occurred in July of 1990

In 1990, after starting Prozac, Jenny's behavior

becane nore agitated and aggressive and hostile. Jenny
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15

started having terrorizing nightmares, frightening the whole
famly wth her outcries. Jenny' s behavior began to change
dramatically and drastically. She started shoplifting in the
stores, a strange and unusual act which we could not
understand, especially since she had quite enough noney to
make the purchases hersel f.

It was at this tine that she began spending noney
wi |l dly and inpul sively. She began overeating at this time anc
gained 75 pounds. The second nonth after Jenny was again --
the second tinme that she was placed on pPrczac she secretly
purchased a gun on August 25 and shot herself in the head and
di ed on August 27.

Since Jenny's death we have been trying to
rationalize and understand how and why this happened. Jenny
was a happy girl and an honors student and she had many
friends. As we tried to put the sequence of this bizarre
chain of events together, we realized that the change in our
daughter’s behavior occurred after Jenny started taking the
drug Prozac.

My daughter and our famly were totally uninformed
or warned of the dangers and the risks involved with the use
of this drug Prozac. Are we not entitled to an educated,
intelligent, and informed choice when we take such powerful
and mnd-altering drugs as these? If we had been fully

i nformed, we woul d never have allowed our daughter and our
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| oved one to use this drug.

| believe anyone who knows the truth about the risks
i nvol ved woul d come to the sane conclusion we have, that it
just is not worth the risk. | really wonder what is happening
in the United States when human life, our nost precious
commodity, is expendable in the pursuit of corporate profit
and greed. | think it is time for America’ s nost vulnerable
citizens to stop being used as uninformed gui nea pigs for El
Lilly's wonder drug.

| respectfully request that this drug be taken off
the market so that no other child or famly will suffer the
| oss and the devastation that we have. Thank you for your
time and attention to this nost inportant matter. This
bi zarre chain of events had led us to believe that she had a
very strong reaction to the drug she has been on

The follow ng was added by ny husband. He said, “I
truly believe that nmy daughter’s executioner was Eli Lilly,
who , through the killer drug Prozac, carried out the sentence
given her when Prozac entered her unsuspecting body and m nd.
She carried out the death sentence herself, death by prozac.

Al and | received a death sentence for life, too,
but our sentence is for the rest of our lives. Eli Lilly
murdered ny soul with the drug. Now we are facing a life
sentence without Jenny here to share it with us. Thank you.

DR CASEY: Thank you. Next is Melynda Bavmann,
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pl ease.

(No response)

Dr. Peter Breggin, please?

(No response)

Pallie Carries?

MS. CARNES: Good norning. M name is Pallie
Carries. | amthe Director of the Prozac Survivors Support

G oup of Covington, GCeorgia

| was put on prozac for weight |oss, since | had ha

a baby the year before and | was having a hard getting the
stubborn pounds off. | was put on it for weight [oss and onl
three days after being put on Prozac | started having
terrifying nightmares. | would wake up screamng and the
ni ght mares always had sonething to do with death.

| couldn't started

| augh or | couldn't cry. |

havi ng headaches and forgetfulness. | had no enotions at

all.  Soon after, | started having suicidal thoughts,
followed by a suicidal attenpt. | was always very agitated
with the people | had to deal with on a daily basis. MWy

friends and famly were very concerned about ne. M children

didn’t understand what was happening to their nother. |
didn't realize what | was putting them through. And to top
it off, | gained weight.

Then, from watching a T.V. talk show, | |earned tha

Prozac was an anti depressant drug and not a weight |oss aid
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and that a lot of people who were taking Prozac were having

the same synptons that | was having. | quit taking Prozac
that day and, soon after, | started feeling like ny own self
again.

Al though | still have the headaches, fatigue, and

forgetful ness which first appeared when | was taking Prozac,

| consider nyself lucky to be alive. | was only taking Proza
for three weeks. | often wonder what woul d happen if | had
continued taking this drug. Wiy is it so hard to admt that

a m stake had been made when Prozac was rel eased to the
public» After all, we're only humans and humans make

m stakes. Can we not correct this nistake and take Prozac
off the nmarket before any nore damage is done or any nore

lives ripped apart, or is Prozac profit the only voice being

hear d?

Please listen to the survivors here today. W know
firsthand, the truth. | wonder how many doctors who believe
in the power of Prozac would take it? After all, it’s given

to patients for everything froma pick-nme-up to a weight |oss
aid. Are they just a bit nervous fromtaking this drug
t hensel ves but they would not hesitate to give it to an
unsuspecting patient |ike ne?

| was a different person while | was taking Prozac.
| was a zonmbie. | would sit and stare. | was conpletely

W t hout enotions. If you can only realize how this feels, no
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know why. | didn't have

to be able to laugh or cry and not
the patience to help nmy children with their honmework or the
usual ly do. But |

energy to play a gane with them like |
did not want to be around

didn’t care. | only knew that |
included ny famly.

anyone and that
a 27-year-old healthy

not her and wife any | onger.
| f Prozac can affect ne,
in just three weeks, what could it

Gven the history on Prozac and the
hate to think what coul d

| was not the |oving

not her of five children,
in a couple of nonths?
I

way it has already affected ne,
I

di

am the loving and

1C
11| have *“happened.
12 | ama different person now.
12| caring nother and wife and | will never forget how Prozac
14 || affected ny life. | only hope ny children will forget the
15| uncaring, selfish, and physically ill person that Prozac
1€|| turned me into when all | wanted to do was |ose weight.
17 Eli Lilly calls Prozac the wonder drug, and | wonde
1¢|| why . Thinking back on how this drug affected me, does a
1¢|| wonder drug rob you of a conscience? Does a wonder drug make
2(|| you forget the difference between right and wong? | no
~ 21|| longer wonder about this so-called wonder drug; | now know
- 22| that I wouldn’t be here today if | continued taking this
22| killer drug.
- — 2 ["m pleading with all of you who sit on this
comm ttee, who have the power the renmove this drug, at the

MILLER REPORTING CO., lNz:
507 C Sueer, N.E.

Washington, D .C. 20002
(202) 546-6666
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sanme tine considering approving Prozac's Sister drug, Loban,

for a weight |oss aid, renove Prozac fromthe marketplace and
save |lives, not approve Loban and rel ease yet another Kkiller.
Haven't there been enough deaths to prove to the Food and Dru
Adm nistration that Prozac is killing Anerica and its people?

This is hard for me, because | tried to commt
suicide in front of nmy five children. | didn't know what
was doing and don’t remenber exactly what happened. Al |
know i s that ny husband took the gun away fromne and ny
children were |ooking fromthe other room \hat would have
happened if these children had seen their nother conmmt
suicide? | was only put on it for weight loss -- weight
loss . Is it worth it? Is it worth it for my children to be
not her| ess today because of a drug that has no side effects,
| was told -- had no side effects -- but yet it brought nme to
the brink of holding a gun to ny head and al nost killing
nyself . If my husband wasn't there, | wouldn't be here. The
children wouldn’t have a nother.

My husband stuck by ne, ny famly and friends have
stuck by me. They have seen what it’'s done to ne and it’s
just not worth it. | plead for you to just take a second 100
at this drug and see what it’s doing. Don't the nunbers coun
for thenselves? Don’t the people here today, average nornal
peopl e speaking, have anything to do with your votes and what

you' re going to decide?
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DR. CASEY:
B .|| cooments. Next is Dennis Carke, please.
MR CLARKE: Good nmorning, M. Chairman, ny name is
|| Dennis Clarke, President of the G tizens Conm ssion on Human
‘| Rights International.
Qur Comm ssion was involved for several years in

Investigations into the effects of many psychotropic

nmedi cations on individuals who have commtted sone rather
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Thank you very nuch. W appreciate you

i ncl udi ng such individuals as

California,

crimes in this country,
in Stockton

hei nous
1 | Patrick Purdy, who shot up a school
1 shooting 34 children and a teacher -- the nman had been on
L 1 || Elavil for the previous two years; Lorrie Dann, who shot up a
1 school in Wnnetka, 1llinois, who was on, at the tine, an
1 | experinmental drug called enafranil; James W/Ison, who shot up
1 | a school in Geenwod, South Carolina, he had been on
1 | antidepressants and was being w thdrawn from Xanax under a
1 | psychiatrist’s care at the tinme; and such people as John
1 | Hinckley, Jr., a Valium addict who, according to experts,
1| testified at his trial was in a Valiuminduced rage when he
2 shot President Reagan, Jim Brady, and the two police officers
—~ 2 in Washington, D.C., in 1981.
2 That investigation led us to look into the
2 | Westbecker nmassacre in Louisville, Kentucky, in Septenber of
~\ - 2 1989. The perpetrator of that crine was found to be, by the
MILLER REPORTING CO., IN coroner, with high therapeutic |levels of Prozac in his bl ood
507 C Street, N.E.

Washington, D.C. 20002

(202) >46-6666
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at the tine of the nmssacre. 2an initial review of the
existing data publicly available on the drug |ed us to request
of the FDA, in Cctober of 1989, through the Freedom of

Information Act, any data that the FDA m ght have on the drug.

The data that we received pointed to the startling
possi bility that Joseph Westbecker and the eight others who
died in Louisville and the 12 who were | eft wounded and
crippled and their famlies were, in fact, the victinms of the
i rresponsi bl e and negligent pronotion and sale of an
i nherently dangerous and defective product.

Evi dence conpiled since that massacre in Louisville
has only confirmed the certainty that, in fact, Prozac is
flawed as a product and nust be renoved from the market. That
this has not happened in spite of the overwhel mng evidence id

the files of the FDA to support that action, indeed, raises

FDA and with this commttee here today.

Before | expand on this point, let me point out to
you that in the last week the Council of Europe, representing
23 menber countries in Europe, has, by witten declaration,
called for the discontinuance of Prozac in Europe. |n Holland
this week an advisory conm ssion for the side effects of drug
started an official governnent investigation into the problems
with Prozac. |In addition, the governnent agencies in Sweden

and Norway have refused to register Prozac for sale in their
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country.

The real questions which we are now pursuing answer:
to are not whether the drug should be taken off the market,
which it should, but why it was allowed on the market in the
first place and why it is still on the market. According to
t he FDA docunments whi ch our Conm ssion obtained through the
Freedom of Information Act, Prozac has been linked to nore
deaths and nore suicide attenpts in a shorter period of tinme
than any drug in history.

According to FDA sources, this is now over 500
deat hs docunented in the files of the Food and Drug
Administration. W estimate that nunber to be 10 to 20 tines
that in total in the society. So why is this drug still on
the market? It is our belief, and we have attached evidence
inwiting to prove that, in fact, the decisions which have
been nmade and are being made on Prozac and which will be made
in the foreseeable future are being made by individuals who
are appointed by the Food and Drug Adm nistration and who hav
a vested interest in having and keeping Prozac on the market.

Wil e the Anerican people, by and large, feel that
the FDA has tested Prozac and found it to be safe and
effective, the truth is, this agency has never tested the dru
and has never done its own independent study of the drug.

As the tinme for testimony is quite limted, what we

have to say about the perceived conflicts of interest will be
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inwiting. W strongly recomend that this commttee recuse
itself fromreviewing this matter and that a new commttee,
made up of a broad spectrum of nedical professionals and
consunmer representatives free of conflicts of interest, be
enpanel ed to independently investigate the facts and evi dence
already on hand at the FDA

We al so recommend that you listen closely to the
voices of the representative American victins of this
i nherently dangerous product who have put their lives on hold
to cone here before this conmttee today to tell you their
tragic experiences with Prozac. Listen well.

DR. CASEY: Thank you very much. W appreciate you
comrents. Next is Ms. Del Shannon, please.

M5. SHANNON: Lee Ann Wéstover

DR. CASEY: Excuse ne, are you Ms. Del Shannon?

M5. SHANNON: | am M's. Del Shannon, yes.

| amthe wi dow of Charles Westover, also known as
Del Shannon. My husband was given Prozac on January 24 of
1990. On the evening of February 8, 1990, he killed hinself.
| amtold his death was instantaneous, but | believe his cleat
actually began the noment he took his first dose of Prozac.

Bef ore Prozac, ny husband was very involved wth
people, our famly, and his work. He was very much in charge
of his business. But wthin days after he started taking

Prozac | noticed a personality change in him He showed sign
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of restlessness, akathisia, agitation, pacing, and his
appearance was very drawn. He devel oped severe insomia,
extrenme fatigue, chills, racing heart, dry nouth, and upset
stomach. H's hands woul d shake uncontrollably at times. Thi
really alarnmed him [ would ask him what was wong and his
only reply was, “I don't know, | don’t know.”

At this time nmy husband’ s career was better than
ever. He was just finishing a new al bum and was at his utnos
creative peak. Many good changes were happening rapidly in
his life. On January 24, due to these changes, he went to a
doctor for counseling, as he was experiencing some stress. H

was given Prozac, Two weeks later | found him dead in our

hone.

He told me, when he cane home from the doctor, that
he was given a new drug, “lIt’s not even a drug, it’'s a
chemcal, it's very safe. It’'s supposed to help ne over the
hunp I'min.” The drug was Pprozac. Charles was very nuch

agai nst suicide. He counseled people against suicide. To
him and | quote, “Suicide is a permanent solution to a
temporary problem ”

| want you to know suicide was totally out of
character for ny husband. There was no note and no goodbye
The day he died he had nade appoi ntnents for the fo.low ng
afternoon and evening. He had booked future gigs .

On February 8, ny daughter and | were going to the
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market. He asked for
a || wanted fromthe narket. He kissed ne,
N - || “See you later.”
anyt hing violent.

¢ | or
know with absolute certainty that
any idea of the side effects of Prozac he would never have

This drug is nost assuredly responsible for any
sui cide of my husband.

taken it.
or suffering and the eventua
people to be aware of what can happen when you take th
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itens that he

sone vitam ns and other
and we said,

sm | ed,

There was absolutely no warning of suicide

if Charles had

¢ || torment
[l 1 want
1( || drug Prozac. Thank you
1: DR. CASEY : Thank you. M. Richard p’Alfonso, (No
g’} 1. || response)
1. Sharyn DeGeronimo, pl ease.
1 (No response)
| Susan Di me- Meenan, pl ease.
1 MS. DIME-MEENAN: M. Chairman and nenmbers of the
1 || advisory conmttee: M name is Susan Dime-Meenan and | am
Executive Director of the National Depressive and Manic-
| am here today representing over
The

2
2

£

MILLER REPORTING CO., NG
507 C Street, N.E.

Depressive Association.
35,000 menbers who are patients with depressive illness.
in this

Nat i onal
only patient-run organization

country.

menber shi p- based,
chapters we aimto increase

Depr essi ve and Mani c- Depressi ve Association is the
W aimto end stigm

Through our 250 | ocal
and public welfare.

research, education,
and di scrimnation agai nst those who suffer fromthese

Washington, D.C. 20002
(202) 546-6666
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medi cal , treatable disorders.

| am suffering from nanic-depressive illness, and
seem to be trenbling, since |'’m so nervous about being here.
| understand all too well the difficulty associated with thes
illnesses. | understand all too well how difficult it is to
be properly diagnosed and receive treatnment for this
debilitating illness.

Only recently has nedical science found evidence
t hat mani c-depressive illness is a biochemcal illness. Only
recently has it found that it's a chemcal inmbalance in the
brain. |’m here this norning to tell you, M. Chairman, that
t he National Depressive and Mani c-Depressive Association is
opposed to any opposition in |abeling for antidepressant
medi cation in general and Prozac in particular.

Scientific evidence fromaround the world has found
no causal |inkage between antidepressant nedi cations and the
enmergence or intensification of suicideality or violent acts.
Suicideality is a synptom of depressive illness. It is a
common experience anong those 80 percent of us patients, as
are sleep disorders, feelings of worthlessness, and eating
di sorders. In fact, suicidal behavior occurs in 15 to 40
percent of us and 15 percent of the untreated patient
popul ation does commt suicide, the fatal act.

Any change in |abeling, especially when there is nc

scientific evidence to support such action, would generally
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harm the patient community and make it nore difficult to be
treated with these |ife-saving nedications. Physicians would
hesitate to prescribe themand sone patients may di sconti nue
taking their nedication abruptly, w thout consulting their
doctors, resulting in relapse into their illness.

A change in |labeling is not an abstract concern to
us. It could cost us lives. W believe that the nost
Important step a patient can take on the road to recovery is
to seek appropriate treatment and medical attention. Al nost
all clinically depressed people can be hel ped substantially.
Unfortunately, depressive illness is also anpbng the |east
recogni zed nmental illnesses and only 30 percent of the
patients ever receive any kind of treatment.

[t’s inportant that all of us, including this
commttee, do everything we can to renove barriers for
treatment for those of us whose |ives have been saved by
anti depressant nedications. W nust discourage the stigm
associated with nental illness and not discourage people to
seek treatnent.

| find it extremely dangerous that these unfounded,
nonscientific allegations about antidepressant drugs have
reached this level of public concern. This entire contrivers
is fiction. [It’'s been organized and funded by an anti-
psychiatric cult, the Church of Scientology, which has waged

a canpai gn against nedical care of the mentally ill. They
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t he chem cal
Mr. Chai rman and nenbers of this commttee,

| abel i ng deci sions on science and not

necessary for
consi derati on,.

successf ul

to a car

rehabilitation I

this anxiety.

have exploited the pain and the suffering and m sl ed people
nature of these diseases.
| urge

you to base your
scientology, on fact and not fanaticism

comunity is looking to you to protect our
The patient community is |ooking to you to protect these |ife-

DR CASEY:
MR DONNELLY:

acci dent.

My doctor recommended |

t hese nent al

Washington, D.C. 20002
(202) >46-6666

us to continue our

Thank you.
am M ke Donnel ly.

responsibility that

business- and famly man from south Florida.

Two years ago |
After nonths of treatnent and

tried to go back to work and run ny business.

met with this psychiatrist
test forns in which one question asked if

t houghts of killing nyself.

29

The patient

access to care.

7
saving medications and help us receive the medical
Thank you very much

[ives.

M. M ke Donnelly,
| t
am here today. I'ma

bl essed.

a Christian and do not belong to the Church of Scientology.

became frustrated by my inability to function as |
see a psychiatrist to help nme through

and he had ne fill

treat ment

pl ease.

is a matter

[''m

|’ ve always been nentally healthy and well
sustained a massive head injury due

used to.

out

| had

this question shocked ne

Vel |,
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and | checked no. It went on to ask several nore questions.

| filled themall out. He then graded these tests and gave me
a high score on them what you would call, perhaps, an A on m
mental condition at the tinme.

He then declared, through no scientific test, that
| had a chem cal inbalance in ny brain due to the head traum
and which could be corrected by taking Anerica s new wonder
drug, Prozac, and showed ne Newsweek magazi ne proclai m ng thi:
statement on the cover.

| have found psychiatrists abuse this generalized
statenent of a chem cal inbalance of the brain as a way to
prescribe these psychiatric drugs and a way to start the
psychiatric revol ving door, just go in and out, in and out,
and sonetines the problemis you never come out.

The first week taking Prozac |I felt no effects. Th
second week mnmy anxiety increased, | could not nake deci sions,
and | had trouble eating and sleeping. The third week I
became agitated and could not sit still. | began pacing
through nmy house and had nore trouble eating and sl eeping.

The fourth week | had total |oss of appetite, conplete
insomia, anxiety was literally pouring out of ny ears. Afte
not sleeping or eating the entire week, | was incapable of an
rational thinking and reduced to a pathetic shell of a person
w th nothing inside. | felt like I literally lost nmy soul

I ncapabl e of any enotion whatsoever




rsm

)

)

)

MILLER REPORTING CO. ,
507 C Street, N.E.
Washington, D.C. 20002
(202) 346-6666

2¢

E

31

At this time | did not attribute these effects to
Prozac but nmerely saw ny head trauma fromthe car accident wa
getting worse. M anxiety became humanly intolerable and |
becane convinced | was never going to be the sane, that the
only way to have peace and serenity again was to die. This i
how | becane intensely suicidal.

| would like to describe intensely suicidal for
you. | wanted to throw nyself under our large conpany dunp
trucks as they were pulling out for work. | fantasized about
drinking weed killer, throwing hinmself on high-voltage power
lines”, running across a police practice gun range in ful
fire, westling a gun froma policeman’s belt while in a
crowded store, junping off the balcony of his parent’s 10th
fl oor condom nium and many nore suicide fantasies.

| realized | needed help at this point and went bac
to the psychiatrist, who recommended | double ny dose of
Prozac. | commtted nyself to an institution, where | would
be safe and could be properly nonitored. After visiting two
institutions, with ny bags packed, ready to commt nyself, |
| ay down on the bed in a roomthat would have been m ne. |
remenber staring up and | ooking at the ceiling for severa
mnutes. Then | got up, | walked over to ny wife and | said
“l can't do this, I'mleaving. ”

| wal ked out the door and got in the car and left,

as a passenger -- 1 couldn’t even drive a car. On the way
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had to listen to the
and | did not even
got a glinmmer of what

wal ked

rsm
home ny wife yelled at ne and said |

doct ors, had to stay in the hospital,
want to help nyself. On the way home |
and when | returned hone |
into ny bathroom opened up ny nedicine cabinet and
is killin

)

be happening to ne,
“This stuff
said, “I’

comm t

m ght
st rai ght

)

Iy
I~

the bottle of Prozac and said,
|

t ook out
and flushed it down the toilet.
This is after two nonths of taking it.
see a psychiatrist, or
I"m taking vitamns and start
and nade a

7 ne’ “

taking this drug anynore,
door

not
nyself to an institution.
barged out my front

“  Then |
at jogging around the bl ock.
month and a half this nightmare raged
t hought

10
wor ki ng out.
and sui ci dal

11
feeble attenpt

12
For the next
hi gh anxi ety,

had insomi a,
sure it was definitely Prozac causing this.
| began sl eeping again

Hm)
[
-
(98]

still

on.
and was not
Little by little ny anxiety subsided.

t hought s subsi ded.
rati ona

t hi nki ng.

1€
and sui ci dal
was capabl e of
read sonme literature about the trenmendous adverse reactions

could t

Once again |
that can be caused by Prozac and it was |ike readi ng about
realized that this was Proze

1¢
|

had j ust gone through.
t hat pushed ne to the brink of self-destruction and |

what |
To think this psychiatrist wanted to double nmy dose
I nhumane

2. | normal again.
of Prozac and institutionalize ne is a bl atant

2.

1
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atrocity.

DR CASEY: M. Donnelly, could you please sum up?

MR. DONNELLY: Yes, | would like to. | need one
more mnute, please.

| would have conmtted nyself -- | believe if I
woul d have conmtted nyself to this institution | would stil
be there to this day or | would be dead, a definite wasted
life, another statistic. This drug is too dangerous to be
given out |ike candy. Psychiatrists, Eli Lilly, and the FDA
shoul d be held directly responsible for ignoring these
overwhel m ng abundance of facts and accountable for all the
atrocities that are directly linked to this drug that |’ ve
read about.

Eli Lilly has presently petitioned the FDA to
approve Prozac, fluoxetine, as a diet pill under a disguised
name called Loban. Loban will have 60 ng instead of 20 mg

that is the standard dosage being prescribed as an

ant i depressant. | can see it already on the cover of nationa
magazi nes, “Anerica’ s New Wonder Diet Pill, Loban," for peopl
dying to ook --

DR CASEY: M. Donnelly, in fairness to the other

people, I will have to ask you to make just one nore sentence
MR, DONNELLY: In fairness? |’'ma taxpayer. | nee
30 nore seconds to finish.

(The m crophone is turned off)
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1 DR CASEY: M. Donnelly, thank you very much for
2|| your comments. W appreciate your time. Mss Irene Dotson?
3 M5. DOTSON: Good norning. My nane is Irene
4 || Dot son. | came with ny 10-year-old son and ny sister from
5| Jefferson City, Mssouri, to share a personal experience that
6| | had while taking Prozac.
1 In 1989 | was working at a very high-pressure job
8| 1 was working for the Mssouri Department of Social Services
9 | was managi ng an apartnment conplex and | was working on ny
1C|| master’s. Things were going pretty good but it was very
11| stressful. | finally just decided I've got to go the doctor
1z| and talk to my doctor and find out why |I’mnot being able to
12| handle this. [|’ve handled nuch nore in the past.
14 The doctor told nme that this wonderful new drug
1¢|| Prozac would really get ne through this rough tinme that | was
1¢| having and just to bear with it. He said it's sort of slow,
17|l you know, getting it started. It may take two or three weeks
1¢|| before you see any help, but once you do, you'll feel nuch
1¢|| better.
2 Before taking the Prozac -- nmy husband and ny son
—~ 2| and 1, we all work together at managing this apartnent
2. || complex, we work side by side day after day -- we had a very
2:|| healthy, happy famly. Once | began taking the Prozac that
— — 24| all changed. | underwent this conplete personality change.
wuemseorme CO., wnd' || | became paranoid, | wanted to avoid everyone -- | stayed in
g, . 200
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ny bedroom-- | wouldn't answer the phone, | wouldn't answer
the door, | didn't go to work. | just couldn’t deal wth
anyone, not even ny son or ny husband.

When | started having these nightmares of dying --
and it was always of me dying, different ways, it was al nost
like a videotape, like a horror novie being run through ny
head every night, so then | didn't want to go to sl eep.
just wanted to stay up all the time. That didn't help.

| didn’t know what to do about it, so | decided tha
| was just going to go ahead ancl take care of mnyself and that
everyone else could just forget me. | was just going to take
care of nyself and get through this. And that is not typica
of ne and it’s not typical of me to ignore ny friends and ny
famly, and | was putting them through a very, very bad tine.

It seened |ike everyone was trying to push ne over
t he edge. In citing one incident, which became a very violen
time, ny husband and | had what woul d have been a m nor
di sagreenent, say, six nonths before taking Prozac. |
attacked himwth a kitchen knife. Luckily, he's bigger and
stronger than | am and he defended hinself, but | did this
right in front of ny son. \enever | was stopped, | thought,
"I can't believe what I’'mdoing. | don't believe what |I’'m
doing. This is wong.”

Then | decided that | was going to kill nyself. My

doctor had prescribed nerve nedicine for me -- | think it was
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had the bottle filled that day
t ook all

| had just
went and |

Ati van.
And so |

hundred pills in it.

pills,
husband. I

go to the energency room but

was really lucky,
out by the time we got to the emergency room

They told ne that |

6
They saved ne.
brain damage severely.

9| but
j ust

ny family until
DR CASEY:

seems |ike nothing like that had ever
started taking that drug.

10
I

Thank you.

11
Debra Dougl as.

)

13
14

new on the market,

proceedi ngs
because of

1€

17 Prozac,
me, or so said ny doctor

because ny husband forced ne to

right in front of ny son and right in front of ny
was al ready conpl etely knocke

We have put our life back together,

|”msure that those incidents were caused by Prozac. It
happened to me or
Debra Dougl as?

12
MS.  DQOUGLAS
help for a reactive depression after the sexual
court

psychol ogi cal
assault of ny three-year-old son and subsequent

36

and had a

hundr ed

coul d have had

Thanks .

Back in 1988 | sought

seemed a perfect drug fo

t he m ni nal

began taking 20 mg of Prozac and soon

side effects

energetic

1¢

| 0ss.

nanel y,
but slowy felt as if

and feeling good,

and |

uj
o

2:
prescription renewal
I

\ — 2
hadn’ t
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changed.

)

wei ght
found nyself feeling very much back to ny old self,

was gaining weight.
| questioned the doctor each time |
how this coul d be; ny eating habits

was originally told |

It were wearing off

went for ny

coul d expect

a weigh
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loss . In trying to obtain the desired effects, my doctor kep
i ncreasing the dosage, with little apparent concern for
adverse effects.

By the end of a year and a half on Prozac ny doctor
had me taking the nmaxi mum dosage rate of 80 ng. | questioned
and conpl ai ned each visit that other problenms | was having |
was sure were related to Prozac, only to be told that there
was no relation.

My gynecol ogi st had referred me to the University o
Mam wth ny chart, across which was witten “I give up.” |
had lower abdom nal pain acconpanied by a spotty brown
di scharge frommnmy uterus that led to chronic bacterial
I nfections. | underwent diagnostic surgery, |aparoscopy, and
D&C under general anesthesia. It was |ater suggested | have
a hysterectony.

Trusting the doctors and their know edge, | accepte
their answers that Prozac could not be related. At 80 mg |
was having the desired effects, according to ny doctor. My
life was very much in order, things were going very well,
except for the continuing saga of the gyn problem

| had finished my work day at the port for the
cruise line which I have worked for, for alnost four years
now, and |love working for, net ny famly at the ballfield for
my son’s baseball gane. The gane was fun, as usual, and when

it ended | left in nmy car. About two blocks from home | had
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| sonehow

came on suddenly.
and once ny husband

rsm
| || a seizure-like attack that
“ a 2 || reached hone, collapsed in the door,
~ .| reached home | was rushed by anmbul ance to the hospital.
¢ | was having what they called an explosive headache
t || episode and was in extrene pain, totally out of control. Mn
¢|| tests were taken, with no real findings. After four days |
was released with pain medication in hand. M psychiatrist
t || had been advised of my hospitalization and of ny request to b
taken off the Prozac.
1 | was given a slow schedule of reduction fromthe 8
1. || mg. “The next day after my release another explosive headache
' 1: || episode occurred, with the sane intensity, out of the blue, a
1.| the first one. | was again rushed to enmergency, nore tests,
1| and a longer hospital stay. Again, no real findings other
1. | than the suggestion by the neurol ogist that these headache
1 epi sodes were enotion-related
1 After nine days of being on I.V. Demerol every four
1| to six hours and suffering another attack while there, | was
1 rel eased, sent home this time with a stronger barbiturate for
pain. | could not function normally. | tried going back to
—~ 2 work but the constant head pain that the pills didn't relieve
was overwhelmng. | becane a desperate person.
2 One pain pill after another didn't work, so | took
~ — 2 a handful one night. | woke up the next norning very sick.
MILLER REPORTING CO., INDZ My head hurt so badly | could barely hold it up. M husband,

507 C Screet, N.E.
Washington, D.C. 20002
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synpat hetic as he was,

t he night before,
nmorning after he’ d seen the boys off to school.
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had taken an overdose

and not knowi ng |
felt very helpless and left nme to sleep that
He kissed ne

he had to run to the

a sudden i npul sive

4| goodby and said he’d be back in an hour,
¢ | bank.
¢ For ne to take the next step,
action that overrode all rational thoughts, needing to get up,
reach into the gun cabinet on the closet shelf, and make this
| had to get the gun. | took the 9-mm
and put the gun to ny head.
so Ilowered it and

headache go away.

1«

™

MILLER REPORTING CO., 33

pul led the trigger.
It back up to ny head,

after that first shot and |

1!

automati c,
wasn't clear on how to shoot the gun,
It fired into the bed.

1

went to hol«

sat down on the bed,
As |
had tripped

the feather-touch trigger
blew a four-inch hole out the bac;

was | oaded with hollow-

of ny arminstead of ny head.
That gun, | later |earned,
point bullets, and I shudder to think what could have
| also know how lucky | amto be here today. Afte:
| spent anot her

armsurgery and a one-week hospitalization,
me

happened.
t hree-and-a-half weeks in a private psychiatric hospital
turned inside out,

1
2
2 recuperati ng.
2 My entire being felt shook up
2 dunped out, and | had to pick up all the pieces and put
again. After | was released, | began seeing
| started putting this togethe:

back together
publicity surroundi ng Prozac.

2

507 C Sureet, N.E.
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1| as well. No longer was | bothered by the |ower abdom na
B 2| pain. | was free of infection. | hadn’t had a headache in
™ 3|l several weeks, and | had al so been off the Prozac for a nonth
41 then.
5| My gynecol ogi st sees no reason for doing
6" hysterectomy, as ny gyn checkup is conpletely normal. To thig
7|l date |’ve not had a recurrence of the gyn problemand I’'ve not
8| had one headache episode or head pain that | feel certain
9 Prozac caused. Prozac did this to me. Had sonmeone | ooked
10| further into Prozac, believe me, even nentioned early on of
11| the so-called renote possibility that Prozac coul d cause any
£\ 12|| of these adverse effects, especially the act of putting a
13| loaded gun to ny head, to want to die so violently, steps
14 could have been taken to avoid it. Thank God | was a |ousy
15| shot .
16 As you hear the nany stories today, you can see we
171 are real people, not snall percentage nunbers of a mnority
18|| suffering these silenced adverse effects. Please |ook at us,
19| listen to us, take this Prozac off the market until it can be
20| proven 100-percent free against violent turns in personality,
Pt 21 until Eli Lilly can give assurance that the psychiatrists and
22|| general practitioners that are so quick to hand out this
23| prescription are aware of all side effects, and information i s
= — 24| passed down to all patients. Thank you.
MILLER REPORTING CO., ING DR. CASEY: Thank you. Cathy Eckstein?
507 C Street, N.E.
Washington, D.C. 20002
(202) >46-6666
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MS. ECKSTEIN. M nane is Cathy Eckstein. | reside
at 197 Jousters Lane in Lawrenceville, Ceorgi a.

| was prescribed 60 mg of Prozac by ny physician
during a period of grief that followed ny son's suicide. The
sui cide occurred during the first few weeks of his w thdrawal
fromthe prescribed drug Ritalin. | have been trying to cone
of f Prozac since February, 1991, and have only managed to
reduce the dosage from 60 to 40 ng.

Since |’ve been on Prozac |’ve experienced the
following adverse reactions: a drug-induced insanity that ha
caused several self-destructive outbursts, there was an
extended period of anger, rage, and hostility, and it turned
into terrible feelings that suicide was the only answer. |
remenber screaming at ny famly that | now know how ny son
Brad nust have felt before he hung hinself | knew that |
needed help but | didn't know where to go, | didn't know what
to do, and | didn't know how to deal with it.

| was taken to the doctor that had prescribed the
Prozac and was told that there was no reason for me to try to
stop taking it and that | should increase the dosage to the
original 60 my. In addition to these outbursts, there have
been headaches that feel as though burning pain went fromthe
base of ny neck to the top of ny head. There have been many
epi sodes where | could not pronounce words clearly or

correctly and a trenmendous | oss of physical strength, |eaving
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me unable to function in nmy normal

sonetimes weeks at a tine.
In my own research of Prozac |
only occurs after an addiction to the drug has
Prozac is an addictive drug that has caused ne

42

activities for days and

have | earned that

MILLER REPORTING Co., N @
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Wi t hdr awal
occurred.
harm | have yet to get off this horrible drug and to date
have found no adequate nedical facilities to successfully
¢|| remove it fromny life. | was never informed of its true sid
“|| effects.
1( | want to see Prozac taken off the nmarket. | am
11 || concerned as to what other effects or reactions | am now to
12| expect in the future as a result of taking this drug. The
l: || drug has falsely been pronoted to ne as safe and a mracle
1| drug.
1l My son died as a result of Ritalin. Qhers are now
1| dead or dying because of Prozac. How many deaths need to
I" || occur before the FDA is convinced that this drug is not safe
11|l and is not a mracle and the American people are tired of
' || being guinea pigs because of the pharnaceutical conpanies
2 need for profit? No person deserves to experience what | hav
—~ 2 and am experiencing on Prozac. | am requesting that you take
Prozac off the market. Thank you for letting me speak.
2 DR CASEY: Thank you. M. Leonard rinz, pl ease
ié\ - 2 MR. FINz: Thank you. Dr. Casey, M. Chairnan
di stingui shed nenbers of this conmittee: M nane is Leonard
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L Finz, a former New York State Suprene Court Justice and an
attorney fromNew York Cty, the senior partner of a law firm
that represents many Prozac victins throughout the country.

| ask that the FDA direct Eli Lilly to update its
war ni ngs on Prozac now. This is not a radical request but on
that is totally consistent with protecting the public
interest. \Wile Prozac may be safe for many, we say that as
to a small percentage Prozac is responsible for suicida
i deation, actual suicide, violent behavior, and, in sone
cases, even homcide

W contend that the manufacturer, Eli Lilly, has
al ways known of the potential of fluoxetine to act as a
stinmulant, thereby exerting a harnful influence upon the
health of certain patients. Fluoxetine’s capability of
produci ng negative effects which substantially include
anxiety, nervousness, and agitation, is no secret to Lilly or
to the FDA

Indeed, Dr. Cappett, in a safety report to the FDA
advisory conmttee, such as this one, on Cctober 10, 1985,
stated, quote: "Fluoxetine iS nmore of a stimulant. " Has
Lilly included this in its warning | abel? The answer is no.
Further, Dr. Cappett stated, quote: "Fluoxetine nmy create
liabilities, in particular, fluoxetine causes nervousness,
insomia, dimnished appetite, and weight |oss. These are

synptons from which depressed patients frequently suffer as a
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result of their primary illness and it may be that fluoxetine

treatment may at |east tenporarily aggravate sonme of these

problens. " Has Lilly included this in its warning |abel?
No. Further, in reviewng certain studies, Dr. Cappett
stated, quote: “The nost frequent reason for termnation or

drop-out in the clinical trials of Eli Lilly was anxiety and

nervousness . Parent hetical |y, nervousness, anxiety,

akathisia, agitation, are all forerunners of uncontrollable

and involuntary conduct by the patient. Has Lilly included

this in its warning |abel? No.

But , further, Dr. cappett stated, quote: “Anxi ety
and nervousness is a problemthat nmay not go away with tine
and possibly mght get worse.” H's prophecy unfortunately has
ripened to fact.

At that very sanme nmeeting of this conmttee held in
Cct ober of 1985, a little nore than three years before
fluoxetine was approved by the FDA, Dr. Lee Thonpson of Eli
Lilly, Medical Director, in fact, agreed with the concern that
Dr. Cappett was expressing, when he, Dr. Thonpson, stated
quot e: “W agree with the very conprehensive analysis of,
anongst others, Dr. Cappett.” But let me go just one step
further. Wat, then, did Lilly do to address that concern in
its warning |abel? Absolutely nothing.

I ndeed, since its first |abel was published, Lilly

has been extraordinarily silent as to the concern set forth by

y
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the FDA in 1985. To date, Lilly has produced a number of

| abel s, the latest of which, to ny know edge, was revised jus

a few nonths ago. Up until May of 1990 there was no warning

or report by Lilly of any association between Prozac and

sui ci dal ideation or violent behavior.

On May 24, 1990, for the first time, its |abel

i ncluded a reference to suicidal ideation and viol ent behavic

under the renote heading of “Post-Introduction Reports, ”

canouflaged with other itens w thout any prom nence attached

by way of size of print or boldness of lettering.

This is ludicrous when conpared to Lilly's

description under contraindications, et cetera. | have got

just about two nore pages, but | amgoing to go right to the
closing because of the tinme limtation, Doctor. Thank you.

DR. CASEY: Thank you.

MR, FINzZ: Surely. | have this prepared and | wll
present it to the commttee.

Dr. Teicher found 3.5 percent of energent suicida
i deation. Dr. Rosenbaum found 3.5 percent, the exact

per cent age. Has that been included by Lilly? | daresay that

that is an outrage, that the public interest was not protecte

in know ng that there are such retrospective studies. The
public has a right to know and they have not been told.
In order to protect the public interest, the FDA

must direct that Lilly' s warnings be updated to reflect the
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reported concern of significant adverse reactions.

Prozac IS being prescribed by famly practitioners
and others for manic depression. Lilly never had any clinics.
trials on manic depression. (Obsessive-conpul sive disorders:
No clinical trials on that. Diet control: No clinical
trials. Alcohol abuse: No clinical trials. Drug abuse,
snoki ng habits, PMS, cocaine addiction, mgraines, and panic
di sorders: Has Lilly warned against such use in its |abel,
despite its actual know edge that Prozac is being prescribed
by others than psychiatrists for such conditions? The answer
IS no'.

In 10 seconds | will wind up. Promnent and bold
box warnings are needed now. The public interest, M.
Chairman and committee nenbers, m ght deserve nore, but under
no circunstances is it entitled to less. And the FDA should
do now what its own safety report suggested nore than six
years ago, and such a course by the FDA would be a
responsi bl e, conservative! and prudent course, and nobody
woul d be hurt by the printed word, but perhaps |ives would be
saved by them

Such a warning, M. Chairman, should, in the public
interest, be directed that Lilly do it now. Thank you very
much for your consideration.

DR CASEY: Thank you. Ms. Laurie Flynn, please.

MR FEDELI: M. Chairman ny nane i s Fred Fedeli
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and | am substituting today for Ms. Flynn

MR. BERNSTEIN: Sir,just a mnute, please, while w
review the policy on that.

(M. Bernstein consulted with officials. )

| have been advised that the policy is that
i ndi vidual s had been approved to make presentations rather
than agencies, so if M. Flynn is not here, we should proceed
to the next speaker.

MR, FEDELI: W had already informed the panel that
there would be a substitute for Mss Flynn

MR. BERNSTEIN. Did you notify ne? No one ever
call ed me.

DR CASEY: In that case, since there is sone
anbiguity, please go ahead. Five mnutes.

MR, FIDELI: Thank you very nmnuch.

| would like at the outset to associate my remarks
with the very courageous testinmony of Ms. Meenan and the
subsequent testimony of the Anerican Psychiatric Association.

The National Alliance for the Mentally 111, as many
know, represents nore than 130,000 fam |y nenbers of persons
W th serious nmental illnesses as well as those persons
thensel ves. Let us state at the outset that in the United
States presently nore than 20 mllion people will develop a
nood di sorder, depression or mani c-depressive illness, during

their lifetine. Each individual has a personal story to tell
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1| about the devastation associated with his or her untreated
- 2| condition.
~ 3 Thankful 'y, during the past 20 years congressi ona
4| appropriations for research at the NI MH have all owed the
5| nation's finest nmedical researchers to better understand the
6| nature of these disease disorders and to find nore effective
7l means of treating them Mddern treatnments today are very saf s
8| and effective, allow ng persons with recurrent nood disorders
9 to live useful and productive |ives.
10 The National Alliance for the Mentally 111 believes
11 that ‘the issue of whether warning | abels on products are
4 12Nappropriate shoul d be determned solely through scientific
13| research and clinical trials. Anecdotal data or sensationa
14| distortion of the truth is not an appropriate cornerstone for
15| public policy in this field or any field of governnent.
16 At this time, mllions of Americans are being
17| successfully treated with anti depressant medications to
18| alleviate the nore prevalent negative synptoms associated,
19| problens in thinking, concentration, and decision naking,
20| excessive fatigue, loss of self-esteem inappropriate feelings
P 21| of guilt and unworthiness, loss of interest in pleasure, and
22|| sleep and appetite disturbances. The newer nedications have
23 proven to be remarkably effective in relieving these synptons
P — 24| and with far fewer and mlder side effects.
MILLER REPORTING CO., 62 5 Sonme suggest that the side effects are tragically
507 C Street, N.E.
Washington, D.C. 20002
(202) >46-6666
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4| charges are false.
both in human and in econom c terns.
illness,

depr essi on,
estimated that nental
econony $73 billion a year,

the US

and absent eei sm

9| effort

10,

11

al | eged sui ci dal
12’ 'to several

13
14
15

t herapy?

16| substanti al .

17

18 and | ater

20| hei ghten,

21
22
23
24

epi sode.
di mnished if

=

MILLER REPORTING CO., INO? 5

S07 C Street, N.E.
Washington, D.C. 20002

(202) >46-6666

The new medication Prozac is only the
We believe that the

of these allegations.
What is tragic is the cost of untreated
It is

and $28 billion nore in reduced work

and premature death,
A recent television programin which several
synptons fromthe use of Prozac contri buted

patients stopping use of the drug.

'many nore were di ssuaded agai nst even beginning Prozac
Qur toll-free 800 tel ephone line at the National

Al liance headquarters tells us that these nunbers are

The alternative wll
costly hospitalization.
19 access nodern, proven effective nedical
not alleviate, the recurrent thoughts of death or
sel f-harm whi ch often characterize a najor depressive
Access to necessary nedication wll
irrational and conscience-based product

labeling is to be required for
On behal f of our
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i deati on and

according to the NIMH, coSsts
treat ment

$40 billion for

persons

VWo knows how

surely be foregone treatnent
the failure to

[ronically,
i nterventions could

only be

al | nedication.
menbership and the mllions nore
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who have been successfully treated with anti depressant

medi cation, we urge this agency not to proceed further with
this proposal unless the scientific and clinical outcome data
so warrant for the protection of the public safety. Thank
you, M. Chairman.

DR CASEY: Thank you. Suzanne Lovett Francis,
pl ease.

MR, BERNSTEIN.  Suzanne Francis, Sonja Lovett, and
Mark Lovett.

(No response)

DR CASEY: Dr. Burton Goldstein, please.

DR GOLDSTEIN. My name is Burton Goldstein. | am
a professor of psychiatry and pharnmacol ogy at the University
of Mam School of Medicine. | also chair the United States
Phar macopoei a Drug Information Service, the disease panel on
psychiatric disorders.

The usppI Service was established in 1970 to provid
clinically relevant and established information to physicians
pharmaci sts, and patients with regard to nmedications they
m ght be prescribing or taking. At this tine, with no data t
scientifically support a causal relationship between
anti depressant drugs or any nenbers of the antidepressant dru
class and suicidal thoughts or behavior or violent thoughts o
behavior, we wll not change the information we provide to

professionals and to the consumer. We will continue, however
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to review data as they becone available. Qur review process
I'S ongoi ng.

The second comment, M. Chairnman, | would like to
make is a very personal comment which conmes frommnmy experienc
as a clinician, a physician, for over 25 years, and as an
investigator in the field of clinical psychopharnmacol ogy. |
have a very grave concern that any |abel change for
antidepressant nedications, including Prozac, wll have an
adverse and regressive effect on physicians, especially the
nonpsychiatric physicians, in the recognition and treatnent o
depr essi on.

Over the past 10 to 15 years, academ a and the
National Institute of Mental Health, professional
organi zations, and the public organizations have recognized
that depression is a major chronic, relapsing, debilitating
illness, with over 70 percent of its patients seen by the
nonpsychiatric physicians in the general nedical setting.

In 1988, the “Depressive Awareness Recognition and
Treatnent Initiative” was launched by the National Institutes
of Mental Health to educate physicians and the public. Even
with this concerted effort by so nany very dedi cated and
tal ented peopl e, physicians now only recognize 42 to 51
percent of depressive disorders, based on the nmedical outcome

studi es, which was published in The Journal of the Anerican

Medi cal Association in August of 1989. It is estimated that
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only 20 to 25 percent of depressed patients are treated.

The seriousness and high-disability aspects of
depression were cited in another segnent of the nedical
out patient studies. Twenty-one percent, or 2400, of over
11,000 patients fromnearly 400 medi cal practices throughout
the country met the criteria for major depressive illness or
severe depressive synptonatol ogy.

Let ne take just a nonent to quote: “Patients wth
a depressive disorder or depressive synptons had decreased
physical, social, and role functioning as well as poor
perceived health and high bodily pain scores. All of these
I npai rments were conparable to or worse than those reported b
patients with the nmost chronic of physical conditions
studied. *

The concern that | have is that because of this era
of sensationalismand all of the unfortunate situations that
we have heard today, which do not nake a causal |inkage, wll
cause sone change in present |abeling, which generically,
certainly, covers suicidal behavior with all the
antidepressant drugs and, in the case of fluoxetine, suicidal
I deation is mentioned.

| amterribly concerned that any |abeling change of
anti depressant nedication wthout scientific data to justify
such a change will adversely affect patients and physicians

needl essly. \Who woul d want to prescribe and who woul d want t




rsm

)

— I

1¢

1

2.

2

MILLER REPORTING CO., ING?-!

507 C Street, N.E.
Washington, D.C. 20002
(202) >46-6666

53

take a drug that the federal governnent says nay be associate
wi th suicidal thoughts or behavior?

What | predict will happen is that the |evel of
awar eness, detection, recognition of depression wll dimnish
Only those patients with depression which is so severe and so
obvious will be treated with antidepressant medication. The
syndrone of depression won't be recognized and, therefore,
won’'t be treated, and won't be treated adequately, so what
wll result will be the synptons of depression will be
treated, so that insomia, a synptom of depression, wll be
treated with hypnotics, anxiety with anxiolytics, the anergia
| oss of interest, and fatigue may be treated with stinulants.
This will be a tragedy.

|f the data supported a | abeling change, it would b
noral ly, legally, and ethically wong not to nodify the
| abeling. But it is equally wong to nodify |abeling when
there are no scientific data. Thank you, M. Chairman and
menbers of the commttee.

DR. CASEY: Thank you. Mary Guardino, pl ease?

MS. GUARDINO: M nane is Mary Guardino and | am the
Executive Director and Founder of Freedom from Fear, a
nonprofit organization that is dedicated to aiding and
counseling individuals and their famlies who suffer from
fears, phobias, anxiety, and depression

Qur mssion is multidinmensional, and besides
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consunmer nental health education and advocacy, Freedom from
Fear is actively involved in neuropsychiatry research. At the
organi zation's headquarters in Staten Island, New York, the
New York State Psychiatric Institute conducts nmany
neuropsychiatric studies in the area of anxiety and depressive
disorders. Aso, it is the site of an anxiety and depression
research center for children and adol escent disorders, funded
through the National Institute for Mental Health.

Every year thousands of suffering individuals from
across the country seek help and treatnment from Freedom from
Fear . | am grateful for the opportunity to be here today to
express to this conmttee the opinions of my organization and
of people who cone to us for help, and hopefully to influence
you to make appropriate recomendations to the FDA regarding
any proposed |abeling changes for antidepressants.

MI1lions of Americans have received safe, effective
treatment from pharmacot herapy for depressive illness.

Because of your expertise in the field of neuropsychiatry,
each committee menber is well aware of this. Unfortunately,
recently a msinformation canpaign against antidepressants,
particularly the drug Prozac, has been | aunched by an

organi zed group, and the nedia hype which resulted fromthis
not any new scientific information, has brought us here today

Those who attack the drug as inducing nurder and

sui ci de base their scant evidence on an anecdotal report, a
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t hat Prozac is highly effective,
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strongly suggest, instead,
anti depressants.
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even preferred to other
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in all the national
unsubstantiated side effects of Prozac is the continuing
degradation which it is bringing to people with long historic
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fully treatabl e depression.
the adverse publicity is

of depression,
On the one hand,

stigmatizing further a great body of our popul ati on who
experience psychiatric disorders. Those who are in treatnent

may regress, either because the stigma is too great or becaus

they are switched to nedications |ess effective or, in sone

with greater risks than pProzac. Ohers, who may

are now frightened away.

)

i nst ances,
l egitimate treatnent,

Is even nore frightening is that sone sufferin
risk for

1t|| have sought
1€ What

i ndi vidual s may di scontinue their therapy w thout proper
supervision. Consequently, they may be at

Wth few exceptions, the nmedia prefers to

medi cal
serious problens.
spend nmore time transmtting flimsy information about
Invests in educating the public

of

psychiatric disorders than it
about the legitimite treatnments that are available to millior
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of Americans who suffer daily froma variety of psychiatric
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245 of its menbers nationw de found that 78 percent of the
people felt that the media has a great to noderate influence
on public understanding of psychiatric disorders and 69
percent felt the nedia often represents a sensationalized view
of psychiatric disorders. \Wen asked to give an exanple of
this, the key incident cited was the nedia attack on Prozac.
Regarding the unfortunate instances reported in the
] medi a about individuals suffering fromunusual synptons which
they are attributing to treatnment with antidepressants, al
the scientific evidence indicates no |inkage between these

symptoms and Prozac and antidepressants in general.

Menbers of the conmmttee, perhaps these synptons

I cane about not because of nedicine but in spite of medicine.
In my own case, | fortunately have been in remssion for nore
than six years fromnmy own battle with panic disorder and

depression. Wien | did relapse last year, | wel coned
|

treatment with Prozac, because | have been able to observe
closely its efficacy and |ow side-effect profile in controlleo
studies that are being done at Freedom from Fear by the New
York State Psychiatric Institute since 1986.

Prozac has enabled ny son to return to college aftex

a bout with nmajor depression. Success stories |like mne are
| being replicated by the mllions across the country and in the
wor | d because of advances in science and the treatnment of

psychiatric disorders.
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an already fragile population.
opportunities to receive appropriate and

FDA
“There was concern that a very bad precedent

aside the nedia hype,

put

on a lighter note,

Thank you for your comments.
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DR. CASE
out si de avail abl e.

| abeling not warranted, based on scientific data but,
place the FDA in a position of stigmatizing
Li kewise, it wll

spokesman Steve

the American public depends upon you.
any |abeling changes.
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al so,

| think that

11
recommendation is to have some water for the speakers in the
b

pl ease?
Let

HARRI S:

y I won't cry.

Melinda Harris.
that listening to the opposition has made me stronger
al |

forget

There is
Thank

[’ m not agai nst

my ot he

anti depressants,

elieve

nme state one

psychiatric
but |’ m agains

al |

drugs and |’ m not agai nst
kKilled my father.

because it
["'ma full-tine airline secretary,

part-time nodel,
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My father took Prozac, | think he
Consequently, in

=m-
1| sales rep, and a maid.
- 2 || started taking it around May of 1990.
;FE 2| Septenber of 1990 sonething very, very bad and very viol ent
4 || happened. A lot of the people that |'ve talked to that have
¢|| taken Prozac start out feeling a good perky upbeat feeling.
€| Then a terrible change starts to occur.
7 Unfortunately, with ny dad we didn't have tine to
¢ notice too many changes, except that he became w t hdrawn and
“| agitated. But by that time it was too late. He got up at 9
1C|| o'clock in the norning, took a 12-inch butcher knife out of
11| the kitchen drawer and stabbed hinmself violently in the
N 1z || abdomen once and then proceeded to do it tw ce.
1! Hs girlfriend s son caught himin the process and
1¢| dialed 911. M dad suffered three mserable nonths in the
1¢| University of Mchigan with wounds so severe that he had tube
1¢| stuck in all pertinent areas of his body. M father told the
1" || nurse he was sorry he did it.
1 | know ny dad was sorry he did it. | know ny dad
1¢|| did not want to die. Al his nedical records say that he was
20| not suicidal and had no thoughts in that way. M dad did not
~ 2| like pain. If my dad ever wanted to die, | know he would hav
o 2.|| done it in a quiet, easy way.
2 To watch an 8-inch-1ong wound about 3 or 4 inches
~ — 2.|| wide heal fromthe inside out is sonething nost conmon peopl e
don’t see. They had a sheet of plastic over his wound and |
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could see his intestines. Did it scare ne? No. \Wen you
| ove sonmeone, nothing nmatters.

| will talk any tinme about Prozac negatively and |
will do anything | can to help put a stop to this drug. You
may think ny talk is rather norbid or radical but it is not.
It is plain fact and truth and ny testinony to nake you peopl
realize what a dangerous drug this is. | have talked to
numer ous peopl e about this drug and no one except maybe 5
percent has anything positive to say about it.

| f Prozac were ever to stay on the market, it would
have “to stay in the hospital, with patients under constant
super vi si on

Someone nmade a statenent to me the other day about
Prozac and said what if Prozac got out on the streets and dru
users on the street starting take it. That thought scared me
al most nore than anything in ny entire life. Can you imagine
peopl e taking double and triple doses on the streets, gettinc
violent, aggressive, and cutting people up? Yes, Prozac
patients usually have a fetish wth knives

At one time | thought maybe if Prozac was monitorec
closely, things would be okay. But , no, | amsorry, ny
neutral attitude has wthered, | have heard too nany stories,

There is a lady, Marilyn, in Mchigan, a couple of
towmns fromme. Mrilyn was too sad to cone today. Her

husband had no previous nmental or enotional illness. He
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suddenly got depressed and went to the doctor and the doctor
said, “lI have a nmiracle drug for you.” Three weeks later her
husband shot hinself and suffered for five weeks. Mrilyn ang
| were not alone, and |'’m sure there are many nore people like
us. That is why | cane today, to nmeet other people who know
the pain, and to put a stop to the pain Prozac creates.

| believe Prozac does alter the mind. | also know
peopl e have picked at the Scientologists, since they are
agai nst psychiatric drugs. | am not a Scientologist, but | da
hate Prozac. You cannot |abel the Scientologists anynore,
because there are many others who hate the drug, too.

No one can bring ny father back at the young age of
55, but | can help others live and | can talk about it. |
know ny dad woul d have liked ne comng here today and he would
have said, “That’'s daddy’s little girl.” No one can justify
the violent suicides and nurders Prozac has provoked. This is
a real story, and God bless the people who believe and
under stand that Prozac does kill. Thank you.

DR CASEY: Thank you. Shirley Jarrott?

M5. TRACY: Hello. | am speaking for Shirley
Jarrott. She had an energency in her famly and coul d not
make it from Oregon. M name is Ann Tracy, from Salt Lake
Gty, Uah.

DR CASEY: Excuse me, please. M. Bernstein, do weg

have any record of the representation?
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MR. BERNSTEIN: No, we do not.

DR. CASEY: M am do you know if Mss Jarrott had
contacted the agency?

MS. TRACY: As far as | know, she had, and | have
all the forns that she faxed to the agency.

DR CASEY: Do you know if she contacted about her
substitution with you today?

MS. TRACY: Yes, it has ny name specifically on the
paper work.

DR CASEY: Could you submt that to the agency
after” your presentation?

M. TRACY : Certainly.

|’mthe UWah Director for the Prozac Survivors
Support G oup and have been in constant contact with Shirley
and know of her case and the problens that she has had and, i
representing her, | would like to discuss the severe problens
that she has had in her health in the use of Prozac which was
directly related to severe liver danage.

The suicidal tendencies, of course, were there as
wel |, but her concern is the damage to her liver that she has
to live with constantly. This is something that | have been
extremely concerned wth. ["m alarmed at the high incidence
of liver inpairment that seens to be being reported to you,
and the biggest reason | am concerned is because that is

directly what regulates the amount of Prozac within the body.
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1| If we have the Prozac rising to higher |evels,
. - 2|l we're going to have some very severe problenms, and | think
L 3| that that m ght be one reason why we're seeing what we're
4| seeing.
Prozac has directly affected ny life. | was engaged
| ast year to a young nman who was on Prozac. He was put on
The personality

Prozac in early 1989, prescribed for stress and some
couldn’t even begin to describe the

depression related to business failure.
I
horror that happened to himfor the next two-and-a-half years

three nonths of

being off three nonths --

changes came quickly.
after
after

9
10
11| of hi's life
V. 12 He | ooks back now,
13! he would have cone, but he's too sick --
14| being off, he |ooks back at the |ast two-and-a-half years and
15|l cannot remenber much. He doesn’t know what was dream and what
16| was real. There's no detection there of reality.
17 | would like to encourage your conmmttee to start
18 looking at brain-wave patterns in the use of antidepressants.
19| When you | ook at brain-wave patterns of sonebody on Prozac |
20| see a total anesthetic sleep state with eyes open. That, to
—~ 21| me, is frightening. | think that is why so many famlies are
22 describing their |oved ones as being gone, just conpletely
23|| gone. They're no longer there. There's really no other way
Pt — 24| to describe sonmeone that you' ve loved so nuch who's changed sd
miLer ReporTing co, w2 D || drastical |y.
© 507 C Street, N.E.
Washington, D.C. 20002

(202) 546-6666



rsm

)

10

11

)

V2. 121

13|

14
15
16
17
18
19
20
~ 21
22
23
—~ — 2

MILLER REPORTING CO., INO?- 5
507 C Street, N.E.

Washington, DC. 20002

63

| believe that this is also one reason why the
patients are unaware of what is happening to them and unaware
of the effects, and that is why famlies tend to be the ones
that notice the effects rather than the patients thensel ves.

Prozac works on the nmood center of the brain to
renove depression, but in doing so | believe that it also
renoves other feelings that are extrenmely vital to life. So
many people aresaying that they cannot feel quilt, they have

no consci ence, they cannot |ove, they cannot feel enpathy or

conpassion. To me, that's alarming. To have individuals
wal ki ng around that cannot feel guilt? O course, we would
have nore violent behavior.

; Another thing that really alarns nme in what | have
seen with so nany patients -- and Uah has got sone very
severe problems with this particular drug, it's very wdely
used -- is the fact that so many people that tend to have a

tendency toward al coholism are reverting to alcoholismwth

the use of Prozac. | would like that investigated. | would
i ke to know why people who have worked for years to overcomne
this particular addiction in their lives are reverting to
this. Dr. Teicher noted that in one of his cases. To ne,
that is really frightening.
| would like you please to take another |ook at
Prozac. Consider all the shattered |ives and shattered

famlies that are out there and, believe ne, they are

(202) >46-6666
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everywhere. Al you have to do is start asking. Thank you.

DR CASEY : Thank you. Suzanne Johnson, please?

MS. JOHNSON:. My nane is Suzanne Johnson. | am
standi ng here before you today, ny government-appointed judge
and jury, pleading not only for nmy life but literally
t housands of others. As | stand before your firing squad, |
nmust cry to be heard. | don't deserve this. Nobody does.
Only God has the power to pick who lives and who dies. W0 d
you think you are? God?

My Prozac nightmare is beyond description. There |
no known vocabulary to describe what has happened. Prozac ha
altered the entire course of nmy life. |'Il never, ever be th
sane. Prozac has destroyed every hope of ne having any Kind
of normalcy in ny life. Gone are ny carefree days, never
ever to return

| was told that Prozac had no side effects, except
for possible weight loss. No withdrawals and no addictive
potential . | literally quote ny physician, quote: “Suzanne,
sonmetimes patients |ose 5 percent of their body weight, but
then we can never be too rich or too thin, can we?”

Looki ng back, the enotional side effects began

imrediately. M wld spending started within a week of ny

I ngestation of Prozac. | began lending sums of noney to
people when | didn't have the noney to spare. | went on
credit card binges that will takes years to pay off. | even
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purchased a opera |length black gamma m nk coat.

Al so, here cone the nood el evations and
I rresponsi bl e behavior. | had becone inpervious to any type
of normal thinking. | was totally out of control. M friend
were aghast at ny deteriorating nmental state, but were afraid
to speak to nme about it because of ny agitated state of mnd.
In my own thoughts | had becone superior, alnost godlike. Al
ny senblances of religious faith were torn to shanbles,
literally nonexistent. Now ny |ove of God was masked, totall
masked by darkness, by Eli Lilly's devil Prozac.

During this tine it is a mracle | did not harm
nysel f or others. | had become a nenace to society, and the
FDA is allowng this to happen. | want to know why. On
Septenmber 3, 1991, the United European Parlianment recommended
to the menber countries where Prozac is authorized to | ook
into Eli Lilly's killer drug and recomrend di scontinuation of
Prozac in its present form \What happened to Anerica, the
beautiful land of the free? This totals 23 -- 23 -- western
European countries. Do they care nore about their people the
you care about yours? W’ ve beconme so noney-oriented that
it’s the noney, the noney, the noney, let’'s have the noney.
| don’t understand.

The FDA is calling for retraction of various food
products, citing false and m sl eadi ng advertising. Wat abou

fal se and m sl eading advertising concerning Prozac? Look at
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this brochure. It’s a school teacher. She can’'t sleep, so

she’s going to take Prozac so she can function properly. You

open your mouth, you pop a pill, and the world beconmes rose-
colored again. | wouldn’t want anybody on Prozac to teach ny
children. | don’t think you would, either.

Al l en Gellsberg from your office sent around a fax
on July 2, 1991, and stated that since Prozac was introduced
in 1988, nore adverse side effects have been reported than an
ot her drug. | wish you would stop this atrocity now.  How
many more people are going to be killed and mai ned before you
do sonething? You have the power to change things. You have
the power to listen to what we say and investigate what we
say. W need help.

My nightmare continues. Each step | take today is
a borrowed step from God. Last November | was hospitalized
wth an hematocrit of 9000, a henogl obin of 2500, and a white
count of 1100. | come here today at great personal risk with
a white count of 740. Monday norning | received three nore
units of packed red cells, bringing nmy transfusion count toda
to 40. During ny ingestation of Prozac ny bone narrow was
bei ng eaten up. | was so high on Prozac that | noticed no
physi cal synpt ons.

Pl ease take Prozac off the nmarket. |magine ny
dismay when | was alerted to the fact that bone marrow donors

are being accepted that are on Prozac therapy. \Wen someone
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bone marrow transpl ant,
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the father, the

t he young not her,

it could have been cause

when in fact

by marrow that --
5 DR CASEY: (One mnute, please.
6 MS5. JOHNSON. This madness has got to stop. You ar
71| holding, you guys are holding a |oaded gun in ny hands at ny
§| tenmple. You're playing Russian roulette with nmy life. Mybe
9| the next time the chanber won't be enpty. Wthout a nedical
ic|| miracle, it's too late for me now Wthdraw Prozac from the
11| market before it harns anybody el se, before other blood is on
1z| your hands, because nmy blood is already on your hands.
1: DR CASEY: Thank you. Kathleen Kessen?
14 (No response)
1k Ron Klemme?
1¢ (No response)
17 Bonni e Leitsch?
1¢ MS. LEITSCH: | amthe National Drector for the
1¢|| Prozac Survivors Support G oup, an organi zation consisting of
2( || Prozac survivors and the famlies of people who did not
—~ 2:| survive. | personally have interviewed and tal ked with over
2 400 peopl e who have been prescribed Prozac for various
2. | reasons, for weight loss, to stop snoking, and the scenario i
-_ — 2¢|| the same. They are free of suicide before they go on the dru
werrepormva co. e ||| and when they are on the drug they become suicidal. They go
507 C Street, N.E.

Washington. D.C. 20002
(202) >46-6666
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Pt
1| off the drug and they are no longer suicidal. Vell, |’m not
B 2| a doctor, but I wouldn’t think you would have to be a nenta
g—x 3|| heavyweight to soon figure that Prozac played a part in the
4| suicidal ideations.
5 Doctors say that this problemwth prozac, all that
6 is needed is for this drug to be nonitored. But what |'d like
7| to know is how do you nonitor a patient when suddenly and
8| without warning they try to take their lives? Such as the
9, wonan in North Carolina who was cooking supper, had a load of
10|| clothes in the washer and dryer, no indication that she was
11| going to conmit suicide but, indeed, she did. She hanged
P 12! herself with a belt in the mddle of cooking supper. Now, how
13| can you nonitor that?
14 Li kew se, the man in Arizona, laid out his
15! medication for the day, played gin rumny with his wife, nade
16| plans for the day, and while she was taking a shower he kille
17| hinself. How do you nonitor that?

18 And nyself, ny own case. | was making icing for a
19| Father’s Day cake when suddenly, w thout warning, it seened
20| like a swell idea to kill nyself. Did I consider the

Pl 21 consequences of that? No. Did | shoot nyself? No, because
22|l a gun wasn't handy. Had it been handy, |I'msure | would have
23| done that. I was, however, dead on arrival to the hospital

-_— « 24| Had it not been for the enmergency team | would not be here
MILLER REPORTING co., w2 3| T oday.
Watigon, D 100
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What |"m curious about is the people who seemto
think it’'s perfectly okay to have this drug on the market are
peopl e who have a vested interest. | question why this is
happening. Well, we know it’s inpossible for the doctors to
nmoni tor these patients, because if they had, there would not
have been 800 suicides, 500 deaths associated with this drug.

And if all of this isn't tragic enough, we are

referred to as anecdotal . What does that nmean? Does that

nmean that the people that died on this drug is not equally as
dead? Does it nean that Sally Padoor, who's grieving the 1084
of her son, is not just as grieved? | think not. Wat that
really means is that we were not in the paid-for studies of

Eli Lilly. W are the real people. Anecdotal are the rea
people. This is the people that you have unl eashed this drug
on.

The FDA responsibility -- now, maybe we need to make
this alittle nore clear -- is to protect the general public
not to stuff nmoney into doctors’ and into Eli Lilly s pocket
at the expense of the general public. How dare you? You were
put here to protect us. W are the general public. And who
said it’s okay, who in the world said it is okay to kill one
person so that another feels better? Wo gives anyone here
that right?

Where in this country is it all right for you to say

it only kills 3.5 percent? CGentlenen, if you want to be that
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3.5 percent, fine, have at it. But the general public does
not want to be that 3.5 percent.

DR CASEY: Thank you. Dr. Mchael Lesser, please?

DR LESSER: M name is Mchael Lesser. | ama
psychiatrist in private practice in Berkeley, California. |I' n
here today to report about a high-benefit, |owrisk
alternative nutritional therapy for suicidal depression and
other forns of mental and even physical illness.

| call this nutritional nedicine. It’s a very old
formof therapy; it goes back to the days of Hippocrates, who
said "Let thy food be thy nmedicine and thy nedicine be thy
food . * But it’'s also an extrenely new nedicine in that the
vitam ns and many of the subparticles, the nolecul ar
particles, of nutrition have only been discovered in recent
years.

| believe that nutritional medicine has three
di stinct and inmportant advantages over currently avail able
drug therapy. First, nutrients are not alien to the body.
They are substances which are normally present in the body anq
the body is used to handling these substances. Therefore,
when skillfully applied by a know edgeabl e physician, there
are no side effects with the use of nutrients in treating
mental illness.

Secondly, nutrient therapy is effective at getting

at the cause of the illness. No one has ever clained that
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psychiatric depression is due to a deficiency of a drug, but
t here have been numerous studi es which have shown t hat
psychiatric depression can be due to a nutrient deficiency.
As an exanple, take the case of vitamin Bl thiamne. Back in
the 1940s, | believe, the Mayo Cinic did a study on thiamne
W th human volunteers -- at that tine it was possible -- and
found that in some cases they had to stop their study of
t hi am ne deficiency, where they had nade these vol unteers
deficient, because they were devel oping suicidal depression

Pronmpt restoration of thiamne to their diet
resulted in a conplete inprovenment of their synptons.
Simlarly, we have the exanple of niacin deficiency with that
other very severe nental illness, schizophrenia, or the
psychoses. Dr. Joseph Goldberger of the United States Public
Heal th Service was assigned, in 1914, to discover why 200, 000
people in the United States at that time were suffering from
pellagra, which was causing a schi zophreni c psychosis. He
eventual | y discovered that there was a deficiency of a
nutrient in their diet for their needs, nanely, niacin of B
vitamn. \en they were put on niacin, they recovered from
their nental illness and were able to | eave the nental
hospitals. There has been no claimthat schizophrenia is due
to a deficiency of tranquilizers.

The third maj or advantage of nutrient therapy for

the treatment of depression and other mental illnesses is tha
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there is no suicidal risk, absolutely no suicidal risk. There
Is no reported case in the nedical literature that | am aware
of, of anyone who has ever successfully commtted suicide by
taking an overdose of a nutrient. On the contrary, my conmmon
clinical experience with patients who are depressed and angry
is that after they' ve been on the nutritional and vitamn
therapy for a period of several weeks is that not only does
depressi on di sappear but anger is greatly aneliorated and

di sappears.

Wth such great advantages, one would wonder why is
nutritional therapy not nore widely enployed? There are sone
drawbacks. First, there is not a financial incentive for dru
conpanies to enploy nutritional therapy, because nutrients ax
not currently considered prescriptive items and are not
pat ent abl e. Perhaps a change is needed in regulation so that
nutrients in high dosages be used as prescriptive itens so
that they could be subject to IND investigational studies and
there woul d be a financial incentive for conpanies to enpl oy
them as therapies.

Secondly, it's a conplex therapy. It requires
usual Iy taking several nutrients and changing a person’s diet
and, therefore, it will always have some limt, because nany
peopl e are unable to follow such a conplex change in their
life.

The other reason this is not currently widely used
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I'S because insurance conpanies are not paying for this
treatment, and here |I think it would be very easy to nandate
that insurance conpanies do pay for this treatment when it's
prescribed by a physician.

DR. CASEY: Wuld you pl ease concl ude?

DR LESSER.  That concl udes ny remarks, |adies and
gentlemen, as to why | believe nutritional and vitam n therap:
should be nore wdely enployed to treat these serious
condi tions

DR. CASEY: Thank you. Heidi Lovett?

MS. LOvETT: Good norning. M name is Heidi Lovett
and |’mhere this norning to present testinony on one single
instance of a suicide in which | believe Prozac played a
significant role. [|I'mreferring to the suicide of nmy husband
of 28 years, Janes Donald Lovett. It is not easy for nme to
tal k about ny husband s suicide, not sinply because | mss hi
but because | think that by focusing on the circunstances of
his death it is easy to |ose sight or distort the healthy,
vibrant part of his character.

James was a good husband, a good father, a good
brother to his sister, and a proud grandfather. H's children
and his grandchildren were very close to him  They enjoyed
being in his conpany and admred himin many ways. But this
hearing is not about the husband I knew, but the victim of

suicide that he became. So | must confront in this public
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1| testinony a question | face privately every day: Wy did ny
B 2| husband take his own life?
- 3 | realize that I will never know the conplete answexq
4| to this question, but |I'm not conpletely ignorant about it,
5 either. | " m convinced that ny husband’s suicide was a complex
6|| product of two factors. Throughout his |life he struggled with
7|l episodes of acute and, | can assure you, exceedingly painfu
8| depression. To ease the pain, ny husband did what mllions of
9| victims of depression do; he sought professional help.
10 It was this treatment reginen that becane the other
11| factor in ny husband’s suicide. | should |ike to note that |
~ 12 || considered ny husband’s willingness to seek out psychiatric
13|| treatnment to be his and ny greatest asset in the war against
14| his depression. Not everyone who suffers from depression can
15! summon the courage it requires to acknow edge that there is a
16 problem and to pursue a course of treatnent. Yet ny husband
171 did.
18 Counsel ing was part of his treatment and in April of
19| 1988 Prozac was the other primary conponent of his therapy.
20|| Hi s physician psychiatrist put himon 20 ng of Prozac twice a
— 21|| day and that’'s what he was taking up to the day of his death.
22 Li ke many victins of depression, ny husband was no
23|| stranger to occasional thoughts of suicide. However, he did
Ea —24 not hesitate to signal the fact of suicidal thoughts to me or
MILLER ReporTING co. m@s|| 1O his sister and others close to him Aware of his
507 C Street, N.E.
Washington, D.C. 20002
(202) 546-6666
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depression, we did not take these warnings lightly, but we did
take sone confort in the fact that he was at |east warning or
signaling his problem and that he had never, in fact, even
attenpted to commt suicide.

This is one reason why his suicide on the eve of
| ast Thanksgiving is so terribly vexing to me. Neither |, his
children, nor anyone to whom he was cl ose had an indication
that Jameswas suffering from suicidal tendencies. \Wen ny
daughter returned home from school to find his body on the
bat hroom fl oor of our home, she thought for a few fleeting
moments that he mght be playing a practical joke on her. The
grimtruth that shocked us then shocks us still

Partly because his suicide came so unexpectedly and
partly because we have heard from nedia sources about a
potential link between Prozac and suicide, | requested an \
aut opsy and toxicology on ny husband. | was, to put it
frankly, extrenely troubled and angered by the results. The
t oxi col ogy report showed that the bl ood Prozac quantitation
| was at a level of 4100 ng. The reference range listed is a

mere 91 to 302 ng. The blood norfluoxetine quantitation was

3200 ng. The reference range is at 72 to 258 ng. | am
appending a copy of this toxicology report. | nmentioned this
Prozac level to ny husband’s psychiatrist. | did not

anticipate his reaction. Upon hearing the level, he said, “IM

God, how could it get that high?”

(202) >46-6666
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| stated at the beginning that | did not understand
how Prozac works, but | assumed that my husband s psychiatrist
woul d know. The absence of any sign of suicidal distress fror
ny husband was uncharacteristic and | believe that Prozac
pl ayed an inportant role in the ultimte act.

If there is a link between suicide and Prozac, and
| believe that there is, then please let us think about
war ni ng those who take Prozac and tell them about the
possi bility of suicide and | et physicians who prescribe
Prozac nonitor blood levels in their patients.

DR. CASEY: Could you please conclude in the next
few seconds, please? Thank you.

MS. LOVETT: If nonitoring cannot be established
then 1 think Prozac should be taken off the market, maybe on
a tenporary basis, until it can be established that it can be
a safe drug. It is too late for ny husband, for nyself, for
my famly: W do not have anything to gain by being here.

But maybe sonmeone else’s life can be saved. Thank you for
this opportunity to testify.

DR. CASEY: Thank you . James Lucas?

(No response)

Mari a Malakoff?

MS. MALAKOFF: M name is Maria Malakoff. | did nc
prepare a speech. M husband has just committed suicide four

nmont hs and 20 days ago in front of four kids and nyself. M
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husband was suffering a little depression

Ve work with cancer patients. For the last four
years we do indigents, trying to find out what causes cancer
He was a little depressed, went to a doctor that gave him
Prozac . He canme honme and he thought it was a wonder drug. |
took the job of three businesses at the same time and | was
suffering anxiety. | went to a cardiologist, who asked me to

go to a psychiatrist to give me sonething for nmy anxiety. |

was pl aced on Prozac, too.
On our anniversary, February 14th, | went to Kapalu3
Bay, ‘Hawaii, and cut my veins. | decided | wasn’t taking this

drug. M husband didn't believe ne. He was a pharnmacist. We
canme back and on April 30th he just blew his brains out in
front of all of us. Nothing will bring my husband back
nothing’s going to bring ny kids' father back, but | believe
that Eli Lilly has nmade ot her m stakes before when they got
Oroflex out there that killed 28 people and it was taken off.
We’'re over 28. How many nore have to die before
sonebody says, “Look, we nade a m stake, we’'re hunans, but
let’s look into it.” I'mnot blaming Eli Lilly. [|’'mblamng
a mstake that has been made here. Please search into this.

| can’t take the five mnutes. | can’t handle it nc

DR. CASEY: Thank you for your comments. Margaret

McCaffrey?
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12 was no warning. She spoke to her famly on Saturday and on

t
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MS. MCCAFFREY: M nanme is Margaret McCaffrey and
| m from Brooklyn New York. | raised eight children. Two 0f
t hem became doctors. M daughter, Mrgaret, a neurol ogist,
died a little over a year ago and | firmy believe the drug
Prozac caused her to commit suicide. She was very dedicated
to her profession. She was a nurse before going to nmedical
school. She took Prozac to see her through a very stressful
job situation. She believed it was safe and not addictive.

She noved here to Baltinmore in July of 1990 to begi n
a second fellowship. She had bought a new car, had a |ovely

apartnent, and the best of her profession lay ahead. There

| hope and pray that Eli Lilly and the FDA will
listen to ne and renove this drug fromthe market before any
nore innocent lives are lost. Thank you.
DR CASEY: Thank you. Tucker Moneymaker, please?
MR MONEYMAKER:  Thank you. On behalf of nyself and
t housands of other citizens in the states of North Carolina,
Virginia, and West Virginia, of which | happen to the Prozac
Survivor Director for these three states, | want to say thank
you for allowng the public to cone up here and speak and
voi ce their opinion about this dangerous drug.
| also want to tell everybody that these are rea

stories, real people. This is not sonething wote down on a
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pi ece of paper, sonething sonebody wote up sonewhere. These
are real things that’'s happening.

My story is also real. |It's just a real nightmare,
something | have to live with every day. | had two sons,
David Lee, age 8, and Billy, 16, a wife of 20 years, is all
gone. 1’11 tell you why. In March of this year ny wfe,
Sandra, had some nerve problens. She was asked to go be
eval uated. The doctor put her on Prozac. He told her she was
depressed because she was having nerve problens.

Now, | want you to keep this in mnd, how nmy wfe
was, “just a little short story. M wfe was the kind of
nmot her that always put the kids first. She would take her
kids back and forth to school every day. M 8-year-old never
rode a school bus. M wife was tied up in the church, tied u;
in Cub Scouts, room nother at school.

| heard these people talking about scientific data.
| want to show them some scientific data. This is scientific
data right here. | want you all to ook at it. This is
scientific data for those who say we don't have scientific
dat a.

| haven't slept but about two hours since Sunday, s«
| want to apologize if | sound a little shaky. After being 01
Prozac for 21 days, ny wife shot and killed both of these two
boys right here. She turned the gun to herself and shot

herself twice. Now she's in jail for nurder.
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This is the kind of |ady that never took a drug, no

m xed drinks, no alcohol, no reason to be depressed, just some

nerve problens, |ike everybody has fromtine to time. |'m
depr essed. |’ve got legitimate reason to be depressed.
| want to ask you all, don't let this happen to

nobody else. These are real people. You know, these nurders
and things are senseless. It's time to put a stop to it.
Thank you.

DR. CASEY: Thank you. My Moseley, please?

(No response)

Betty Prentice?

(No response)

Marvin Pulliam?

MS. PRENTICE: |'mBetty Prentice.

DR CASEY: Please go to the mcrophone.

M5. PRENTICE: M nane is Betty Prentice.

DR CASEY: Ms. Prentice, were you here when it was
announced you woul d have five mnutes to speak?

M5. PRENTICE: No, | was in the other room but it
won’'t take that |ong.

DR. CASEY: Thank you. Go ahead.

M5. PRENTICE: |’'ve been off Prozac for two years
and | have to deal every day with not getting a gun or taking
a car and running over somebody. M kids, my son, just told

me two days ago, “Mm there're nmany times that | thought |
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was going to have to knock you out and restrain you.
“You were like a zonmbie. ” | was on it

in Atlanta woul d no

four

daughter told ne,
to six nonths.
4 Now nmy doctor, my psychiatrist,
| have finally gotten them but too late
Sonet hing has to be done and this
My doctor told

give ne ny records.

i fo

not
I

I's just

me it would be fatal.
He told me it would be fatal
but | went off of

to bring themto show you.
this is sonething that’'s real
moved from Atlanta to Sacranento,
it and |

That was ny |ast one,

went cold

have

9| California.
1¢|| turkey and dropped the drug,
11| a pill bottle here to show you.
12| Septenber 3rd in ’89.
12 I’mtelling you right nowit’s taking every -- ever
14| bit of strength that | have to cone here and try to tell you
15| that something’'s got to be done. |'mnot blamng Eli Lilly o
1¢|| the doctor or anybody, but you ve got to look into this.
17| Thank you.
1¢ DR CASEY : Thank you, Ms. Prentice. Ms. Frederic
1¢|| Richardson?
2( MS. RICHARDSON. My son, age 17, on the prozac. Hi
P 21| student years were happy years. He was a great source of joy
2 to his parents. He had a thirst for life. Hs lifeis
2. | remenbered as a series of vignettes. He clinbed the G eat
2~ — 2| wall of China, riding canel to the pyramds of Pizzo, watchir
with eager fascination the aninmals of Serengeti. He skied
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during winter nonths and he spent sunmers with his parents in
south of France. It was his summer hone. He was very popula:
and di sarm ng. It was an irresistible love of life.

His curiosity and enthusiasm the ease with which h
made friends had al ways taken himoff the beaten path. Once
we took himwith us to a Chanber of Commerce trip to the
Soviet Union at a tinme when the stringent security measures
were still in force. He went off on his own, net young
peopl e, enjoyed anenities of Russian life, all this to the
amazenent of nervous security people. The group heard wth
utter’ fascination as he regaled themwth stories of his side
advent ures.

My son graduated from Wharton. He explained to us
that he wanted to have nore studies in humanities. As he put
it to his dad, “lI amtoo nmellow in nature to clinb the

”

corporate |adder. My son spent a year in Paris. He studied
everything and anything he wanted. He loved Paris and felt
fulfilled.

In his letters and tel ephone calls he often
expressed the feeling that he has been bl essed with good
fortune of being born to a good home with |oving parents. My
son came honme fromhis year in Paris brimfull of ideas on
what he wanted to do with his life. He was happy to be hone,

happy with his year in Paris. As always, he was bursting wt

energy and life.
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Hone one week he woke one norning feeling dreadfully
When his illness persisted and he was given a series of

the result of each came back negative,
Levy, a research scientist

si ck.
tests by his doctor,
and finally he was exam ned by Dr.
He di agnosed his illness as called
a debilitating disease, but one that

at u.c. Medical Center.
¢ chronic fatigue syndroneg,
Is not fatal and eventually he gets well.
For the next two years my son spent tinme at home buf

he never gave up planning his future nor was he wasteful of
conposed mnusic, read a |lot, playec

He worked on a book,
He spoke of his new life and he said he wanted to
He prom sed us many

tine.

pi ano”.

1:|| marry and have a | ot of children.

grandchi | dren.

Early in 89 his condition began to inprove and he
his future. H's father bought hima multi-

to provide his son with an opportunity t
had great appeal to him while he

My son

Whe

1¢
1! || gave thought for
mllion dollar hotel
work in a surrounding that
1¢|| could also pursue his artistic and creative talent.
cherished his father. As an exanple of his love for his dad
“Dad, you are a masterpiece of a father
his father died, he was great confort in pulling me through m
and joined me for
He flew in,

1
he once wote,
After an

21

"90, my son felt well

sudden | oss.
[ n August,
sumer place in France.

)

2

2

RN — vacation in our usual
MILLER REPORTING CO., ING putting his Harley-Davidson on the plane with him
507 C Street, N.E.

Washington, D .C. 20002
(202) 546-6666




84

.......

he decided to stay a few nore nonths and

enj oyabl e summer,
He was ecstatic about a one-week

work on his recordings.
engagenment opportunity to sing and performwith a band his ow
part of February.
At

conposition in the latter
Last Christmas nmy son came honme for a visit.
He reported to his doctor

5
that time he saw his physician.
for effects

)

that he had inproved greatly except sone residua
such as headache and periodic | ow energy.

t hat had remai ned,
prescri bed Prozac.
ny son was conpletely unaware that Pproza

The doctor

He had a fear of any form of

O course,
After ny son

10
was an antidepressant.
of it.
I

11
sedatives, dreaded the toxic effect
returned to France, excited about his upcom ng perfornmance,
Street Journal sent it to

read an article in The \Wall
tal ked to himon the phone, |
He assured ne that he had

and |

12
asked himif he ha

13

14
15| him  \en |
He said yes.
he had read the article.

read the article.
recovery. | ndeed,

“Mm don’t worry about what

not feel

)

He

16

17| achi eved ful

answered with these words,
Not only do |

1€
depressed and crazy people do.
have never felt happier and full

violent, on the contrary, |
| ove the world.”

2(
21| of love. | love you and |
My son had contacts with honme on an al nost every-da

| was

)

27| basis. | did not hear from himfor four days.
| called a nusician friend of his to check on
They said that the cleaning wonman had knocked at the

~\ — 24| apprehensive.
MILLER REPORTING CO., IN&* hi m
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He didn't have an operatic

rsm
door and he was singing opera.
voi ce and he didn't open the door and he was tal ki ng nonsense
| sent hima telegramto
call ed back and

1
2
~ :
- 3 This report alarmed ne.
41| call home immediately. One additional day I
they break into his apartment.
Wul d you please conclude in the next

demanded t hat
DR CASEY:
| received a telephon

6
7| few seconds?
8 MS. RICHARDSON. At 3:00 a.m

9! call that my son’s body was found with another young lady in

10| his apartment. This person he had befriended the summer
11| before was going to the Riviera to visit him He had told
N 12 | everyone how much he | ooked forward to her visit and how muct
13‘ he liked it.
14 While waiting for ny flight in the |ounge of the
15| airport | struggled to nake sense of what little information
1€¢| | had. The Wall Street Journal on Prozac cane to m nd.
17| placed a call to Dr. Levy and asked to call ny son’s doctor
1¢| and have her call all her patients and have themtaken off tt
1¢| Prozac. Dr. Levy was devastated. He had come to |ove ny sor
2(| and his gentle quality, and repeated disbelief, saying that
— 21| “your son wouldn’t harm anyone, wouldn’t take his life | kne
2:| him It nust be the work of a third person. ”
2. Upon ny arrival with the investigators, they were
P — 24| baffled by the scene. The woman had died instantly. M son
had sliced himself. H's hand was conpletely severed on the

MILLER REPORTING co., IN@. !

S07 C Sueer, N.E.

Washington, DC. 20002
(202) >46-6666
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bed. There was a knife wound on his neck, punctured his
thorax, cuts all over his body, the last blow was through eye
socket that had pierced his brain. He died on the floor with
the kitchen knife beside him

The investigators had searched the apartnent,
questioned everyone who knew him  They already had concl uded
that my son lived a clean life. He did not drink or snoke no
did he take drugs. They had overruled a newspaper account
that it was a cult or a prower or a crine of passion. Their
findings made them nore nystified.

When | nentioned The Wall Street Journal, the group

reveal ed that, indeed, autopsy had shown pProzac in his

system  They inmmediately accepted that the bizarre behavior
must have been the side effect of the pProzac. They gave the
press the finding the following day. GCrinme was not conmtted
My son and his friend were victins of an American drug
prescri bed by an Anerican doctor.

A week earlier ny son had excitedly reported home
that his Christnmas present, a red new car, finally had arrive
and he had picked it up fromthe custons. He had dropped it
to a garage for a mnor adjustrment. He expressed how much he
| ooked forward to driving it. He never once drove his fancy
red Christmas present sports car

DR CASEY: Thank you. Suzanne Robbins?

MS. ROBBI NS: | am head of the |ndiana Prozac
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Survivors Goup. For the record, this is not a religious
issue. W are of all faiths. There may be Scientologists
here, | do not know. | happen to belong to the Christian
Chur ch. | was a victim Lilly, you answer ne, you tell me
what happened to ne.

| was prescribed Prozac follow ng surgery that had
upset ny exercise routine and left me feeling just like the
doctor said, “a little blue. * | had never taken
antidepressant before, so | asked about the possible side
effects. He told me the drug was so safe it should be put
into ‘the drinking water.

My first reaction came at two weeks. | remenmber
sitting in the car and | reached over and | grabbed ny husban
and | said, “I feel like I'mdying.” | felt like I was
| eaving my body. The feeling passed in about 30 seconds, so
| thought no nore about it.

| was sitting in a classroom two days |ater, when
all of a sudden it happened again, only this time |’m shaking

|’m covered in hives, and my mnd is racing faster and

faster. You can't grab the thoughts, they won't stop. | Qo
to the office. | call the doctor. The nurse says, “Ch, |let
me look in the PDR “ She l|ooked and said, “Ch, honey, that's
not Prozac. “ | said, “Well, what’'s happening to me?”

Two nore days passed. | was sitting in the

classroom again. This time | excused myself from the
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children. | said, “l nust leave. 111 be back.” | called
the doctor’s office again and was told not Prozac. |’ m crying
by this time. They have to send me hone.

| get home and | call the doctor’'s office again.
said, “I have to see him something’s wong with ne.” They
said he couldn’t see me until Saturday. | said, “You don't
understand. Something’s wong with me.” He finally saw ne
t he next day, took one | ook at nme, now covered in hives, |I'm
shaking, | can’t think, | can't formulate a thought, and he
said, “Cnh, you're having a panic attack. It’'s not Prozac.”

So | went honme and | thought I'’mgoing to die.
There's something really wong with ne. Saturday | went
through the day. It was a blur. | just remenber feeling
strange. On Sunday, |'m a Sunday school teacher, | went to
Sunday school and | handed them nmy Sunday school papers and |
said, “Sonmething’s wong with me, | have to get out of here.”

| left the church and got into ny car and I’'m
driving the interstate, trying to hold on to the wheel. The
t houghts are racing so fast and it’s saying “you’'re going to
die, * and | have to hold onto the wheel to keep from going of
the road. This is real people. This is real

| finally admtted nyself to a stress center.
begged them “Lock ne up because I'm going to die and | don't
want to die. “ The internist walked in, and | renenber the da

so well, she took one |look at ne and she said, "Prozac.
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saw

You're not my first victim » She said, “The last one |
t hey had doubl ed the dose and she was in full psychosis. “ |
3| knew at that noment | would live, but | didn't understand the
4| horrors that this drug would not |eave nmy system right away.
5| They had to sit by ny bed and they would hold me down as |
6 | shook and they would tell nme, they would say, “You're going
7| through drug withdrawal. » M Cod, it was horrible. | shook

and | shook.

¢ Finally, | was released after nine days. [|'m

1C¢| fortunate. | have doctor records. It's in ny record, Eli

11| Lilly. They put it was your drug that caused this reaction.
N\ 12| It’s in ny nedical records.
By the way, ny daughter is a nental health
1¢| therapist. CGuess what, people? It is a street drug. She's
1t | treating adol escents right now. They're begging for this dru
1¢| on the street. W’ve got to get this drug off the market
1'| before it kills sonmeone el se. Thank you.
1 DR CASEY : Thank you, Ms. Robbins. Dr. Carolyn
1| Robinowtz?
2 DR ROBINOWITZ: M. Chairman, |’ m Carolyn
— 2 Robinowitz, a general and child psychiatrist and senior deput
2. | nmedical director of the American Psychiatric Association.
2 On behal f of our 37,000 nmenbers, |’'m pleased to be
P - 2 part of this discussion and joining with the National Allianc
for the Mentally 111 and the National Depressive and Manic-
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concerns
scientific data and can have an adverse effect on patient

rai sed.

decreasing access and increasing stigmatization

Depressive Association in dealing wwth the allegations and

W believe strongly that changing the | abel
anti depressant nedications is not warranted by the avail able

As you know wel |,

90

of

depression is a serious and grave
only enor nous

has not
also an inportant and

care,
7
¢| disorder. It is a disease that
¢ norbidity and cost to society, but
1(| devastating nortality as well. W have certainly heard sone
very ‘sad, troubling, and tragic stories and anecdotes this
1:| morning. W also know that when depression is untreated, som
1.|| 15 percent of patients wll kill thenselves, additiona
14| tragedies, and many nore suffer from untreated depression who
1| do not suicide.
But depression is emnently treatable. Once
recogni zed and appropriately managed with comnbi nati ons of
1: | pharmacot herapi es and psychot herapi es, the vast majority of
1 || individuals with depression can be treated effectively and
2 | ead useful and productive |ives.
— 2 But the treatment of depression, as in all other
2 | medical conditions, is not without some risk. Medications an
2 psychot herapy can have sone side effects, sone of which can t
— 2 serious, just as can other nedications for other nedical

I Il nesses In addition, there is the possibility that sone

s
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patients nmay not be responsive or nay have paradoxica

response to medication.
Fur t her nor e,
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and the
and

the key to maxi mum benefit
careful evaluation

the patient’s clinical

continued close nonitoring of
situation. W also know that although suicide is not uncommo
in depression and is the eighth cause of death in this
¢ || country, antidepressive medication prevents rather than cause
¢ || suicide.
1( Newer antidepressants such as fluoxetine are | ess
11| toxic’ and are not useful for overdose, a fact that has saved
1:|| many patients’ lives. At tines patients may be so highly
1. || depressed that they are unable to nove or function
1¢| Unfortunately, treatnment with medication nay inprove their
1!| energy level before totally clearing the depression, and suct
1(|| patients, at an initial phase in their treatnent, may be more
1'|| at risk. This requires close nonitoring of the patient by tt
1! || physician, and also working closely with the famly to ensuxre
1| patient safety
2 We agree with the FDA finding that there is
— 2 || insufficient evidence that fluoxetine, or any other
2 anti depressant, induces suicidal or other violent behavior.
2 | We feel that |abeling nust be based on sound science and not
~ = 2 sensationalism It is particularly inportant, since mental
disorders in this country are subject to stigma and the
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patients do not cone to seek treatnent or are stignatized in
I I ness can happen to
W t hout the

rsm
n_
1
B their comunity. Yet this preval ent
£ peopl e as frequently as other major illnesses but,
4|| appropriate recognition, can lead to death
| urge the FDA to consider the sound scientific,
6/| careful evidence, to recommend studies, if appropriate,to
review the careful literature and the mllions of patients wh
8/| have been benefited by appropriate treatment for their
9/| depression. Thank you.
1C DR CASEY: Thank you, Dr. Robinowitz. Herbert
11 | Rosedale?
~ 12 MR. ROSEDALE: Good norning. M nane is Herbert
12| Rosedale. | want to thank the conmttee for the opportunity
14| to appear before you this norning. | amthe President of the
American Fami |y Foundation, Wwhich is a nationw de organization
i ncludi ng lawers, physicians, health care
| aw enforcenent specialists,
and scientists who are

of professionals,
journalists,

1¢
pr of essi onal s,
col l ege and university adm nistrators,
dedi cated to providing information to the public and
prof essi onal s and concerned wth preserving our institutions

before this group not to
have had with

fromthe threat we perceive that exists with respect to

2

1¢
1
21
Fn N 2
2. | destructive cultic groups.
| am appearing, therefore,
~ — 2| give personal testinobny about an experience |
the drug. | am appearing as a lawyer who is dedicated to the
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preservation of our |egal
believe to be threatened by the Church of scientology,
that group

and,
itself with its organization and the people whom they use who

do not share our comm tnment to an open society.

tragedy that
described to this commttee today.

do stress is the necessity for this commttee to operate

w thin our |egal

obj ective factua
and one-sided presentations.

presented to you information concerning a purported

determ nati on of the Counci
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and constitutional system which |

in particular, by the efforts of

mean in any way to take away fromthe

| do not
peopl e have experienced, which has been novingly
What do oppose and what

systemand to operate with the use of
anal ysis and not be deceived by distortions

that this norning you had

| am aware, for instance,

of Europe with respect to the
of Europe

drug Prozac, but nobody described what the Counci
The Council of Europe is not a

was or what really happened.
| egi slative body involving officials of any European nation

it is a parlianentary group of approximtely 192
On Septenber 3rd of this year six of those

That declaration, not

representatives.
menbers submtted a witten declaration to the other Counci
menbers concerning Prozac.

referred to the Gtizens Conm ssion on Human

2:|| surprisingly,
R ghts and other scientology front groups that you have heard

2.
of today.
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of Europe’'s rules provide that no actio
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The Counci

The use of this kind of

When |

encourage a child to steal

8
bl ackmai |
Church of Scientology.
his response was,

11
result ,

10
t hat
12
necessary to achieve your

13

14
Ri ghts,
|

15

16

17
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woul d be taken on this declaration unless there were a
| east a hundred signatories.
information is not unusual

for the Church of Scientology.

| awyer representing them who told nme that
property fromhis parents’

t hem unl ess they woul d make concessions to the

S

Wth respect to the Citizens Conmttee on Human
behal f before you,

Dennis Carke testifying on their

would Iike to refer to a particular instance that wll
illTustrate the approach that should be taken with respect to
Massachusetts,

testinmony and their

In an instance in Sturbridge,
flash bul bs before people’ s faces and shoot them off about a

94

1

petition submtted with at
information was not given to this conmttee today.
| personally dealt with a
It was acceptable ta
hone and

asked how he could tolerate

“kind of attitude and whether his client approved of that
“You have to do whatever

goal .”

M.

subm ssion of fact.

He is trying to do the sane

eyes.

Clarke's view of the recognition of human rights was to hold

i nches fromtheir
appeared before this commttee,

thing to this conmttee to prevent you fromlooking past the

Before |

| ash bulb into the Iight and seeing what the facts are.

| had an
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opportunity to talk to Dr. Edward Lottick who is a famly
physi ci an who practices in a suburban community and whose son
comm tted suicide, he believes caused by the pressure of the
Church of scientology. He stressed to ne that | should bring
before this commttee his strong belief that the attitude and
approaches of that group should not preclude people from
receiving the medication that will benefit them He stressed
that in all his years in public health he had been unaware of
the actions of that group and been unable to help his son whe
his son needed advice nost about the destructive effect of
that “group.

[f this conmttee will proceed objectively, wll
hear all testinony, will evaluate all of the facts before it
in a scientific and professional manner, it will show that an
organi zation of zealots cannot distort the processes of this
government t0 its own ends and for its own purposes and will
do an enormous benefit to all of us. Thank you.

DR CASEY: Thank you. Harry Samth?

(No response)

Robin Schott?

MS. scuoTT : M nane is Robin Schott. | want to
know how you have decided to call this neeting and decide tha
it is areligious issue. W are not here today to belittle
t he Church of Scientology, which, | would like to add, | am

not a nmember of. | ama Roman Catholic, thank you. W are
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here today to discuss a highly lethal drug, Prozac, which, if
you all would like to see nmy scars and ny anecdote and ny
story, yes, we have belittled human |ives here.

| thought we lived in a denocracy, where we all got
to live with people and we got to be people. But , instead, w
want scientific evidence. Wio are we testing these drugs on?
Do all of you want to take this drug? Do all of you want to
wal k around huniliated for the rest of your |ives because of
sonet hing you did when you were drug-induced? Do you want to
hear the lies? Do you want to get told, “Hey, maybe you'll
lose “a little bit of weight, naybe you |l get a couple
headaches, " and you try and slit your wists? Do you want to
never be able to walk back into a classroom because you have
been hum | i ated because you tried to kill yourself at the age
of 20, when you were intelligent -- you were well above
intelligent, you graduated from college with honors, you were
a nenber of Phi Beta Kappa -- you had everything to live for
and yet you wanted to die?

| entered therapy one year ago as a victim of rape.
| stand before you today a victimof Prozac. It baffles ny
mnd to think that a prescription drug | could sinply conpare
to a felony of rape. But, yes, they can be conpared, because
if a drug robs you of your will to live, then it has committe
a felony equal to that of rape.

| entered therapy and was pressured into taking an
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antidepressant as a quick fix to my mld depression. | am nol
mentally ill. There is nothing chemcally wong with ny
br ai n. | was sinply depressed. M father died when | was
16. | was date-raped when | was 14. | was date-raped again
when | was 18. | obviously had a ot on nmy m nd.

So they told nme prozac was the quick fix. | had
told themalready | was bulimc. | was already five pounds

under wei ght . To me, it is apparent that ny psychiatrist neve:
bothered to read the package insert. The second adverse
reaction |listed says underwei ght people should not be placed
on this drug because wei ght |oss would obviously be an
undesirable effect. Well, | did lose weight, | lost 20
pounds. | shrank down to less than a human being. I was a
skeleton, | was a wal king skeleton with no will to live.

| becane a creature of nmy own destruction. My
adverse reactions began immediately. | have blurred vision
which continues today. Wen | told nmy psychiatrist about
that, she blewit off. | took that to nean, okay, it’s going
to go away when | stop taking the drug or | adjust to the
drug. It never went away. Today | still wear glasses.

| immediately had severe headaches, violent thought
in nature, which is totally against ny character -- | had
never had violent thoughts before. |'ma pacifist. The whol
reason | was in therapy was because of a |lack of self-esteem

and a lack of being able to stand up for nyself. Today | am
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ny right as a human bei ng, which

am here to make somebody

1
B 2| | feel | was robbed of.
3 Wiy am | here today? |
4 listen, to hear me, ny side of the story. Yes, it's a story,
5 it's an anecdote, it's a real live person. | had violent
6|| thoughts, | had violent natures, and | tried to kill nyself
7| seven days after being withdrawn from Prozac. It even states
8 on the package insert that prozac has not been systematically
9 researched as to how | ong dependency would take. So | guess
yes, there is dependency.
up by saying | tried to kil
t hank God

get to be the living proof that,

both tinmes and |

would like to sumit
My not her | oved ne

100 |
11 I
P 12| nyself twice. | was unsuccessful
13| I am alive today, thanks to ny nother
14| enough to leave nme in a hospital where | was protected.
15 | stand before you because | want you to be aware of
16| what is going on in real |ive people.
17 Two weeks after | tried to kill nyself, one of ny
18| friends was tragically killed. | have to live with that for
19| the rest of my life. M nother told me, in trying to confort
20| me, that perhaps | was the messenger of death and | had taught
—~ 21| all of my young friends how to deal with death head on.
22 | would much rather today be a nmessenger of life, i f
23|| one of you wll sinply listen to what | have to say and bring
PN — 24| life, or at |least give sonebody the chance, a future
unsuspecting victimthe chance to have a life. | thank you
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and | hope that you heard what | said.

DR CASEY: Thank you. John Smth?

MR SMTH M nane is John Smith -- J-0-h-n
S-mi-t-h, just in case.

(Laughter)

| am Deputy Executive Director of the National
Mental Health Association. | am here today representing our

over 1 mllion nmenbers who belong to nmore than 500 affiliate

chapters located in 43 states and the District of Colunbia

The National Mental Health Association is the nation’ s ol dest

and largest voluntary citizens’ organization concerned wth

all aspects of nental health.

Since 1909, our goals have been to change public
attitudes about nmental illness, to inprove the services and
treatments for those illnesses and, wherever possible, to

prevent nental illnesses from occurring. Qur 1 nmillion

menbers are very diverse. They are citizen volunteers, nenta

health professionals, former users of mental health services,

and individuals, as well

as their famly nmenbers who suffer

from serious nental illness.

Concerning the matter before the advisory committee

today, | amhere to state that the National Mental Health

Associ ation is opposed to any changes in the |abeling of any

anti depressant nedication, in general, and Prozac, in

particul ar. [t is our position that the existing |labeling on
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t hese medi cations is adequate and describes potential side
effects.

There is insufficient scientific evidence to
establish a link with either suicide or violent behavior that
woul d substantiate a | abel change of any kind, no matter how
small, no matter how subtle.

These nedi cations have proven to be effective for
mllions of patients worldw de and have saved thousands of
people from committing suicide. Like all psychotropic
medi cations, they are not effective for all patients and
depressive illness will sonmetimes worsen. However, when take
as directed and under the supervision of a qualified
physi ci an, these nedications have proven to be extrenely
useful therapy for an overwhel m ng nunber of patients.

Wil e you hear tragic stories of individuals who
have harnmed thensel ves while taking these medications, it is
an unfortunate fact that suicide thoughts are often part and
parcel of the cost of depressive illness, whether an
individual is taking a nedication or not. It is estimated
that 15 percent of untreated depressed patients wll
eventual ly commt suicide. On the other hand, a snaller
percentage of those who are receiving treatnent will also
conmm t suicide.

The Association is particularly concerned that

changing the current |abeling without conpelling scientific
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evidence wi || discourage physicians from prescribing these
l'ife-saving medications. Such relabeling and the ensuing
negative nedia coverage woul d al so needlessly frighten
potential patients fromtaking the nmedication or, even worse,
encourage patients to stop taking it without consulting their
physi ci ans.

In either case, changing the |abeling w thout
scientific data would stigmatize an entire class of
medications . It would also make it nmore difficult for
patients to overcone the fear and apprehension that often
acconpany the process of seeking treatnent for their illness.

That last thing that is needed to erect additional
barriers for patients to receive care is for this stigm.
Seeking nedical help for this debilitating and sonetines fata
ilIness is hard enough for patients; inposing alarm st and
unnecessary | abeling on these nedications wuld be a
formdable barrier that sonme patients would sinply choose not
to cross, with unfortunate results.

Addi tional |abeling may also result in increased
skeptici sm about the nedication among nonpsychiatric
physi ci ans. It would be very harnful if these providers
failed to prescribe these nedications based on reasons ot her
than scientific evidence. To quote the September, 1991,

Harvard Mental Health Letter, “It would be a tragedy if they”

-- neaning the physicians -- “were to contribute to an
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at mosphere in which a snmall nunmber of plaintiffs and their
attorneys, abetted by the Scientologists, make it inpossible
for seriously depressed people to use this clearly beneficial
medi ci ne. *

It is our belief that this entire controversy about
the safety and efficacy of antidepressants in general and
Prozac in particular has been bl own conpletely out of
proportion, especially when you consider the mllions of
i ndividuals who have benefited from these nedications.

The FDA underscored this point recently, on August
|st, “when it denied a petition to withdraw Prozac fromthe
market. The FDA ruled that, “The data or information
available at this time do not indicate that Prozac causes
suicidal or violent behavior. “ W believe the FDA is an
effective mechanism to screen, approve, and nonitor
prescription nedications. The National Mental Health
Associ ation praised the recent FDA ruling and we continue to
believe that antidepressants are extrenmely useful drug
therapies in the treatment of depression.

One of our primary concerns is that any change in
| abeling will have a negative inpact on access to health care
whi ch individuals with depressive illness need and deserve.
Yet, again, the controversy continues. This norning you are
bei ng asked to consider these accusations once again. M.

Chairman, | ask that you put these accusations to rest. | as
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that this advisory commttee evaluate the scientific data and
once and for all, reject these claims. Thank you.

DR CASEY: Thank you. Dr. Peter Stokes?

DR STOKES: | amDr. Peter Stokes. | am Professor
of Medicine and Professor of Psychiatry at Cornell University
Medical College. | amhere today to ask the commttee not to
change any formof |abeling on antidepressant nedications,

i ncluding, of course, newer nedications such as Prozac

To do this would be detrinmental to the health care
of individuals in this country. [t would nean that
i ndividuals would, in fact, shy fromthe taking of prescribed
medi cations and, in fact, nany instances of this have already
occurred in nmy own practice and | am aware of an nunber of
letters fromother individual psychiatrists and
nonpsychi atri st physicians who have indicated to nme that this
kind of occurrence is happening in their practice.

| have been extensively involved in continuing
medi cal education in regard to depression and other affective
Il nesses, and | can guarantee you that in every instance
where | speak or have the opportunity to nmeet with physicians
at neetings, these kinds of concerns conme forward.

Consequently, | ask the commttee not to alter
| abeling in any formand hence to allow treatnment to be
available as freely as possible, treatment with these

anti depressant drugs, which are the core of approach to
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depression and treatnment of that terrible illness, with its
high norbidity and nortality.

Just let ne comment for a nonent about ny backgroun
and why I'm here. 1’'ve been interested for nore than 25 year:
in psychiatric research in affective disorders. | have been
practicing since board-certified in psychiatry nore than 20
years ago and have taken care of, personally, some 2000
patients wth affective disorder, nostly depression

| am al so board-certified in internal nedicine, wit
a specialty in endocrinol ogy, and board-certified in nuclear
nedic’ine. This gives me a broad aspect in terms of the
approach to nedical diseases, of which depression is one
terrible exanple.

Depressi on, you have heard, is characterized by
certain synptoms. Let me point out that depression is
equi val ent to suicidal ideation and behavior and potentia
death. This is like fever in pneunonia and can be anal ogous
to that kind of proposition.

Let me point out to you that suicide is comon in
depression, it occurs in perhaps in one in 10,000 people.

That is one in every small town throughout the United States
more than one -- every year. That is a lot of people.

Ant i depressant nedici nes decrease suicidal ideation, decrease

sui ci dal behavi or

Let us recall the recent Tine magazine proposal --
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or, | should say, front page -- of approximately a year ago

t hat showed the nore than 400 individuals who were killed
every year in the United States by firearns. Careful reading
of that data clearly docunented to ne that a |arge percentage
of those persons were, in fact, depressed, show ng that not
only suicidal behavior and self-directed violence, but
outward-directed violence, is part of depression. Let us not
forget that.

Antidepressants are safe nedications. They have a
hi gh therapeutic-to-toxic ratio. The newer drugs are better
in that regard, including such drugs as fluoxetine, or Prozac
or Wellbutron, W th the exception of one or two obvious and
clearly package-marked problens. No nedications that we have
antibiotics through antidepressants, are totally safe. W do
not have 100-percent safe nedicines; we have bad illnesses
that need treatment. People need access to that kind of
treat nent.

A | arge anmount of prospective data, clinical trials
observations of depression scores during those trials, and
retrospective analysis of data show no increase in suicida
i deation in association wth any antidepressants, including
fluoxetine. Four mllion people have been treated with this
drug throughout the world, it is estimated, w thout increase
in suicidal ideation, wthout increase in suicidal behavior

In addition, we have had some 30 years of use of
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ssants wi thout evidence of association of suicida
Long-termtreatnent with
by Montgonery in England and here
show no increas

behavi or.
Is true with nmy own experience

and t hat

i deati on,
and

i ncl udi ng fluoxetine.
Let me just close by saying that 18 nonths after th
anecdotal material,

dat a,
behavi or

first appearance of some anecdota

suggesting the possible association of suicidal
violence wth the adm nistration of drugs there has been no

flood of further information and no scientific data to supper

11
possi bl e relationship.

12
Let ne point out to you that researchers are
They make their opinions

t hat
shrinking violets.

that there are

13
certainly not
They like to bring out the possibility that there has been a
in fact,

14
They like to |ook at new problens and new questions.

or,
None of that data has as yet been

15| known.
an error,

16

17
neans don’t

m sinterpretation,
things we haven't seen.

say a phrase that all

That

18
forthcom ng.
I
do no harm
don’'t scare patients away from treatnent

19
I n closing,

Above al |,
don't make it difficult for nonpsychiatric physicians to use

20
P 21| as physicians:
22|| change the | abeling,
effective conpounds. |
Thank you for the opportunity to address th

23
24| these safe,
scientific data.
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conmittee.

DR CASEY: Thank you. Shirley Surber, please?

M5. SURBER: M nane is Shirley Surber. Conpared t
the other testinonies that you have heard today, mine wll
probably seeminsignificant, but to ny famly and to nyself i
was really devastating. Prozac was prescribed for me for the
first time on March 19, 1991. | was on a routine visit to ny
doctor and the nurse-practitioner asked if | had any question
or problens. | casually nentioned to her that |'’mvery
sentinmental and find nyself, as a teacher, having to choke
back ‘tears on occasion while reading a story or talking to th
children. She asked if | was depressed. | said no. She wen
t hrough a routine questioning sort of |like “Do you enjoy
socializing with other people as nuch as you used to,” et
cetera. After answering all of her questions, she was
satisfied that we were definitely not tal king depression here

But she said that there was a fairly new
anti depressant out, called Prozac, and she wanted me to try i
to see if it would help what | called the “weepies.” | asked
specifically about side effects and she said there were
absolutely no side effects. So | said | would try it. [If |
had known or been forewarned of any possible side effects, |
woul d have gl adly said no.

| took Prozac for exactly 11 days, during which tim

| experience annoying and increasing dimess of vision,
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irritability, headaches, and tension. Unaware that these wer
warning signs to sonething far greater, | attributed the
problens to nmy new eyegl asses, which were slightly tinted.

By the night of the 11th day | was experiencing som
serious shortness of breath and by the norning, Easter Sunday
| was so disoriented that | could not even dress nyself for
church. In fact, | couldn’t organize ny thoughts to do
anything, so | lay in bed. | was afraid, | felt like |I was
losing my mind, and this was ny first full-fledged anxiety
attack, and it was going to get worse.

| knew that sonething serious was wong, and |
figured it mght be the Prozac, so | stopped taking it. In
retrospect, | saw the synptons |eading up to the attack
starting the second day | was on the nedication and buil di ng
up fromthere. Now ny body was progressively adding to ny
di sorientation new depths of fear until | was experiencing
not hi ng but wave after wave of pure terror and panic.

[t would ease up at night, but I was afraid to
sl eep, because it was always nore intense upon waking, and |
couldn’t face it. | was terrified of everything. By the 14t
day | was experiencing such intensified fear that | could not
stand to face life as it was for me anynore. There was, to m
mnd, no hope no future. \Were suicide had never been a
| ogi cal solution for any reason for ne, it now becane ny only

sol ution, because | had nothing left with which to fight, and




)

109

| was terrified to go on living.
| thank God for his love and the love of ny fanmily.
| would not be alive today. M famly
ny husband got me

Were it not for these,
tal ked ne through the toughest tinmes until
The doctor’s associate saw nme and said he
so | went

to call a doctor.
could give me a mld sedative to take the edge off,
The doctor who saw nme said that nmy anxiety attacks were

He accused nme of having some deep-rooted
refused to disclose and he told me to go back

7| in.
8| not from Prozac.
9]/l probl em which I
10| on the prozac, and | refused.
11 He referred me to psychosocial services. The
12|| therapi st who interviewed ne over the phone said to her it
13|| sounded like a reaction to Prozac. She asked if | was still
14| taking it and | said no. She replied, “Good, | was going to
15| ask you to stop. *
16 [’m currently under ny therapist’'s care and,
17| unfortunately, |1’ mcaught in the web of nore nedication to
18|| block the effects of the original. | now take 200 ng daily o
19]] impramne and .5 ng one or two tinmes daily of Klonopin. |
20| was bedridden for four weeks before | could return to work.
PN 21| Wth the waves of fear came weakness of extremties,
22|l butterflies in the stomach, rapid heart beat, and every noise
23|l was so greatly magnified that it was |like an electric shock
EanN — 24| running through ne.
My therapist explained that the Prozac had severely

02 t
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| saying. It's a vicious, frightening circle that’s been going
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oversensitized my nerves and | would have to wait for themto
desensitize wth time. Desensitization could take days,

mont hs, or even years. In fact, they could not tell nme if ny
nerves were permanently damaged or not.

| frequently try to wean nyself off the Klonopin and

attacking ne, but they are nore subtle. | have to force
nyself to go out of the house or to socialize with friends,
and sonetinmes | can’'t overconme the feeling, so | just sit at
hone.

During the attacks | keep telling nyself that this
wll pass, | don't really feel this way. | can give nyself
all the logical argunents why | shouldn't be afraid. During

the attacks my mnd cannot process or believe what |'m

on for six nonths and could have easily been avoi ded
al toget her had there been nuch stricter nonitoring and
regul ati ons on the use of Prozac.

Why prescribe such a powerful drug to ne? As one of
ny friends so aptly put it, it was |ike using an el ephant gun
to shoot at a gnat. There's definitely gross msuse of this
drug. Prozac may be the answer for thousands of people, but
when it does Cause an adverse reaction, we’re not talking
about a little rash here. W’'re talking disaster. W' re

talking life and death. W’'re talking the ability or
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1| inability to function in society, maybe forever. Thank you.
B 2 DR CASEY: Thank you. Sara Thomas?
~~
- 3 (No response)
4 Nancy Veasey?
5 MS. VEASEY: | ama registered nurse and | represen
6 || the Phil adel phia prozac Survivors Support Goup. | graduated
7|l from Philadel phia General in 1953, and | hope there may be on
8|l or two up there who renmenber "0ld Blockley," and the ethical
9| background it represents.
10 | am here to present facts associated with the drug
11|| Prozac. M curiosity about this drug erupted back in the lat
o 12| spring of 1989. | wll address those circunstances in the
13| last mnute of these five mnutes allotted to nme today.
14 In Septenber of 1990 an article appeared in The
15| Philadel phia Enquirer. As a result of that, the Prozac
16| Survivors Support Goup in the Phil adel phia area was | aunched
17| My invol venent was solely to collect further data on the drug
18|| for strictly personal reasons.
19 Through the fall and winter of 1990 and the fall of
20| 1991 until today | net with and tal ked with by phone 15 peopl
P 21| directly and indirectly affected by the drug, not a very
22|| inpressive group, but what is inpressive is that out of the 1
23|| there are five deaths recorded in nmy notes. These are the
7N — 24| facts.
MILLER REPORTING 0., IN® 5 A 36-year-old nother of two, while on Prozac,
507 C Street, NE.

Washington, D.C. 200122
(202) 546-6666
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attenpted suicide by inmpulsively ingesting a toxic dose of

medi cat i on.
with no warning,

old wife casually,
both of her wists while on Prozac.

effect of this drug.
A 49-year-old nman, while on Prozac,

10

11
bei ng prescribed Prozac,

N 12
13| weddi ng.
14
15| vi ol ent behavi or
16|| caretaker.
17
18|| found her daughter dead.
19| | abel ed Prozac.
20|l of Prozac in the blood.
PN her daughter’s effects, her
22
23| immobilized by grief,
Py — 2
wLLERREPORTING CO. , N2 -
CE«SS;; r;Ec 20002

(202) 546-6666

pi cked up a knife and cut

A 42-year-old man watched hel plessly as his 36-year.

A 50-year-old man with sone nenory i npairnment

A 71-year-old man shot hinself seven days after
one week before his daughter’s

whil e driving and was involved in a car accident.

whil e on Prozac,

struggl es today to express the devastating and | ong-Ilasting
bl acked out

devel oped
his primry

A 58-year-old man,
directed toward his sister,
He has since died.
The nother of a 40-year-old femal e Harvard physicial

On the nightstand was a bottle

Just three nonths ago,
grief-stricken husband di ed.

this is one woman who is literally
am sure many others here today are

as
In June of this year a woman found her

21
Needl ess to say,
by hanging in the basenent of their home one week after Prozag

He was hospitalized.
The coroner’s report showed excessive anount:
upon receivine

husband dead




rsm

)

was prescribed for him
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There were no signs or warning
ni ght, an

as he did frequently at
go down

He sinply got
H s son cannot
m nute |

31 went

signal s.
downstairs and hung hinself.

to this day.

But

in the |ast

t here
There are others here.
woul d not be here today had ny daughter not
woul d not be

)

wanted to say |

been prescribed Prozac in the spring of 1989.

here had she not been near fatally injured in an auto acciden
requiring air transport to

1989,
remai ni ng on

on the norning of August 11,
the hospital of the University of Pennsylvani a,
in the trauma unit there for 12 days.
By her 29th birthday she was able to walk with only
peeling with

10
11| life ‘support
12
13| one crutch. In February, a second-stage facial
14| bone grafts was scheduled to further reconstruct 27 facial
15| bones that had been shattered in her face. In Mrch,
16| recovering fromthat procedure, the psychiatrist again
17|| prescribed Prozac. She was subsequently hospitalized.
18 I will close with words describing the effect
19| Prozac on all of us here today and those we |ove nost
20| W have suffered serious and severe pernmanent physica
PN 21|| personal injuries, nmental and enotional distress,
22|| affecting our ability to enjoy life fully. Thank you
23 DR. CASEY: Thank you. Nedra Walnum?
—_ - 24 MS. WALNUM: M nanme is Nedra walnum. |
old, the single parent of two lovely children

MILLER REPORTING co., IN(2 5
507 C Street, N.E.

Washington, D.C. 20002
(202) >46-6666

dearly.

adversel y

am 32 year

ages 11 and 6.
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| have been raising nmy children alone for six years. During
the six years that |’'ve been a single parent |’ve endured a
t remendous anount of stress which has been directly related tc

being the head of a household in a single-parent hone.

Despite the situation, |’'ve been very functional in
society. |’ve managed to obtain nany goals in ny career, hom
life, and spirituality. |1’ve been an intake worker at the

Center for Wnen's Studies and Services Project Safe House fo:
two-and-a-half years. |’ve worked as a crisis counselor on a
hot line for sexually assaulted individuals for one year.
I’ve “worked with youths through the San Diego Housing
Conmi ssi on. During nmy duration of working and raising two
children alone | have conpleted 32 units at the local college
in nmy community. |’'ve been an active menber of the Church of
Christ for eight years.

| obtained counseling froman MFCC in 1989, feeling
this was a healthy way to deal with my stress of being a
single parent. The MFCC felt that | was saddened by ny
situation, saddened enough to need an antidepressant. She
referred ne to a | ocal psychiatrist in my area strictly for
medi cati on purposes. | was prescribed Prozac, 20 ngy, once a
day, beginning February 13, 1990.

| appeared to be doing well on Prozac until June 25
1990. This was the date of ny first suicide attenpt. Five

days prior to June 25, 1990, | have little or close to no
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recollection of nmy activities. This tells ne that Prozac had

al ready become toxic to ne at that time. During these five

days | did not report to ny place of employnment; | literally
stayed in ny bedroom for five days. | was not attentive to m
children; in fact, | conpletely neglected them M children

fed themselves and care for thenselves. This is totally out
of line of ny normal character

On June 26, 1990, | woke up in Paradise Valley
Hospital intensive care unit due to severe overdose of Xanax.
| was prescribed Xanax along with Prozac due to the high |eve
of anxiety that | was experiencing from Prozac. | then was
transferred to Paradi se Valley Hospital psychiatric ward,
| ocked-down unit. There | was then prescribed 20 ng of Proza
twce a day, with Ativan four tines a day.

On July 21, 1990, | attenpted suicide again. This
attenpt was even nore severe. | took an overdose of Ativan
and sleeping pills. This time | went to Paradise Valley
Hospital by ambul ance and was taken to the intensive care
unit. | then began questioning this nedication.

At this time | began refusing Prozac wthout the

recommendation of ny psychiatrist. | have been fine ever
since. The bottomline is, | was never suicidal before takin
Prozac . | was obsessed with suicide while taking Prozac and

t he obsession stopped i mediately after | stopped taking

Prozac.




I
have spoken to this conmttee today insinuating that the

testi noni es given today can fal
that 15 percent of al
These people that have told their testinonies

statistics,

conm t

10| We al

am outraged that the menbers of the medica

sui ci de
here today were not psychiatric patients prior to taking

Prozac. Prozac, on the other
psychiatric patients throughout
Pl ease hear what the people are saying to you all
i mredi ately

are the results of this drug.
remove this killer drug fromthe market before any nore peopl
of you.
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field

in the category of
depressed people w ||

has literally created

hand,

our country.

Pl ease

urge all
Susan WIIlians?
real ly wan

| ives destroyed, |

Thank you very mnuch.
| didn't

11
12| are killed and their
13 DR, CASEY:
14 M5. WLLIAMS:  Susan WIIians.
15|| to bring ny daughter with ne today. Unfortunately, she was s
16| traumatized by ny going out of town that | had to bring her.
17 Li ndsay’ s not her began taking Prozac in August of
1g|| 1988 for treatnment of depression and al coholism  She becane
15| very suicidal on the drug. She was a slight woman, she
2C|| weighed 98 pounds. She was kind of hyper, to begin with, and
~~ 21|| the drug made her very, very aggravated. | looked it up in
2z|| the dictionary: Aggravation is “to nmake worse, to annoy or t
22| irritate. * So essentially Prozac nmade her problems worse.
Py — 2¢|| She ultimtely comitted suicide
R— O T One woman earlier spoke of nearly commtting suicid
507 C Street, N E

Washington, D.C. 20002

(202) 546-6666
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in front
front of Lindsay.

bul | ets.

| at er,
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ny sister did commt suicide in

of her children;
Anot her woman spoke of hol | ow poi nt

ny sister used to do it.
A year and a half

That’ s what
the plot thickens here.
in for treatnment for drug

Ckay,
Li ndsay’ s father went

They began treating himwth Prozac and Valium

He becane highly,

to begin wth.
ultimately commtted a

addi cti on.

He was a very passive nman,
very aggressive,
And if

hi ghly hostile,
hom ci de and then a suicide while on Prozac.
10 |’ m Lindsay’s nom now. |’ve adopted her.
11 this is a Prozac victim here,
12 Lindsay will tell you that
13 and when you hear that,
i 11 egal

14

you want to talk Prozac victim
and this is not going to go away.
her parents died of drug addiction,
you think she’s speaking of cocaine or sone other
Prozac caused her

She’ s tal king about Prozac.
here with any

16| to kill
17 " m not
18

19

anecdotes .
Life goes on and |’ ma very positive person and |
be very positive with ne.

2C|| Lindsay grows up and wll
| understand that

parents

it.

15| drug.
t hensel ves.
a zealot and |’ m not
This is ny story and it’s hard to tal k about
hope t hat

Bei ng such a wei ght-conscious
the young nen and wonmen who

| 0ss.

Loban is being considered being

You

re

PN 21
22| approved now for weight |oss

22| society that we are, think of al
- — 24| are going to want to take this drug for weight

MILLER REPORTING CO., INQE
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going to have a |l ot nore people that are becom ng suicida
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and/or homcidal on this drug. | really, really think that
you shoul d consi der changi ng the warnings on Prozac or, at th
very nost, renmoving it from the market.

Soneone el se spoke about the European group that wa
trying to decide sonething. W cares what Europe is doing?
This is the United States. It’s not Scientology. Everyone
seems to put it “us versus them” Eli Lilly or the FDA versus
us, or us versus them or the Scientologists Versus everyone
else. W're all in this together. There's obviously a
problemwth this drug and | don’t understand why soneone
isn't” doing something about it.

Yes, | believe that there are nentally ill people
t hat probably do need to be treated with sonmething, but there
are plenty of other drugs on the market that don’'t seemto
have had this problem | don’t see why you can’'t prescribe
that drug to them and take Prozac off the nmarket, even if it’
tenporarily, until you, the medical community, can decide wha
IS causing this.

No one has ever really explained what Prozac does.
|’ve heard that it taps neurons in the brain. Wll, perhaps
it taps certain neurons in certain people’'s brains that tap
suicidal ideation. Wo knows? No one has ever explained
that. All I've heard is the Scientology iSsue. [’mnot a
Scientologist, but | don’t understand why nobody has ever

really addressed the technical side of howit affects the




brain and why it is causing these people to do such gross

things .

her sel f
done that.

t hat

1
agai nst Prozac, because |
out there that apparently have been proven to be good drugs.
comuni ty can

-

My sister would have never
in front of this little girl.
Prozac i nduced her to do that.

pl ease.

DR CASEY :
MS. WLLIAMS: Oh, Cod

119

ever have killed
She woul d have never

One m nute,
|’ ve got another mnute.
required.
you know,

No, you are not
but | feel,

DR CASEY :
| know t hat,
hear peopl e

1
appl auding for the people that

MS. WLLIAVS
shoul d be here when everybody el se did such a good job
[’m

there
Let the people that are using Prozac or having adverse
the nedi ca

reactions to it use that drug until

1
deci de what
| f you choose not to do anything and then you do

are agai nst
but |

peopl e appl audi ng pro-Prozac.
Prozac.

think it’s dangerous, t hi nk

There are other drug

| hear

alternatives to Prozac.

are ot her

There is a

the problemis with this drug.
of this

probl em
you' re going to have to go through al

I's going to grow up having to

be fighting in our place

approve Loban,
And this little girl
If you do consider changing the labeling o
it.

again.
2 || deal with all of that and she’l
2 | where we are now.

| think it

Prozac,

Is the very least you should do for
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the market all

think you should take it off

t oget her.
DR CASEY:
MR, WONTORSKI
I

)

a survivor
listening to everybody el se,

people in here,

you.
|

| can tel
to be on the narket,

10
I
I

O herw se,

Thank you.
3 Thank you. Richard Wontorski?
My name is Richard Wntorski
from Prozac. wote a five-mnute speech, but
| don’t want to bore a | ot of
because a few of them |l ook |ike they' re bored

The drug does cause suicida
It shouldn’t be on the market.

give nme a choice whether it’s going to
had no choice. | went to

label this could be suicidal.
was feeling a little |ow.
was told of no side effects,

120

[''m

that's all

t endenci es,
[f it’'s goin

He gives me a ne
none at

a

sacchari ne causes

11
g 12| famly doctor
13| wonder drug, Prozac.
14| all.
15 If I"'mgoing to get sonething -- even a pack of
16| cigarettes tells you it could cause cancer,
17| cancer, they're giving you warning on pop cans -- that’'s just
18, pop, everybody drinks pop all day | ong. | just don't
19 | understand why you can’'t give a |label on a nedication that
2C| does have suicidal tendencies, or anything that could cause
~ 21| you any harm | want to know, | want the right to know if I’
22| going to be harnmed by a nedication |’ m taking.
2: That’s why the FDA is out there, to help us, to
F - 24| protect us. Just like your famly doctor, |ike nyself and
wn REPORTING 00, w2t | everybody else, we trust our famly doctors. M fanmily doctc
Wangon, DC. 2002

(202) >46-6666
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trusted Eli Lilly. Sonebody’s got to do sonmething with this

drug. I'mglad this is going about. It’'s taken a lot to get
everybody here. | didn't want to be up here. |'m shaking in
my boots now. |’ve never sat and talked in front of anybody

before, other than a basketball group, but for these people
t hat have stood up, ny hand goes out to them because |’'ve
been there, and the ones that didn't show and you' ve called
their names, | think | know why they didn't want to be up

here.  You know, | don’t want to relive any of this.

Please, Eli Lilly, take this off the market. Market

things . If you're going to make another drug in lieu of this
one, label the warning. | want to get -- ny first
prescription, | never got anything that said it was toxic or

any harmto me. You take it because your doctor tells you

You take it like your religion, one in the norning, one at

ni ght.

| don't know what to tell you other than please take

this drug off the market, and | thank everybody that showed u
today and had the courage to come up here and talk. Thank
you .

DR CASEY: Thank you. This concludes the open
public hearing session. | would like to offer everyone in the
roomand on the conmttee a three-m nute stand-up-and-stretch
break. Because of security reasons, | will ask all the

comm ttee nenbers to stay here, because they cannot get out
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intine, and to | et the audi ence know t hat
| .D. badges and passes checked,

have to have their
phase of the

and get back in,
have a slow going out and a slow com ng back.

they will
so they wll
(A brief recess was taken.)
DR. CASEY: W are noving to the next
meeting. As a housekeeping nmatter, let everyone know that we
will continue with the session -- people have ordered |unch a
the table, so we will be eating out of need to sustain our
energies rather than inpoliteness. Please feel free to |eave
at any time to go to lunch, and you are wel come back. W wil

part of the neeting, |

to show great

1
1 be here.
g 1 Before we nove to the next
1 || would like to thank everyone who canme to the open public
1 session to express their personal experience,
1 || courage in relating to us on the conmttee and to everyone
1| else in the room about their experiences or the experiences
1 from group nmenbers that they represent or their private or
1 | personal opinions. |t has been very helpful. It was
1| certainly worth our time, and | thank you very nuch, both for
2 || myself and for other committee menbers.
~ 2 W will now nove to the next session. The topic fo
2 today’' s advisory conmttee neeting is the possibility of a
2 causal |inkage between the energence and/or intensification o
— 2 sui cidal thoughts and acts , suicidality, that is, and/or othe
viol ent behaviors and the use of antidepressant drugs.
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conment s.

)

add some persona
the people who are our
it was a very instructive and useful

i npressed by the sincerity and sense of conviction of the

10
11
12
13
14
15
16

17

Pt

Dr. Paul

peopl e who spoke and their

| east

presentation and,
for the wonders of ny speaking abilities.

19

123 .

Leber, Director of the Division of
w |l make a few opening

FDA PRESENTATI ONS: | NTRODUCTI ON° AND PURPCSE
Thank you, Dan. |, too, would like to
of

DR LEBER
coments about the deneanor and behavi or
| actual ly think

guests this morning.
session and we were all

in the problem before us.

i nterest
want to thank Dan for at

On a nore hunorous note,
letting me know t hat people can | eave during ny
| can take credi

i f people stay,

t herefore,
woul d nake is that anybody

The first observation |
in this roomtoday is certainly by now aware that there are a

i ndi vidual s who believe with a sense of conviction
and Prozac in particular

acts, and ot her

nunber of
t hat antidepressant drugs in general
t hought s,

cause and/or intensify suicidal
agency that is responsible for

behavi ors.

vi ol ent
as the federal

20
21 Now ,
assuring the safety and efficacy of drugs in the
t he Food and Drug

22
23
24

in the marketpl ace,

armanment ari um
Adm nistration is obliged to exam ne the evidence and

i nferences that have | ed those who testified to believe as
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Certainly,

| east on the surface,

| nprovenents.

vol untary spontaneous postmarketing surveillance system has

receive
reactions that are linked to and alleged to occur follow ng

particul ar.

mani f estations of psychiatric syndromes for which
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al

some ot her sources of evidence appear,
The

to lend support to their concerns.
contains reports of cases

terature, for exanple
depressant drugs have been adm ni stered and appear

| oned by worsening of synptons rather than by

It certainly is an indisputable fact that FDA's

d exceedingly |l arge nunbers of reports of adverse

bel i ef,

e of Prozac.
i nformation,

is wthin this context of

that individuals and

It

woul d add, some anxiety,
| should

tutions have called upon the agency to be what

Prozac in

I's nore assertive in regard to our regul ation of
and, again,

depressant drug products in general

However, and this is an inportant caveat, any
regul atory action

nsi deration of the need for additional

st begin with appreciation of the fact that suicidal
behavi ors are conmon

houghts, acts, and other violent
Consequently, it is not

anti depressants are prescribed.
ordinarily possible to determne fromthe facts of a
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1|| particular case history, no matter how conpelling, that
- 2| involves an untoward response to an antidepressant drug, no
- 3| matter how tragic the outcone of that case, whether the
4| particular outcome is a consequence of drug treatnment or
5| sinply a manifestation of the nonrespondi ng underlying
6| psychiatric condition. And that is a basic problem
1 Furthernore, and this is also an inportant point to
8| understand, a |arge volune of reporting to a spontaneous
9| adverse reaction systemis not in and of itself a reliable
10| index of a drug's risk. The absolute numbers of reports
11| received by spontaneous reporting systens, as we shall shortly
£ 12|| hear in greater detail froma representative of the Division
13|| of Drug Epi dem ol ogy and Surveillance, is that the reporting
rate is affected by the recency of the drug’ s introduction
its market share (clearly, drugs used in
reports
share of the

15
16
17
18

14
into the marketpl ace,
mllions have a different absol ute nunber of
associated wth themthan drugs that have a snal
market) and, finally, of course, publicity may grossly inflate
19|| or perhaps prevent reporting -- we do not really know.
It is for assessnents

t hese reasons and others that
deemed reliable in the scientific comunity if they are
sources of evidence that allow a

of drugs to cause harmare ordinarily only

20
21| of the potenti al

)

and it is a conparison of the incidence and

derived fromclinica
intensity of the events enmerging in both the presence and the

conpari son
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absence of drug treatnent.

The inmportant point here is that an evaluation of
such sources, at least to date, evaluation by FDA scientists,
outside consultants, and by our physicians, have not led us t
conclude that there is a differential rate of risk for Prozac
related to suicidal thoughts, acts, or other violent
behavi ors.

However, and this is an inportant caveat, again, th
FDA is mndful that the |ack of a conpelling body of evidence
iIs not in and of itself excul patory. Potent drugs, no natter
how val uabl e and effective, can do harm | ndeed, they may
soneti mes cause the very same injury that they are intended t
prevent. We all know that antiarrhythm c drugs can induce
arrhythm as and anticonvulsants may |ead to seizures.

Consequent |y, nobody in the agency dism sses the
possibility that antidepressants in general and fluoxetine in
particul ar may have -- and | enphasi ze "may" -- the capacity

to cause untoward injurious behaviors, acts, and/or intensify

them Indeed, if you read currently marketed drug labeling o
a conpany’s drugs, you will see that the warnings -- not the
war ni ngs but the precaution section -- make clear that

prescribers ought to be aware that depression is a serious
ilIness that carries with it the risk of suicide and that in
the period followng the initiation of treatnent great care

nust be taken to supervise patients and nonitor them closely,
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It is already in the labeling and it is the labeling of all
drugs, including Prozac.

Yet | want to enphasize that the anal yses of data
collected fromreliable sources of evidence, that is, data
collected in controlled clinical trials of antidepressants,

i ncludi ng fluoxetine, indicate that if antidepressants do
cause any kind of behaviors, the incidence is too lowto
detect them In short, they may be going on, but we cannot
di scover them because they do not happen frequently enough.

That reassurance, for whatever it neans to you
notw t hstandi ng, the agency has been urged by several groups
and individuals to take some type of nore sweeping action in
response to the volune and kinds of reports we are receiving
about Prozac. One petitioner, as many of you know, asks that
Prozac be absolutely banned, renoved from the market.

Anot her, still pending, asks that we conpel Eli Lilly to
nodi fy Prozac’s labeling so that it will warn prescribers and
patients in a nuch nore prom nent nmanner than it now does of
the existence of reports of suicidal induction, of violence,
suicidal ideation and the I|ike.

The agency recently determ ned, as was nentioned
nore than once, that the evidence currently available is
insufficient to justify withdrawal of Prozac and, therefore,
we denied the petitioner’s request. In doing so, we

announced, again, that it was our judgment that the evidence
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t aken as a whol continues to support
Prozac neets the standards of drug product safety and efficacy
Food, Drug,

want to enphasize again,

6
concl usi on does not nean that we beli eve,

that anti depressants,
does this conclusion nean that

Eli

Unfortunately,

t he

under the

to

or

Is going to lessen its vigilance or w ||
asses’s the significance of adverse reports it

in the future,
Reports of Prozac, |ike those received on all

was al so asked to develop plans to conduct

it

have been raised in the open session earlier
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concl usi on that

f eder al

and Cosmetic Act that is our national drug domestic regulatory

be fair,

i ndi vidually or

that this

Prozac, are absolutely
t he agency

cease to review and

are regularly nonitored and eval uated.
concern is identified, as it has been i

actions,

was asked -- and,

trials and epidemiological studi es,

that could provide nore direct answers to the questions that

recei ves on

In the present case,

to tell

When

and urge

for

want to

new studi es,

st udi e g

from

is very difficult
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nmore needs to be done at the present tine.
about this. A large

where we sit, what
there is a tension in the air

However,
nunber of reports continue to be received, and certainly

public anxiety over the possibility that Prozac m ght be
in sone way from other antidepressant drugs seens t

di fferent
us to be Solonmon-like in

persi st.

[t is very difficult for

situations as conplex and vexing as this. Cearly, we have t

give sonme formof consideration to the possibility that there
i n nmodi fying antidepressant drug

take note of the facts that

woul d be sone benefit
for exanple,
on

W coul d,
That is an approach that

| abel i ng.

have been presented in |abeling.

particular petitioner has urged, but we, as other people in
t he open session have noted, are not sure what the

consequences of that act are or mght be or could be (we

cannot predict the future). W have to recognize that the ne

effect mght be a reduction in the use of antidepressants in
and that result mght cause

the treatment of depression,
I

injury to the public health
by the way, that
many |letters we receive --

is not one that

overal |
This is a point,
al one believe in; certainly, many,
appear in the record subsequently -- from academ c
renown have

and i nternational
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When you do sonething, there is the yin and the yang of it.

| want to enphasize, too, that our reluctance to
adopt specific suggestions for nodifying antidepressant drug
| abel i ng does not arise from doubts about the notives of thos
who are urging us to take these actions or, inportantly, from
the failure to appreciate the potentially positive aspects of
these recommendations. It is easy enough for me to understan
why soneone could conclude it would be constructive and in th
interest of the public health to informindividuals using the
drug, and the practitioners, about the high rate of reporting
although | am not sure how that woul d be under st ood.

Simlarly,it is not difficult to appreciate the
argunents of those who advocate what have you got to |ose?
Why not at |east point out that some people believe there is
a special |inkage between Prozac and suicidal ideation?

So | think we understand the argunments and the
recommendations, but our failure to adopt them imrediately is
that we are really not sure how it would work out. W all
have to renenber that the best-intentioned of actions do not
necessarily turn out well; they can cause harm

Anyway, having given this preanble, | trust by now
it should be obvious to everyone, too, why we have convened
this advisory conmttee and why we have asked various other
individuals to join us. Beyond the official questions which

will eventually be read into the record, we are interested in
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Hospital and Harvard. He was the first author -- |ead author
-- of the paper that in nmany ways may have begun much of our
current interest in Prozac and its link to a special type of

recessional state and belief that appeared in The American

Journal of Psychiatry in February of 1990. Therefore, he is

in a position to speak and describe uni quely what he found
t hat nade hi m make the |inkage between the idea of sonething
unique in Prozac as distinct from other drugs.

Dr. lda Hellander has been asked to join us as a
representative of the Public Gtizens Health Research G oup
She is a co-author with Sid Wlfe of the petition that was
submtted to the agency that asked us to change some of the
| abeling to call attention, if you will, to what are alleged
to be the unique attributes of Prozac.

Dr. Stewart Montgonmery is an internationally known
academ c psychiatrist. He is the reviewer for the Committee
on Safety of Medicines which is nore or less the u.x.'s
equivalent of the United States FDA.  Anobng ot her things, Dr.
Montgonery is a clinical trialist, a co-author of a wdely
used scale to assess the signs and synptons of depression and
as he identified earlier, is also the p.1. of a major study
t hat exam ned the prophylactic effects of fluoxetine versus
pl acebo in the prevention of recurrence of major depression.

Also wwth us is Dr. Mchael Stanley, a professor of

neur osci ence fromthe faculty of Colunbia University' s Colleg
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of Physicians and Surgeons. He is a forner nenber of this
commttee, its former chair at one point, and is an
internationally recogni zed expert in the mechani sns of
serotonin induction of suicide and violence.

Dr. John Mann from the University of Pittsburgh is
an expert on nechanisns that may underlie suicide. Heis,
inportantly, chair of the American Col | ege of
Neur opsychophar macol ogy’ s conmmittee on the role of
antidepressants in suicide and violence.

From the government we have Dr. Darrel Regier, who
is Director of the Division of Cinical Research at the
National Institute of Mental Health. He is, beyond a
psychiatrist, an epidem ol ogist and one with an interest in

the epidem ol ogy of suicide.

| think I have not slighted anyone anong our guests

| could say the sanme kinds of things about our standing
commttee, but I wll forego that in the interest of tine.
Havi ng made these introductions, | think you all should
understand that this panel is ably and well suited to deal
with the issues before it.

| now would like to ask Dr. Thomas Laughren, who,

mentioned, is the head of the Psychopharnmacology Unit for the

Division, to come to the podium He is our resident expert
the data we have in hand on Prozac.

BACKGROUND | NFORMATI ON

0]




rsm

- — 2

MILLER REPORTING CO., lN(2 !

507 C Street, N.E.
Washington, D.C. 20002

(202) 546-6666

134

DR LAUGHREN: Thank you, Paul. | want to begin by
giving a very brief history of the NDA for Prozac and, also,
what | would like to do is give you a sense of what FDA's
position was on this question of suicidality prior to the
approval of Prozac.

The NDA was originally submtted in Septenber of
1983. This drug was classified as IB. Basically what that
nmeans is that we consider this to represent a nodest
t herapeutic gain, and the reason was that it was the first
drug of the fairly specific serotcnin reuptake inhibitors to
cone “in under an NDA

W did a prelimnary review and we brought Prozac t
an advisory commttee in Cctober of 1985 and that committee
recommended that we approve the drug. Over the next year we
recei ved a substantial anount of additional safety data, whit
we reviewed. In fact, the safety data base for Prozac was on
of the largest we had ever seen. There were approximtely
8000 patients exposed to this drug during the premarketing
trials, including 6000 in the United States and 2000 from
foreign sources.

In any case, we conpleted our review. An approvabl
letter for Prozac was issued in Septenber of 1987 and a fina
approval letter was issued in Decenber of that same year

As is true of all drugs, Prozac was associated with

a nunber of adverse events in the clinical trials. Those
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adverse events were included in the approved |abeling for thi g
product, the labeling that was approved in Decenber of 1987
It is true that there was no specific nention of a link
between taking the drug and suicidal ideation and behavi or
and the reason was that we found no basis for that in the
premarketing data.

To be clear, we were not specifically |ooking for
that |inkage and the reason is the one that you have already
heard from Dr. Leber and others, that suicidal ideation and
behavi or are part and parcel of depression, so it was not

unexpected that we would find sone reports of such behaviors

be out of line with what mght be expected. Consequently, no
speci al anal yses were done |ooking for that |inkage prior to
t he approval of Prozac.

Because the issue has been raised, subsequent to
mar keting, of a possible |inkage, we did request the sponsor
to do those analyses. They have been done. W have received
a report on those analyses and the material is submtted to

you in the package for this neeting and you will also hear a

| want to switch to the postnmarketing phase. It is

clinicians to submt a |large nunber of what are known as drug

experience reports. Usually these are reports on adverse
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events that clinicians did not expect to see in patients
treated with the drug and that are not nentioned in the
| abel i ng.

As has been nentioned, we have received a | arge
nunmber of such reports for the drug Prozac. Dr. Stadel, from
the Division of Epidem ology and Surveillance, is going to
tal k about those reports in nuch greater detail, particularly
the reports that relate to the questions of suicidality and
vi ol ence.

But before he does that, | want to talk very briefl:
about” how we translate the information contained in those
reports into the labeling for a new product. On the basis of
t he many spontaneous reports we received for Prozac, we have
made a |arge nunber of changes in the |abeling of Prozac.

Most of these have been the addition of new adverse event
terns in the |abeling.

There are six sections of |abeling that address
adverse events: These are "Contraindications;" "Warnings;"
“Precautions; “ a section entitled “Adverse Reactions; “ and
then two special sections, one on “Drug Abuse and Dependence”
and one on “Overdosage.”

The question arises, Wwhere do we put new adverse
event terns in labeling? There are a nunmber of factors that
determne that. One is the nature of the event, but also the

seriousness, the frequency, and, very inportantly, the
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1| question of how strong the association is between the taking
2| of a drug and the occurrence of the event; in other words, how
— 3| strongly do we believe there is a causal |ink?
4 Dr. Leber mentioned that the |abeling for Prozac
5| already includes the standard “Precautions” statenent.
6| Basically, that statenent cautions physicians that suicida
7|l behavior is inherent in depressive illness. [Inportantly, it
8| does not specifically suggest a |linkage between the taking of
9| the drug and the occurrence of suicidal ideation and behavior.
10 On the basis of the very large number of reports in the
11 spontaneous reporting system the terns “suicidal ideation”
~\ 12|| and “violent behaviors” has been added to a subsection of
13 adverse reactions entitled “Post-Introduction Reports. ”
14 Again, to be clear, putting those terns in that
15| somewhat obscure section of |abeling reflects our |ack of
16| confidence in a causal link between the taking of the drug and
17 those behavi ors.
18, Dr. Leber also nentioned the two petitions that we
19|/ have received, one fromthe G tizens Conm ssion on Human
20| Rights, which has asked that we w thdraw Prozac fromthe
P 21| market on the basis of these reports of suicidality and
22|| violence. As he noted, we have rejected that petition. Qur
23|| response was included in the package of materials that you
Pt —24 received prior to this neeting.
MILLER REPORTING CO., NG5 The other petition was fromPublic Gtizens Health
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Research Group. That petition has requested that we put a bo:
warning in the | abeling for Prozac warning of the possible
ri sk of suicidality in association with the use of Prozac. We
have not yet responded to that petition, so you do have an
opportunity to advise us on that petition before we respond.

We can talk |ater about what the options are in
regard to labeling statenents that fall between the extrene,
on the one end, of a box warning, and, on the other end, of
the mere mention of these terms in post-introduction reports.

|f, after hearing all the evidence, it is your
conclusion that we should make sone kind of |abeling change,
whet her for Prozac or for the antidepressant class, | would
ask that you be fairly specific in giving us advice about
t hat . It is not feasible in a meeting of this type to work
out the exact |anguage of labeling. However, it would be
hel pful if you could advise us about issues like content,
pl acenent in |abeling, and enphasis.

| amgoing to stop at this point and introduce Dr.
Stadel fromthe Division of Epidemology and Surveillance.
Thank you.

DATA FROM FDA'S SPONTANEQUS REPORTI NG SYSTEM

DR. STADEL: Thank you

(Slide)

| am going to be talking about the experience of th

Food and Drug Administration spontaneous reporting system for
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drug experience. Briefly, the system receives about 70,000
reports per year for all drugs marketed. This is a brief
reporting form It is a one-page formthat often cones to us
only partly filled out (the information tends to be very

brief ) .

Many reports go to the manufacturer fromthe person
who observes the event and then cone fromthe manufacturer tc
us, and a small fraction come directly to the agency. Those
that refer to an event that is serious, a health event that i
not in the drug’s label, it is required for the manufacturer
to submt themwthin 15 days of the manufacturer’s receipt,
and those receive hands-on review within the FDA's Division c
Epi dem ol ogy and Surveill ance.

There is another group of reports where an event is
in the drug’s |abel but the manufacturer receives a sudden
increase in frequency of reports. They also send those withi
15 days. W have been nonitoring all these types of reports
on a regular basis for fluoxetine for some time.

The main problemin interpreting spontaneous report
for a situation like this has been nentioned several tinmes
already, and it is what we call confounding by indication
which sinply neans that people who are depressed, who have t]
di sease that antidepressants are used to treat, are at
i ncreased risk for suicidal thoughts and behavior, and so on

so that it is hard to separate out any effect that m ght exi:
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for a drug fromthe. effect of the disease that is being
treated.

There are also a lot of other issues that have to b
dealt with in dealing with spontaneous reports, that is,
usually only a fraction of incidence is reported. This has
been studied for various outcomes, 5, 10, 15, 20 percent of
i ncidence, perhaps, is reported under different circunstances
There can be differences in reporting behavior anong differen
manuf act urers. There has been a known secular trend -- trend
over time -- towards increased reporting overall for the
pharmaceutical industry and, finally, we are concerned in
particul ar here about the inpact of specific publicity events

So all of these things have to be considered and
they sumup to why data froma systemlike this should be
viewed as a signal of sonething that may need further
I nvestigation and does not itself constitute evidence of
causality.

(Slide)

This represents the different drugs, proportion of
the narket. we are talking about fluoxetine, trazodone
amitriptyline, desi pram ne, and maprotiline, because these
were drugs that for various reasons were thought worth 100kin
at all reports in the suicide-attenpt category and other
categories that | will be showing you, so it is to get sone

I dea of what the experience across antidepressants has been
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al though ny main coments will be specific to reporting for
fluoxetine.

This sinply shows you the | arge and consi stent
mar ket share that amtriptyline has held over the years and
the rapid increase in market share for fluoxetine, Wth the
relatively smaller shares for the other drugs.

(Slide)

I will nowgo on to the terns that we use in the
analysis. COSTART is a dictionary of terns that are used to
code adverse experience reports as they cone in to the FDA
There' have been changes in the terns over time, so that the
term “suicide attenpt” was introduced to the systemin Januar
of 1989. Prior to that, all suicide attenpts had been coded
under psychotic depression or overdose. Likewi se, the term
“intentional injury” was introduced in July of 1989 and woul d
have simlar consequences for trends over tinme in reporting
for different drugs.

(Slide)

This gives you the overall nunbers | will be talkin
about and shows, of course, the very large number of reports
that have been received for fluoxetine. Those nunbers add up
to a very large nunber. They, in fact, represent a total of
880 unduplicated reports, that is, nore than one term can
appear in a report, so you can have sonething |isted under

suicide attenpt that is also counted under overdose, because
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(Slide)
This gives the sane data for the other two outcomes
showi ng you the nunber of
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13
14 injury,
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15| reports received for the tine period fromthe beginning of
mar keting of trazodone in 1982 through July of 1991, which was

16
chosen as the cutoff tine.

17
(Slide)
This gives data in an effort to at |east achieve th
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of contro
That is,

the total reporting.
reporting for fluoxetine.

We know that there are
So it

reports,

first |evel
Part of this is

for

cont rol
is usefu

very high rate of

probably corporate behavior.
differences of this type anong the conpanies.
and

24

here to put the categories as a percent of total

)

a c
MILLER REPORTING CO., ING& —

507 C Street, N.E.
Washington, D.C. 20002
(202) 546-6666



suicide attenpt and psychotic depression.

10

fluoxetine specifically and what has happened over tinme in

11

)

12

13
14
15
16
17
18
19
20
—~ 21
22
23
~ — 24

MILLER REPORTING CO., |l\02 5
507 C Street, N.E.
Washington, D.C.20002

(202) 546-6666

143

what you see is that for overdose, in the mddle, it is
actually not that different for fluoxetine and ot her

antidepressants, the differences in the categories called

There are also differences in the categories of
hostility and intentional injury.
(Slide)

The next part of this is to begin tal king about

reporting for fluoxetine. This curve is the number of al
reports received for all types of COSTART terms or events
divided by the nunber of prescriptions per year for the drug.
It shows a pattern, except-for that big zig-zag, which | think
is an artifact of a lot of reports that would have been coded
earlier getting coded a little bit later. If you even cut out
that part of the curve as a reporting artifact, the curve
itself is characteristic of many drugs, that is, there is an
upswi ng of reporting in the initial year or tw of narketing,
followed by a kind of wave crest and the invarying rates of
decline over time after that. So the overall reporting
pattern for fluoxetine i S not, in shape, unusual; however, the
nunbers are larger than we ordinarily see from those drugs.

(Slide)

This gives you the reporting rates for the three

categories under which suicidal thinking, suicidal ideation
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and suicide attenpts would have been coded. The line
categories, | think, are pretty self-explanatory. Renenber
that the term “suicide attenpt” was introduced in January of
1989 when you are |ooking at the graph.

The Wand the T are to indicate the Westbecker
incident in Septenber of 1989 and the report published by Dr.
Teicher in the first part of 1990 so as to give you sone feel
for the potential inpact of publicity related to these events
and simlar events on the reporting, because, renmenber, we ar
tal ki ng about reporting, which has to do with the incidence o
the di sease, the use of a drug, and whatever the reporter
percei ves about that and decides to do about observations. s
reporting behavior is not incidence behavior and has to be
evaluated in the context of the possibility of changing
perceptions and intentions on the part of reporters over tine

Here we see a very large increase follow ng Dr.
Teicher's article and I think the inplications there are
pretty self-evident. It does, certainly, tine-w se, appear
that the publication of the article may have stinul ated nore
reporting, regardless of what that reporting itself neans.

(Slide)

This is the same curve for hostility and intentiona
i njury. It shows the same pattern, that the reporting rate
increased greatly here. Remenber that July of 1989 was the

time for introduction of the term “intentional injury. *
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(Slide)

| amgoing to talk just a little nore about an
effort to conpare reporting for fluoxetine and trazodone
because of trazodone being the nost closely marketed in tine,
with its year of marketing in 1982 versus fluoxetine. The
reason year of marketing is so inportant is that the other
drugs in the conparison, especially amitriptyline and
desi pram ne, were marketed enough earlier that the whole
dynam cs of reporting were different, and | really would not
even attenpt to conpare reporting for drugs marketed much
farther back than this because of the powerful effect of
changes in reporting and in the reporting systemin earlier
times.

This gives you the denom nator data to show you the
pattern of marketing for trazodone, the nunber of
prescriptions in mllions by year, and for fluoxetine.

(Slide)

This shows you the reporting behavior for suicide
attenpt, overdose, and psychotic depression. | should mentio
that in choosing trazodone as a conparison, we did also |ook
at the National Disease and Therapeutic Index and ot her
sources to try to conpare the popul ations that are taking
trazodone to the population that is taking fluoxetine.

In broad terns, they were not greatly different in

terms of age, sex, the specialty -- that is, percent
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psychiatrists that were prescribing the drug -- the diagnosti 9
categories, whether it was a first visit or follow up, whethex
it was a new prescription or a refill, and whether the desired
drug action was depression or otherwise. These were broadly
simlar between the two drugs, although there were sone
differences in the various categories | have just referred to-

(Slide)

This shows you the difference in reporting. Now,
you will note that in the first year of marketing for
trazodone there was a reporting rate for the conbination of
suicide attenpt, overdose, and psychotic depression which is
simlar in magnitude to the first year of marketing for
fluoxetine and, in fact, would represent somewhat greater thaﬁ
first year because of the overall trend over tine towards
I ncreased reporting.

Over these years, 1982 to 1988, there was about a

two- and-a-half-fold increase in overall reporting for al

drugs conbi ned. It is hard to determ ne how that fragnents ‘
out in terms of the net change in reporting for different dru$
categories, so | wll just refer to it as an overall trend of
increased reporting. It would nmean, if anything, that the
first year for trazodone would be higher than the first year
for fluoxetine.

On the other part of it, however, the trazodone

reports there are all in the category of overdose, while the
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1988 category for fluoxetine includes a small proportion, a
l[ittle under a third, that are in the category of psychotic
depression (I will discuss that nore a little later). The
overall picture, as you see, is, if anything, higher first-
year reporting for trazodone, a very abrupt drop -- nore
abrupt than we usually see for nost drugs fromthe first to
second years -- Wwhereas in fluoxetine you have the first year
being simlar, or smaller, and then the increase especially
taking off in 1990, which | previously related to the events
in publicity.

(Slide)

This shows the same data for hostility and
intentional injury. There is higher reporting for these in
the first year of marketing for fluoxetine but, of course, th
maj or take-off, as with the other categories, is followng th
events that occurred in publicity.

That ends the slides. The last part of the work
that we did was a prelimnary effort to do a hands-on | ook at
case reports that were received for fluoxetine and the other
drugs . A group of people reviewed these to try to do, very
roughly -- 1 want to enphasize that the reports are really
sometimes quite inconplete. Not only is the form brief, but
often large portions of the information are not provided, so
they are very difficult to interpret. Mny tines all you car

do is interpret that there is not enough infornmation in the
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reporting system like this, for the reasons | have descri bed,
can be suggestive of things that require further study, but it
is very, very difficult to achieve causality from these types
of data, a judgment of causality. There are, in this
i nstance, sinply too many other possibilities. There are
sonetimes, wth other drugs, rare instances in which a spate
of reports can be so striking as to lead to action. But here
there are many potential sources of confounding in the data.
Li kew se, | think we have to be careful in
interpreting the quantitative number of reports. The relatior
of reports to disease incidence is not at all straightforward
and can be profoundly affected by the reporters’ perceptions
of whether it seens like they ought to report. Publicity
events and self-fulfilling prophecy events, and so on, can be

rather difficult to untangle with these types of data.

On the other hand, spontaneous reports can sonetines
signal events which would be oflow enough overall frequency
to be difficult to quantify in nost clinical trials, so that
they can be useful for identifying issues which may be
appropriate for focusing new studies, whether clinical tria
or rechallenge or other types of studies. They may be helpful
in focusing the direction of sone further studies.

Thank you.

DR. CASEY: Thank you, Dr. stadel. Does the

comm ttee have any questions that they would like to ask of

l
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Dr. stadel, Dr. ©Laughren, or Dr. Leber?

DRF REGER | would like to know if there is
duplication in these reports, so that a person Who reports a
suicide attenpt or a report of a suicide attenpt could al so b
reporting nultiple events, including an overdose, a psychotic
depression or hostility, and so forth?

DR. STADEL: | actually pointed that out at the
time. In that slide that shows the three categories, Where
the total nunber is about 1200 or 1300, if you add up the
nunbers for fluoxetine under the headings of suicide attenpt,
overdose, and psychotic depression. Those three represent, i
fact, 880 unduplicated reports. There is overlap in the
terms, yes. If it was coded as suicide attenpt and overdose
by the person coding it, it would go into the conputer under
both COSTART terns. W did check the number of unduplicated
reports in that category so as to be able to tell you that.
It is 880 in that overall category.

DR. HAMER. If there were two suicide attenpts by
the sane person, does that go in twice or once?

DR. STADEL: Two separate attenpts by the same
person ought to go in twice, I think. A followup to one
attenpt by an individual would, hopefully, get coded as a
followup report, that is, we would attach fol |l ow up
information on an individual. But an individual who engages

in two separate events woul d properly be considered two
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separate events.

DR. LIN. | was wondering whether you also have
i nformati on conparing Prozac with the other two recently
rel eased anti depressants, clomipramine and buproprion?

DR. STADEL: | do not have any information.

DR TEICHER Two things -- (that was very
interesting) : First, | amglad that you introduced those new
terms . Prior to our publication we contacted the FDA to | ook
into whether there was sonething that had come up in the
spont aneous reporting and when we discussed what we observed,
we we're told they would only go under the COSTART term
“worsening of depression,” to have people devel op obsessiona
suicidal ideation, and then it seemed |ike a nassive anount o
data to try to plough through to find out whether it had been
spont aneously reported.

| think you also need an additional term for
suicidal ideation in there, although it mght be conflicting.

The other thing is, did you look at the Valium
data? There was an article in JAVA | guess in about 1976

that was very simlar to what The Anmerican Journal of

Psychiatry reported, that |ooked at devel opnent of suicida

ideation in individuals taking Valiumto see if after that
report there was a w despread change in the anmount of
spont aneous reports of any kind of adverse response.

DR STADEL: | have not done an analysis for this
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manuf acturer or directly fromhealth professionals, mainly
from manufacturers, who thensel ves received themfrom heal th
prof essional s

| did look at what fraction of those comng to us
from the manufacturer cane initially from consuners. | also
| ooked separately at how many consumer reports cane directly
to the agency. The overall patterns that | described to you
are not changed by those considerations and | doubt that
doubl e-reporting of individual cases would nmuch change this.
We do try to reduplicate but those occasionally will get
m ssed, but | do not think it would make a major difference.

DR STANLEY: Do you know what percentage? Is ther
any way to estimate the --

DR STADEL: | do not have a percentage for it. As
| say, | amconfident, in this analysis, where a good dea. of
hands-on review was done, that it would represent quite a
smal | fraction.

DR. DUNNER: If | wunderstood your presentation
correctly, the data-collection systemis not adequate to |et
this commttee cone to conclusions about this inportant issue
based on your sense of reliability of the data?

DR STADEL: | feel that ny primary purpose is to
try to present the data and | et you deci de how you should
interpret it. Il wll say that what | amtrying to point out

is that there are lots of sources of potential error in here,
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so if you do decide to interpret this one way or another, |
woul d urge doing so very carefully, walk carefully on this
path, the cliff is steep

DR. DUNNER: If that is a valid assunption, and 1
think you indicated it is -- you seemto agree with me -- the:
is there a systemthat the FDA should put in place that would
answer this question nore reliably w thout increasing the
federal budget to the extent --

DR. STADEL: That last part is a little difficult.

(Laughter)

W are trying to use other resources which are nore
quantitative and there are a variety of these. However, we
are dealing here with an event which, if there is any causa
event, is clearly of low enough frequency that | do not have
any quantitative prospective data source or other mechani sm
for measuring it at that |evel

You cannot get below an incidence rate of, say,
somewhere between -- on a log scale -- 1 in 1000, 1 in
10,000. You get down to a rate where we do not have
mechani sns for quantitative determnation. O course, if you
have a drug that is w dely enough used, if there were a very
smal | subgroup, it would result in a conparatively |arge
nunber of people over a period of tine, so it becones a very
difficult thing, where, on the one hand, spontaneous reports

m ght be the first place that you would pick sonething up
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and, on the other hand, you have to be very careful of the

noi se-to-signal ratio in these types of data. There are lots

of sources of potential error. | cannot help nuch nore than
t hat .

DR TEMPLE: | wanted to say -- and Bruce can defen
it himself -- | do not think it is a question primarily of th

reliability of the data. Even if every report to us were
perfect and wel |l docunmented and just as good as what you m gh
see in a journal, the problens with these data are that they
are not easy to interpret, because there is not any control
group and the events in question are part of the underlying
disease. That is the single nmost difficult circumstance in
which to review uncontrolled data

It is difficult enough to do that even when the
event is something weird, |ike agranulocytosis, because you
are never quite sure what the spontaneous rate is. \Wen the
event itself is part of the disease, it is the nost difficult
possi bl e circunstance to try to make use of a spontaneous
report. You have to resort to looking at the details of the
case and reach sonme kind of judgnment, but it is very difficu
to be sure.

It is not that the data are of poor quality; it is
that this kind of system does not necessarily do very well in
teasi ng out a drug-induced reaction froma reaction that is

part of the disease itself. It would be like trying to decid
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Take something we want to discuss in today's
commttee, the issue of is there sonething unique about the
phenomenology described by Dr. Teicher. You could never get
that fromthe quality of reports, unless you were very |ucky,
and even if sonebody went out to search our 1639’ s that had
been reported to determne, on the basis of no standard case
definition that those reports met, is exceedingly difficult.

The systems quality is also weak as well as the
inability to use the systemto estimate risk on and off drug.
It has flaws, but it is a useful signal to make you do
scientific experinments.

DR MANN: M question relates to the data that wer
presented, trying to draw some conparison between the
different types of antidepressants in terms of reports of,
say, suicide attenpts. First, it was not clear to ne how you
derived the denom nator, the exposure of the patients to
drugs . You inplied that there were a nunber of indices that
you coul d have alternatively enpl oyed, new prescription rates
total prescriptions, et cetera. | was not clear how you
determ ned your denom nator, as it were, which represented
rel ati ve exposure of patients to the different types of
anti depressants.

Then, when it cones to the nunerator, you did
describe one initial procedure to control for differentia

reporting rates by correcting for global or total nunbers of
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reporting within each individual type of drug. But perhaps
it would be helpful to el aborate upon other options in terns
of the numerator. In other words, what were the rates of
unduplicated suicide attenpts anong the different types of
drugs? How do these data, for exanple, conpare to the data
derived fromthe poison centers consortium or from the DAW
syst enf?

The data that you gather fromthe adverse drug
reports represent what proportion, do you think, of the
national nunbers of suicide attenpts for each drug in questio:
and how do those estimates, once you make them result in a
conpari son of your data with other sources of nunerators for
suicide attenpts?

DR. STADEL: There are quite a few questions in
there, so | will try to skip and junp.

The only rate conparison | presented was a
conpari son of fluoxetine and trazodone, and in those slides
the nunmerator is the nunber of reports that received the
COSTART term regardl ess of whether it received other terns,
only I showed it for the aggregate of the three ternms. The
denom nator is IM5S Arerica data on the nunmber of new and
refilled prescriptions dispensed during that year, total
prescriptions . It is merely an effort to control the nunber
reporting for the volume of prescribing; that is all the rate

IS,
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Conparison of DAWN and the others, | amnot an
expert on poison control systens and poi son reporting systens
and | have not nmade any attenpt to do that. There are a |ot
of differences, including intent, that is, the intent of
reporting of poison is different fromthe intent involved in
reporting a drug overdose. CQur intention here was to try to
give you a picture of what the agency has received, and | hav
made no conparison to systens |ike DAWN, and we woul d be
reluctant to do so, because they are intended for very
di fferent purposes.

| have done it in some other circunstances, and the
conparison is not very helpful nmuch of the tine.

As to percent of incidence that these data
represent, one of the things | said is that I do not know
Underreporting for alnost everything associated wth drugs,
when it has been studied, in those instances where it has bee
studied, is very high. That is, if the coincidence of taking
a drug A and having disease B is at sone rate, only a small
fraction of that, in general, will be reported as an
associ ation between drug A and disease B. That is just
generally true, like underreporting is on the order of 85 to
90 percent in those areas where it has been studied.

Even, for exanple, the one | personally know best
was that in the United Kingdom there was a study of the exter

of reporting of pulnonary enbolismin wonen receiving ora
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contraceptives. At the height of the publicity no nore than
15 percent of the associated cases were reported to the
Conmittee on Safety of Medicines, and that was at the peak of
the publicity thing.

So you are working in an area where small changes i
the reporting fraction would have nore inpact on the reportin
rate than the relationship between the drug and the disease
itself. That is one of the reasons | amtrying to tell you
that these are difficult data to deal with. W cannot ignore
them they sonetines signal inportant things, but they have t
be viewed in that context.

You had a nunber of conponents. | hope that hel ped

DR casper: | also have a clarifying question abou
reporting, especially in relation to overdosage and suicide
When you report those two categories for the tricyclic
anti depressants, how do you report overdosage on your
reporting forn? If it is reported as an overdose and not as
a suicide attenpt, do you categorize this as overdosage but
not a suicide attenpt? If it is reported as a suicide
attenpt and overdosage, would this be reported --

DR STADEL: Asboth. You look at a sanple of thes
reports, and the best way | can give you is actually | ooking
at a sanple. \Wat you see in the overdose is all straight
overdose. The patient took 20 pills, was taken to the

energency room and had his stomach punped out. That nmay have




)

been coded as a suicide attenpt.
consi dered accidental and are not coded as suicide reports.
But that is what they tended to | ook I|ike.
4 This is a point, actually, |I wanted to nention, so
5| | amglad you bring it up. For fluoxetine and for the other
6|| drugs, pretty much all of the things that wound up coded uncle
7| overdose were sinple overdose reports. That is, they did not
8| talk about suicidal ideation, they did not talk about hostile
9|| behavior, they just said the patient took a lot of pills, and
10| either it was considered a suicide attenpt or it was not.
11 The reports where you do see that |anguage occur
12|| either under suicide attenpt or, nost of them-- actually the
13|| hi ghest proportion occur in the category that was coded
14| psychotic depression. | do not know why that is, that is jus
15| how they happened to code the stuff. But what it says, in
16| part, is that a big chunk of the graph that shows the suicide
17|| attenpt, overdose, and psychotic depression, the part in the
18| overdose, a large chunk of that is not dissimlar in
19| fluoxetine and the other drugs. That part kind of drops out
20 if you start to try to ask about the plausibility of the
~ 21| report in terms of whether there was ideation or behavior tha
22|| one mght think was unusual
23 DR CASPER | have a further question, because if
L — 24| you report overdosage with antidepressants, | think we have t
MILLER REPORTING co, n2S|| @ssume that a |large proportion of those overdosages are
507C Street, N.E.
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1| suicide attenpts.

2 DR STADEL: And they are coded as that.
E DR CASPER: Are they coded this way if they are no
4| reported this way?

A large proportion of themare, and

DR STADEL:

they are both reported that way and coded that way.
if they are only reported as

DR. CASPER  But
especially the

overdosages, which mght be true for the past,
someone m ght not have called an overdosage a

¢| early years,
They woul d be called and coded as an

suicide attenpt.
cannot bring to m nd

over dose.
tell you,

DR. STADEL:
t he ones coded as

1:
clearly an imge of what fraction of
went through also had the code suicide

nunber of themdid, but right off the

overdose t hat

A substanti al
cannot give you a sanple.

sui ci de attenpt
because they used anot her

attenpt.

top of ny head |
O cour se,

there are |ots of

1t
under

1(|| things that are not overdoses,
do not know the answer to the exact overlap in
woul d have to go back and | ook it

nmechani sm I

1!

20| that group, | am sorry

criteria did you use to decide

2 up.
What

DR, HELLANDER
You said three-quarters

)

if a report was plausible or not?

pl ausi bl e and one-quarter were.

2
Six people |ooked at the reports that

P — 2| were not
DR STADEL:

MILLER REPORTING CO., INCZ
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were taken. A sanple was taken, about a 10-percent sanple wa

taken fromthe suicide attenmpt, overdose, and psychotic

depression cells for fluoxetine, and a 20-percent sanple was

taken for the other drugs in the overdose category, and then

all of the ones that were just one integer in the cell, all o
those reports were taken.
Six people looked at themand it was really a

judgnent by the individual. This was a very prelimnary kind

of thing. W talked, in the first part of looking at it,

about trying to establish criteria, and in the tine franme tha

was available for preparing this presentation, it was not

feasible. So | had the six people |look at these, and they

| ooked at themas to whether -- now, the types of things

peopl e discussed, of course were did the person have a past

hi story of suicidal behavior, what was the tine course betwee

initiating the drug and the event as it was described, was

t here dechallenge information, that is, the patient stopped

taking the drug and the problem seened to go away, was there

rechallenge (there is, in a few reports)? Those are the kind

of considerations, but there was no formal structure. Thi s

was done in a very prelimnary way sinply to try to sort thos

into two big piles. Those were what the reporter described.

| f you took the description of the reporter at face

value, it was at least, let us say, not inplausible -- it was

reasonabl e as a potential -- whereas there were many of them
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1| where we sinply say we were not given enough infornmation to dcj
2|l anyt hing.
-\ . o : .
S 3 DR LEBER: | think this is a point that came up in

4| internal discussions. W would like to point out sonething

5| Presumably anybody making a report to the spontaneous adverse
6| reporting systembelieves that there is a plausible

7| relationship between the adm nistration of the drug and the

8| appearance of the event. So when a team of people, no natter
9 what their qualifications are, |ook over a series of reports,
10| what they are really looking at is not the plausibility issue,
111 but how well the reporter conveys and nmakes or wites the

| scenario of the causal relationshinp.

13 What | think this team found was that in many cases,
14 even though there is probably a good basis for the reporting

15 in terns of the |ogical sequence, that is, the event occurred
16| after the admnistration of the drug, the circunstances were

17| such that pronoted the reporting that in nost instances the

18 individual making the report did not provide enough i
19| information to substantiate the case in a conpelling way. Anc

20 in instances when they did, everyone said, yes, that is a

—\ 21| plausible case, because they provided it.
o 22 It is really nore of an index of how well people
23| wite than whether or not they are correct in ternms of their
Y e — 24| causal assunption.
wug REPORTING co, wed 5 DR STADEL: That is generally true and, | think, a

507 C Street, N.E.
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good clarification. The only additional coment is there are
some where it is fairly extensively described and you do not
think it is very plausible. That is, there are sonme |ike
that, where there is so nmuch else, the patient was on six
different drugs and he tried to kill hinself five times in the
| ast eight years, there were so many things involved that evei
if the tine sequence was all right, and so on, you were
reluctant to do nuch.

DR LIEBERMAN: As a followup to Dr. Teicher's
question about spontaneous reporting system behavior, althougl
Valium may have been too far away to be conparable in terns o:
an increase following publicity, if I recall correctly from
t he Halcion nmeeting follow ng publication of articles in the
| ay press, there was an increase in report of the adverse
I nci dence that occurred.

DR. STADEL: That was possible to do over a |onger
period of time; however, before some of the publications and
there were other aspects of the analysis which were easier to
conduct . | would have to go back to the exact tine frane.

The first year of marketing for the two drugs conpared there,
triazolam and clonazepam, Were nuch closer together, which is
generally better in terms of those kinds of conparisons, and
the first part of that was before a lot of the publicity
events .

In the latter part, in fact, you can see sone




Torsm

J

"
»

[

)

FN — 2¢

MILLER REPORTING co., mo?!
507 C Street, N.E.

Washington, D.C. 20002

(202) 546-6666

166

changes in the reporting rates in that, in the bottom part of
the tables, which are consistent wth an inpact of publicity
on reporting. The early part of the conparisons was before s
much of that, so we had a little nore confidence in it. Here
the large increase in reporting comes one quarter after
publication of Dr. Teicher's article.

| want to say that does not nmean that the increase
in reporting could not be -- that does not tell you whether
t hose cases were or were not related to the drug causally; it
simply tells you that the nunber reported went way up. It
does ‘tell you that there appears to have been a publicity
dynam c involved and you have got to think about that in
I nterpreting.

DR REGIER: To conpare the reports fromthis syste
wi th other potential systens where we can | ook at rates of
sui cidal behavior, it is obviously helpful to have a clear
numerator and a clear denominator. In order to do that, if w
assume that the three behaviors, the suicide attenpt, the
O.D., and the psychotic depression all could potentially cove
the range of suicidal activities, we would be tal king about
800 events.

The question is, over what time period can we place
these events? Can we place them for exanple, say, 500 of th
800, over a single 12-nonth tine period, so that we woul d be

able to then estimte the nunber of people on Prozac during
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that sanme 12-nmonth tine period and be able to get sone kind o
rate agai nst which we could conpare ratesin clinical studies
or epidemiological studies?

DR STADEL: That is a very useful observation. In
fact, we have used that approach in some other areas,
basically trying to conpare the nunber of reports observed to
sonme expected val ue conputed out of other data resources.
Here | can tell you that the 880 unduplicated events occurred
for fluoxetine between the initial marketing and July of 1991
That is when they occurred, that is when the analysis is
confined to.

However, if you look at the curve for those three
events, you find that nobst of themoccurred later than that,
that they occurred between the second quarter of 1990 and Jul
of 1991. That is where the bulk of those three events
occurred, because that was the large increase in the rate of
reporting. So both the rate of reporting went up and the
denom nat or of usage was going up, so that neans the absolute
N was way off on the right of the curve, so they are clustere
t here.

The problemw th doing what you are suggesting here
Is that you see the nunber of reports received and you cal
that your observed value. You conpute an expected val ue and
then you have to decide what you consider to be the plausible

underreporting fraction. And when you have all these dynamic
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going on with publicity, that gets hard, because, you see, yo
have got to conpare the observed number to the number expectec
after correcting the nunber of expected for the expected
frequency at which incidence would be reported, the reporting
fraction.

That reporting fraction, under these highly volatile
reporting circunmstances, is very difficult to estimte.

DR REGER | wunderstand the difficulties wth the
systemand that it is really an early warning system that has
its own unique place, it is not a well-sanpled popul ation, anc
there are all those limtations. But in order to get the
maxi mum val ue out of it, | think it would be useful to have
even the last 12 nonths’ experience instead of just a
cumul ative experience. If we had exactly what the best
estimate would be for the maxi mum nunber of reports that coulc
be suicide in a 12-nonth period of time, then we can ask El
Lilly how many patients were on the drug in that period of
time, or we could ask the prescription source how many
patients, on average, are there per prescription, so we had
some denom nator that was useful for comparing, for exanple,
with clinical trials, where they are now asking specifically,
followng Dr. Teicher's publication, how many have suicidal
i deation out of that popul ation, and we al so have
epidemiological data on the nunber of people in the general

popul ation who report suicidal ideation and suicide attenpts.
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1 DR STADEL: | agree with you that the approach is
a 2| a valuable one. | wanted to nention all the disclainers, but
2 3| | agree with you and, in fact, | think we should do some of
4 || our future work along those Iines.
5 DR CASEY: Dr. Stadel, nay | ask you a question?
6| You have listed a lot of limtations of the information. You
7| told us it is a signal system Is there a signal here?
8 DR sTADEL: The conputer systemis called Oacle.
9 (Laughter)
10 | would have to say that is a matter of persona
11|| opinion. | see ny primary job here today as trying to report
N\ 12 || the information to the people you are soliciting opinions
13| from | can give you mne, but with those caveats as to what
141 1 viewny role here as, as | amtrying to put in the hands of
15| the advisory commttee information so they can deci de whet her
16 | they think there is a signal, so | have a certain reluctance
17 || to discuss ny personal view of it, unless you make it
18| irresistible.
19 (Laughter)
20 DR. TEMPLE:  Sure, it is a signal. There are a |ot
P 21| of reports and some of themlook |ike they are not
22 || inplausible. The question is, what next?
23 DR CASEY: But would you stay around for the next
E — 24| few hours, so that if any other questions cone up fromthe
!#gﬁ%ﬁﬁm o, né3|| commttee nenbers, you will Dbe available to us?
567 C'Stieet, NE.
Washington, D.C. 20002
(202) 546-6666
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DR. STADEL: Surely, I wll.

DR LEBER. | think it is inportant to recognize
that it was recognized as a signal early on. This all was
recogni zed as a signal early on and was one of the factors
that led us to ask the sponsor to initiate a number of
conpari sons, which they are going to be presenting today,
because those conparisons allow us to | ook at depressed
patients comng fromthe sane pools or sanples exposed to
fluoxetine, exposed to placebo, and exposed to conparative

drugs.

DR CASEY: | thank the nenbers of the FDA for thei
t houghtful and concise presentations. They wll obviously be
avai l able for further input as we discuss |ater on.

W will now nove to sone outside-the-agency
present ati ons. The next one will be by Dr. WIIliam Potter
who is Chief of the Section of Cinical Pharmacol ogy, and wl|
speak on behal f of ADAMHA-NIMH.

NIMH PRESENTATI ON: STATEMENT ON BEHALF OF ADAMHA-NIMH

DR. POTTER. It is a pleasure to be invited here and
t hanks to our colleagues at the FDA. Dr. Goodwi n, the
adm ni strator of ADAMHA, asked ne to briefly address a few
maj or policy issues, which is the broad question of whether 01
not there is sufficient evidence that certain antidepressant
drugs increase suicidal behavior -- mght have in terns of an

i npact on our broader mssion goals, specifically that of the
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National Institute of Mental Health, which falls under ADAVHA

(Slide)

From t he ADAVMHA point of view, what we are
confronted with is an enornmously inmportant public health
problem we are dealing with an extrenely highly preval ent
il ness which nowis estimated to affect 11.6 mllion adult
Americans, 5.8 percent of the population. This illness has a
very high norbidity, in sone estimates, as | will show you,
next to that of cardiovascular disease in this country.

This illness is highly lethal in untreated patients
Comparing on the subgroup of patients, it can vary from maybe
10 percent up to nore than 20 percent in bipolar disorder, an
we know -- and certainly one of the major tasks of ADAVHA ove
the last 20 years has been to fund much of the research --
that there are highly effective treatments avail able.

But when we | ook at our epidemologic data, and Dr.
Regier, who is here on the conmttee, can address this nore
specifically, we see an exceedingly |ow proportion of
depressed patients actually seek treatnent.

| just want to briefly highlight each of these
points, to put what you are hearing today in the context of
the overall national picture of a public health need.

(Slide)

First of all, fromthe Rand study, only heart

di sease is associated with nmore bed days than depression. Sc
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here we have an estimate, a factor of two bed days per nonth
for heart disease. The next is depression, with chronic |ung
di sease and things |ike diabetes follow ng nuch |ower. So
this is a very serious disease in ternms of norbidity. There
are other ways of estimating cost and | oss of man hours of
work and so on, but this is a very dramatic way just to see or
a very clear, sinple level what a serious illness we are
dealing wth.

(Slide)

In terns of affective disorders, it has to do with
the proportion of people making suicide attenpts with these
three diagnoses that fall under the depressive category:
maj or depression, dysthymia, and the mania bipol ar disorder.
As you can see, the rates per 100 for suicide attenpts of one
form or another are enormously greater in najor depression
dysthymia, and bi pol ar disorder. In the red you see the rates
in control populations, matched for age, sex, and so on.

It is quite clear that a diagnosis in the affective
or depressive disorder spectrumenornously increases the rate
of suicide, particularly if untreated.

(Slide)

| f you | ook at conpleted suicides, these are data
gathered froma nunber of studies, what you will see is that
the disorder in terns of diagnosis which is nost associ ated

wth suicide is, not surprisingly, affective disorder. Here
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are sone others: alcoholism schizophrenia, and so on. The
point is, again, we have a core disorder and the natura
course of the illness, untreated, is to progress in an
alarmng proportion of the population to suicide.

(Slide)

You have heard sone al ready of the discussion, and
you Wi || probably hear nore, about whether or not, in this on
case, this drug fluoxetine IS causing suicidal behavior. As
a Public Health Service agency, we have had to ask oursel ves
the question, is there a sufficient signal here for us to be
alarmed? (Qobviously,if we are advocating pharmacol ogic
treatments of depression and one of our treatments is actuall
causing an adverse event as serious as suicide, we would have
to change our whole view.

What we did is, before this nmeeting and over the
precedi ng nonths, we tried this |last week to pull together th
informati on that was avail able on what the odds or the
probability that this drug m ght be really causing suicide
is. This is the way we |ooked at it, because we felt whad
to look at the question.

These are the data provided by Lilly. There were
about 3 mllion people over the last three years, perhaps, in
this country on fluoxetine. W have taken an estimate that
two-thirds of them m ght have nmet diagnosis for depression.

The data are not broken down that way, but that seens a
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reasonabl e assunpti on.

Usi ng the ECA data, which, again, Dr. Regier could
address nore specifically, that we have fromthe Nationa
Institute of Mental Health, we find a 3.65-percent |ikelihood
of preval ence per year of people attenpting suicide. If you
take the multiplier, then, out of these 2 mllion with
depression treated with the drug, you woul d expect about
73,000 to nake a suicide attenpt.

Agai n, you just heard sone discussion about where
t hese nunbers cone from but we took an estimate fromthe
reporting data from the FDA, that maybe for a one-year period
you woul d get about 500 reports. So these 500 reports, as a
percent age of the expected occurrences, is only 0.7 percent

it is less than 1 percent. Cbviously, there nust be
underreporting and we do not take these data to say that

fluoxetine, or any other antidepressant drug, is that

effective.

(Slide)

But the evidence is way in the direction -- | wll
summarize this in a pie chart -- way in the direction of the

drug being preventive for suicidal behavior, not inducing it,
on a population basis. As a Public Health Service agency, we
are interested in treating the population

[f you want to look at this, again, take this whole

pie as being around 3 mllion people, with a couple of million
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1y (in blue) being those treated for depression, maybe with
o a 2 || fluoxetine, we would have expected (in the yellow) this many
) 55} 3| suicide attenpts. This little tiny red line is a sliver of
o 4| the so-far reported suicide attenpts on this drug.
5 So fromthe Apawa point of view, we have not been
6| presented with evidence to cause alarmthat this
7| antidepressant, or any other antidepressant, is contributing
8| that much to suicidal behavior. To the contrary, the past an
9 || the present data go in the opposite direction
10 (Slide)
11 W& have another major concern, and that is that
~ 12 || al though there are effective treatnents for depression, takin
13 | anti depressants is very unpopul ar anong pati ents who have the
14| illness. This is sinply a sort of self-preference-of-the-

15| public graph. The way to read this is, here, below the line,

16 | you ask people, “Wuld you rather take the drug, take a pill,

17| for your condition?” The blue line nmeans, “1’'d rather live

18| with it until it passes. “ Above the line, “l’'d rather take
19 || medication. *
20 Headache? Most people would prefer to take
\ 21| medication. For colds, upset stomach, and by the time to
22 || backaches, people will say, "well, maybe | shouldn’'t take a
23| nedicine, nmaybe | should just wait until it passes. “ But loc
L — 24| at depression over here, only 12 percent of people, when
miLLER ReporTING co, w5 || asked,  “If you had depression, would you rather try to take a
507C Street, N.E.

Washington, D .C. 20002
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medi cation for it or would you rather live with the illness
until it passes?” So this is the current public attitude
that people do not think they should take nedicines. They
think it is sort of inmoral, or sonmething like that, so they
are not getting the treatnent that they need.
This is the consequence of the stigmatization of
mental illness, in this particular instance of depression.
(Slide)
A recent quote fromthe author WIlliam Styron,
think, is particularly relevant at this point. He says, "Most
people survive depression, which may be its only blessing, but
to the tragic legion who are conpelled to destroy thenselves,
t here shoul d be no nore reproof attached than to the victins

of termnal cancer. And yet we bl ame people in our society
for having depression, we criticize suicidal behavior, and so
on, when what we should be doing is finding ways to encourage
people to seek the effective treatnents that are out there.

(Slide)

In summary, to nake the core point, from our point
of view, fromthe ADAMHA-NIMH point of view, the current state
of the union is that we have an extrenely prevalent illness
affecting over 10 mllion people which has very high morbidit;
(next to cardiovascul ar disease), which is highly |ethal

untreated, and for which there are highly effective treatnent:

available, and only a |low proportion of depressed patients are
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seeking treatnent, and in that context we feel that until
there is far, far nore substantial evidence that

anti depressant drugs are causing suicidal behavior and are
maki ng our patients worse, we take the position that instead
of trying to withhold these drugs, there should be nuch nore
aggressive effort to make them even nore wi dely avail able and
given to the appropriate patients.

Thank you for your tine.

DR CASEY: Thank you very nuch, Bill. I wll have
the conmttee ask you a few questions that are related to
clarifying your presentation but not yet to go into the large
nunber of theoretical or scientific issues, because we have s
many other people to present.

DR HAMER: Back on the slide you had in which you
showed approximately 2 million prescriptions and approximately
73,000 expected attenpted suicides and approxi mately 500
reported, if that population had been a nondi agnosed, nor nal
popul ation of 2 mllion people, what would the expected numbe:
of suicides in that population be?

DR POTTER It was on the earlier slide -- | would
have to doubl e-check the actual number. Mybe Dr. Regier
knows it off the top of his head.

DR REGIER: It is less than 1 percent.

DR POTTER  About the same, actually.

DR REG ER ©No, it isconsiderably |ess.
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DR POITER It was 0.7 percent we estimated here.

DR REGER  No, that was 0.7 percent of the 3.65
percent.

DR HAMER: Qut of 2 mllion randonly selected
people in the United States, what percentage of them can we
expect to commt suicide or attenpt suicide in a year?

DR REGER  The lifetine preval ence reported in the
ECA was 1 percent of the entire popul ation woul d have a
lifetime suicide attenpt report. The one-year report is a
fraction of that.

DR TEICHER: The analysis that you did hinges very
critically on that 3.65 percent nunber, which in ny review of
all the other literature on incidence of suicide supports
nowhere near a 3.65 percent number. Al the other studies
have data that are in the 3 per 1000, not 3 per 100.

DR POITER No, no, these are people diagnosed witt
depr essi on.

DR TEICHER: For people diagnosed with depression
it is 3 per 1000, not 3 per 100.

DR POTTER  That is suicide attenpts, not conplete{

sui ci des.

DR TEICHER: This is attenpts?

DR POTTER  That is correct.

DR TEICHER  The data are 3 per 1000, not 3 per
100, in a massive amount of other literature. | do not think
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that nunber is correct. It does not jibe even with the 15-
percent lifetine for untreated depression if you are having
3.65 percent per year. | do not think that is an accurate
nunber.

DR. POTTER: Dr. Teicher, that is, | think, one
reason why Dr. Regier is here on the commttee

DR TEICHER: W can start citing studies, if you
want to go over each one that has different nunbers, but that
Is a very inportant point that really needs to be | ooked at
very carefully.

DR. POTTER. Again, ny role is not really to discuss
the content of these specific epidemologic studies. Dr.
Regier IS on the conmmttee and will be here all afternoon. He
was the director of those studies.

However, just fromthe logic of it, | would point
out to you, even if you want to nmultiply by 10, the reported
incidence is still less than 10 percent, even if you wanted tc
take that number. Qur point is that on the current data
avai | abl e, however you juggle the nunbers -- and | understand
there is going to be considerable debate over the best way to
come up with estinmates here -- however you juggle the numbers,
the signal is extraordinarily small conpared to the other
signal of norbidity and nortality that we observe.

DR. LEBER 1 want to ask a clarifying question.

Dr. Teicher, you said there were many studies. \Wat kind?
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Are they epidem ol ogic studies,

They range from a variety of studies.
for the large-

referring to?
DR TEI CHER:

D

)

10

per 1000, 15 per

11

12
DR TEl CHER
physician use in the general

13

14
15 || not

| ooked at

16

I
18

19
20
21
22
23
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the maprotiline data --
DR LEBER |
epi dem ol ogi ¢ study would not ordinarily be using a drug.

Perhaps you are talking to large-scale multicenter trials that

| arge-scale trials
DR LEBER

17| See, think part
estimates fromdifferent sources and it

cat chnent
24| adult,
i s standardi zed, then, to the age-sex-race characteristics of

| presune,

look at the data,

If yOQU | ook at -- first,
amtriptyline was used, you have instances where you have 11

1000 for suicide attenpts.

ama little

No,

woul d have very w dely varying estinators,
speci fying what the source precisely is.
year come from what?

percent of suicide attenpt
That

which is a sanple of 20,000 representatives,

and it

DR REG ER
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that you nust be

say,

scal e epidemiological study where manserin was used, where
[f you | ook at

confused. An

you conducted over short intervals of tine.
these are studies where they have

popul ati on.

So they are actually sanpling what?

per

They are

peopl e derive

comes from the epidem ol ogic

of the argunent here is that
I's consistent that you
because you are not

The rates of 3.65

ar ea,
both institutionalized and community residents,
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the U S.

her e?

for
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i mportant topic.
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I's he

Fawcett’'s data?

adul t popul ati on.
DR TEICHER:  Wat about Dr.
DR CASEY: Could we save part of this discussion
later on? We will cone back to it, because it is an
| want to give everyone a chance to ask Dr.
just wanted to note that those wa

I
presented on the undertreatnen

questions.
DR HELLANDER
but perhaps the quote by Styron was not so wel

very interesting data you just
consi dering that he has considered his suicidality to
back surgery

of depression,
have been induced by Halcion and wote about it in Darkness

He now wites and speaks about th

concl uded t ha

t

11 || chosen,
12
13| Visible and was rechallenged W th Halcion after
14 || and became suicidal again.
15 || dangers of Halcion, and in one recent editoria
16 | he avoi ds Halcion as if it is cyanide. Anyway, | just wanted
17| to say that that naybe was not the best choice.
18 DR POITER | thank you for the comment, because i
19| one is interested in packaging the best sales pitch, | agree
20| with you, one would like to line up testinmonials from
P 21| witnesses and all, but the point that Styron nmakes -- and
22| Styron is not an expert on pharnmacol ogy, so do not ask M.
23|| Styron to be an expert on pharnacology -- he is, however,
N\ — 24| soneone who expressed very well the question of stigma and ha
become a major spokesperson for that. And that is a very

MILLER REPORTING CO., |N2.5

507 C Street, N.E.

Washington, D.C. 20002
(202) >46-6666
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I mportant issue.

W do not ask our depressed patients, we do not ask
our cancer patients, we do not ask our heart disease patients
to be the critics of the drugs they take and their best
treatments per se, but we do ask themto speak to the nmgjor
i ssues, and M. Styron has done that.

DR. CASPER: | was intrigued by your slide about the
public’s interest to take nedication or not to take
medi cat i on. | am wondering how you derived the data for your
col um on depression, because nobst everyone has had a
headache, but very few people know what a depression is |ike,
what we could call, currently, diagnostically, a nmajor
depressive disorder is like.

Therefore, | think it would be very difficult to
make a judgnent about their wllingness to take medication fo:
it. | think we should be very careful about asking whether
patients who m ght feel depressed would be willing to take

medi cation, and | think we should be very careful to advocate

taki ng nedication for feelings of depression. | do not
believe you wanted to transmt that nessage -- | hope.
DR POITER  No. Thank you very nuch. | think the

clarification is extraordinarily well taken. CQbviously, when
you do a survey like this, people who have had experience of
headache will know what we are talking about. A [ot of peopl

wi || never experience a severe syndromal depression or
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1 || mel ancholic depression and really wll not know what you are
B 2 || asking about, so your point is well taken.
— 3 Agai n, though, these graphs are to dramatize the
4| problemw th which we have been confronted, that the people
5| who really do have severe syndromal depression are not seeking
6| treatnent at the |level which one woul d expect, given the
7| efficacy of known treatnents.
8 DR. CASEY: Bill, you comrented from the data that
9| there are 500 reports of attenpted suicide over an estinmated
10 || --
11 DR POITER. On an annual basis there were 800-and-
2 12 | sonething cases. You have just been having this discussion,
13| actually, a few mnutes ago, and it goes back and forth with
14| how you do those numbers.
15 DR. CASEY: Gven those nunbers, is it possible to
16 | detect a signal from that information one way or the other
17 | about whether fluoxetine, or any other drug, is having an
18| effect, since we are getting less than 1 percent of the
19| information? You said perhaps the drugs are having an
20| intended anti-suicidal effect, and I wonder if the information
™\ 21| is clear enough there, or strong enough, to allow us to say
22 || one way or another what they nean?
23 DR. POTTER: | have heard only a little of the
:—-‘s — 24| discussion this nmorning, but the analysis is not at the |evel
wmiLLer rReporTiNG co, w5 || Of scientific data that would allow us to draw a scientific
;3::1‘::; . Db.I'cE.A 20002

(202) >46.6666
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certainly is not of the scientific |evel
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WO I i

i ed,

is not there.
DR TEMPLE

t

11
12
13

)

rsm

conclusion of a preventive or
us that there is a problemin the other direction
what we were | ooking at the data to ascertain was should we be

and what we are trying to say is,
us to worry that we have a new dangerous probl em on our hands

herapy, is that right?
DR POTTER:  No,

Lilly was that about
been on fluoxetine.
so this is the cunmulative three-year exposure of

woul d have had depression,

protective effect.
that woul d suggest tc

Bill, if |

mllion people as a sort of estimate of patient years of

the signa

under stand you,

W guessed that naybe two-thirds of them
and this is over a three-year

184

it

But
Real | y,

here for

you took 2

the data available to us from Eli
3 mllion people in the United States hac

whet her they

one

14
15 || peri od,
16 || everybody who has had a prescription witten,
17 || actually took it or not, whether they had it for one day,
18 || week, or a year. That is what that is.
19 DR TEMPLE: | guess | would think that to make an
20| estimate of how many expected suicides there would be, you
21| woul d need sone kind of estimate of patient years of therapy
22| to apply your rate per year to.
23 DR. POITER: That is quite correct.
B - 24 DR TEMPLE: Mnd you, | think that would be
difficult.

MILLER REPORTING CO., INZS
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DR. POTTER: Exactly, and we have had hours of these
2 || debates internally already. You are obviously going to have
3| hours nore. Again, if someone wi shes to do an el aborate
4 || mat hemati cal nodel about what the various potential estimtes
5| would be, that would be fine. But, again, in any way that
6 | anybody has | ooked at these data that we know, and we have
7| asked many people, nmany experts who are statistical and
8 | epidemi ol ogic experts, there is not a sufficient signal. That
91 is what we are saying.
10 We agree the data are not great quality data
11 DR. TEMPLE: W have ways, and people here m ght
12| talk to you about it, of estinmating the average duration of
13| therapy associated with prescriptions.
14 DR POTTER  Actually, | think Dr. Regier made somne
15| attenpts to gather this information. Apparently, it was not
16 | available on short noti ce.
17 DR TEMPLE: |t vain-t" great, either, but it is
18 || sonet hi ng.
19 As a comment on what Dr. Casey was saying, if | heas
20| the thrust of this, what you are, in part, responding to is
P 21| what we have been told by a | ot of people, which is, |ook at
22| how many there are. Five hundred people. Doesn’t that make
23| any difference to you? What you are saying is that in the
= — 24| ordinary course of people’'s lives who have severe depression,
miLLER ReporTING co, w5 || @ much | arger nunber of suicide attenpts can be anticipated
wistingon .. 202

(202) >46-6666
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fraction of

The nunber that has been reported is a very snal
Actual |y,

what ever way you slice the nunbers and
that figure still seenms to be true.
I

Dr. Tenple.
t hi nk nost of

t hat .
| nust say,
however you correct it,
DR. POTTER  Thank you
6 do sonething that the other speaker was not willing to
I personalize this a little bit, and |

the clinicians around the table who treat a | ot of depressed

t 0o. of the few hundred depressed

will
do. wi | |
Qut
enough to be aware of their

patients mght do that,
10 | patients that | have known well
11| treatment in ny lifetime, | would say five or six have
so a higher percentage than the report.
Those are aggressively treated patients, being treated at
research centers by expert clinicians and everything el se
I's not surprising to
representative, but

12 || committed suicide,
SO it

£
13
14
15
16

Peopl e do commt suicide on this,
me, as a clinician -- not as a governnent
| wanted to raise one other caveat
do not believe that the

17

18 | sui ci des.
19 DR. SCHOOLER
20 That is that

as a clinician -- that there are this many suicide attenpts 01
I

with your
dividing into

pie chart.
system that was described allows the discrimnation of

You are correct.
essentially,

21
di agnosi s.
DR. POITER
So that,
represents the diagnosis is not

22

23

24 DR, SCHOOLER:
the smal |l er nunber that

)

Ea
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1| precisely fair.
B 2 DR. POTTER  That is quite correct.
3| very useful -- the agency would like it very much if the
4 | pharmaceutical industry would take on the burden of sonehow

51 tracking the actual diagnoses for which people prescribe
6| drugs, but ny guess is that would be a very expensive process.

7 DR. MONTGOMERY: A small point. found that

8 || presentation very interesting and take the point that you make

9| that there is no signal in a worrying direction,
10| is very simlar to the statement that was nmade by the previous
11| speakers.
L 12 || this circunstance,
13| with placebo and conpare the data to get
15 Absol ut el y.
16
17| us -- you did not quite do this,
18 || to nove one step further --
191 it, there is, in fact,
20
—~ 21| this drug fluoxetine affects a neurotransmtter
22 || serotonin,
23
= — 24| so, if anything,
miLLEr reporTinG co, @5 || from a theoretical
507 C Street, N.E.
Washington, D.C. 20002

(202) 546-6666

| just wanted to say that it really would seem
better to turn to the controlled studies
message

14 || across.
DR POTTER:
since Dr. Montgonery raised sonmething about what should al ert
wint ake the

data suggesting that a [ ow anmobunt of a serotonin netabolize ir

It would be

Preci sely.

wi t hout

a substanti al

187

whi ch | think

in
that full
Actual |y,

| i cense

but
going into the science of

body of highly replicate

call ed

IS supposed to be associate

the | ow amount of that
I f you wanted to work

wWith nore impulsivity, aggressivity, suicidality, and so on,

this class of drugs,

this class of

I f anything,

perspecti ve,
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drugs shoul d be better anti-suicidal agents, given where our
bi ol ogi cal science is today.

That is another factor, which is very conplex to
explain, but I wll nmention it, too, that enters into our
t hi nki ng.

DR CASEY: Thank you very nuch. W appreciate you

Next we w |l nove to the phase where we offer the
opportunity to the pharnmaceutical industry to make
presentations, and nenbers of the Eli Lilly Conpany cane
forward, so we will hear fromthem The first speaker will 1
Dr. Robert Zzerby.

PHARMACEUTI CAL COVPANY PRESENTATI ONS
ELI LILLY AND COVPANY: | NTRODUCTI ON

DR ZERBY: Dr. Casey, Dr. Tenple, Dr. Leber, Dr.
Laughren, and nenbers and guests of the commttee: Eli Lilly
and Conpany appreciates the opportunity to present our data
today for thorough scientific review and analysis of the fact
surrounding the topic of suicidality and depression.

This advisory conmttee is an appropriate forum for
such a discussion. Had the well-intended anecdotal reports
been allowed to undergo the usual scrutiny in the scientific
community without the attendant lay publicity, a clear
consensus woul d have energed, w thout creating unwarranted

fear in the mnds of depressed patients and their famlies.
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Consistent with this view that scientific questions
shoul d be addressed by scientists, we have submtted our data
for publication in peer-reviewed journals. The first of thes
papers, that describing a meta-analysis of our large U S.

clinical trial data base, just appeared in The British Mdics

Jour nal . Ohers will follow soon.

In addition, we are continuing to study the probler
of suicidality and depression. In collaboration with the rFpa
and outside consultants, we have just initiated a study which
w || better characterize patients in whom suicidal ideation
emerges during various fornms of treatnent.

Qur presentation today will be made by three
speakers. First, Dr. Jan Fawcett, Professor and Chair,
Department of Psychiatry, Rush Presbyterian Saint Luke's
Medi cal Center, is one of the world s experts in the area of
suicide and violence. Dr. Fawett will review the associatic
of suicide and depression.

Next, Dr. Charles Nemeroff, Professor and Chair,
Departnent of Psychiatry, Enory University, will reviewthe
available literature on the enmergence of suicidality during
treatnent of depression. Dr. Nemeroff has published
extensively in the area of affective disorders.

Last, Dr. Gary Tollefson, Executive Director, Lilly
Research Laboratories, wll review the Lilly data.

W will make the followng points in this series of
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presentations: ne, suicidality is part of the disease of
depression and the greatest risk of suicidality occurs when
the disease is undertreated.

Two, there is no consistent pattern among anecdota
reports and postnarketing adverse event reporting of suicide
and violence. Furthernore, these are not unique to any
specific product. They do not provide adequate scientific
evi dence of a causal association between suicide or violence
and any specific form of antidepressant therapy.

Three, fluoxetine iS especially valuable in the
treatment of suicidal patients because of its safety record ir
over dose.

Four, epidemologic data and controlled clinica
trials have not denonstrated induction of suicidality due to
treatment. To the contrary: Antidepressants are shown to be
effective in lowering suicidal ideation

Five, the labeling of antidepressants already
accurately represents the state of know edge and appropriateljy
warns of the risk of suicide in depression.

Finally, specul ative |abeling changes based solely
on anecdotal data will be distorted by special interest groups
and create unnecessary barriers to treatnent.

Dr. Fawcett?

'HE RELATI ONSHI P BETWEEN DEPRESSI ON, SUICIDALITY, AND TREATMEN
DR. FAWCETT: Thank you, Dr. 3Zerby.
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(Slide)

| am happy to be here to contribute to today’s
di scussi on and because | am bringing you coals to Newcastl e,
as it were, delivering a nessage to you that has been
delivered repeatedly by previous speakers, | wll try to do it
rapidly.

| am here to bring you four major points. The first
Is one that has been echoed and re-echoed, and that is
suicide, a very tragic and preventable occurrence, is inherent
to the disease of depression.

Secondly, the treatment of depression, especially
the primary affective disorders, can prevent suicide.

Thirdly, the failure to have access to treatnent, tc
proper diagnosis, or effective treatnent can increase suicide
rates in depression.

Lastly, even with today' s antidepressant treatnments
that we have devel oped and even with the progress that we have
made, there are substantial nunbers of patients who wll
still, wunfortunately, suicide and not respond to treatnent,
and may suicide with treatment.

(Slide)

The preval ence of depression in the U S. popul ation
and its norbidity have already been discussed by Dr. Potter
-- with much nicer slides, I mght add -- showing the

tremendous effects on productivity conpared to other nedica
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1| illnesses,
2 (Slide)
7 : . .
3 The fact that depression |leads to suicide in the
4 || Guze and Robins review of over
51| percent lifetine suicide rate has also been discussed.
been nmentioned so far with regard to this is the fact

has not

that i
of death from suicide in these studies,
wer e published before the introduction of any anti depressant

as in the Rand study.

15 studies leads to a 15-
\What

nthe first two to three years of followup the percent
in the 11 studies that

deat hs were
falling tc

showed 60 to 70 percent of al
wth a

as ha:

9
10 || drugs, before 1960,
11| related to suicide in the first two to three years,
L 12 || about 50 percent in three to eight years of follow up,
13 || pl aning out of the asynptote of that curve, out to 20 years,
14 || at around 15 percent of deaths.
15 | think that if you contrast that wth our
16 || col | aborative study, data fromthe NIMH col | aborative study,
17 || where we have a 10-year follow up, our 10-year rate of suicide
18 || compared to, let us say, Loker’s study, which showed rates of
19| 7 or 8 percent (we are not talking about percent of deaths
20| now, we are talking about percent of the sanple) commtting
—\ 21| suicide, we have a 3.5 percent rate of suicide at 10 years
22| followup so far.
23 The representation of depression in suicides,
S — 24| already been attested to, is very highly associated wth
depr essi on.

MILLER REPORTING CO., |N25

507 C Street, N.E.
Washington, D.C. 20002
(202) 546-6666




193

(Slide)
We have also reviewed the data on the epidemologic

catchment area data base, it has been thoroughly discussed.

W know that there is a certain lifetine preval ence of suicide
attenpts in an untreated community popul ati on and t hat

psychiatric diagnoses are the strongest risk factor

especially depression.
(Slide)

Sui cidal ideation and acts or behaviors, of course,

10 | are synptons of depression. This is one of the reasons we se¢

11 || suicide during antidepressant treatnent, of course, and this

'1'

12 || has been repeated over and over, again, today. | wll not

13 || push it any further.

14 (Sl de)

15 The current status of antidepressant therapy is an

16 || i nportant point here. Inadequate care resulting froma |ack

17 || of understanding or m sunderstandi ng of depression is

18 || expensive and many of these people are undertreated or have nc

19| access to treatnent. | would like to nmention two fresh data

20 || sets, one froma study of adol escent suicide, by Dr. David

21| A arke, an NIMH-funded study in Chicago, in the three-county

22| area around cChicagoland, where he has followed up and

23| interviewed the famlies and friends of 86 adol escent

m),

24 || suici des. Thus far, nmedi cation treatnent

the antidepressant

~wiLen ReporTING co, w25 || rate in those 86 suicides is 7 percent. Thirty-three percent
507 C Street, N.E.
Washington, D.C. 20002
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sui ci des (over 65),

receiving antidepressant

t r eat ment
undertreat nent

of the suicides had been in nental
time of their suicide, and only 7 percent were receiving any

10 percent we

About

sant drugs.

psychoactive drugs at the tinme of their suicide.
| n anot her study in our suicide prevention research

center by Dr. Carke in geriatric suicide,
ese patients were
had ever

only 5 percent of th

treat nent. Ol

had psychiatric treatnent,
peopl e had seen a doctor within one week of suicide.
W have a tragically |low incidence of treatnent with

anti depressant nmnedi cati ons,
I's causing the suicide; quite the reverse,

(Sli de)

In our controlled study,

five university centers,
to five years and 34 suicides by the time of our 10-year

a final rate that

fol | ow up,

year of study entrance. dinic

comparingthesuicides wWith all

Washington, D .C. 20002
‘ (202) 546-6666

not an indication that the
t hat

194

health treatnent at the

re receiving any

in 56 geriatric

y 13 percent

even though 40 percent of these

I's obviously causing suicide.

the collaborative study,

anot her NIMH-funded study which gave us a prospective follow-

up of 954 patients with major affective disorder collected in
we saw 25 suicides in the first four

gave you.

a
t he nonsui ci des,

for
Thirty-two percent of those suicides occurred in the

six nonths after study entrance and 52 percent after the first
predi ctors of suicide,

i ncl ude hi gh
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hopel essness scores,

cycling within an episode in those patients with bipolar

and al so doubl e abuse, abuse of al coho

i ncreased the rate of suicide long termby 10

and not having a child under 18 al so
t hi nk havi ng

illness,

ot her drug,
times in this sanple,

18 may bias toward

chil dren under
(Laughter)

8
9 (Slide)
O her

| ength

11
12 | They include severity,
12 || attenpts,
14
15 || hopel essness
1¢
17| high predictor of suicide.
1¢ (Slide)
1¢
2( | the so-called roll-back phenonmenon,
m 21| inmportant and known to clinicians
2:
2:
N — 2¢|| their hopel essness
that tinme.
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| oss of pleasure and interest

bi ased toward suicide, even though sonetines |

risk factors associated with suicidality have

10
been ‘reported in the literature.
concom tant psychotic ideation (which also turned u
and

in our collaborative study,
Beck has al so done prospective studies,

whi ch not enough have been done, and has found hopel essness a

Anot her risk factor associated wth suicidality is
t hi nk,

195

Scores,

pl us one

or hom ci de.

sui cide --

Il will let you read these.
of episode, previous suicide

did not nention it),
of

s very

whi ch, |
This is the notion that

often when patients are treated for depression they show an

at

and the risk of suicide is great

increase in energy and their capacity to make decisions befor

lifts,

Anyone treating depressed patients shoul d know
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this and should take this
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12

(

are history of violent

as we call
prospective study as not only a predictor,

year.
very high |l evels of anxiety,

Sli de)

physi ci an education in terns of the treatnent
you have seen related to suicide

O her
be

mood cycl

it,

to suicide as a short-term predictor

predi ctor that was a short-term predictor
Recent studies by Dr.

patie’ nts who suicide inpatient,

prior to suicide in our

13
14 (Sl
15 I
16 | we have in
17 || predict.
18| tine-re
19
20
Pl 21
22
23
- — 24

factors that

cases
attacks, poor
whi ch predicted suicide within a year of the patient’s

interview as opposed to the predictors that we have al
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This is a question of
depr essi on.

account.
of

emergence of bipolarity or,
abuse we saw just prior
Anxi ety we saw in our
but a nodifiable

wthin the first

Katie Bush in our departnment of
have showr

havi or,
Al cohol

I ng.

I npatient suicides,
reflected in staff nursing notes

sui ci de sanple
probl em

I npatient
Is the major

i de)
s suicide predictable? That
Is that it is very difficult te
prospective study allowed us to | ook at
the 954

preventing suicide,
Qur recent
ated predictors and, at least in our data,
wth the 34 suicides, we found that anxiety, panic

and insomia formed a cluster

concentration,

been

prior suicide

such as hopel essness,
| deation communicated to a clinician

taught to | ook for,
and sui ci dal
whi ch only predicted long-term suicide in our study and not

attenpts,
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short-term suicide.

So we may need to refocus our predictors to be nore
effective at predicting suicide and preventing it as
clinicians.

(Slide)

What are the reasons for suicide during
antidepressant treatnment? W see, first of all, depression
waxes and wanes in severity and frequently we are not
affecting the natural history of depression with our
treatnment, especially early on, and the depression may get
better spontaneously -- that is why we do controlled studies
-~ and it may get much worse after we introduce treatnent,
having nothing to do with the treatnent or nontreatnent.

(Slide)

Patient nonconpliance is another major barrier to
treatment and it does not do any good, of course, if patients
are frightened of the drugs they are being treated with. |
know anecdotally of two patients who stopped their Pprozac,
because of such fears conveyed to them by well-neaning friend
and relatives, who commtted suicide weeks |ater, having
recurrences of their depression

(Slide)

| am going to go through these slides in the
interests of the conmttee’'s time and get to the last one,

listing all the reasons for treatment failure. There are man
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reasons for the failure of antidepressant treatment. |
mentioned patient nonconpliance. | should say sonething about
i nadequate dosing. It has been shown recently by the studies
of Thrace and Cupfer that patients maintained at too |ow a
dose for maintenance treatnment (and this was shown in earlier
studies as well) often will relapse and have recurrences of
depression when they are inadequately treated. This raises
the risk of recurrence and suicide.

Refractory depression is still a significant
problem W estimate that up to 20 percent of patients
respond to no antidepressant treatnents, pushing us to | ook
for other ways of conbining drugs to get better responses in
these patients. M reading of the pharmacologic literature,
whi ch uses inprovenent, not recovery, as a criterion,
frequently, is that another 3 percent of patients who show
i nprovement are still not well, they are not back to their
normal sense.

A person with a Hamlton score of 10 is not a
patient who is recovered; he is a patient who still has
synptons. There is evidence that these patients are nore
likely to recur who have partial responses.

Intercurrent life events is self-explanatory,
because depressed patients, of course, are nore sensitive to
any stress and unable to cope with it and frequently will shos

exacer bations of both depression and suicidal ideation in the
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face of negative life events which are unpredictable --
especially real estate developers in this current economc
at mosphere, since the tax |aw of 1986.

(Laughter)

Concom tant drug abuse is probably one of our
greatest problens. In his recent testinony before the NIMH
neeting on severe nmental illness and hopel essness in Chicago,
actor Rod Stieger testified about his eight-year depression
foll owm ng open-heart surgery and how he did not respond -- it
took him four years to get diagnosed (not a person who did not
have “access to the health care system certainly) and another
four years to get a response -- he told me this personally.

It took himfour years to have sonmeone convince him or
identify and convince himto stop drinking before his

anti depressants worked, and he did respond, he told me, to
desi pram ne and he considers himself well now.

Concom tant drug abuse or al cohol abuse is certainly
another factor. Many of these factors, of course, defeat
treatment and nmake treatnent seemnot so great in sone
patients and not such a trenmendous outconme, and yet if we can
overcome some of these conorbid and other aspects and have
better treatnents, we should be able to save nore lives with
treatment.

(Slide)

Qur conclusions are, of course, that depressive
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disorders are very common. Suicide is a clear synptom of
depression and is difficult to dissociate fromit, except witk
adequate care and treatnment. The increased risk of suicide ir
patients with depression goes up to 30-fold in certain
st udi es. patients will manifest suicidal acts or ideations as
part of the natural history of the disease, even under the
treatment. We still have a long way to go in being effective
at even predicting suicide, even the so-called experts. W
have a ot nore to do and we should not be hindered any nore
than we absolutely have to be by restrictions and things that
are going to frighten people from accepting treatnent.

Thank you very nuch.

DR CASEY: Thank you. The next presentation will
be by Dr. Charles Neneroff, Enory University.

A REVI EW OF LI TERATURE OF SUI CI DAL | DEATI ON OR
ACTI ONS DURI NG TREATMENT OF DEPRESSI ON

DR NEMEROFF:  Thank you, Dr. Casey.

(Slide)

| hope you find this quote a bit nore to your
liking. This is a quote by Dr. Kraepelin, the father of the
current Western psychiatric nosology, who descri bes
suicidality in his patients with depression. This severe typ
of suicidal ideation has been known for centuries. It is not
new. Dr. Kraepelin stat ed: “The patients, therefore, often

try to starve thenselves, to hang thenselves, to cut their
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arteries. They beg that they may be buried alive, driven out
into the woods and there allowed to die. One of my patients
struck his neck so often on the edge of a chisel fixed that on
the ground that all the soft parts were cut through to the
vertebrae. *

This is the behavior that we see as clinicians in
our depressed patients, in our untreated depressed patients.

(Slide)

What | will attenpt to do in the next very few
mnutes is to reviewthe literature that is currently
avai l abl e on the emergence of suicidality or the attenuation
of suicidality during active treatnment for depression

(Slide)

| would like to start off with a few brief points,
if I could. First, anecdotal reports fail to establish cause
and effect, and | think this is the cornerstone of what the
panel must come to grips with today, because essentially the
COSTART systemis uncontrolled data. It is data, but it is
difficult to interpret.

The real issue is how can we, scientifically, as a
profession, come to grips wth this difficult issue? dearly,
what we need are double-blind placebo-controlled trials. |

would Iike to read a quote from David Kessl er, Conm ssioner o

t he FDA In his recent article in the New Engl and Journal of

Medicine, he said, “scientific rigor requires that data
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presented during an activity be reliable, that is, capable of
formng an appropriate basis for nedical decision naking.
Scientifically rigorous data are devel oped through study
designs that mnimze bias. Anecdotal evidence and
unsupported opinion should play no part in a scientifically
rigorous program *

So the issue, then, is what, on the one hand, can we
| earn from case reports and anecdotal data, and | think it car
give us a signal for prospective studies. | remnd all of you
that the history of nedicine is replete with exanples of
medi cal deci si on maki ng based on anecdotal case reports, to
wit, the use of w despread tonsillectomes in all of our
children -- at least not our children, but there are very few
people in this room who have tonsils. W have now discovered
that that was unnecessary surgery, and how did we discover
it? By prospective controlled trials.

I ndeed, we have to determ ne what the current
evidence is, and | shall quickly review this for you

(Slide)

Dr. Montgomery, one of the invited panelists today,
said in an article in 1987, “The only evidence that would be
acceptable is the denonstration in a prospective doubl e-blind
trial that a difference in suicide rates was consistently seer
wth a specific therapeutic agent.”

(Sli de)
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Let me now quickly review these data. There are 16
publ i shed reports of suicidal ideation occurring in patients
recei ving fluoxetine. Please take that in the background of
4 mllion patients having taken this drug worl dw de and the
data that Dr. Potter and Dr. Fawcett presented about the fact
t hat suicidality is part and parcel of this illness.

(Slide)

| would Iike to take this opportunity to briefly
review the Teicher report, which essentially has l[aunched a
mael strom of activity in the lay press and controversy about
this ‘drug. There were six patients reported. These patients
had nmultiple conplicathng factors. Let ne speak to a few of
t hese issues.

They were, by and large, treatment-resistant. They
are not your run-of-the-mll patient with sinple mgjor
depression treated by a famly practitioner or by a private
practice psychiatrist. They were patients referred to a
tertiary nedical center for treatment resistance. They had a
nunber of conplicating factors, including comorbidity, other
di agnoses, multiple personality disorders, other personality
di sorders known to be associated with suicidality, al cohol
abuse, tenporal |obe epilepsy.

A recent letter in The Anerican Journal of

Psychiatry by Dowies, et al., raised the question of whether

these patients did not have frank brain disease by virtue of
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abnormal EEGs and limbic dysfunction. |In this reply, Teicher
stated that, yes, indeed, many did have abnormal EEGs and that
they likely did have limbic brain dysfunction.

Shal | we draw concl usions about the efficacy of an
anti depressant on the basis of six extrenely unusual,
conplicated, treatment-resistant cases? Three of the six
patients had previous suicidal gestures. They were inpulsive
and they were on a bew lderingly |arge nunber of concom tant
medi cations, including antipsychotic drugs and
benzodi azepi nes, thenselves inplicated in sone untoward side
effects.

O course, the greatest criticism that Dr. Teicher
hi nsel f acknow edges, is that this was retrospective and
uncontrol | ed.

(Slide)

Are there other pieces of evidence in the
literature? There are two cases reported by Masand. (ne was
a treatnent-resistant patient to impramne, another a patient
who received concomtant treatnent with alprazolam, and a case
by pasgupta.

(Slide)

There was a case originally reported by Hoover, but
since that time Hoover has retracted the suggestion that the
suicidal ideation originally reported in this patient was

secondary to fluoxetine. Hoover says, “It is unlikely that
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fluoxetine has any relationship to the devel opnment of suicidal
| deation. *

What else in the literature m ght support this
notion that fluoxetine i S associated W th suicidality?

(Slide)

There are six cases by King in six adol escents with
obsessi ve-conpul sive disorder but a number of other
conplicating organic factors were identified and the authors
t hensel ves acknow edge that the association mght well have
been coincidental. Then there is a single case by Koizumi.

(Slide)

What about other antidepressants, stepping away fron
fluoxetine for the nonment? There is the often-quoted Damluji

and Ferguson report published in The Journal of Cinica

Psychophar macol ogy, four patients who becane suicidal during

treatment, a phenonenon not unknown to any clinician in this
room Two of these patients, surprisingly enough, after being
renmoved from desipramne, responded quite well to fluoxetine
and, in fact, their suicidality was associ ated, as we woul d
expect, with depression and not with a particular
phar macol ogi cal agent.

(Slide)

What about other agents? There is a single report
of amitriptyline in a double-blind study. Fifteen refractory

borderline patients receiving amtriptyline showed an increas:
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in suicidal threats, paranoid ideation, and the |like, comparec
to 14 nonresponding patients.

Taken all together, with these anecdotal data one
has to raise the obvious question. It seens |ikely that what
we have here is a situation that we are taught in nedica
school . Things can be true, true and unrelated. Patients car
be suicidal, patients can be being treated with an
antidepressant, yet there is no cause-and-effect relationship.
At best, these are anecdotal reports.

Let us now | ook to see the other side of the coin,
what “I think to be considerable evidence that active,
aggressive antidepressant treatment, as Dr. Potter described
it, is associated with an anelioration of suicidality.

(Slide)

In a study reported by Helmut Beckman and Christine
Schmouse, two well-respected European investigators,
amitriptyline was conpared with pronmethazine in 50 severely
depressed inpatients over a one-nonth treatnent period. Not
only was impramne clinically superior but, in fact, it was
superior not only in overall global ratings for ngjor
depression but for suicidal ideation as well.

(Slide)

Nomofensin, an antidepressant drug unrelated to the
serotonin uptake blockers, 757 patients were classified into

four different subgroups and nonofensin was a superior agent
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1| over placebo, yet, surprisingly, perhaps, in view of this
2 || overall controversy, suicidal depressions, the nost severe
3| subtype, were the best predictors of response to nonofensin.
4 (Slide)
5 Recently Dr. Tollefson has anal yzed a doubl e-blind
6 | pl acebo-controlled series of antidepressants, 226 patients
/|| random zed to placebo or an active antidepressant for seven
8 || weeks.
9 (Slide)
10 The results were rather clear. There was an
11| increase in suicidal ideation in the placebo group conpared tc
12 || the controls. No other class of antidepressant studied was
13 || associated with suicidality.
14 (Slide)
15 Even nore inportantly, not a single case of this
16 | ego-dystonic suicidal preoccupation that Dr. Teicher reported
17| was observed in any of those studies.
18 | might add, on a personal note, that of the several
19| hundred patients whom | have treated with fluoxetine and other
20| related antidepressants, have not observed this type of ego-
™\ 21| syntonic suicidal behavior, either.
22 (Slide)
23 There is, of course, active investigation of other
!‘\ — 24| antidepressants. Another serotonin uptake bl ocker is the dru
MILLER RePorTING co, w@ 5 || PYroxi tine [phonetic], the SmithKline-Beecham drug, clearly,
=507 C Street, N.E.
Washingron, D.C. 20002

(202) 546-6666
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in Europe, an efficacious antidepressant. In a study
publ i shed by Dunbar and Mewett of al nost 3000 patients who
received pyroxitine, 554 with placebo, and al most 1200 with
other antidepressants, in patients with no or mld suicidal
t houghts, pyroxitine did not cause a worsening of suicidal

| deat i on.

(Slide)

In fact, suicidality as an adverse event was Nno more
frequent in pyroxitine-treated patients than those treated
with placebo or active control. Thus , there was no evidence
from‘these very large Ns studied that serotonin uptake
bl ockade per se is associated with increased suicidality.

(Slide)

Fl uvoxam ne, a drug currently under investigation by
Sol vay and Upj ohn, has been studied by a nunmber of
investigators, including Dr. Mntgomery. Fluvoxamine iS
significantly nore effective, at least in these two studies,
than impramne in reducing suicidal ideation.

(Slide)

Simlarly, sertraline, the Pfizer drug, the
Psychophar macol ogi ¢ Drugs Advisory Conmttee at its 33rd
neeting stated the energence of substantial suicidal ideation
was lowin all treatment groups and placebo rates exceeded the
rates for active agents.

(Sli de)
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Al though Dr. Tollefson Will review the Lilly data
per se, | did want to include some published fluoxetine dat a.
In the study by Mieijen in 1988, suicidal feelings, as
estimated by the HAMD-3 item was significantly reduced anong
14 fluoxetine-treated patients conpared to 16 or 14 placebo o:
m anserin-treated patients two weeks after therapy.

(Slide)

One can use anecdotal data in any way one wishes .
| sinply want to show you how one can do that. This is a

report published in The Anerican Journal of Psychiatry by

Cornelius, which suggested that five patients with borderline
personal ity disorder and recurrent self-injurious behavior
could be treated successfully with fluoxetine. They suggestec
that fluoxetine should be the treatment of choice for
patients with depressive and inpul sive synptons in the
context of a diagnosis of borderline personality disorder.

| woul d suggest to you that | have as little
confidence in these anecdotal reports as | do in the anecdota
report of Teicher, and that, in fact, there is no substitute
for controlled prospective double-blind clinical trials.

(Slide)

The | ast fluoxetine report to review is Sacchetti’s
of 62 patients receiving a range of 20 to 60 ny and, in fact,
the patients who responded best were the patients who had a

history of suicide attenpt. Again, this would argue agai nst
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the notion that serotonin uptake bl ockers in general and
fluoxetine in particular would be associated with an increase
in suicidality.

(Slide)

In conclusion, there is sinply no scientific
evi dence whatsoever, no placebo-controlled double-blind study
that has established a cause-and-effect relationship between
anti depressant pharnmacot herapy of any class and suicidal acts
or ideation.

As Drs. Potter and Fawcett have suggested, limting
the availability of antidepressants could have a very profounc
adverse effect in ternms of increasing the norbidity and, in
fact, nortality associated with untreated or undertreated
depr essi on.

Thanks very much.

DR CASEY: Thank you, Dr. Nemeroff. There may be
some questions, but | will ask the conmttee to hold their
questions until all the representatives fromLilly have
presented, so that the Lilly Conpany can have the benefit of
the cohesiveness of their presentation

Next will be Dr. Gary Tollefson from Lilly Research
| aboratori es.

A REVIEW OF THE LILLY DATA BASE REGARDI NG FLUOXETINE

DR TOLLEFSON: Thank you. | would like to thank

the FDA for the opportunity to present data from our
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controlled clinical trials of fluoxetine.

(Slide)

During our presentation of our Lilly controlled
blinded studies we will overview four topics: an analysis of
suicidality during depression; an analysis of suicidality in
non-nmood disorder trials; an evaluation of our clinical data
base for evidence of paradoxical or clinical worsening; and a
simlar evaluation |ooking for any evidence of violence or
aggressive behavior associated wth pharnacot herapy.

(Slide)

I n approaching evaluation of these potentia
associations of suicidal acts, ideas, of violent behavior
during the pharnmacol ogi c treatnment of depression, we have
evaluated nultiple data sources.

(Slide)

These include spontaneous adverse event nonitoring,
prospective suicide studies as a possibility, epidemiological
data bases, and controlled clinical trials.

(Slide)

W have carefully eval uated spont aneous adverse
event data and share the conclusions that there are
significant limtations in this type of reporting system W
will be review ng adverse events in the controlled blinded
trials with fluoxetine later in the presentation

(Sli de)
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Spont aneous adverse event data, as you have heard,
suffer from having no reliable denomnator. At best, only a
gross estimate can be made based on sales or prescriptions
provided. Events also are reported regardless of causality.
On careful review, as you have heard, the majority of Prozac-
rel ated adverse events appear unrelated or noncausal to the
drug itself. Spontaneous adverse event data also do not put
events into context with other suitable conparative drugs.
Thus we |lose a sense of relativity.

(Slide)

In addition, reporting, as you have heard, is highly
influenced by a variety of variables. Wbber has already
publ i shed that peak reporting occurs approximately two years
after a product’s launch and thereafter decreases. Reporting
is also influenced highly by the volume of product used. Thus
the nore popular a product is, the greater the number of
absol ute adverse events that are likely to be reported. Al so,
a variety of exanples illustrate that the nunber and the
nature of adverse events are substantially influenced by
publicity. This has been well denonstrated several nonths
following the publication of Teicher, et al.

(Slide)

We view data that are generated from spontaneous

event reporting and case reports to be hypothesis-generating.

W have chosen to test these hypot heses based upon the
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remai ning three nethods of study that | have cited.

(Slide)

These alternatives include prospective suicide-
specific trials, epidemiological data bases, and detailed
studies drawn from controlled double-blind clinical trials.

In consultation with the Food and Drug Admi nistration and
noted external experts in the fields of depression and
suicidality, we have already generated a series of protocols
to better characterize patients who experience an increase in
sui cidal ideation during pharnacotherapy or other fornms of
treatment.

The first of these protocols has already been
initiated.

(Slide)

W have al so evaluated a variety of |eading
epidemiological data bases. These data bases have the caveat
that they are not always well equipped to detect or capture
mental health- or nental illness-related events such as
sui ci dal ideation

(Slide)

The first of these epidemiological data bases that
| would share is the Drug Safety Research Unit’s Prescription
Event Mnitoring System or PEMS. This is a system under the
direction of Dr. WIlliamInman in the United Kingdom This

group has analyzed over 12,731 patients prescribed fluoxetine
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and concluded that there was no evidence of fluoxetine-induce
sui cide attenpts.

The second data base that | would like to attend tc
is the Drug Abuse Warning Network, or DAWN. DAWN col | ects
i nformati on on energency room and nedi cal exam ner nentions
association with drug use, either illicit or prescription

The nunber of energency room mentions with regard to
fluoxetine are not disproportionate when adjusted for the
nunber of prescriptions witten

Regardi ng the nunber of nedical exam ner nentions
W th fluoxetine, again, relative to the nunmber of
prescriptions witten, DAW has concluded that the fluoxetine
experience is substantially |lower than that with other
anti depressant agents.

A third data set comes fromthe National Center for
Health Care Statistics. This has indicated that there has
been a consistent, albeit nodest, decline in the absolute
nunber of suicide deaths and the rates of conpleted suicide
per 100,000 individuals since the introduction of fluoxetine
in January of 1988.

(Slide)

The focus of today s presentation, however, ison
the |l arge and conprehensive controlled clinical trials and
data fromEli Lilly and Conpany. W approached these

controlled clinical trials with three specific questions in
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m nd.: | s phar macot herapy associated with an increase in the
rate of suicidal acts; is pharnmacotherapy associated with an
increase in the emergence of substantial suicidal ideation
and, thirdly, is pharnmacotherapy associated with an actual
reduction in suicidal ideation anongst depressed patients?

(Slide)

The initial analysis that | will present to you is
from our nmood disorders trials. In these clinical
i nvestigations of depressive disorders we had the |uxury of
two different clinical data bases. Together, as you can see
the N is quite inpressive, over 5600 patients were studied in
the clinical trials.

These two data sets differ in sone very inportant
clinical aspects, which we will be discussing nonentarily.
Data set nunber one is drawn fromthe U S. IND for fluoxetine
and data set nunber two is studies done outside of the United
States, referred to as international trials. You can see
t hese include placebo-controlled, conparative-controlled, and
three-armed studies with both conpared and placebo controls.

(Slide)

We are |looking at three principal outconme neasures
here in these studies. The first one is a suicide act. The
definition here is that we have defined a suicide act as
behavi or judged to be purposefully undertaken to produce an

outcome of self-harm  The second outcone neasure, to attenpt
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to capture what has been described in the literature as a
clinical phenomenon by Teicher, et _al., we have called the
energence of substantial suicidal ideation. This is defined
as individuals who, at base line in clinical trials, had an
item 3 score fromthe Ham | ton Depression Rating Scal e score
of Oor 1 that increased at any tine during clinical trials t«
a 3 or 4 (that is during the doubl e-blind conponent of those
trials).

Just for a moment | would like to review what item
3is. Fromthe Ham |Iton Depression Rating Scale item3 is a
five-point scale ranging froma score of O -- as you can see,
the absence of suicidal synmptonms -- to a maxi mum score of 4,
which is indicative of a suicide attenpt. The third outcone
measure was inprovement. We defined inprovements of suicida
I deation as a decrease in the Hamlton item 3 score from base
line to patient’s last clinical visit.

The first statistical nmethod that was applied in the
analysis of the U.S. |IND depression data base was the Pearson
chi-square test. This was performed to conmpare all treatnent
groups that you saw in the earlier slide. Again, we wll
focus initially on just the US. IND clinical characteristics
and | would point out that the patient characteristics at base
line in the Us. IND trials were conparable with respect to
pati ent age, patient gender, total depression severity at base

line, and item 3, suicidality.
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(Slide)

On this slide you see the incidence of suicidal
acts fromthe pooled U S IND trials. The first point that |
woul d make is that the rate of suicidal acts in controlled
clinical trials was low. There, as you can see, was no
statistically significant difference between any form of
therapy. | would also point out that in an analysis of fixed-
dose trials with fluoxetine there was absolutely no difference
inthe rate of suicidal acts that did occur in that particula:
cohort relative to the dosage of the drug adm nistered.

Presentation of these post-random zation data does
not include one additional inportant observation. That is,
there were three individuals who had suicide acts, one of
which was fatal, that occurred during the placebo |ead-in
conponent of these trials.

(Slide)

| now nove on to the energence of substanti al
suicidal ideation. This is based on the sane clinical data
set, with one exception. You can see the denom nator has
changed here. That is based upon the fact that we are
exam ni ng patients who, at base line, had an item 3 score of
Oor 1 in order to nmeet the criteria of the energence of
substantial suicidal ideation

| would like to enphasize in this analysis,

consistent with the observation of suicidality as a synptom o
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depression, that approximately one-third of the total US. IN
data base had item 3 scores of 2 or greater at base-line
random zati on. This, of course, underscores the presence of
sonme degree of suicidal ideation that was in existence prior
to drug therapy as part of the disease course.

As you can see here, significantly -- statistically
significantly -- fewer patients had the emergence of
substantial suicidal ideation wth fluoxetine than either
pl acebo or conparative tricyclic antidepressants in the U S
IND trials.

(Slide)

This slide reflects the third outcone neasure, and
that is inmprovement from base line to last study visit. Thes
data denonstrate convincingly that approximtely two-thirds o
patients inproved when receiving active pharmacol ogic
treatment for depression, either fluoxetine or tricyclic
anti depressants.

| would also like to enphasize that fluoxetine is
statistically and significantly associated with nore
i nprovenent in item3 scores than was placebo.

(Slide)

In summary, in the U S. [|ND studies on Prozac, ther
were no statistically significant differences anong fluoxetin
(or Prozac), placebo, or conparative tricyclic antidepressant

in the rate of suicidal acts.
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Secondl y, fluoxetine was actually associated with
significantly fewer cases of the energence of substantia
suicidal ideation than either placebo or conparative tricyclic
anti depressants

Thirdly,an inportant point to clinicians and to
public health in general, active pharnacologic treatnent with
ei ther fluoxetine Or tricyclics was associated with
significantly better performance than placebo regarding
i nprovement in suicidal ideation as neasured by item 3.

(Slide)

Now | am going to nove on to our international
controlled trials in depression

(Slide)

You have seen this slide previously. | woul d poi nt
out that, as one mght expect, the international trials in
depressi on were nore heterogeneous fromsite to site and they
obviously reflected the cultural and the scientific diversity
that one would see in a nultinational study.

(Slide)

Again, patient characteristics were conpletely
conparable in the analyses by these same four paraneters.

(Slide)

The statistical nethodol ogy, recognizing these
significant heterogeneity and international trials of

depression, led us to investigate the consistency of results,
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by using the Mantel-Haenzel

1| investigator to investigator,
B 2| incidence difference test.
N 3| treatnents with respect to select variables
4| by protocol.
5 (Slide)
6 In our worldw de trials, we have,
7| head conparisons to share with you
8| and fluoxetine versus tricyclic anti depressant
9 (Slide)
10
11| acts “by Mantel-Haenzel, providing,
™ 12 right,
13| internationa
14 || a pool ed, worldw de experience i
15 (Slide)
16 As you can see here,
17
18 || difference regarding the energence of suicidal
19
20
P
22
23|| that in the internationa
A~  — 24| inpatients,
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This nmethod allowed us to analyze
stratifying

This first slide [ooks at the incidence of suicidal
to your
the data analysis in the U S.
trials of fluoxetine in depression and,
5000 patients.

provi ded evidence that there was no statistically significant
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after

then, two head-to

fluoxetine versus placeb

nedi cati ons.

| ef t

from your
IND trials, the
thirdly

n over

this method was used and

acts between

i nternational, or

in fact,

fluoxetine and placebo in the U S.,
the percentages are slightly highe
reflects

wor | dw de st udi es.
You can see that
data base and that,
trials we had a greater nunber of

21
in the international
we had a higher rate of base-line suicidality at
in the European

and patients generally,
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experience,
i deation |onger t

m ght nornmally practice.

(Sli de)

You w

9| ideation.
19 || internationa
11 || or

12
pl acebo, and
Us. IND d

14
United St

15

17
18
19| acti
20
21
22
23

24

)

2

tended to be continued in trials despite having

sui ci dal counterparts in the US
One other inportant observation is that in the

trials nore than 40 percent of the individuals

4
i nternationa
random zed had base-|ine suicida
Now we | ook at the emergence of substantia

energence of substantia
nunerically [ower with fluoxetine when contrasted wth
statistically,

16 || statisti

emer gence of substanti al

double-blind trials was associated with placebo than with
the third outcone neasure
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han their

| deation present.
sui ci dal

note that the U S. data and the
regarding the rates of ESSI,
The rate is

|
simlar
i deati on.

data appear
sui ci dal
a trend within the

of the data are pooled between the
you can see that

achi eved,
trials,

t hat
When al |
significance at 0.03 was achi eved, whereby nore

at a.
ates and the international
i deation during clinica

cal
sui ci dal

fluoxetine

ve drug therapy.
(Slide)
Once again,

in item 3 scores.

was significantly statistically better than placebo in these
more than

we also visit
As you can see,
both within the U 'S. experience and the pooled U S

of i nprovenent
or worldw de data. Once again,

trials,
and international
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patients

of all
base |ine

approachi ng three-fourths,

experienced an inprovenent in their item3 scores,
as you renemnber

t he

= .XSm . .
1| two-thirds,
2
e 3| to last visit, while receiving active treatment.
4 (Slide)
W will now focus on an eval uation,
fromthe Mantel-Haenzel, of a conparison between fluoxetine
Agai n, overall

acts.  You can

and other standard tricylic antidepressants.

we observed a very low incidence of suicida
see there was no statistically significant difference between
sui ci dal

fluoxetine or tricyclic antidepressants in the U S.,
or the pooled worldw de data bases.

8
9
10
11| international
5'? 12 Regardi ng the energence of substanti al
13 || ideation, the absolute preval ence, fluoxetine appeared
14 || sonewhat better than the tricyclic antidepressants in the U S
15| and the worldw de data bases. However, overall, the results
16 | denonstrated no statistically significant differences in the
17 two different treatnent assignnents.
18 (Slide)
19 Regardi ng i nprovenent in item3, item3 inprovenent
20 || was conpar abl e between fluoxetine and TCAS within the U S. IN
P 21| data base. However, in the international data base, tricyclic
22 | antidepressants appeared to have significantly nore
23| inprovenents than did fluoxetine. | would remind you, though
V2 — 24| that fluoxetine had statistically and significantly greater
i nprovenment in ideation than had placebo. A caveat in
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interpreting this particular individual analysis is that there
was statistical evidence of significant heterogeneity trial by
trial. Thus the pooling of these particular data in this
analysis mght be in some question. W show it, nonetheless
to give you that conparison

(Slide)

In summary, the international data replicated our
Us. |IND experience. It denonstrated no statistically
significant difference between fluoxetine or tricyclics in the
occurrence of suicidal acts and no difference fromthe base-
line ‘rate with placebo. Fluoxetine was superior to placebo ir
the prevention of energence of substantial suicidal ideation
and there was no difference in substantial suicidal ideation
energence between fluoxetine and tricyclic antidepressants.
Fluoxetine was superior to placebo in the inprovenent of item
3 suicide ideation scores.

(Slide)

Returning to our original three questions regarding
t he pharmacot herapy of depression, is there evidence that
phar macot herapy i ncreased suicidal acts based on this over
5000- pati ent -sanpl e data base? The answer was no.

| s there any evidence that there was an increase in
t he energence of substantial suicidal ideation with the
i ntroduction of pharmacologic treatnent? Again, fromthis

data base you can see the answer was no.
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phar macol ogi ¢ therapy associated with a reduction in the
majority of patients with suicidal ideation?

a resoundi ng yes.

|
trials that were done on non-nmood di sorders,

di sorders.
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guestion, was active

was

The third and a very inportant
The answer

(Slide)
would now like to turn your attention to the
nondepr essi ve

the hypothesis of why we did

nmedi cati on

(Slide)
As you can see here,
i f antidepressant

risk of pronoting suicide or hostile and

10
11| this “data analysis was that
12 || carried the inherent
13 | aggressive events -- and that was apart from the natura
14| history of the disease that it was being prescribed for, i.e
15 | depression -- then one would expect that drug-induced effect
16 | to emerge in other disorders where it is prescribed.
17 (Slide)
18 What we did was, we |ooked at our U'S. [IND data
19 | bases for three clinical disorders: bulima nervosa
20 | and obsessive-conpul sive disorders. These three trials
P 21| represent over 5000 patients who were investigated.
22 (Slide)
23 Once again, in these non-nood disorders,
Pt — 24 || were conparabl e across the assignnent to either
pl acebo.
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(Slide)

Here we, first, look at the incidence of suicidal
acts. As you can see, there is no statistically significant
difference between fluoxetine and pl acebo regarding the
i nci dence of suicidal acts with bulima, obesity, or
obsessi ve-conpul sive disorder: In fact, there were no acts ir
trials of OCD

(Slide)

In review of the data for energence of suicidal
i deation during pharmacotherapy, as you can see here, there,
again”, was no statistically significant differentiation
bet ween pl acebo and fluoxetine With regard to suicida
Ideation in any of the three non-nood-disorder trials.

(Slide)

In sunmary, there was no evidence of an increase in
sui cidal acts in non-nood-disorder patients receiving
fluoxetine. There was no evidence of an increase in suicida
i deation during adm nistration of fluoxetine t0 non-mood-

di sordered patients.

(Slide)

Thus we woul d sunmarize that there is no suggestion
t hat fluoxetine induced suicidal acts or clinically
significant ideation in a non-nood-di sordered cohort.

(Slide)

There has al so been sone di scussion in the
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literature about a hypothetical clinical worsening anongst a
very small nunber of patients receiving antidepressant

medi cat i ons. This has been |abeled a so-called paradoxica
reaction. The next few slides exam ne that hypothesis.

(Slide)

We used the follow ng definitions to exam ne that
hypothesis in our mood- and non-npod-disordered trials in the
US. IND. These definitions, in fact, for the nost part,
reflect the mrror imge, or the opposite, of what are typica
response definitions.

First of all, in depression, a 50-percent-or-greater
increase in the 17-item Ham | ton Depression Score from base
line to any point during study; in bulima nervosa trials, at
| east a 50-percent increase in bingeing or vomting at any
point during clinical trials; in trials with obesity, based
upon outliers beyond the 99th percent of weight gain in
pl acebo recipients, a greater than 12-pound or equal-to-12-
pound wei ght gain during eight to 12 weeks of drug therapy
and; lastly, in obsessive-conpulsive disorder, a 25-percent-
or-greater increase in the Yal e-Brown Cbsessive- Conpul sive
Scal e, again, at any tinme during clinical trials.

(Slide)

As you can see, in the analysis for possible
par adoxi cal worsening, in fluoxetine versus placebo and

fluoxetine versus tricyclics, there was no statistically
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significant differentiation between either placebo and

The first

)

fluoxetine or fluoxetine and tricyclic antidepressants,
suggesting there is no evidence of worsening with either

active drug that differentiated them from pl acebo.
that statistical

4
(Slide)
W& now nove on to the bulima trials.
out cone neasure, an increase in vomting, you can see there
of note,

significance and,
significance was such that there were fewer paradoxica
bulimc patients receiving active drug

was statistical

wor seni ng anongst
treatment with fluoxetine than with placebo.
significance held true in
par adoxi ca

10
11
La 12 (Sl de)
13 The sane statistical
14 ]| 1ooking for binge eating. There were fewer
15| worsening with active drug therapy than with placebo.
16 (Slide)
17 The sane statistical significance held true in
18 | obesity trials. There were fewer paradoxical or unanticipated
19 || and unexpected weight gains in patients receiving fluoxetine
20 || than in placebo recipients.
) 21 (Slide)
22 Last, but not |east, in the assessment of
23 || paradoxi cal worsening in obsessive-conpul sive disorders,
P — 24| there was no statistically significant differentiation of
fluoxetine or placebo regardi ng unexpected worsening.
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Fay
1 (Slide)
- 2 I n conclusion, |ooking at these U.S. |IND depression
o 3| and non-nood-di sorder trials, we saw no evidence of
4 || paradoxical worsening in fluoxetine-treated patients.
5 (Slide)
6 | said | would briefly share with you studies

7| 1ooking at discontinuation rates during the controlled

8| clinical trials. As you can see here, and as one often woul d

9 || expect with the use of any active pharnacol ogi c agent, adverse

10 || event experience is nore common with active treatnents than

11| with “placebo. | would point out, though, that fluoxetine was

—\ 12 || statistically and significantly associated with fewer side
13 || effects leading to discontinuation of treatnent than
14 | conparator tricyclic anti depressant agents.
15 (Slide)
16 wi Il show you a perhaps equal or of greater
17| inmportance slide, and that is retention in study. These are
18|l discontinuation rates for any reason, |ooking at fluoxetine
19| versus placebo and fluoxetine versus tricyclic
20 || antidepressants. As you can see here, there was a
P 21| statistically significantly greater nunber of patients, over
22 || half, who received fluoxetine and were able -- | amsorry, |et
23|| me restate that. There were a statistically significant
N — 24| nunber of patients who failed to discontinue, or, in other
MILLER REPORTING co., m@ 5 || words, stayed in the studies, receiving fluoxetine and, when
507 C Street, NLE.
Washington, D.C. 20002

(202) 346-6666
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conpared W th tricyclic antidepressants, once again, there
were significantly fewer patients who discontinued clinical
studi es.

One can conclude that, conpared to placebo, active
therapy was associated with |onger study retention
Specifically, head to head, fluoxetine performed significanty

better than placebo or tricyclic anti depressants.

(Slide)

In summary, there were no significant relationships
that were seen. W took that one step further, though. As we
have ‘heard, there are possible hypotheses that have been
generated considering that there nay be a certain association
in rare patients between an adverse event experienced and an
increase in suicidal ideation.

Accordingly, we analyzed this entire data base of
over 500 patients with depression for their adverse event
experiences . For the sake of time, | wll only corment on one
adverse event experience. That was |ooking at activation
including the experience of akathisia. In conparison versus
pl acebo or conpared to tricyclic antidepressant there was
absolutely no statistical association between suicidality and
activation relative to drug assignnent or placebo assignnents.

(Slide)

I amgoing to nove on to another question that has

been posed to this committee. |t is the final question; that
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1] is,

2 || hostility.

)

aggressi ve

i de)

behavi ors.

call ed aggression cluster
controlled trials across al

nondepr essi ve disorders.
we identified 13 individuals of sone

From a clinical

whet her or not fluoxetine precipitates aggression or

(Sl

W used the followng method to address this

5| question. W evaluated the spontaneous adverse event data fo:
violence or terns that would identify violent, or

W then applied these terns,
to our doubl e-blind placebo-

events,

Let me enphasize that in those clinica
anal yses of those 13 individuals there was no evidence that ir

any of these cases the aggression led to serious bodily harm
perspective, the acts were of
But as you can see fromthe data

fluoxetine was statistically significantly |ess
likely to have resulted or to have been associated with an
The absol ute

from an aggression cluster
nine events with placebo,

fluoxetine; t he percentages,
fluoxetine (significant at a 0.008 |evel).

10
11 From t hat
N 12 || 10,000 who experienced an event
13 (Slide)
14
15
16
17| to others.
18| limted significance.
19 || anal ysi s,
20
P 21| event
22| numnbers:
23
== - 24
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hosti | e,
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case report

t han pl acebo.
only four events in
0.65 placebo, only 0.15 with
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since the launch of Prozac,
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in the placebo-controlled double-blind

Thus

|
rials, fluoxetine was significantly less likely than
0 be associated w th aggression. In fact, the

suggested that aggression was less likely to have
in patients medicated with an active anti depressant

(Slide)
we have reviewed the various data

I n concl usi on,
or possi bl e hypot hesi s-generating nethods to | ook at
W have

interesting questions posed to the commttee.

There are advantages to prospective,
doubl e-blind controlled studies and, as you

ci de-specific,
these clinical studies |ooking at

There are epidemiological data bases that can be
eviewed and, as you have heard, there is absolutely no
evi dence fromthose data bases of an increase in suicide rate
nor any evidence in the DAW data
exam ner nentions of an

on the

base | ooking at coroner or nedical
in fact,

unexpected increase in fluoxetine events;
fluoxetine mentions than expected

contrary,

there were fewer
t he nunber of prescriptions rendered conpared to tricyclic

agents.
(Sl de)
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Thus , the overall conclusions that we would | eave
you with are, based upon a conprehensive anal ysis of our data:
suicidality is part of the natural history of the
di sease of depression;
compared to placebo, fluoxetine was not associate
with an increase in the rate of suicidal acts and nood
di sorders;
fluoxetine was associated wth fewer cases of the
enmergence of substantial suicidal ideation than were seen witt
pl acebo;
fluoxetine was nore effective than placebo in
reduci ng base-line to last-visit item 3 scores (in other
words, inprovenent in suicidal ideation); --
(Slide)
-- there also was no evidence of suicidal acts or
i deation in the non-nood disorders, bulima nervosa, obesity,
and obsessi ve-conpul sive disorders;
there was no evidence of a paradoxical or clinics;
deconpensation with regard to the treatnment of fluoxetine in
nmood and non-nood di sorders conpared to the placebo rate that
woul d be seen, in part, as reflective of the diversity of the
clinical presentation of these disorders; and
aggression or violence was less likely to occur
with fluoxetine than with placebo.

It is our feeling that the major public health
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: di sease and,
suicidality as a part of the disease,
is specifically the risk of drug

phar macol ogi ¢ treatnent

over dosage.

to
scientifically valid approach to the eval uation and treatnent

of emergent suicidality in depression is through an anal ysis
anecdotes or

of
spont aneous reporting allow distinction between fluctuation of
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relative to suicidality and depression is the current
or undertreatnent of a very serious

in those patients who do experience

under recogni tion,
t he concern about

secondarily,

would like to thank you for your time

Wth that,

return to Dr. Zerby.

DR zerBY: Thank you

Tollefson.
Let ne very briefly summarize our data in reference
the only

Dr .

First,

the questions posed to the commttee.

appropriately controlled data. Neither

the severity of the underlying disease and the treatment-

I nduced worseni ng.
trials have

No blinded controlled clinical
suicidality or viol ence

denonstrated an excess of either
To the contrary,

t her apy.
t hi nki ng.

during antidepressant
anti depressants have been shown to inprove suicida

22 || Thus , credible scientific data denonstrating a causa
associ ati on between antidepressants and suicidality do not

23
24

reports of suspected

exi st.
the rare anecdot al

Second,

wue REPORTING co., S

507 C Street, N.E.

Washington, D.C. 20002

(202) >46-6666



rsm

P e N

MILLER REPORTING CON&S

507 C Street, N.E.
Washington, D.C. 20002
(202) 546-6666

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

234

anti depressant-induced suicidality are not unique in either
occurrence or characteristics to any specific agent.

In response to the final question, neither the
nunber of spontaneous events nor the nature of the specific
events justify unsupported changes in labeling. The nunber o
events observed with fluoxetine is entirely conpatible with
the age of the product, the extensive clinical use of the
product, Lilly's vigorous reporting policy, and unprecedented
publicity.

The anecdotal reports of suicidal ideation have no
features Which can reliably be identified as a uni que syndrome
beyond the spectrum of depressive illness. \Wile additional
studies, such as those which we have initiated, are
appropriate, speculative |abeling changes based on anecdot al
data would benefit no one, while needlessly alarmng and
potentially hurting many seriously ill patients.

W will be glad to entertain additional questions.

DR CASEY: Thank you, Dr. Zerby. | will ask the
commttee to now use a few mnutes to address specific
questions to the Lilly Conpany related only to their
presentations, and if there are nore general questions about
the issues, we will have the Lilly people available as
resour ces.

DR DUNNER It is my understanding that there was

a difference in the reporting system by the conpany and,
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therefore, to the FDA for this conpound versus ot her
compounds. That has been alluded to, that the reporting of
adverse events has been nore conplete since the introduction
0f fluoxetine than with other conpounds?

DR. ZERBY: The reporting systemthat Lilly has is
applied to all Lilly conpounds. There are no unique features
of reporting for fluoxetine. | would hasten to enphasize some
very critical points. We report everything, regardl ess of
causality. That is all very conpatible with FDA standards,
but that point needs to be reenphasized. The conclusion that
because a report exists in the data base the physician or we
conclude that it is causally related is sinply not true. Man
of the cases that are in the data base, in fact, specifically
indicate that the physician felt that the event was not
related to fluoxetine, but we report that anyway.

The other thing to point out is that in the
reporting we do not -- the patient need not be on the drug at
the time that the event occurred. In other words, we report
events if there has been sonme exposure to fluoxetine.

DR. DUNNER:  Therefore, sone of the reports that go
into the FDA data base are reports that are comng fromthe
clinician to the conpany to the FDA?

DR ZERBY: That is right. In fact, that represent
the mpjority of reports. O the reports at the FDA, we think

about 95 percent -- by FO information -- come from Lilly.I
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by FDA

woul d add that 80 percent of those events are,

nonseri ous.

st andar ds,
DR. DUNNER:

So in order to understand this 500 to
800 events that we are talking about today in some context,
nunber of events that actually

they could represent a maxi mal
and they also could represent sone
dependent on the thoroughness

occurred in the U S
portion of the maximal nunber,

8
DR ZERBY:
st andar ds. I

10
11 || how much information actually gets to us.

12 DR. LI EBERVAN: Dr.

13 || very thorough and clear anal yses, which I
14
15
16

the acute double-blind conponent

17

predom nantly on acute treatnment studies,
right?

st udi es.

treat nent
DR TOLLEFSON

of
|

ranged anywhere from four to 13 weeks.

18
ot her

for
we have experience,

try to control

~
di sorders,
and then in conpassionate use protocols wth

of that reporting systemon the part of Lilly?
Everything we receive is reported to the

FDA in conpliance with their
Tollefson, you presented sone
presune were based

obvi ousl Yy,

think the issue is

control |l ed acute

s that
The data fromthe depression trials,

the depression trials,
woul d point out the

IS tc

reason for looking in the double-blind trial,
variables -- that was an advantage.
i n the non-nood

2C
However,
with patients treated anywhere from six to 60

22| weeks,
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fluoxetine, or other protocols that have been used outside of
doubl e-blind, there are experiences with well over one year o
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exposure to the drug.

DR LIEBERVAN. That is essentially what | was going
to ask. If one looked at the controlled trial data solely,
they mght not extend through a hypothetical period of risk
and do you have data for |onger periods of tine, either
mai nt enance treatnment or --

DR TOLLEFSON. | think that is an excellent
question. What we decided to do is to take what we thought
m ght be the worst-case scenario, and those were patients, a
very large nunber, that were put on conpassionate use. As you
know,” by definition, conpassionate use patients are patients
who have not responded to any other vigorous efforts at

treatment and m ght be considered a high-risk group for

sui ci de.

Looki ng at those patients, followed a nean of six
months -- but, as | said earlier, the range being out over one
year -- their rate of suicidal acts actually was |ess than

that that has been reported by Wnneker or as Jan Fawcett had
cited, so even in that worst-case scenario the rates were less
than what has been reported in the data as a whole by, again,
Fawcett and W nneker.

DR LIEBERMAN: Can you estinmate the nunber of
patients that nay have been followed in that context?

DR TOLLEFSON: It is approximately 800 patients in

conpassi onate use trials.
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DR LEBER  Jeff, you were going somewhere with that
question, and | wonder if you would like to explain where you
were going? | think | know, but

DR LIEBERMAN: Wy don’t you say?

(Laughter)

DR LEBER | am presuming that you are trying to
make the point that if the hazard, that is, the risk of havin
an adverse event, is nonuniform across the tine of exposure,
that events that have a hazard that rises late may not be
captured, because relatively few people are placed at risk
late; and that these relatively short-term studies |asting
perhaps eight weeks, at nost, in the domestic studies, up to
maybe 12 or 13 weeks in non-domestic studies, have not |ooked
enough at the chronic course of treatment, since episodes of
depression are now treated six nonths to a year, to rule out
the possibility that there is an energence of something in th
| ong run.

DR. TOLLEFSON: May | nake one ot her comment on
that, Dr. Leber?

DR LEBER | think Jeff was going there, and he is
the one who has to tell ne that he was.

DR LIEBERMAN: That is exactly right.

DR. TOLLEFSON: | was going to say that we did also
anal yze the data based upon patient exposure to drug; that wa

the entire data base. There was no relationship between
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acts and length of exposure.
was wondering whether you coul d
think in the US.,

sui ci da
DR. CASPER
enl i ghten us whether the patients,
four- to six-week treatnment
probably eval uated weekly,

basi s,
ot her form of treatnent,
t herapy or sone other formof treatnent,

1
contact? That is,
not see either their general

10| for a prolonged period of tinme.

11
12

That

moni t ori ng.
have you done that with fluoxetine?

DR TOLLEFSON
I

or
and

14
15
t he protocol design,

16

patients,
On the other

17
I nvestigation,

19 | meant

2C
21

psychot herapy, again,
study of drug versus placebo.

Possi bly, yes.
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)

N2 L
MILLER REPORTING CO., IN@.~

507 C Street. N.E.
Washington, D.C. 20002

(202) >46-6666

trials, were seen on a regular
were probably also in sone

per haps psychot herapy or famly
at |east regular

these patients did not take Prozac and did
practitioner or a psychiatrist

“I's question nunber one.
The second question relates to plasma-|evel
consi dered pl asna-| evel

woul d say yes and no.
as a standard for this type of clinical
often that

obvi ousl y,
were followed regularly,
t oken,

18
a weekly visit.
benefiting by other nodes of therapy,
to protect the integrity of the clinics
m ght

Are they different from the patients that
t hey probably

encountered in primary care practice as far as the |evel
On the other

i N the

They were under supervision.

moni t ori ng

Have you ever
Your first question had to do with
The

and nost

they were not
such a

nondrug t herapy,

be

of

t oken,
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represent a nore severely depressed patient population with a

| ot nore risk factors for
standard primary care office practice.
Regardi ng the second questi on,

fluoxetine and its desnethylated netabolize
correl ation between those drug

)

of any substanti al
concentrations and either
I ssue of suicida
believe it was Dr. Neneroff who

particularly,
DR ESCOBAR:
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sui ci de than one would see in a

we have | ooked at
There is a |lack

t herapeutic response or,
acts.
Li eberman’ s

t he
This nmay relate to Dr.

questi on. In the preanble, |
revie’wed the evidence for the relationship between suicide
i deation and the use of other antidepressants in the
It occurred to ne that he did not review
such as the one b:
since Dr. Pryan

the very few | ong-term mai ntenance studies,
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12
12| controlled trials.
14
15| Dr. Pryan. | would be interested in know ng,
1€| is here, whether there was any relationshinp.
17 DR CASEY: Could we save that to committee
1¢|| discussion and keep our questions specifically directed at
1¢|| this tine to the Lilly people? Bob, will you be available to
2( || avoid or answer that question |ater on?
~ 21 DR PRYAN: Yes, | wll be available.
2% DR CASEY: Thank you
2: DR HAMER: This also is related to Dr. Lieberman’s
— 2¢|| question. | believe, in reading the material, that several o
t he studi es had open-|abel extensions and you did not analyze
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-- or at least you did present -- the data fromthose. Dd
you anal yze those data and, if so, how |long were the open-
| abel extensions and what kinds of results did you see?

DR ZERBY: W have had patients treated in open-
| abel extensions and conpassionate use for up to eight-and-a-
hal f years. In fact, there are about 2000 patients who have
been treated for nore than six nmonths in some nonitored way.
The problemwith the interpretation and the way that we did
the controlled clinical trials is there is not a suitable
conparator group. The way that we analyzed themis the way
that “Dr. Tollefson nentioned, |ooking at the rates of
occurrence, and then conpared that to an epidem ol ogi c data
base. In reality, the nunbers were actually |ower than one
woul d have expected from for exanple, Dr. Fawcett’s work

DR REGER | wanted to speak about Dr. Fawcett’s
presentation. As | understand the presentation, he nentioned
that there were 954 individuals who were entered into that
study and that of those 954 there were 13 who actually
committed suicide within the first year of entry into the
study, which, in relation to Dr. Teicher’'s question about bas
rates, would ampunt to a conpleted suicide rate of 1.4
percent. That is conpleted suicide as opposed to even suicid
attenpts.

| wonder if Dr. Fawcett could comment on those rate

and if he has any information on rates of suicide attenpts
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with this population.

DR. FAWCETT: The suicide conpletion rate was |ower
than we had anticipated, based on other studies, although the
percent of deaths was just as high. In other words, if you
take the early studies that were quoted by Guze, we had, in
our first year, 70 percent of the deaths reported were from
suicide. Oher studies just with one- or two-year follow ups
had reports that high, but the actual percent of the sanple
seened quite low for the first year after hospitalization
al though it represented 50 percent of the suicides that we
had.

That is the face of our feeling, follow ng
treatment, which we could not match -- it was not controlled
or randomy assigned -- but we felt treatnent was not that
intense as we expected in five university centers. So even
with noderate treatnment, we saw, | think, a not-too-high
suicide rate. These were 85 percent inpatients that we were
foll ow ng.

They were equivalent to the rates reported way back
by Lowcher in his ECT group, where he conpared ECT agai nst
nothing and for 10 years he got a 1.5-percent rate of suicide
in the ECT group versus 7 percent in the no-treatnent group
so they were conparable to his ECT group for the first year.

As far as suicide attenpts go, | know that about 26

of those patients have nmade suicide attenpts, and | cannot do
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1 it but
about 260 attenpts,
which is very simlar to the Avery finding of non-ECT

patients --
In the Avery-Winneker st udy,

with the issue,
data base, and that speaks directly to the issue of what is

t he expected base rate in either a community population or in

1C
a clinical popul ation.
DR CLAGHORN
| Ssues.

1t
significant suicidal
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think in the first five years there were

I
whi ch averages out to about 5 percent a

it.

remenber

I
question?
Is very inportant to

1 think it was 5 to 7 percent of suicide attenpts
as
your

your

| think it

Teicher had asked for

Does that answer
Yes.

DR. REQ ER:
because Dr.
a nmonent

| would like to talk for
We have got a large sanple

t he sel ection-bias
W have really taken the lowe:
of the

about
part
We

of individuals but we have excluded fromthem people who are
W have excluded from them peopl e who have
t hi nki ng.

physically ill
sanpl ed off the bottom end of that

end of that,
naturalistic

1"
W have made sone selections on the basis of age.
have excluded a wide variety of other diagnoses.
think the question energes in the commttee’s min

range.

are we seeing sonething in our
reporting systemthat reflects a different selection of

2
at this point,

i ndividuals than we see in the controlled clinica
there may be an inconpatibility between those two

2.
— 2¢|| therefore,
[ines of information?
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patients,

you are dealing with experinental
arms and trying to investigate the safety of a drug.
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|s there any way you could address the issue of how

conpounds and usi ng pl acebo
One has

That
for

xample, into the trial
| would have to say, first with regard to
the suicidality, to reenphasize the point that Dr. Tollefson
really the only exclusion for suicidality was in
however,

t hat
Many of the patients,

made,
risk at the tine.

enrol | ed.
[

were still
trials excluded patients even at high suicida

17
About 50 percent of
restrictive.

al |
exclusion and a fewwthin the U'S. had no exclusion
as everyone is doing,

all trials were that
The other thing,

the view of the investigator that that patient was at high
| deati on but

1z
sui ci da
| ooking at HAMD item 3 had significant suicidal
woul d enphasi ze is that
risk.

The other thing that
the trials outside the U S. had no such

by

not

So not

Wwe are trying

W have an
i dea

have a much better

2
to open up nore widely age limts and so forth.
W will

N
2.
ongoi ng geriatric study.
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DR. CLAGHORN : (One followup: Have you actually
broken out the studies that did not use that exclusion and
anal yze them separately to confirmthat they conme to the sane
conclusion as the trials generally?

DR. TOLLEFSON: We | ooked at protocols that either
i ncl uded or excluded patients who had suicidal ideation or
hi gh suicide risk, and the data are really indistinguishable
in the two different subcohorts.

DR SCHOOLER: | wanted to follow the line of
questioning that Dr. claghorn was addressing in another way.
One o'f the general problems with clinical trials is exclusions
and who gets into them Fromthe data base that you have
which is a very elegant one, | think, approximtely what
nunber of cases woul d you estinmate had been screened in order
to get that number of patients into the studies, given the
kinds of criteria that were set up in each one? Just
roughly. Are you tal king about 50 percent? 307?

DR. TOLLEFSON: | cannot give you an exact nunber.
| think, in general, what you are tal king about is probably
about one out of two to one out of four patients who would be
I ncl uded. | do not know if anyone in our group would have
that specific information right now

LI LLY REPRESENTATI VE: (Not at m crophone). |'t
varies fromprotocol to protocol --

DR, TOLLEFSON: The bottomline is there is
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rariation, depending on the protocol.

DR ZERBY: One other thing perhaps worth noting is
in that screening, some patients were screened out not becaus
they are too ill but because they are not ill enough

DR. SCHOOLER: | would say that still would affect
the generalizability in both directions.

DR TOLLEFSON. CQutside of the controlled data base
that we presented, | mentioned that we had conpassionate use.
There are al so studies that have been done in mld depression
or dysthymia, for exanple, so we have |ooked at a variety of
di fferent nmood disorders, without any deviation fromthe basi
concluding points that were made.

DR MONTGOMERY: | have a comment which nmay help to
answer Dr. cClaghorn’s very interesting point, and this is, we
| ooked at a group -- the data were presented in the recent
Fl orence neeting -- of 107 patients with a history of repeate
suicide attenpts, without major depression (they were |argely
personality disorders). W followed themup for six nmonths o
until they attenpted suicide and we achieved a suicide attenpt
rate of 18 attenpts in each group, representing a 35-percent
attenpt rate in this population. Cearly, people were
droppi ng out as they went along, but the life table analysis
that we did showed absolutely no difference in the attenpt
rate or in the speed of the attenpt on drug or placebo, and

that very largely backs up data in the nonmgj or-depression
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yopulation which you have seen presented today.

DR. CASPER. | was amazed by Dr. Montgonery’s
romment that the attenpt rate under drug was not |ess than
inder placebo conditions. Actually, fromthe data we have
seen here today, you would expect a lower attenpt rate in
patients taking an effective antidepressant medication

DR. MONTGOVERY: These patients were not depressed.
They were not suffering from mgjor depression and so,
therefore, it is testing whether the drug was effective in
t hose groups who nmaybe ought not to have received the
anti depressant, and the answer for us was that there was no
provocation of suicide. Neither was there induction of
suicide attenpts in that group

DR CcASPER: Did they have any change in any other
symptoms? O did fluoxetine at the tinme have no effects on
this popul ation?

DR MONTGOMVERY: As far as we could tell, the
difference between the drug and placebo was mninmal. They
foll owed exactly the sane course in both groups.

DR CASPER: | have, really, another question, and
t hat concerns the group of patients who did not conplete the
studies. You said that the patients, actually,
proportionately were less in nunber than those in tricyclic
drug studies. D d you analyze the reasons why patients

di sconti nued nedi cation, dropped out of the study? | nean,
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:here are obviously many reasons why patients do not continue
a particular drug study, but did you look at this population
secause this mght be a popul ation which mght be of interest
to our discussion today, since they mght have devel oped sone
symptoms Or adverse reactions which, indeed, mght be side
effects of drugs done in only a very small population

DR. TOLLEFSON:  The question, if | understood, was
on the slide that had to do with discontinuation for any
reason or discontinuation due to an adverse event? | was not
sure which one you were referring to.

DR. CASPER.  Either one.

DR. TOLLEFSON: As you renmenber, the basic
conclusions there were that patients conpared to placebo on
either tricyclic or fluoxetine were nore likely to experience
an adverse event, which would make sense. Fluoxetine rates,

t hough, were significantly fewer than were seen with
tricyclics. Then we noved on to a discussion of any

di scontinuation fromstudy for any reason and, in fact, there
were far fewer, statistically significantly fewer,

di scontinuations with drug therapy wth fluoxetine than eithe:
W th placebo or tricyclics, neaning nore patients were
retained in the study.

Now, had, from any of those three assignnents,
fluoxetine, pl acebo, or tricyclic, the patient experienced an

increase in ideation potentially, theoretically, as an advers:
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It would have been
i f the

in the placebo cell
Wor seni ng or,
in that

svent, for exanple,
captured in the analysis as a clinical
it would have been caught

| deat i on.

sui ci da

smergence Were substanti al
as we said in the

energence of substantia
r emenber,

ESSI , or
Those i ndi vi dual s,
| ast visit

definition of the data analysis, we were |ooking at a
di fference from base-line random zation to their
8§ || or, for that matter, any visit during the clinical study. So
if they experienced that adverse event at a termnation point
of the study, they woul d have been included in the data

My question also concerned the analysi
| deation, bu

1C
11 | anal ysis.
1: DR, CASPER
12| of adverse events, in general, not just suicida
1¢ || agitation, restlessness, or other synptons. Did you |ook at
1t || those? Did you do an analysis in this popul ati on who
1¢ | di scontinued the control trial?
1 DR. TOLLEFSON. For exanple, at the closure of the
1¢| Us. |IND base at the end of 1989, suicidal acts or ideation ac
1| a side effect, if you would map it as such, under active
20| treatment with fluoxetine was not in the top 20 events. The
~ 2 | most conmon things were the ones that people would encounter
2. || in clinical practice, such as nausea, headache, or
2 restl essness. W do have that. In fact, we could show you
La - 2 the rank ordering, if you are interested.
DR. MANN. One of the concerns that was expressed 01
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a placard outside the building was that Pprozac kills. One of

the problems with the [imtations of the data set generally

bei ng presented and discussed here fromthe controll ed

clinical trials and fromthe various kinds of continuation
data that you have is that there are not any data on deaths

t hrough overdose.

| wonder, first, whether you could tell us a little
bit about what in the analysis you m ght have done, using the
DAWN data set, on actual fatalities due to suicide attenpts or
overdoses related to Prozac and, secondly, whether you have
tapped the sane data set in order to determ ne whether there
are any differences between fluoxetine and ot her
antidepressants in ternms of presentations to emergency roons,
for exanple, with an overdose.

DR TOLLEFSON: | would refer back to our review
that we did do of the epidemiological data bases with this
group. First of all, as you recall, when we |ooked at the PEM
system the Inman group that |ooked at over 12,700 fluoxetine
reci pients observed no evidence of fluoxetine induction of

suicidality or suicidal deaths.

W then noved on to the DAWN data and there are two
conponents that one can analyze within that Drug Abuse Warning
Network. The first one was just general emergency room
mentions. As | comented, in light of the volune or the

popul arity of the nedication as a denom nator, the DAWN data
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1| base concluded there was no di sproportionate increase in
B 2|l mentions of suicide at enmergency roons relative to fluoxetine
i 3 Then we noved to discuss, within the DAWN data, the
4| other subset, which were nedical exam ner nmentions of deaths
5| and, in fact -- and we can show you those conparisons -- the
6 | fluoxetine experience, when considering, again, popularity by
7| prescription, was substantially |ower in nedical exam ner
8| mentions than tricyclic antidepressants. That, | think,
9| definitely reflects the differential therapeutic indices
10| between conventional tricyclics and some of the nore novel
11| serotonin-selective uptake inhibitors.
2 12 Last but not least, is the general point fromthe
13| National Center for Health Care Statistics that absolute
14 | numbers of suicides -- lethal, death -- have gone down
15| somewhat since the launch of the product.
16 DR ESCOBAR:  (Going back to the selection of the
17| sanples, | amparticularly interested in having a general ide:
18| of the criteria to select particularly the nondepressive
19| sanpl es, because | have a hunch that in the real world
20| fluoxetine is being used for a |large nunber of nondepressed
- 21| patients. Do you have any idea of what proportion of the
22| individuals who entered those trials were real patients, user:
23| of services, and what percentage or proportion of themwere
2N — 24| synptomatic volunteers recruited through newspaper
miLLER rReporTiG co, més || advertisements and, if so, does your conpany have a specific
Waingon, .. 201
(202) 546-6666
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Is avery difficult question tc
say, derived

| would think

DR, TOLLEFSON
care.

ads versus nor nmal
t he nent al

obesity trials than in the depression trials,
think, for the nost part,

ilIness trials, and |
centers that are very highly skilled in those areas and have
very sel ected popul ations and not generally seeking those fror

ads.

10

11
t he advertisenments that
just for one second,

Let

Some of the conpani es have policies o:
Do you have

newspaper

DR ESCOBAR:
are placed by the P.1.’s
refer

ne,
If you were speaking on the
t hose are

random

Some

patients.

12
13| any such policy?
14 DR TOLLEFSON:
15| back to your earlier question
16 | non-nood-di sorder trials, obesity, ocp, and bulim a,
17 || patients in clinical studies using DSM-III-compatible criteri:
18| for ocp and for bulima nervosa and defined criteria that are
19 || nedically acceptable for obesity; those were not just
20| clinical observations.
P 21 DR ESCOBAR: It is the way they are recruited, how
22| they cane to the attention of the investigators.
23 DR TOLLEFSON:  Now, again, that would not be a
N\ — 24| corporate issue. The corporation does not recruit patients.
There are academ c investigators who recruit
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academ c centers, as you know, may use print advertising
That print advertising is subject to that institution's

institutional review board policy and it would have to approve
what ever advertisenment was used.

DR CASEY: Dr. Lin, please. Again, | ask people to
have just specific coments to Lilly, so we can proceed with
our conmttee discussion.

DR LIN. | also have a question about the patient
selection and potential bias. | think it is a very inportant
question and | do not know whether there is an easy answer.

In the case report literature, | think many authors suggested

that patients with atypical depression, however it is defined,

may be nmore susceptible to this kind of side effect. | wonde

whet her you have data to address that or whether there is any1
plan to ook into that issue?

DR TOLLEFSON. There clearly are published trials,
not necessarily sponsored by Eli Lilly and Conpany, |ooking at
sel ective serotonin-reuptake inhibitors such as fluoxetine in
atypical depression. The data suggest, as | am sure you know,
that the selective serotonin-reuptake inhibitors appear as
efficaci ous as nonoam ne oxi dase inhibitors and better
tolerated and appear superior to tricyclic antidepressants in
atypical disease. One would expect that with the classical

features, w th hyperphasia, hypersomnia, et cetera. They

woul d seemto be a reasonabl e option.
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That is not necessarily based on our Lilly data bas:
we heard today, but published academc literature.

DR MONTGOMERY: One way of answering Dr. Escobar’s
interesting question is to coment on the difference between
the international studies and those conducted in the U S A
because ny understanding is that the international studies di
not have the ability to do recruitnent by advertisenent; it i
not a technique for raising patients for studies in Europe.

| wonder whether you would confirm that, because
that would help Dr. Escobar to answer that question

DR TOLLEFSON. Yes, that is true. Thank you

DR. HELLANDER: | have a question about the doses o
fluoxetine that were used. | amassumng that it was 20 to 8
ng in all the studies, but could you tell us, perhaps, what
percentage of the patients were on the |ower end, 20, and wha
percentage were on the higher end, 80? Could you also try to
do the same with estimating the percentage of the patients wh
were in the shorter trials, the four- to five-week trials and
t hose who were in the | onger ones, toward the 24-week end?

DR ZERBY: | amonly able to give you a
gross estimate -- sonme of ny colleagues may be able to
clarify it. There are a large nunmber of patients at the high
doses of fluoxetine in these trials. Many of the early
trials with fluoxetine were done at hi gher doses than

subsequent trials, when we |ooked at fixed doses. Wy
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estimate would be that roughly 40 percent were 40 to 60 ng
and probably 20 to 30 percent were at 20 ny.

DR TOLLEFSON: | would like to reiterate the
comment, though, that we did, in the fixed-dose studies, whith
ranged from5 ng to 60 ny, an analysis to see if there was any
associ ation between suicidal acts or ideation and dosage and
there was none.

DR TEICHER: A couple of questions. In terns of
the coroners’ data, where you showed the extraordinarily | ow

frequency of adverse reports with fluoxetine, did this require
that ‘the coroners pick them up on assay and were they al
prepared to do assays on it, or required that it be docunented
in sone way in terns of medical history? How did they know
that they were on fluoxetine?

DR ZERBY: They did not require assay confirmtion..
In fact, it could be as little as sone evidence that they were
on the drug would be sufficient as a coroner’s mention or
medi cal exam ner’s nention.

DR TEICHER: | aminterested in the converse. In
some cases, say, Wth tricyclics, did they say that the
patient was on tricyclic because they had toxicol ogy data, and

were those toxicology data in sone instances not avail able fox

fluoxetine?
DR, ZERBY: | do not know exactly how one can answex
that. | know assays for fluoxetine now are not uncommon and
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peopl e can assay for that. | do not think there is any
limtation in the ability to measure it. | guess | would be
al nost nore concerned, with all the publicity, with even the
coroners being influenced by the recognition, by saying this
patient may have been on Prozac, when, in fact, the patient
was not on Prozac.

| think there are issues, too, that emerge with
medi cal exam ner nentions.

DR TEICHER | think, also, it should be noted in
terns of the trend of the nortality or nunber of suicides
goi ng down over time, one inportant fact to filter into that,
that | amsure you are aware of, is that it has always been
reported in epidemiological studies that one thing that
influences the overall rate of suicides is whether the countr
Is at war or not, and there was a conflagration

The other thing is that in terns of our case report
our first patient was in a Lilly-sponsored trial that we
reported. The interesting thing was, her Ham |ton Depression
Score, item 3, was conpletely insensitive to the change. She
started out wwth a 3, because she had sone very, very mld
sui cidal thought. She basically thought for about three
seconds that she wanted to take all her pills, said it was
foolish, and went no further.

Then, during the course of treatnent, it becane

obsessive and unrelenting, but it still scored a 3 -- it did
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one was |ower than that. If
that woul d have been the way

Is not a great fine
That may

and an earlier

nost of our cases,

So the HamIton itemitself
Is a very coarse instrunent.

it
| would just open it up. This
think i f someon:

DR, TOLLEFSON
but |

has greater expertise than I

transi ent thought of suicide,
a 3.

many

a mld,
ators would not
DR. TElI CHER:

DR, TOLLEFSON:

have scored that

But it was.
There is a continuum on the Hamilto

on the far end, an act, and

i deati on was what |
relative absence of

sui ci dal

is the absence or
i ntense ideation, with or

ant i al

had, and that

going to a very strong,
I n

ation,
i ndi ces.

an act.
| would just add, we did |ook at other
trials we had Dr. Montgonmery’s scale
report, the Hopkins Sympto
report,

hout

he internationa

W al so used a patient

subj ective patient on the
or thoughts o

on hurting one’'s self,
t he MADRAS

the Ham | ton,

avai |l abl e.
item 15,

i deation or

Checkl i st
t hose three outcome neasures,

intensity of

None of
t he Hopkins Symptom Checkli st,
They were all

or

deat h.
entirely

[ phonetic],

showed any deviant results.
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consi stent.

DR LEBER: | have a clarification. | nmay have
m ssed this, because | was out taking care of sone
admini strative business, but when you were presenting the DAW
mentions fromthe nedical examners, is there a breakout
bet ween those which are overdose conpl eted suicides and those
whi ch are violent conpleted suicides? Obviously, there is an
interaction there. The patients are selected for the overdos:
sui cides by virtue of the other type of antidepressant they
are using, whereas within the, say, violent type, hanging,
shooting, et cetera, that is the group | presume we would wan
to look at if we were doing any kind of case control
met hodol ogy.

DR ZERBY: To ny know edge, that has not been
broken out, by violent or overdose. It is just the
inplication that the drug was involved in some way, but not
necessarily overdose.

DR TOLLEFSON. Although I think one could say that
if the patient -- we are looking at patients in that study,
Dr. Leber, that, given the safety profile of the drug, they
woul d probably, if they were really truly suicidal and wanted
to end their lives, they would have to find a nmethod ot her
t han fluoxetine.

DR LEBER.  That was precisely ny point, because if

| wanted to | ook at the cause prevalence, if you will (and yo
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share and the tine in the

viol ent means (not the group that overdosed, because that wil
you want to

not give you a sanple of fluoxetine exposures),
correcting for

| ook back anpbng those who conpl eted sui ci de,
use of drug in that particular epoch in which they commtted
| do not

to find out whether there is anything.
| know that other people have
| wondered if you had

has been done yet.
the same thing, but

t he suicide,

t hi nk that

probably thought of
as the

[ K]

The DAWN data, as far

done it.

1C
DR TOLLEFSON:

of course,

nentions are on fatalities and then

11
emer gency room mentions,
I's not unique to just

the medi cal exam ner
linkages with antidepressants, so it

1l | have drug overdosing as a nethod of death
14 DR CASEY: Thank you very much.
I' | tinme and your presentations.

forward by the FDA

which we bring to the table which we think wl
COW TTEE DI SCUSSI ON' RECOMMVENDATI ON (' S)

2
2 The four questions are:
2 .

neeting where the commttee wll
W are also able to discuss other
be rel evant.

I's there credible evidence to support

focus on suicidality, but

W& appreciate you

We now nove to the phase of the

address the questions put

I ssues

a

vi ol ent

— 2

intensification of suicidality and/or

and/ or
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a

does the evidence indicate that

behavi ors?
“ii.  If so,

particular drug or drug class pose a greater risk than others
- “iit. If the whole class or a particular drug

cause energence and/or intensification of suicidality, what

actions, if any, should the Agency take?

“iv. Even in the absence of sufficient evidence
do the large volunme of reports and/or

reports received justify some Agency action, e.g.

sone or all antidepressants?”
question, initially

to establish causation,
| abel ing for

8
the type of
would like to go to the first
“Is there credible evidence to support a conclusion that

13
I

9
10| a nodification of
11 I
12
anti depressant drugs cause the energence and/or
intensification of suicidality and/or other viol ent
open the question for discussion by the
Li ke everyone else on the conmttee, |
cane here.
These data

A statistician,

)

14
behavi or s?”

15
16| conm ttee.
DR, HAMER:
the materi al
paid attention carefully to the presentations.
I

read all very carefully before |
do not renmenber exactly who it was -- it may have been John
“I'f you torture the data,

t hi nk.
t hey’ |

17

18

19

have been anal yzed very thoroughly,
there have been s

nmean,

20

21

I
Tookey -- once said,

think these data have been tortured thoroughly,
conf essed.

22
conf ess.
|
have not

)

24
and they still

2,
Ry
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| would find

to question i.

showed any indication that antidepressants seemed to play a
i deati on,

1] yes
How about answering “no?”

role in attenpts or emergent suicida
you are asking me to
I

3
DR CASEY:
[ no’
as a statistician
am surely com ng

a hard time answering
To answer

(Laughter)
O course,
But |

5
DR. HAMER:

hypot hesi s.
hypot hesi s.

the null
the null
There is one inportant
is the study of
study | ooking
That

study which

accept
can never accept
10 || close.
DR, MONTGOMERY:
has not been discussed today,

11
and t hat
maprotiline in long-term treatnment, a one-year
two different doses of maprotiline against placebo.
with 1100 patients in it over a one-year period, has

acts an

12

N
13
14

it reported that maprotiline was associated’with a significant
It is the only

at

15
16
17
18
19
20
21
22
23
24

st udy,
acts conpared with placebo.

Is a one-off [phonetic] study.
along with the repor

sufficient power to test for the presence of suicida
can find in the literature with sufficient power to be

I ncrease in suicidal
|t
it and it goes to sone way,
in a very much smaller nunber of
t hat

Fawcett has said,

one |
able to test
of Soloff, who reported,
patients in an acute study, as Dr.
amitriptyline may be associated with an increase.
woul d take both of these studies as warnings that

[
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t he phenonmenon may exist for sone antidepressants. But | am
not in the habit of accepting data on a single study and |
woul d comrend this conmttee to watch this situation
relatively closely in the meantine.

The other area of concern is that the
benzodi azepi nes have a | abeling for the provocation of
suicidal acts in sone places in Europe. That is based very
largely on anecdotal data but there is a study, again, by
Cal gary and Gardner, w th alprazolam provoking suicide
attenpts. | would put the benzodi azepi nes, possibly, in a
category which you would need to watch a little bit nore
cl osel y.

The question you ask, for the data that have been
presented today, | nust say that | agree absolutely that the
data are neutral to positive, that there seemto be |ess
effects than placebo, rather simlar to other antidepressants

DR. CASEY: The maprotiline data, that was a two-
dose study agai nst pl acebo?

DR MONTGOMVERY:  Yes.

DR CASEY: Are the results dose-rel ated?

DR MONTGOMERY: No, very interestingly, the doses
that they chose were very low, 37.5 mg versus 75 ng of
maprotiline versus placebo in three equal groups, and the
attenpt rates were equal in very |owdose and in the 75-mg

dose groups, so there appears to be no dose relationship
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there. This is
ioses of maprot
subsequent de
trial. So,
attenpts nm
depr essi on.

we shoul d

€
patients in that study?
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bot!

an inportant study, because it found that
iline were better than placebo in reducing

pressive episodes in this long-termefficacy
i ndi cates that suicide and suicidal

therefore, it
y be dissociated fromthe recrudescence of
I's something that is a warning to us tha
these data very carefully.

So t hat
carry on |ooking at
Was concom tant nedication allowed in

DR CASEY:
| have of the

DR. MONTGOVERY: am afraid that all
needs to be exam ned in
Dr

is a French publication and it
sonet hi ng t hat

I
1: | trial’
L far greater detail.
L DR LEBER: | wanted to bring out
1+ | Montgonery just mentioned that | think that We would want to
I || enphasize. The evidence presented today includes not only th
) evidence fromcontrolled conparisons, but all the other
1 evidence that we heard, sone of which is anecdotal, and that
1 is not always inappropriate, because it is possible to
1 concei ve of sonme anecdotal reports as an N of one experinent
2 || in which sequences of events are so inprobable in the absence
PN 2 of treatnment that you conclude that the drug m ght have done
2 it
2 | think we are trying to get a broad answer to this
N - 2 question. W understand that the rates, if they exist (we
cane to that conclusion alnost unaided) , are probably quite

MILLER REPORTING CO., INE

507 C Street, N.E.

Washington, D.C. 20002
{202) >46-6666



“rsm

264
1|l low, but does the possibility still exist in your nminds as a
a 2 || reasonable one? Do you think there is any evidence on the
3 || basis of the reports and anecdotes that you have had and heart
about that it does? For exanple, Dr. Teicher is here for a
reason. He was convinced. He is a reasonable man, an
acadenmic psychiatrist. Why? Wat persuaded sonme of you and
not others?
So when you answer this question, | hope you wll
9| focus not only on the controlled trial data, which I think Dr
10 | Li eberman pointed out is covering a snall proportion of the
11| total time-duration of the average treatnent course, and | ook
N "12|| at all the evidence and see where it is weak and where it is
12|| strong. So with that charge added to it --
14 DR MANN: In relation to Dr. Leber’s cenent, what
1t|| we can learn fromthe data that have been presented is that
1¢ || patients who are on antidepressants are not entirely free fro
17| the problem of suicidal ideation, attenpts, or conpletions.
1¢|| Wwe are dealing here with probabilities and, froma statistic
1¢|| standpoint, the drugs basically seemto be rangi ng between, a
20 Dr. Montgomery nmentioned, neutral and favorable -- some nay
Ean 2. | say highly favorable.
But that still does not mean that there are no
2.|| patients in whomone finds suicide attenpts, suicide
N\ — 2¢| conpletions, and perhaps the devel opnent of severe distressin
wwenreporTiG comé.! || Sui cidal  thoughts.  The nature of things being what it is, it
507 ¢ Street, N.E.

Washingron, D.C. 20002
12021 546.6666
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is fromthat group that we hear those very painful stories

this morning. Nevertheless, overall, one would have to | ook
at things froma statistical standpoint. Is this nore than
just the effects of the illness, environnment, and a range of

other things that antidepressants cannot conpletely suppress
in their treatment of depression?

At this point, | find it difficult to conclude that
there is specific evidence that the anti depressant plays an
aggravating role. Again, | see these anecdotes, therefore, as
suggestions of areas that need to be |ooked at very closely,
but in their own right they do not represent sufficient
evi dence to act on.

DR. TEMPLE: [t was Dr. Fawcett, | think, but, in
any event, one of the presenters under the Lilly banner, who
referred to the possibility the so-called roll-back phenomeno:
as if it were an established truth. Now, you can call that
unmaski ng sonet hing that was there already, or you can call it
provocation -- it does not really matter which it is,
necessarily -- but it could suggest that people who start on
an antidepressant are placed at increased risk of suicide
because of that.

Qoviously, | have no know edge in this area, but it
was presented as if everybody knew this. I's this something
everybody knows, because nothing quite to that effect is

stated in the labeling that says you shoul d watch out when yo
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start sonmeone, because he nmay not be cured of his problens
right away. It certainly does not say his risk may actually
be increased during that period. | guess | would |ike to hea:
some flavor of that.

Then | have one other question to throw out to the
commttee, which is this: The discussion we heard earlier
showed that people who commit suicide are highly likely to
have a diagnosis of depression, which neans that sonebody
identified themas in a high-risk category. But there were
still a significant nunber of people who commtted suicide
w t hout having that sort of diagnosis and | guess | would 1like
some advice or discussion of who those people are.

| ask it for the follow ng reason. The anecdotes
that one hears that are nost evocative, to ne, anyway, are nof
t he ones where people have had a 20-year history of suicida
ideation and then finally do it -- that is not too surprising
-- it is where they assert that there has never been anything
intheir mnds |like that before and yet now t hey have suddenl:
become excessively concerned with suicide and may even do it.
O course, it is hard to know what was in their mnds all
these years, but those are the stories we hear.

So those two questions really relate to the sane
phenonenon, which is how to evaluate sone of the anecdotes,
and are those telling you anything, even if the anassed data

we have heard are fairly persuasive on the idea that there is
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1| nothing going on?
B 2 DR REGIER: One of the things that was nost
— 3| striking about the anecdotes -- 1 should say the persona
4 stories -- that were presented was that many of themdid
5| exhibit sonme conplications, as does Dr. Teicher’s. In
6 || particular, the co-occurrence of substance abuse in a mgjor
7| depression increases the risk of suicide in the population, a
8| reflected in sone of the epidemiological studies. The risk o
9| a suicide attenpt for somebody with unconplicated nmajor
10 | depression is about 12 to 13 percent, lifetime. The risk of
11| a suicide attenpt for sonebody who has both a major depressio
T 12 || and a history of use of an addictive substance, either alcoho
13| or drugs, is double that, or 25 percent.
14 This is sonething that may be a factor in sone of
15| the uncontrolled case studies that we have, and in Dr.
16 || Teicher’s cases we al so have sone very conplicated, both
17 || neurol ogi cal and personality disorder, cases in which there
18 || may be some interaction, both between the disorders and
19| increase in suicide risk and an as-of-yet-undeterm ned
20| interaction of the medication with those disorders.
P 21 | think that it is inportant to have the |arge
22|| clinical trials to determne the efficacy of the drug and als
23| the risk of side effects in these controlled trials, but in
™ — 24| routine practice | think it is inportant to warn, | guess
MILLER REPORTING co, 25 || Ppractitioners, that where there are concurrent disorders, the
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1|l there is an additional need to be careful about nonitoring
B 2 || patients who are on these nedications and, for that matter,
- 3| for those who are not on these nedications.
4 DR. CASEY: In relation to that, Dr. Leber has giver
5| me an excerpted translation of the French study that Dr.
6 || Montgonery referred to. In relation to ny inquiry about
7| concomtant nedication, it says, “The only possible
8 | therapeutic associations” -- neaning those also allowed --
9 || “were benzodi azepine-type tranquilizers, Clobazam, lorazepam,
10 | and flunitrazepam " So, once again, we have the conplication
11 || that ‘the benzodi azepines in that setting nake it nore
E 12 | difficult to understand the maprotiline dat a.
13 DR SCHOOLER:  To cone back to question i., | have
14 | some concerns about a response to that question, and that is
15| that it is not clear to me that data have been evaluated with
16 | respect to these questions for the wi de range of
17 | antidepressants with the kind of attention that the fluoxetine
18 | data have received. Indeed, it is very clear that within the
19| FDA's own reporting systemterns dealing with suicide have
20 | only been there since 1989. That is one point.
P 21 The second is, | found nyself enormously touched anc
22 | responsive to a nunber of the stories that we heard this
23 || norning and, in particular, to the point Dr. Tenple raised,
\ — 24| think, that many of these seemto be unprovoked in the sense
wiLLer reportivg cond S || Of  having lengthy histories. | guess | would say that the
507 C Sueet, N.E.
Washington. D.C. 20002
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data fromthe trials that were presented here, | think, are
very convincing as far as they go, but | amnot conpletely
convinced that those are all the data that we need in order t
be able to say, no, there is no credible evidence to support
a conclusion that antidepressants -- you know,
conplete the sentence.

| guess the question that | would raise in turn
woul d be what woul d additional data be that we mght want to
see that would nake it possible for me to say the data -- and
by that | would mean a wi de range of data, not just the
clinical trial data -- have been tortured and they have indee
not confessed.

DR CASEY: | agree, and | think you will probably

have a | arge number of conmttee nenbers agree. Gven the

information that we do have, do you feel that -- that is
related to question i., and |I know you want the caveat that *
don't feel | have all the data,” but, on the other hand, we

have to live with what we have and we have to nmake sone
deci sions and give sone guidance.

Your last point is really issue nunber iv., which I
think we can have a creative discussion about: How shall we
go about addressing issues that are now mssing from our
i nformation base?

But given the infornmation base we have now, do you

feel that there is evidence to conclude that anti depressant
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drugs cause the enmergence and/or intensification of
suicidality?

DR SCHOOLER: | will go a step further, then, whict
Is that we had a certain amount of data presented here this
morning and this afternoon. Then, just a few mnutes ago Dr.
Mont gonery nentioned a maprotiline trial which was certainly
not famliar to ne -- this is not an area of expertise for ne
-- but it was ny sense that.it was not famliar to a large
nunber of people around the table. M question is, is it that
we are restricted to the data that have been turned up here
today or are we | ooking nore broadly at what evidence there i:
avai | abl e?

DR CASEY: W are not restricted. | f you woul d
like to sit on the fence, it is quite fine.

DR SCHOOLER:  For the monent.

DR LEBER: A technical point: Cbviously, data are
accunul ati ng. | believe | first heard of this paper this
summer when | was a guest of Dr. Montgomery in July. A paper

appearing this week in The British Journal of Medicine is

going to report on a meta-analysis Of fluoxetine and it wll
cite this particular paper. So this particular paper is not
wi dely known now, it will be shortly. It is available in
French.

Are you holding up the BMI? There we have an

illustration of it and you are welcone to take a look. This




M|“
o

10

13
14
15
1€
17

1¢

)

Y —  2¢

MILLER REPORTING CO., INZE
507 C Street, N.E.
Washingron, D.C. 20002
(202) >46-6666

271

IS the meta-analysis that does reference the French paper.

The point | was trying to make is that obviously
data keep coming in and we keep |ooking at them and you wl|
iterate toward what you believe is the correct position.

The one thing I would ask about that one single
case, though, is you have one thing | guess we would call the
experiment-wise error rate. Cearly, we are doing hundreds
and hundreds of contrelled conparisons. Surely once in a
while some will turn out to show a difference that
incrimnates the drugy | think Stu was making the point that
he does not |ike one o¢occasion of anything: It is not one
swal  ow that makes the sumer.

How does everyone else feel about that? Are these
types of studies going to be persuasive?

DR LIEBERMAN: Let me nmake a couple of comments by
way of responding te guestion i. | think if anything has bee:
driven hone today, iit|is that many nore people suffer and die

from not receiving medication for depression than are harned

or die fromreceiving| treatment with antidepressant
medi cations .
The question then becones at what cost is this in

terms of adverse effects potential? 1In terns of the data tha

we have heard about dfday and are aware of fromthe
literature, there are control | ed data, which is the preferred

mode of data, and thep there is the spontaneous reporting
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system or anecdotal data. Both have their various

[imtations.

The controlled data have limtations, maybe, in

terms of generalizability and in terms of not extending

entirely through the period of risk. Spontaneous reporting

system data and the anecdotal or case report data have

inherent limtations in them but reflect the mass of

information that is known to date.

Based on both sets, it is hard to say that there

10| appears to be any credi bl e evidence indicating an increased

11| risk ‘for antidepressants inducing suicidal behavior. The nos

12| conpel ling evidence clearly was the very dramatic and tragic

13| testinonials by individuals this norning which have inpacted

14| terribly on their lives, and that is hard to ignore. Placing

15| that against the objective evidence that is nornally eval uate

16| scientifically, it still seens that there is not a credible

17| basis on which to determne that there is an increased risk o

18|| antidepressant drugs, unless the methodol ogy that has been

19| used heretofore to evaluate that -- and it may be that

20| clinical trial methodology is |less sensitive to indices of

sui ci dal behavi or but

)

21

unl ess the methodol ogy was greatly

22| flawed, it does not seemto have turned up in a very

23|| conspi cuous way.

- 24 DR STANLEY:

To actually continue on with Jeff’'s

MILLER REPORTING co., m@s | POI Nt about the net hodol ogy, it has been suggested that
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perhaps the assessnents of suicidal ideation or acts may not
be as sensitive as we would like in some of the controlled

for

trials .

As soneone who works in this field, we grapple with
this all the time in trying to come up with adequate measures
the field.

see it as a difficulty in genera

measures for inpulsiveness and this poses great difficulty.

8| |
as part of clinical
sone nore el aborate fornms of assessnent,
maybe possi bly expanding to acts of

I
We are right now struggling with trying to come up with
in the future,

think it would not be a bad idea to consider
trials where this issue is pertinent,
ei ther of suicidal

tha

be incl uded.
what is your sense of an

10
11 || ideation or acts,
12 | aggression of violence,
13 DR CASEY: Gven that,
14 | answer for question i?
15 DR STANLEY: Again, like, | think, everyone here,
16| | was greatly noved by the personal comments of the
17 | individuals who have experienced hard tines, suicidal
18| behavi or and aggression and viol ence. | try to look at that
19 | experience that is reported individually and then go to the
20 clinical trials, which, despite their drawbacks and whatever
PN 21| limtations there are, provide for nme, as a scientist, the
22| frame of reference that | feel nost confortable with in
23 || judgi ng whet her something is real or not above a certain
TN — 24| probability.
Even within that context, as far as | could see,

MILLER REPORTING CO., IN2.5
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there was no support to say that there is credible evidence of
in context the anecdot al

.rsm
1
2 || a causal 1ink. In trying to put
P2 :
3| remarks, | look -- because as has been nentioned by a nunber
4 || of people here, they are, in some instances, very conplicated
5| cases -- so | try to look at their experience in light of the
6| controlled trials that are in the nondepression sector. For
the OCD, and for the obesity, again, | do not see
behavior, so | do not see
am general ly ir

the bulim a,
any kind of induction of suicidal
li nk.
I

want to first say that
i nformation

that there is a causal
|

think the kind of

9
DR LIN
agreement with what has been said, especially what Dr.
I

10
11
L 12 || Li eberman nentioned earlier
13| that we have been receiving and tal ki ng about belong to two
14| areas. One belongs nore in the area of hypothesis generation
15| and the other area is nore hypothesis testing. Both are
16 || i nportant, but in naking decisions, we have to rely nore on
17 || the resource of hypothesis testing that has to come fromthe
18 || pl acebo-control | ed doubl e-blind studies. The evidence that we
19 || have | ooked at so far very clearly indicates that there is no
20| evidence in terns of association between the drug and suicide
P 21 || risk.
22 However, the case reports are still valuable in the
23 || sense that even though they do not point to an increased
EaN — 24| suicidal risk in the population of nore typically depressed
wierrerorRTING co.n@5 || patients tested in the studies that have been reported, nmaybe
507 C Street, N.E.

Washington, D.C. 20002
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the case reports and the results fromthe surveillance data

know about .
DR TAMMINGA:
St anl ey,

no

Drs. Liebernan,
try to articulate a
Dr.

10 | advi sers, and unless you call for

11| suggested this morning, in fact,

— 12

13 || nunbers that

14 | have been presented,

15| “no” to question nunber i.

16 But ,
17 | were given this norning,
18 || personal
20
~ 21| presented,
22
23
~ — 24| differences
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can be | ooked at to see whether they point to any nore

specific hypotheses that could be tested in the future,
as maybe subgroups that may be at high risk that we do not
woul d continue along the vein that
and Lin have been talking. |
answer to question nunber | in that
as was

Leber has actually called together a commttee of science
our resignation,

advi ce you get froma group |like us needs to be based on the
have been presented. Cearly,

it would be hard to answer anything but

in listening to the persona

drug treatnent or perhaps sone rare idiosyncratic reaction to
It was hard to understand sonme comnality of

19
the drug. As |
response that would have made ne think of a possible nechanisn
for a rare idiosyncratic response, because there were such

275
such

wi |

think that the kind of

|
fromthe data that

reports that
to the

one woul d have to think of those

al so,
reports as being either entirely coincidental

was |istening to the stories that were

were presented.
I f some rare idiosyncratic

in the stories that
It would seemto ne that
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response to fluoxetine or to the other antidepressants is
occurring, it would really take a much bi gger data base than

what we have to nmake a conclusion on that. So | would give a

“no” answer to question nunber i.
DR CASEY: Are there other conmmittee menbers who
want to address this? [If you do not volunteer, | wll ask yol

about question i.

DR casPErR: | would want to join the commttee
nmenbers who have spoken by considering the data which have
been presented and the data we have available right now on th
popul ati ons which have been studi ed, on popul ations of
depressed patients which have been studied. | do not think
one could answer the first question but with a “no.”

But | want to qualify ny answer, because review ng
the literature and the reports we have received and |istening
to the heart-rending reports we have heard this norning, ther:
are, | think, some common factors which m ght present
t hensel ves as risk factors.

In Dr. Teicher’s report, what energes is that
patients were treated despite the fact that their depression
did not inprove. They continued treatment with fluoxetine.
In some of the other reports we have received in the
literature, the sane has happened.

Now, this is not common in clinical practice and, |

woul d venture, was very unconmon when tricyclic




3
t houghts, fantasies,
whi ch can reenerge,
if one knows this and one treats anyone with

sui ci dal
can di sappear,

sui cidal acts --

an anti depressant,

10
11
12
13
14
15
16
17
18
19
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treat nent
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antidepressants were introduced into psychiatric treatnent.

W were actually quite careful
have heard again and agai n repeated today,
depression is frequently and not uncomonly associated with
whi ch can energe,

have been concerned about
to continue to treat patients who have not responded with a
ant i depressant.
So |
proper conditions of psychiatric treatment, and |
want to nention this again in response to the reports that we
have heard this norning, nost of the nen or wonen who were
do not

pl aced on fluoxetine |

m ght be associated with increasing suicidal

not think we could at this point

but we cannot

sui ci da
DR CASEY:
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and one woul d, know ng what we

know ng t hat

whi ch

i deas,
and cause soneti nes

one of course nonitors the response.
the therapeutic optimsmin trying

woul d want to qualify my response in that undex
woul d al so

believe were really seen in

or nonitored on a regqular basis.

think under those conditions an antidepressant
ideation. | do
it is causative,

I
say whet her

rule out that the agent m ght not be involved ir

because the depression goes untreated.

Hellander?
was going to get

i deat i on,
Dr .
did not think I

DR HELLANDER: |
am not a voting member.

since |

to coment,
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1

9

of such prelimnary evidence as anyone,
think the Lilly data are obviously very reassuring,

am very concerned about the issues that we raised about the

40 |
possi bility of selection bias,

really what
could be a rare side effect that would not be picked up in

8 their clinical

278

1 am as hesitant to reach a conclusion on the basis
and so | will not.

al t hough

that what they observed is not
it

iI's happening. | think it is also true that

trials.

Also, | guess |
have not heard fromthe three people who have perhaps reported
we

W have not heard much from Tei cher today,

am very disappointed today that we

t he nost

cases.
heard from Wrshing in Los Angel es about the
associ ation of akathisia with desperate thoughts, we have not

' have not
14 || heard from King and the association of treatnent of OCD in
15 possibly with the emergence of sone

children with fluoxetine,
subgroup of people

16 || suicidal behavior

17 | remain concerned that a small
18 respond badly to Prozac and ot her antidepressants and
19

20

m ght

that we are perhaps mssing themin |looking only at the

aggregate effect. Perhaps at this point it

it has only been a year, | guess, or so since this eff

22! has been suggested. The large data bases we have | ooked
obvi ously, I

21
from the drug conpany itself.

have been,

IS so prelimnary

ect
at

guess

23

— 24 |
I

DR TAMMINGA:

would like to see other data that would support that.
think that the commttee would
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appreciate, Dr. Hellander, your naking sone of the argunents
of those people whomyou just mentioned in lieu of their bein
here.

DR HELLANDER: Well, Teicher is here, and | would
actually really appreciate it if he would have a few nonents
to talk, because | amvery interested in his views and fully
expected them to be nore el ucidated.

But the known side effects of Prozac are very
different fromthe tricyclics. They are anxiety, insomia,
and agitation, some restlessness. In particular, Dr. Wrshin
in Los Angel es believes that in some patients, he has seen
five patients wth novenent disorders -- he is actually a
di sorder novenent specialist -- who devel op akathisia on
Prozac and, associated with this restlessness and terrible
feeling that they had because of that, can devel op sone
desperate thoughts. It was not |ike out of the blue they
wanted to kill thenselves; it was that they were so
unconfortable fromthe akathisia that they then becane sort o
desperate and became suicidal. Wth treatment of the
underlying problem of akathisia, for exanple, with either
dosage reduction of fluoxetine until the akathisia
di sappeared, or treatment with a beta-bl ocker, they did
better. O else taking them off of Prozac altogether their
sui cidal ideation disappeared.

That was his hypothesis. Not everybody agrees wth
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this. | have talked to other psychiatrists who treat a | ot of
schi zophreni cs who say they see neurol eptic-induced akat hisia
all the time and it is not particularly associated with
desperate suicidal thoughts. So it is only a hypothesis and
by no nmeans confirmed. But that is what one person has
observed and it is quite convinced of.

DR. CASEY: Could we save sone of these for question
ii, because | think we are expandi ng beyond --

DR LEBER: Dr. Tenple points out that we cannot get
to question ii until we answer question i.

DR CASEY: Watch me get to question ii

(Laughter)

DR ESCOBAR: My answer to question i. is clearly
‘no. * But | believe there is a signal. A signal of what, |
am not sure. It is not only the very noving testinonials we

heard this norning but also the European data that Dr.
Mont gonery referred to, but also the concern | have about the
lack of long-term controlled data we have in this country.

Wth that qualifying statement, | need to answer

no” to question i.

DR LIEBERVAN: | was going to coment that although

it seens that we are reaching a consensus in terns of general
anti depressants and nonevi dence to indicate increased risk fod
sui ci dal behavior in response to question i., there are

l'ingering issues regarding fluoxetine that are being raised.




rsm
1|
- sui ci da
— side effects are different.
4 Cearly, it
5| in many respects that
6| terms of its utility. There may
something in relation to question ii.
consi dered, there may be sone
9| effect profile that
10 || aggressive and sui ci dal
11| sort “of moving off the general
N 12 | rore on the general cli
13 DR CASEY:

think one of themhas to do with not just the issue of
behavi or or sel f-aggressive behavior,
profile,

has a different side-effect
Is a favorabl e aspect of the drug in
and this is

relate to the major issue before Us of

behavi or,

on the issue and a different

DR. TEICHER:
asks if there is credible evidence to support a concl usion

anti depressants cause the energence.
data, which asks not does

281

but whet her ite

but

al so,
its side-

be,

that m ght be
unf avor abl e aspects of
it sounds like we are

but
anti depressants and focusing

effects of fluoxetine.

ni cal

| agree. Dr. Teicher?

would like to give a different tack
The question itself

|
response.
Wat we focused on

14
15
16
17 || that
18| largely, is the scientific nunerical
191 it cause it but is the incidence greater than the incidence or
20 || placebo? It is a different question.
—~ 21 | think that the data are reassuring that we have a
22 || situation where it is not worse than placebo in ternms of the
23 || outcome neasures that they have |ooked at ‘and, in sone
— 24| instances -- in many instances -- it is better than placebo.
But as Carol pointed out, it does not exclude the possibility

En N
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of rare idiosyncratic side effects, particularly in patients
who woul d not have met their inclusion criteria for their
clinical trials. That has certainly been ny clinica
experience, at |east ny observations suggest that sone
patients get nmuch worse on the drug.

Now, if we are dealing with rare idiosyncratic
responses, these are very hard to pick up in double-blind
pl acebo-controlled studied, especially if we are dealing with
I nci dence. It is hard enough to pick up, in double-blind
pl acebo-controlled trials, efficacy of an antidepressant
conpared to placebo. Mny trials fail to find it. Wen we
are dealing with sonmething which is vanishingly | ow and
conparing it to a spontaneous rate, you are not necessarily
going to find it. That does not exclude that possibility.

My way of thinking about it is to think about it in
terns of what do antidepressants do and what do we know about
suicide? | think there are a lot of different pieces of
information that we need to consider. The first, the roll-
back phenonenon has been nentioned, or the fact that sone
anti depressants have a very prom nent energizing effect, and
that if you have a patient who is suicidal but psychonotor
retarded and inhibited in action and you give himthis
stinmul ating anti depressant, you may produce an uneven
resol ution of his depressive synptons, and he may have, then,

the energy to act on his suicidal thoughts.
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So in those instances antidepressants can facilitate
sui ci dal behavior, or enhance it. Again, they may be nuch
nore beneficial than harnful, but you have one clinica
situation in which that can occur

Secondly, you have the possibility that some
anti depressants can produce a paradoxical worsening of
depression, the phenonenon reported by Demlugi, where sone
patients on the nedications sinmply becone worse. They becone
much worse than you have ever seen themin the course of theis
treatment. You take them off the medication and they get
better. That is the dechallenge aspect of it, which |ends
sone credence to its being drug-induced.

If you then have a rechallenge and they get worse,
again, you start to add sonme data that this is a rea
phenomenon. Wth the prozac data, we have data on two
patients with rechallenge who devel oped the phenonenon agai n.
Overall, worldw de, | am aware of eight cases of rechallenge
where they have had this effect a second tinme. Unfortunately
they are not blind rechallenge and blind rechallenge woul d be
much nore conpelling than open rechallenge. But that is
sonething to be |ooked at.

So | think that some snall percentage of patients
can have a paradoxical worsening. | amnot sure that definin
it as a 50-percent increase in their Hamilton is the way to

go, but | appreciate the fact that Lilly |ooked at it, and
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their data, again, are quite reassuring.
Anot her mechani smthat one has to think about that
has not been brought up is the antidepressant-induced
akat hi si a. If we ook at the neuroleptic literature, a |lot of
associ ati ons have been nade in the neuroleptic literature
bet ween the energence of akathisia and suicide attenpts or
aggressive behavior. Mst clinicians believe that, though I
do not think it has been | ooked at carefully in double-blind
pl acebo-control l ed studies, but it is clinical |ore.
Akathisia IS a dangerous state and patients in a state of
akathisia act in ways that are destructive and dangerous and
they have to be really carefully nonitored. It is areally
dangerous side effect.
W know now that tricyclic antidepressants and
sel ective serotonin uptake inhibitors can produce some degree
of akathisia. Conceivably, that is a nechanism wherein at
| east sone patients may be propelled into a state of suicida
behavi or or aggressive behavior that they would not have been
propel led into just given their natural illness. Again, it is
not going to picked up in these conparisons.
Anot her factor is that sone el egant work over the
| ast few years has really pointed to the inportance of anxiety
in suicidal behavior, the risks of panic and |ong-term ocutcome
in suicide and short-termsuicide risk, or just generalized

anxiety. W know that sone of these drugs can produce a
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at least initially,
You add a panic

Wwor seni ng or an exacerbation in anxiety,
and sometinmes they can induce panic attacks.
attack to a patient who is already depressed and that nmay be
so that

I s anot her

factor that is inportant
area in

have commtted suicide otherw se.
This is a controversia

not
An addi ti onal

in those cases
That
I's drug-

the straw that broke the canel’s back,
you may have patients who go out and conmt suicide who woul d

I
I nduced stage shifts.
where they have | ooked for years as to whether
drugs can precipitate epi sodes of mania, m xed mania and
The vast bulk of the

factor.

8
9 || psychiatry,
10
11 || depression, or produce rapid cycling.
il 12 || literature suggests that antidepressant drugs as a class do
13| this, that a substantial percentage of bipolar depressed
14 || patients will get switched into a nania or a m xed state or
15 will cycle nore rapidly.
161 We know that the m xed state, in particular, carries
17 a high risk for suicide. It is one of the npost dangerous
18 | states that a person can be in. Taking a bipolar depressed
19 | patient who nay be psychonotor retarded, |ethargic, not even
20 || thinking and concentrating and not particularly suicidal and
2~ 21 || putting himinto a m xed mani c and depressive state may
22 || markedly enhance his risk for conmtting suicide. That is
23 || anot her mechani sm by which they nay do this.
Pt - 24 An additional nmechanism The early studies of
MILLER REPORTING co, wd5 || SUI Cci de have pointed out that perhaps the nost inportant
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Many patients take drug overdoses or nake suicide
The original
I nsomi a.

single synptomimedi ately associated with suicide is
I nsomi a
attenpts because they cannot get to sleep.
report said do not underestimte the consequence of
The antidepressant drugs differ markedly in their effects on
Some antidepressant drugs are sleep-pronoting; other
drugs may produce insomia as a side effect.
|f you take a depressed patient who is pretty close to the
I nsomi a, you may push
W have
in

sl eep.
So that is another way in which
bel i eved,

6
ant i depr essant
edge and you add to his synptom|i st

me tal k about what we have discussed.

9
hi m over the edge.
that we were dealing with a drug-
By and

10
11
N\ 12
13
14
15

obsessi ons.

W had

anti depressants can render a patient nore suicidal.
Let
The reason why |
not that they went

our conplicated cases,
emergent effect was not sinply coincidence,
on the drug and they devel oped suicidal ideation
known to us.
on average. They hac
V& were

di scussed suicida
| arge these were patients who were well

and

16

17

been followi ng themfor about six years,
nore an

18
19 || gone through innunerable other nedication trials.
very famliar with their illness and its manifestation,

20

t he symptomatology that they devel oped during the time they

21
were on fluoxetine was unlike anything they had experienced
You are expanding onto itemii.

prior to or then follow ng fluoxetine.
would like to be sure that we stay focused to

22
23
DR CASEY:

— 24
mor e,

)

and |

.)
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question i., and | amsoon going to ask for a vote of the

conmittee. Do you have some nore --

DR TEICHER | amtrying not to discuss specific
agents . | amtrying to basically talk about --
DR. CASEY: | hear a |ot about Prozac in your

conment s.

DR TEICHER: (kay, but that is sonething | have
been looking at. Basically, many of these things did not hav
to do wth Prozac. It is essentially enumerating nechanisns
t hrough which antidepressants can produce suicidal ideation.
| think we need to hear these mechanisns, to think about them
in order to really give this question fair consideration

DR LEBER | have a point of information, because
| think there is a fundamental difference between collecting
informati on and denonstrating in a conparison between two
groups under controlled conditions that the incidence of
events is different. You, then, on the basis of how much
variation, reach the conclusion that one does not seemto be
as frequent as the other and, on the basis of sone
cal culations, assume that it is not tenable under the
assunption that they are both equivalent. That is how we do
establish causality.

You suggest there is another road to the truth. |
am not sure quite how you would do it, but it does not involwe

maki ng conpari sons. | nstead, you have been raising issues of
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useful is blind rechallenge data. A test-retest paradi gm
woul d be nmore powerful in picking this up than the controlled
trials.

Now, as far as controlled studies, | was going to
cite the Rouen data to indicate that -- to go back to the
Avery data, where, if you conpare incidence on ECT versus
adequat e- dose tricyclic versus placebo, you find sone
interesting differences, that there is a nuch | ower incidence
of suicide attenpts in patients who are treated with ECT
versus adequate dose of tricyclics, or the available drugs at
the time. There is a tenfold greater incidence of suicide
attenpts on tricyclic treatnent. It is particularly
noteworthy in patients who had no previous known suicide
attenpts. Those data are there as well.

As far as sone data that have been bandi ed about
showi ng no change in suicidal ideation, that is, the Rosenbau
and Fauva data fromny col |l eagues at Mass General, those data
are interesting as well. Those data did not actually have
power to pick up the difference between, say, a |-percent
i nci dence and a 3.5-percent incidence, which were preexisting
literature val ues.

[f you pool those data and conpare all patients who
recei ved fluoxetine as part of their treatnment reginme versus
all patients who did not receive fluoxetine as part of their

treatment regime, you get a threefold difference in the
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i nci dence of energent suicidal ideation, and that difference
is significant. Again, it is not double-blind placebo-
controlled, but it was uninforned retrospective anal ysis.

So | think that there are some data. It is
pl ausi bl e and we can get into specific nechanisns and --

DR. LEBER: Again, maybe it would be useful if you
woul d say precisely where these data that show an excess risk
for fluoxetine actually are cited or published; in other
words, referenced, because that would help us

DR TEICHER. | will be happy to show you. My |
show “you a couple of slides?

DR. CASEY: | would rather not get into fluoxetine
and --

DR. TEICHER:No, these are data that are published
This is a reanalysis of the Fauve and Rosenbaum dat a.

DR LEBER: | see, the survey. Right

DR. CASEY: Let us stick with question nunber i. |

would like to offer my opinion -- everyone else has offered a
opinion -- and then call the question, forma question for us
to vote on.

| do not find fromthe evidence today that there is
credi bl e evidence to support a conclusion that antidepressant
drugs cause the energence and/or the intensification of
suicidality and/or other violent behaviors. Gven that

statenent, | share the concerns that everyone else here has
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raised, that the way we asked the question so far may not be
able to allow us to detect people who are at risk for the very
tragi c experiences that we heard about this norning.

But given that, which then leads us to later
questions, | do not believe there is credible evidence to date
to support the idea that antidepressant drugs cause
intensification of suicidality.

Dr. Tenple has a comment. You cannot resist.

DR. TEMPLE: | cannot. It is a coment and a
questi on. | have heard pretty nuch the uniform view that
there is not such credible evidence, and that has been well
expressed and the reasons have been given for it. | would
l'ike to make an assertion about that and see whet her people
agree that this is what they are saying.

The analysis of controlled trials is
straightforward: You cannot detect an increased risk in
those. That is fairly obvious and seems to rule out a very
| arge risk.

But to reach the conclusion that there is not
credible evidence, it seens to ne one has to conclude that th
descriptions of individual cases by Dr. Teicher and by the
i ndi vidual s who spoke this morning are at | east conpatible
with the natural history of whatever disease they had. That
is, you may not know that for sure, but at this point it is

not persuasively shown that these events could not have been
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in the universe of depressed

whi ch is,

address question i.

patients as we nornmally think about them does this

i nformation answer any questions for us?
ask the commttee to vote on the
fal se statenent,
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be a true or

DR CASEY:
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[t will
efforts at voting on efficacy and safety of
There
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since our usual
drugs is reshaped because of the nature of the problem

are very

notion that this

is credible evidence to support a conclusion that
9 || anti depressant drugs cause the energence and/or
10 | intensification of suicidality and/or other violent behaviors.
11 Those in favor of that statenment, vote yes.
12 (No response)
13 Those opposed to that statenent, no.
14 (There was a show of hands.)
15 And Dr. Dunner has left a proxy, which makes it
16 || unaninous at 10 to O
17 The next question is: |'s there evidence to indicate
18| that a particular drug or drug class poses a greater risk thar
19| others ?
20 DR LIEBERMAN: | would like to begin by asking Dr.
21 || Teicher a couple of questions as a followup to his coments
22 || before. The nechanisms that you describe, | think,
23| thoughtful and plausible in terns of a means by which the
£ © 24 phar macol ogi c effects of drugs might lead to an end point of
suicide or destructive behavior. I's it your

MILLER REPORTING CO., IN&.
“ 507 C Street, N.E.

Washington, D.C. 20002
(202) >46-6666



rsm

)

295
1| is a hypothesis that might apply to all antidepressant drugs,
a 2| or specifically to fluoxetine?
3 DR. TEICHER. | do not know if you even go through
4 all of them | think that all antidepressant drugs carry some
5| risks. For certain side effects fluoxetine has, perhaps, a
6 || higher risks; for other side effects, fluoxetine has | ower
71 risks. | think if you slash the pie, you will find that it
81 will vary between class and nature of the antidepressant drug
9 || depending on the side effects that you |ook at.
10 DR LIEBERMAN: Wth fluoxetine we have a limted
11| experience that we can deal with in terns of when it began to
Vg 12 || be used in time. Wth the broad range of antidepressants, we
13 || have a much larger experience to look at. Still, within the
14| limtations of the sensitivity of the reporting nmethodol ogy
15| and nonitoring nethodol ogy, it would seemthat if these
16 || vari ous nechanisns were significantly prevalent, that there
17| woul d be a greater anpunt of evidence associating
18 || antidepressant drugs with suicidal behavior to date.
19 Apart fromthe roll-back phenonenon, which is
20| sonmething that is not definitively proven as a hana fide_
~ 21| entity but exists as a clinically observed phenomenon -- it
22|| has not been proven beyond doubt -- apart from sporadic
23| reports in the literature, there are not |arge nunbers of
Fan - 24| cases, let alone data fromcontrolled trials which associate
wiLLER rReporTING co. wd.s || Standard anti depressant drugs w th suicidal behavior.
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DR. TEICHER That is a very good point. | think
part of the problem though, is we really have not carefully
| ooked. | do not think it has been a nmjor academ c interest
of many people to look at that. | do ask you to look at the
Avery data. This is one of the fewtinmes it has been | ooked
at. Those data are very interesting. In these patients who
were treated with a variety of different treatnents, ECT,
conventional antidepressants, or neither ECT nor conventiona
anti depressants, if you look at suicide attenpts in the
hospital or during six nonths of followup, it was tenfold
higher in the group that received antidepressant drugs
conpared to ECT.

|f you | ook at the group of patients who nade no
suicide attenpts prior to comng into the hospital, there was
a higher incidence of suicide attenpts in patients receiving
adequat e anti depressant treatnment than in patients receiving
neither ECT nor antidepressant. The Rouen data show, again,
a higher incidence on drug conpared to placebo. So these
things may be out there; we really have not |ooked at it very
carefully in these kinds of conparisons.

DR LEBER: May | ask sonething? How were patients
assigned to ECT versus those assigned to drug treatnent?
Isn’t that a potential biasing issue, that there is a
nonr andom zed conparison?

DR TEICHER  You bet.
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DR LEBER  So,then, what can you conclude fromth
dat a?

DR TEICHER  But how do you think it is nonrandonf
Do you think that the healthier patients were assigned to ECT

DR LEBER  Not at all. | am suggesting that you
have a confounding --

DR TEICHER  kay, but if you assune that the
si cker patients were perhaps at greater suicide risk, then wh
woul d you expect to see a tenfold reduction in their suicida
incidence? They are just interesting data. It needs to be
done “w th random assi gnment, surely.

DR CASEY: | think one of your earlier comments
will surely be an outgrowth of today’s nmeeting and all the
other interest in this topic, is that there will be nore
research. At least | certainly hope so.

DR MONTGOMVERY: May | try and throw sone |ight on
this question in a class-by-class way? Take, first of all,
the class of 5Hr uptake inhibitors. W have one advantage
over you in England, which is that we have four different 5HT
upt ake inhibitors available to us and we have substantia
experience with one that was w thdrawn, zymeledine [phonetic]
and so there is a |ot of experience in England.

One of the things that we have been privileged to t
able to look at is the possible provocation or not of suicide

t houghts and acts with other 5Hr uptake inhibitors. This was
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referred to in the presentations today and | just wanted to
confirmthat | have nyself been able to | ook at those data.
They are, to all intents and purposes, simlar to the data
that you saw today on fluoxetine. So from ny perspective, it
woul d seem that the 5HT uptake inhibitors as a class in these
anal yses on controlled double-blind trials against placebo
show nore or |ess exactly the sane thing that we have seen
here today. So, therefore, | would conclude that as a class
the 5Hr uptake inhibitors are not associated with the
provocation of suicidal behavior or suicidal thoughts, taken
from“the doubl e-blind data.

DR CASEY: Thank you. | amglad to hear there is
only one advantage that England has over America.

(Laughter)

DR MANN: | want to endorse the need for better
data sets to operate from  But using those inperfect data
sets that are available to us and playing with the nunmbers, i
does appear that, |ooking across the tricyclics that are
broken out in the poison centers and the toxicol ogy data
conpared to the new anti depressants such as trazadone and
fluoxetine, there really is not evidence, using IN5
prescription rates, that one class of antidepressants is
associated with nore attenpts than another class.

However, if you look within those data at the

question of if a patient presents to an energency room havi ng




rsm

10

11

)

12
13
14
15
16
17
18
19
20

~ 21
22
23

N — 24

MILLER REPORTING CO., IN&.D
507 C Sueet, N.E.
., Washington, D.C. 20002
(202) >46-6666

299

swal | oned sone pills, what is the probability of survival
then you certainly do not see a disadvantage for the patients
who have taken the newer generation antidepressants; you see
an advantage, which is statistically significant.

[f anything, the drug that is hanging out there as
the nost unfortunate choice is desipramne, for reasons that
| cannot understand pharmacol ogically. But if we take Dr.
Tei cher’s approach to statistically significant data, we can
predict with sone degree of confidence that if you swall ow
drugs such as the tricyclics, that have significant
cardiotoxicity, you are much nore likely to kill yourself than
if you swallow drugs that do not have the sanme cardiac
toxicity, and that explanation would be consistent with the
observation that, controlling for nunber of attenpts, you are
more likely to die if you have taken one of the nore
cardi otoxic classes of antidepressants than the other class.

This kind of puts a different slant on the
di scussi on. It raises the question not only of the
probability of feeling paradoxically nore suicidal or nmaking
an actual suicide attenpt; it also raises the question of if
you are on antidepressants and you take it, what are your
chances of survival?

DR CASPER: | would like to do something which we
are all used to nore, perhaps, than answering questions

categorically, namely, to generate hypotheses. | would [like
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to address question nunber ii. in a different way, because |
believe we are tal king today about suicidality or suicidal

t houghts or acts as if they occur in a vacuum | do not
believe they occur alone; they occur in connection wth other
phenonena, with other experiences and feelings.

| think we have heard this norning, actually, in the
patient reports, a nunber of events or experiences occurred
prior to the suicide in these patients. So | would like to
ask the question a slightly “different way, nanely, do certain
anti depressants perhaps increase the risk factors for
suicide? O risk factors for aggression, since we are

tal ki ng about both these behaviors?

We all know fluoxetine has a very good side-effect

profile. Cenerally, the side effects are fewer than wth

ot her antidepressant nedi cations which are usually prescri bed.
On the other hand, it has the side-effect profile which is not
unlike that of a stinulant drug. Wat we have heard this
morning is that one of the side effects is the occurrence of
agitation, of anxiety, of panic attacks, and of insomi a.

If we listened to Dr. Fawcett’'s presentation about
the risk factors in suicide, | think we need to keep those
side effects in mnd. He presented the data -- and | think he
just left -- as increasing the risk for suicide. | do not
want to | eave the inpression that | believe that we have data

to support this hypothesis, but | think it is very worthwhile
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to design a study |looking, in a very small, probably,
proportion of people who take Prozac and who devel op these
synptons, at the profile of these synptons, whether they
devel op agitation related to the depression, for instance. w
know that sonetinmes a retarded depression can nove into an
agitated depression.

But what we have also heard this norning is some
devel oped clear-cut panic attacks and those m ght be
associated w th suicide. My suggestion is that these studie
need to be done.

[ think my answer to number ii. would be that, give
our current know edge, | do not think we have the studies
available to say that a particular drug poses a greater risk
but I think we ought to be mindful that a particular drug
poses or mght create risk factors, which, in the edmight
pose a greater risk for a subset of patients which mght be
m nuscul e, but is not mnuscule, as we have heard this
morning, for the fanmlies of those patients who have reported
[t mght be a true phenonenon, but this has not been studi ed.

DR LIN Related to what has just been said, |
would like to ask a question about the unit dose of Prozac.

A nunber of people have nentioned that Prozac may cause
akat hi sia and one of the ways that you cope with it is by
reducing the dosage. Sone reports have nentioned that

patients on 20 ng of Prozac have devel oped akat hisia or have
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t he

excessive anxiety synptons.
Because the dosage that is on the narket,
may di scourage people from decreasing
It seens to

£
1
a 2
7\
- 3 mnimum is 20 mg, it
41 the dosage. | do not know whether this question is
5| appropriate to bring up here for discussion, but
me that if it is in a smaller dosage form that may be helpfu
7| for the clinicians to cope wth that kind of problem
8 DR CASEY: | think that is somewhat of a different
9| issue, but you are correct that it is an inportant area for
10 || di scussi on.
11 | would like to bring a rephrased question ii. to
N 12| the commttee and say there is evidence to indicate that a
13| particular drug or drug class poses a greater risk for the
14| enmergence and/or intensification of suicidal thoughts and act
15| and/or other violent behaviors.
16 Those in favor of that statement, please vote “yes
17 (No response)
18 Those against that statenent, vote “no.”
19 (There was a show of hands)
20 [t is unaninous.
— 21 One can abstain if he would like to abstain. Those
22| who wi sh to abstain?
23 (No response)
P - 24 Zero
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t he evidence does not indicate that any
| am not

drug class poses a greater risk,

of the appropriate data and anal yses have
Casper raised

I
I ssue that Dr.
I

he sanme kind of
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like there is a fifth question that

the responses

for
| east so far

Sonehow,
at

Yes, | think that is a comon thene that
make a comment, please?

DR CASEY:

Coul d |

Can you neke it a brief comrent?
| shoul d

DR TEICHER:
make it very brief.

DR. CASEY:
DR, TElI CHER: [ will
but | know it would not have
let me give you a conpletely different

sai d sonet hing before,
But
In terms of is there a class that may have a

ged the vote.
there was an hypothesis put forth by

ponse.

res
different effect,
Burstein and Jackish that selective noradrenergic agents woulc
have greater risk for this roll-back phenomenon by energi zing
and Mont gomery

patients nore and suppressing serotonin,
criticized the hypothesis very roundly and presented sone goo:

i nf ormat i on.
But there have been data that have cone up since

in the one study where there is perhaps

one,
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differential data regarding placebo, that maprotiline i S worse
than placebo, that if you look at the coroners’ data here

desi pram ne and nortriptyline are of higher incidence than the
m xed amne inhibitors, and that if you take the Great Britair
data from coroners and correct themby the toxicity of the
data, the oS50 divided by the therapeutic dose, you find,

al so, that the noradrenergic drugs cone out way on top.

So at least in terms of who winds up in the coroner
with it in their blood stream there may be sonme data actually
pointing to noradrenergic agents which probably shoul d be
st udi ed.

DR CASEY: W certainly agree with the | ast
coment .

DR MONTGOMERY: May | neke a request?

DR. CASEY:  You should at |east have a chance to
respond, since your work was commented on

DR, MONTGOMERY: | have published a paper which
contradicts ny previous stand. | now do believe that
noradrenal i n uptake inhibitors probably are the group that are
likely to provoke suicide. What | would like this committee
to ask for -- not today, because it is inpossible -- is that
t he sane anal ysis that has been done with the 5HT uptake
i nhibitors should al so be requested for these other drugs to

see if there are sone data present in those conpanies to help

to elucidate this.
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It does not change ny position, which is, | do not
believe that there are sufficient data yet available from
controlled trials to alter the position, but | think the
hypot hesis now stands and | think it is fair enough to ask
questions specifically to it.

DR. CASEY:  Thank you.

G ven the situation as we have it, with the limted
data that we have, balanced by the personal reports in the
first half of today, what advice can we give the agency as to
what they should do? | do not mean which studies should be
desi gned, because that really is nore properly done in a
conference that is set up specifically to do that and wl|
take, probably, a few days to do. It is a very inportant
questi on.

But given what we have, what do we reconmend to the
agency what they should do?

DR HAMER: Are we on question iv. now? W sort of
ski pped iii., because --

DR CASEY: No, iii. and iv. belong together. |
propose to put iii. and iv. together and try to give sone
sense of direction fromthe conmttee s recomendations and
advice as to what the agency should do. W have options al
the way fromnothing to recommendi ng withdraw ng the conpound
i nmedi ately, or sonething anywhere between those.

DR LEBER  Change labeling is probably --
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DR CASEY: \Well, change labeling is in the m
| think one of the questions th
practice, a

up,
evi dence,
As has been said, for

guess the question would be,

have perfect
I

B 2 DR REG ER
now t hat we have dealt with some of the scientific
Is the issue of good clinical
anything that the FDA should do to assist wth good clinical
none of these disorders do we

response rates to any of these treatnents.
if a

5
practice?
Dr. Teicher’s shoes and a patient cones in who has escal ating
regardl ess of his diagnosis,

6

ddl e.

at comes

nd i S there

physician is in
do you sinply

l'ink between the
conti nue

I
I will

fore,
er in order to finally

8
9
10 || suicidal ideation
11| say t'o yourself there cannot be any causa
N 12 | nedi cation and these synptons and, there
13| to push the nedication higher and high
14 | break through this depression and get to a therapeutic
15| response?
16 The way it has been phrased so far, the energence of
17 || suicidal thoughts may, in fact, be a representation of a
18| continuation of the illness. However, froma clinica
19 || standpoint, what it may nean is that the illness, then, “is not
20| being appropriately affected by this particular treatnent, anc
Py 21| one would do well to cease at a given point and to w thdraw
22| the patient from a given nedication
23 The question, then, is, if we do not have a causa
P — 24| link to the emergence of either suicidal ideation or increasec
agitation or violent behavior, if that behavior does energe ir
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| f

1|| the course of treatnent, is there sonething in the PDR that
- 2|| should advise individuals to be cautious, that this response
3| mght benefit froma trial with a different nedication or a
41 different type of treatnent?
5 | think that is the clinical question, whether or
6/ not, in fact, there is something that would be hel pful to the
I'|| practicing physicians that we mght draw fromthe anecdot al
8| experience and fromthe clinical experience that we have had
9| today.
10 DR HAMER: It perhaps is a little ponpous of me as
11| a statistician to comment on clinical practice of physicians
L 12| but , on the other hand, since physicians have never hesitated
13| to tell nme what to do about ny statistical analyses --
14 (Laughter)
15 -- it seenms to ne that, given the clinical pract
16| of physicians with whom | have worked for many years, that
a patient conmes to you and says, “I feel awful, |’ m panicking,
nmysel f, something terrible is going to
practice would be to listen to that and

17
["m going to kill
good clinica

iIs sort of advice we have

I S entirely

18
19 | happen, ”
20| maybe take sonme action upon it.
F- - 21 It seens to ne that that
22 just been given by two people, at |east, and that
consi stent with good normal clinical practice.
G ven the vote of the commttee on the
sonal view | think that it woul

23
DR. MANN:
in nmy per

24

first two questions,
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ERREREE 1| be difficult to nove fromthere to take any action in ternms o
h 2|l labeling and so on, wthdrawal of the drug or drugs, and
— 3| certainly it would be difficult to, say, withdraw one drug as
4| opposed to another, after having decided that there is no rea
5| difference between one drug and anot her
6 | think, however, there are a lot of clinicians out
7| inthe field who are wondering what to do and what to make of
8| the situation. At the risk of reducing the forest of the
9| Us., | think it is worth sending sone information to the
10| medi cal profession indicating where this conmttee arrived at
11} in it’s conclusions and to rem nd them of their responsibility
N 12 ] as clinicians to do precisely as was just suggested, to listen
131 very carefully to what their patients are telling them (as
14| they are no doubt doing anyway) when they are treating them
15| with anti depressants for depression, to nonitor closely the
16| fluctuations in the severity of the depression and the
17 || suicidal ideation, and to act as’ they would nornally have
18 | done, size up the situation, change the dose, change the drug,
19 || change the patient’s setting froman outpatient to an
20| inpatient setting, as appropriate, and, in the nmeantine, we
P 21 will try and devel op better nethods for finding out what is
22 | going on.
23 DR CASEY: Would you change | abeling or would you
Ve — 24| prefer to send out a “Dear Doctor” letter?
MILLER REPORTING Co., IN@.D DR. MANN: | think a “Dear Doctor” letter seens
507 C Street, N.E.
Washi ngton, D.C. 20002
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since there are inclusions already in the
and what we are doing

appropri ate,
| abel ing that address these very areas,
is really placing those existing conponents of the current
we are rem nding physicians of where they fi

package inserts,
5 into the current picture.
6 DR CASEY: There was recently sent a “Dear Doctor”
7| letter.  Should another one go?
8 DR MANN. After the deliberations of this
committee, that would be an appropriate action.
| want to point out a little bit of

DR. LEBER:
There has always been a tension between using

10
11 || background.
12| labeling as a place to provide a conprehensive rich
13 || enuneration of facts about the drug and the use of the drug
14| and the other side of the coin, which is exhorting physicians
15| to good practice, turning labeling into a place to instruct
16 | physicians and practitioners in the arts of medicine. That
17| a very difficult road to travel, because in one breath you ar
18 || al most on the verge of telling people to be prudent, be w se,
19| do the right thing, and yet you do not have the informationa
20 || base on which to tell themwhat to do. You alert themto the
~ 21| difficulty of their situation, which anyone who has practiced
22 || medicine knows what is like. There is great difficulty wth
23| one of these patients, because they do not know what to do.
N\ - 24 You tell themwhat they already know, but you have
no concrete recommendations, no conditional probabilities,

MILLER REPORTING CO., II\B5

507 C. Street. N.E.
Washington, D. C. 20002
(202) 546-6666



310

i nsomi a,

it 1s akathisia,
ci rcadi an rhythns,
because

T rsm
1| nothing. You can postulate that
a 2| the noradrenergic tone the time of day,
— 3 Interactions with -- and yet you hesitate to do that,
4| you could be wong.
5 So the question is, where do we want to be? How
6| does the committee as a whole feel about this? | know that
7| there will be a part of the community, no matter what you
8| recommend, who is going to disagree with you. That is ny bet
9 DR CASEY: Dr. Laughren pointed out that we do not
10 || have to establish causality of something to have sone issues
11| raised in the labeling. Because of our first two votes we ar
AN 12| not prohibited from naki ng suggestions regarding |abeling.
13 From my point of view, | sense that ny answer to Dr
14| Stadel’'s presentation this norning is that, yes, there is a
15| signal there. The problemis, what does the signal nean and
16 how do we read it better than we have been able to read it so
17| far? One answer is through nore research. Another answer,
18| another possibility, that will sonewhat disagree with ny
19| professional colleagues this norning, is that | am not sure
20| they have the evidence to convince us that if you change the
— 21| labeling or increase the warnings that you really do scare
22| people away from treatnment. They presented it as if it is
22| fact, and | amnot sure that that fact is any nore establish{
VY — 24| than any other issue that was raised today.
MILLER REPORTING CO., ING. < | would not be so troubled by the possibility of
507 C Street, NE.
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rel abeling and possibly raising in the |abeling the question
that this issue is not yet fully answered to our satisfaction,
that the data so far do not identify special patients at risk
but good clinical medicine suggests that vigilance is in orde:
and act. ons should foll ow vigilance, however the agency
chooses to word that nore specifically.

DR TEMPLE: A very inportant consideration in what
you do to therapy is whether you think that should be a
general warning for antidepressants or for a particular drug.
Whi ch did you nean?

DR CASEY: | would like to think about that for a
mnute, while someone else --

DR TEMPLE: While you think about it, it clearly
has the potential to influence therapy if you single out a
particular drug for a coment of that kind, unless you nean tc
do SO It is okay to influence therapy, if that is what you
were trying to do, but the presence of a warning -- dark print
or otherwise -- on one nenber of a group and not on the other
carries a fairly clear inplication that this is something to
think about with one of the group and not the others. Sp ogne
does need to address that.

DR CASEY: | have had enough time to think.
think it is nore likely to be a class issue than a specific
drug issue, because | do not think we have adequate

information on the other antidepressants besides Prozac, in
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general, or the serotonin uptake inhibitors, specifically, but

| can see the hands are raising quickly, and there are other

opi nions to express. | just wanted to start with that one.
DR ESCOBAR: | agree that the signal is there and

| agree with you -- | nmean, | would not object to doing

sonething to the | abel. In fact, the signal is there to such

an extent that, as a clinician, if | were going to be facing
tonorrow a nunber of patients who have some of these features,
| would think twice before | did something. | think it is
just fair to nmove that forward a warn the practitioners.

DR. TEMPLE: What are you warning them about? | do
not understand how that fits with numbers i. and ii.

DR CASEY: How can we raise the concern to our
col | eagues that there may be sonething there, after we have
just said that we cannot find in the evidence that there is
something there? | think the spirit to reflect is that the
evi dence so far does not give us clear evidence of an
increased risk of suicidality but there is a concern that the
i ssue has been raised -- you can state the issue has been
raised, that there are not yet conplete answers

DR. TEMPLE: I's what you want to convey to people
that time -- at |east shortly after therapy is initiated is
the tine to be particularly careful, whether because people
are not better yet or because of other phenonena, and that

great attention should be paid to the patients, or sonething




rsm 313
—
“““““““ 1| of a general nature |like that?
B 2 DR CASEY: | do not think it is a tinme-specific
— 3| issue, but it may be other risk-factor-related issues, a
4| failure to respond, those kinds of things, after adequate dru
5| exposure, whatever that is.
6 DR. LIEBERVAN. | think that we voted on questions
71 1. and ii., indicating that no credible evidence existed to
8| associate increase for suicidality in antidepressant drug use
9| in general, and then in connection wth fluoxetine in
10| particular. Because of the |limted amount of information wt
11| fluoxetine, |, for one, felt a little less confident about th
N 12| certainty of the decision with regard to question ii. than
13| question i., but, nevertheless, on the weight of the evidence
14| that is how we concl uded.
15 In terns of what should be done, given this
16| situation, | think that what remains of concern to nme, and to
17| the commttee, | presume, is the fact that fluoxetine is stil
18| relatively new in terms of our experience. W are still
19| learning about what the full extent of its clinical propertie
20| are, and there is this troubling nunber of cases that Dr.
— 21| Teicher and others have described, and we heard described in
22| vivid detail this nmorning, that nmake this a greater concern.
23 The question then becomes how can we respond to tha
S — 24| in a way which will be useful in the guidelines of the FDA
wILLERREPORTING co., n@.5 || MBchanisms ?  Dr. Mann raised the issue of a “Dear Doctor”
.'507 C Street, N.E.
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letter. One has gone out. Wat would another one do and what
should it state? | amnot sure. | nean, | guess one thing
that could be done is to, at this point, dispel the
controversy to the extent that the conmttee’s deliberation
can do that, by indicating what the outconme of their review
has been and, at the same tinme, also noting that despite the
fact that we feel there is evidence for increased risk, there
still is the potential, given the limted anount of
information and the existence of a series of case reports,

whi ch warrant concern.

Beyond that, the other thought that came to ny m nd
was that it would clearly be of inmportance to have the
opportunity to verify any additional cases that may cone to
l'ight through the spontaneous reporting systemor to the
phar maceuti cal conpany subsequently in terms of obtaining
additional information to verify the association between
fluoxetine and the adverse behavioral reaction

Wth clozapine | know that when the issue of
agranulocytosis i S discussed then there has been an increased
effort to try and verify the legitinmcy of cases that have
been reported. \Wether sonething conparable m ght be done
here, | am not sure.

DR CASEY: Dr. Lieberman, | ama little confused
about your recommendation for a “Dear Doctor” letter but not

a recommendation for a |abeling change. | am not advocating
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either, but if you feel strongly enough the need for alerting
physicians to the possibility of a linkage in a “Dear Doctor”
letter, why would you not propose sonething a little nore
permanent in nature |ike a |abeling change?

DR LI EBERVAN: | am not recommending a “Dear
Doctor” letter. | was comenting on what Dr. Mann had raised
because there was a question of what woul d the purpose and
content of it be. What | wanted to state was the fact that
al though we felt that there is no credible evidence that ther
I's, because of the limted experience, still, the potential
for concern and continued surveillance, how could that be
effected? The mgjor way in which | was speculating it m ght
be was through the spontaneous reporting systemand seeing if
there were ways of obtaining additional information beyond
what goes into the data base ordinarily.

DR LEBER  There is an inportant thing that | woul
like to point out, that Jeff is using the word “limted”
informati on vis-a-vis fluoxetine. It is true that the
duration of marketing of the drug is short conpared to that o
the tricyclics and the nonoam ne oxidase inhibitors, but that
Is not the only thing that deals with infornational content.

In terms of the volune of subjects entered into
rigorous controlled trial, actually there may be a relative
excess of data on fluoxetine conpared to the drugs that were

devel oped in the 1960s and the 1970s. You have got to be
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careful about that. | agree that we may not have all the
evidence that you want, but you are sort of establishing as a
fact that there is a relative paucity of information about
fluoxetine, and | am not so sure that is true -- certainly in
terns of experience and reports in the anecdotal literature
-- but for imipramine, for exanple, just to pick on a drug
that was recently marketed here, it had a | ong-standing
history of very high risk of seizure that was never
enphasi zed, yet it was well known, | believe, throughout the
U K

There are things that are out there about those
drugs that are not necessarily appreci ated and never detected
in the controlled trials, because they were not subjected to
the same level or intensity of scrutiny. \ere is this
i nformation going to cone fromto resolve the matter?

| become concerned at this point that we are sort of
in the situation where we have heard only part of the
evi dence. You here have candl ed fluoxetine, it has been the
focus of intensive speculation and interest, and then we have
all these other areas where we have not systematically done
anything with the sane degree of intensity.

If you now nove and make a statenent, you will have
effects. You may displace people fromthe use of fluoxetine
to other drugs about which you know |ess, not nore. That has

consequences, and | would want the conmmttee to face that
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amnot telling you where

. rs;n
~
1| possibility -- at least address it (I
N 2| to come out). But be aware that no action is unacconpani ed by
o 3|| some reaction, | think, is an old physical principle.
4 DR LIEBERVAN. Let nme finish staking out ny
5| position, which is that, in ternms of the |abeling change, | dc
6| not think that is the appropriate action to take.
7 DR. CASEY: Thank you.
8 DR MONTGOVERY: | wanted to make a snall point.
9| You have voted on these two issues and | was surprised by the
10 || unaninous nature of the vote. You totally agreed that there
11| is no” class phenonmenon, that the thing does not exist. It
N 12 || seens to ne, therefore, very difficult to do a |abeling change
13| on the one set of data that you have got the best evidence
14| fromthat you will get, that the 5HT uptake inhibitors have
1t || been subjected to very thorough exam nation on this specific
1€ || issue.
17 The questions we have been |ooking at el sewhere than
1¢|| are nmuch nore indicative of some |abeling change it would be
1¢| nmuch harder to get those data for, and it would seemto ne
2(|| that if you are going to go for |abeling phenomena, you nust
~ 21| do it for all antidepressants rather than to pick out the
22| group where we have got very reasonable data that they are
22| okay.
N\ - 2 | woul d have thought nyself that it is going to be
-T;E;};;m@égmafl very difficult to do labeling that does not undermne your tw
507 C Street, N.E.
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previous decisions. The only sort of |abeling you could have
woul d be advice to physicians.

In the UK, our licensing authority would eschew
this argunment conpletely, because we do not advise physicians
W sinply license the drugs. W have to back away very nuch
on how the drugs are going to be used by physicians, once the
get theminto their hands, and we know perfectly well that
they use themin somewhat peculiar ways, in doses outside the
recommended ranges, in conditions that we do not approve of,
and that is their decision. But our licensing decision in th
U K “would sinply say it is for this indication

We have in this indication sone warning or not. W
have exam ned the data today and the evidence is fairly clear
cut that we have not got enough data in our hands to say that
there is any credible evidence that antidepressants are
associated with it or that there is a class phenomenon

DR STANLEY: If | could comrent briefly, | agree
with Dr. Mntgonery on the point. It seens that once we have
settled the issue of questions i. and ii., which, as | see it
were based largely on a review of the controlled clinical
trials, then you nove to the question where you collapsed ii
and iv. together and, as Tom nentioned, you can hold out the
possibility, still, for a change. That seens to be based morx
on the case vignettes that are either published in the

literature or information that we heard here this norning in
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this room
The thing that inpressed me, and | think it was
menti oned by other panel nmenbers here, is the trenmendous

anount of heterogeneity of the individual cases that were,

again, either published or presented here. | do not
necessarily agree that there is a signal. | am not sure. But
w th such a heterogeneous clinical group, | do not know how
you could go ahead and formulate any change in labeling. | dc

not know what direction you woul d take.

Just a note on the clinical cases that were reportec
here.” As a nonpsychiatrist and nonbiostatistician, | am
probably best qualified to comrent on clinical care.

(Laughter)

| have to say that in many of the cases that | heart
this norning, | was frankly very appalled by the |ack of
clinical care that sone of the patients received, whether the:
were getting Prozac or anything. It just seened to nme a very
bad | evel of care, somebody walking in with a rash all over
his body and being sent home. Anyway --

DR CASEY: | would agree with you about the |ast
comrent, sone of the care people were receiving this norning.
If we would put on the fronts of the PDR or on any other
journal that we would be sure that woul d be read and heeded,

we woul d say to the patients, “Get yourself a good doctor, *

and we woul d say to the doctor, “Be a good doctor. " But | do
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not think that will help.

It really is very inportant that people feel free tc
ask their physicians many questions and to be probing and not
to be in the position where they feel they just nust accept
what they are told or that they nust take what they are given
W t hout question.

DR TAMMINGA: There are a number of us who are
formul ating positions different from our chair, but taking
that risk, | would also -- it would be ny opinion not to
address the problenms that we are discussing through a labeling
change, but through sone other nmechanism particularly since
the field nmust be hypersensitive now and a | abeling change
m ght have even an exaggerated effect, given all of the
publicity and questions that have been asked, particularly
about fluoxetine.

G ven the possibility that was generated in nmy m nd
this norning fromlistening to people outline their
experiences with the drug, accepting the possibility that
there mght exist some rare idiosyncratic response to
fluoxetine, what mechani sms does the FDA have already in place
that would allow sonething Iike a periodic review, or does one
just leave that to the field to come up with through articles
like Dr. Teicher’'s article and things like that?

DR. LEBER W have a continuous review process

going on. As | said in nmy opening remarks, the fact that we
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are having this nmeeting at this point
are suspending our surveillance operations or

we ordinarily do.

negotiations with the sponsor.
The question that is before you is -- there are two
One | abeling change is specific t
IS

321

in tinme does not nean we

droppi ng

In fact, we will continue

a

Tenpl e pointed out,
anti depressant drug products
educat i onal

3
4| doi ng what
5
6| types of |abeling changes.
7| fluoxetine. The other, as Dr.
8 || general |abeling change for al
9| that mght provide nore of the, | would say,
10| exhortatory detailed response to what it neans to be a good
11| physician. There is a tension. There is. It is the do what
N 12| is right, prim non nocere type thing, “think drug if things
13| go wong,” all the other things
14 What it cannot do, unfortunately, is tell you what
15| to do when things go wong. But it can certainly conm serate
16| with you and urge you to think about it | do not know how t«
17| wite that. | hope | do not get the job.
DR. CLAGHORN: | think there is a feeling that nost
as everyone has tal ked about, the patients’
and so forth, that somehow we do not want,
of evidence that gives us a sense of

18
of us have,

19
descri ptions,
certitude and would nmove us to take sone sort of drastic
to find sone way to alert people who are not as attune

2C
21 || albeit we lack a |evel
22
22| steps,
— 24| to this kind of information as this group is.
| have scratched a very sinple short paragraph whit
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| intended as sonething that mght be said about every

anti depressant, whatever it was, that would go sonething like
this. In a small nunber of patients, depressive synptons hav
wor sened during therapy, including the energence of suicidal
thoughts and attenpts. Surveillance throughout treatnment is
r ecomrended.

It is a very generic kind of statement that says,
hey, keep in mnd that not everybody who gets these things
gets better. Sone people get worse, sone people get a |ot
wor se. Pay attention.

DR. LEBER: Wuld you go so far as to suggest that,
in fact, the drug may be causally responsi bl e?

DR CLAGHORN. Ch, no, not at all.

DR LEBER. Any drug? This is a generic statenent.

DR. CLAGHORN:  Absolutely not, and the statenent
does not make any assunptions as to what is going on. It
sinply says this phenonenon does occur: People get worse eve
t hough you are treating them

DR LEBER. W alnost have that in |abeling now.
Suicide, “the possibility of a suicide attenpt” -- this is ir
the “Precautions” section -- “is inherent in depression and
may persist until significant rem ssion occurs. Cose
supervi sion of high-risk patients should acconpany initia
drug therapy. Prescriptions of” -- (fill in the blank) --

“should be witten for the snallest quantity of capsules
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consi stent with good patient managenment in order to reduce the
risk of overdose. * Now, that is already generically in
| abel i ng.

DR CLAGHORN: The only difference would be to
include the statenent that sonetinmes people actually get wors:
in the course of that therapy and may -- blah, blah -- but yo
are right.

DR LEBER  This becomes a critical point. You do
not want to suggest that the drug m ght be responsible,
because that would lead to shifting, possibly, to another
drug . So you mght want to open the door on that or not open
the door on that.

DR CLAGHORN: | think we just say we do not have
any evidence for that.

DR LEBER  Well, you are raising the possibility
that it mght. If patients are worsening, it is either the
di sease -- what is the inplication for the reader if the
prescriber is faced with that point?

DR CLAGHORN: | am being atheoretical --

DR LEBER  But you are asking them to nake an
inference, and | want to see if the inference could be
anyt hing other than the consideration that possibly the drug
did it.

DR CLAGHORN. W do not believe the drug caused it

DR. CASEY: Yes, there is another inference, and
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moni tored, and perhaps say sonething about in the case of
wor seni ng of synptons the patients need to be reeval uat ed.

1 do not know whet her another antidepressant drug
would be the right step. | think the patient needs to be
reevaluated if the patient does not get better. There m ght
be anot her reason why the patient does not get better; the
pati ent might have an organic brain syndrome. W do not know

| woul d speak in support of the |abeling.

DR HELLANDER: As far as the current |abeling, |
think one thing that is inportant is it really does not
addre’ ss the issue of people who are taking it for other
reasons than depression. As we have heard today, a |ot of
people are taking it for weight |oss, smoking cessation, mld
nood di sorders, eating disorders, everything under the sun.

So if you only talk about the proper treatnment of depression
and closely nmonitor your patients and there m ght be sone
emergence of some suicidal synptons related to their
underlying diseases, well, then, you mss a third or so of
patients who are currently on Prozac who m ght be susceptible
to some adverse reaction of the drug.

Another thing | want to point out, and one of the
reasons that we wote for a |labeling change, although we were
oursel ves very concerned about possibly people not undergoing
treatment because they were afraid of what you are warning of

or of restigmatizing depression, because so nmany peopl e say,
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everything is over, the controversy is resol ved.

DR. LEBER: | have one concern, however, Dr.
Hellander, that you also are putting your spin on what has
gone on in this nmeeting to this point. It seems to me that
you were to read the record so far, all credible sources of
evidence fail to indict. W have all said that the failure t
have, if you will, conpelling evidence of guilt does not in
itself prove you guiltless.

On the other hand, people’ s lingering doubts do not
translate into a specific indictnent of fluoxetine. As a
matter of fact, one of the controlled trials indicts
maprotiline, if you want. The others are specul ations.

One of the concerns that | think we have to address
is what are you going to get into labeling? W is going to
send this “Dear Doctor” letter? |Is it going to be Eli 1illy
or all the manufacturers who market drugs? Wat is the topic
going to be? Wat kind of advice are we going to give? Wat
Is the truth?

One of the things that | would hope this committee
could decide is one sinple set of dichotomes: Should there
be a | abeling change, yay or nay, and if you recomend a
| abel ing change, wll it be specific to fluoxetine, yes or nc
and if not, should it be general? | think at |east give us
that much direction

How people will interpret the dicta fromthis
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meeting is going to be a function of what they probably
believe, to begin with, where they want to go, and the usual
things given to how people read these kinds of transcripts.
But | think the record of votes at this point really suggests
nobody found anything. They sinply are acknow edging the
possi bility that sonething nay be there, but that is true of
everything. Something may be there for every drug out there,
and that is what ny concern is. itis sort of a no-wn
situation for Prozac, because it has been in the public eye
and people have accused it and, therefore, it my be guilty.
That “is certainly true, or it nmay be, but there is no

compel ling body of evidence. W do not know what to do.

| would like you now to give us sone specific
recommendations on how to deal with this.

DR LAUGHREN:  Several comnmittee nenbers have
expressed concern about a physician who tells a patient at th
outset of treatnent that this drug is wthout any side
effects. It is not clear what one does to inprove the
behavi or of a physician |like that through a |abeling change.

DR SCHOOLER: | think that what we are hearing in
t he conversation now is a sense of nalaise, possibly induced
by the tine of day, but | think nore likely induced by the
fact that we are not conpletely confortable, and the question
Is how to deal with that disconfort. Some of the disconfort,

whi ch has been expressed with great articulation, is, | think
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1| that people are concerned about the quality of medi cal
- 2 || practice that they have heard related here.
— 3 One would like to believe that these are the
4 || extrene, extreme cases and that the reason these cases have
5| been as dreadful and as unfortunate as we have heard has been
6| in some measure due to the fact that the quality of the
7| practice was as unusual as the quality of the outcones appear
8| to be when we relate these outcones to the kinds of general
9| nore scientifically based, perhaps, data that we have heard.
10 My concern is that the kinds of issues that have
11 || been “raised as concerns are not going to be redressed by
N 12 || I abeling, because they really are concerns that have nore to
13| do with do a better job, pay nore attention, listen to the
14 || patient, if soneone does not inprove after four or five weeks
15 || think about why that mght be, and so forth.
1€ The only answer that | can find for nyself is one
17| that | think Dr. Casper raised, whichis, we really do need t
1¢|| obtain nore data. In fact, we probably have nore data about
1¢|| fluoxetine, as Dr. Leber suggested, than about nost other
2(|| drugs. But we really do need to know nore about these drugs
P 21| generally in studies that focus fairly specifically on issues
2 of suicidality and suicidal thought.
2: At one level, you have to think that it is a fairly
™ — 2¢|| sorry state where we are picking one itemfromthe Ham Iton
MILLER REPORTING CO., N Depression Scale and one item fromthe Synptom Checklist 90a
Wetingon, 0., 00
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maj or source of information that could be tapped by this
commttee and other related commttees.

For example, | think it would be valuable for us to
know whi ch of these patients was taking what specific
anti depressant and the next tine a commttee like this has to
convene, those kinds of data will Dbe available.

DR. CASEY: | would propose that we address our
mal aise with a few specific questions, as Dr. Leber has asked
for. I wll ask the commttee to vote, first, on the issue o:
shoul d there be a labeling change in general

W will take it in tw questions. First, the
general question, and then the second question, whether it
shoul d be specific to a conpound or class.

The first question is, should there be a labeling
change? Those in favor, vote “yes.”

(There was a show of hands)

Thr ee.

Those agai nst?

(There was a show of hands.)

Si x.

Abst ai ni ng?

(No response)

None.

The next issue, | think, is specific only to those

three who voted “yes” on the first question.
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PARTICIPANT: A mnority vote.

DR LEBER: That is fine. That is getting their
opi ni ons.

DR CASEY: For those who think a |abeling change
shoul d be considered, should it be for the class of drugs?
Those in favor of a class of drugs, vote “yes.”

(There was a show of hands)

Three out of three.

Those “no?”

(No response)

God . It is zero.

DR LEBER:  But you still have to ask how many want
it specifically.

DR. CASEY: Is there anybody on the commttee who
feels specific labeling to a particular compound should be
addressed?

(No response)

No.

DR SCHOOLER:  The one other comment | would like t
make is that is that | think Dr. Mann's suggestion that the

deli berations of this commttee be reflected in a

communi cation that goes to the field of physician providers
woul d be very, very val uabl e.
DR LEBER  The nmechani sm and the content may not be

so easily identified.
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DR CASEY: What would you say in it?

DR. SCHOOLER: \hat we said here today, which has
been so well recorded because --

DR LEBER: Welconme to the commttee, N na, how
woul d you like to join a subconmttee?

(Laughter)

DR, SCHOOLER: Whi ch has been so well recorded by
the fact that we have spoken directly into the m crophones.

DR LAUGHREN: Before you take a vote on sonething
l[ike a “Dear Doctor” letter, | would |[ike to hear a little bit
nmore “about what you would want to go in it and what you would
want it to achieve, keeping in mnd that it is a one-shot
thing and it does not really have nmuch of a lasting inpact.

DR. casper: Maybe | could help Dr. Schooler. What
has been in our mnds is to raise this particular question
whi ch we have raised today, and to raise this in other
physi ci ans’ mnds, nanely, are antidepressant drugs -- have
t hey been associated wth adverse events beyond those
described during treatnent? Just to raise the question as a
question, not as a fact.

DR LAUGHREN: |f you have enough suspicion about
that possibility and you feel strongly that physicians ought
to be informed about that, why would you not put it in
| abel i ng?

DR CASPER  Oh, | would put it in [abeling.
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DR LAUGHREN:  Ckay. Well, | guess this is
addressed to the people who have suggested a “Dear Doctor”
letter and do not want a |abeling change.

DR SCHOOLER: | will try to defend that a bit. It
seemed to me that Dr. Mann made the case very persuasively --
1 amsorry that he had to | eave, because | hoped that he woul:
also want to speak to this. The major concern that | had in
not being in favor of |abeling change was the two votes that
we took and | canme to believe the decisions that we nade
suggested that there was not credible evidence, but one of th
Issue’s that was ny reservation throughout that process was
that | felt we were working with half a deck in terns of data
that the best data we had were regarding fluoxetine and we ha
very, very few data regarding other drugs

So saying that we are not confortable with the
amount of data that we have, which is a very confortable
position for ne as a nonphysician, | do not have to make
decisions that may be |ife-and-death decisions for patients,
it seens to me that physicians who do have to make such
deci sions ought to be alerted about that.

DR LEBER: | think the conclusion of the commttee
today is not proven in the sense of the Scottish jury's
verdict. It is not the same as not guilty. The problemis
that, having reached that conclusion, you now want to convey

sonmething of utility and value to the practitioner who knows
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he is in trouble because the patient is not responding, not
doing well, and behaving atypically. G ven our uncertainty,
given the lack of know edge, just what do you say? How do yo
give advice in a situation that is inherently a dyadic one
between the practitioner and the patient? You do not know th
facts, you do not have a generic principle: \Wat is it you
want to say? Beware, you may be wong? Beware, you nay be
rai sing the dose when you should be dropping it? Beware that
t hi ngs may be going wong and you perhaps shoul d seek
consultation wth those nore experienced than you?

| mean, there are a lot of possibilities. Beware
hospitalize the patient, this is a signal. That is the
problem for us. How do you translate the good intention into
sonething that we could practically do? For the record, we d
not issue “Dear Doctor” letters, ordinarily. V& probably
could wite “talk” papers, but even then, as Dr. Tenple says,
the content of them is what becomes so difficult. Mybe it i
worth a couple of mnutes trying to find out how, in the
context of what | have just said -- what do you want us to
say?

DR LIN. | would not be opposed to the idea of
sending out a letter. | think perhaps it could serve two
di fferent purposes. First of all, it would serve to
communi cate what has been tal ked about here that in sone way

woul d be reassuring to the clinicians in terms of the genera
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conclusion that we have reached today.

At the sane time, | think after doing that we can
al so have a paragraph saying that while there is no evidence,
we should continue to nmonitor the possibility of maybe a very
smal | group of patients nmay have paradoxical reactions, even
t hough there is no evidence at all. | think that would be a
reasonabl e approach to take.

DR TEMPLE: That is difficult advice for us to
follow  The first part, that is, reassuring people on the
basis of the results here, becones perilously close to Lilly’
job, “and they can take care of that.

The second part of it fills me with a sense of
contradi ction. If we did not think -- we could put sonething
or urge Lilly to put something in the |labeling, even if it is
not proof positive. We could do that. But the conmttee has
for the nost part, said do not do that. To then, instead of
putting it in labeling, where it becones part of pronotion an
part of the environment in which the drug will be given and
just put it in a “Dear Doctor” letter, a one-shot thing, so
passes quickly, does not make sense. [f it is worth doing,
then we could do it. But if it is not worth doing, we do not
real ly bal mour conscience very nuch by just kind of passing
It quickly.

DR TEICHER: | guess the one point | was going to

make, Dr. Casey, is that the average clinician, when he
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1|l encounters a patient having a side effect on medication
a 2 || frequently refers to the package [ abeling or the PDR to | ook
— 3|l and see is this a reported side effect. [If it is a reported
4 || side effect, he may discontinue the drug or change treatnents
5( in sonme way. If it is not a reported side effect, he may say
6 || no, the medication cannot be causing it, stay on the
7| medication, it is something else.
8 DR TEMPLE: They are in labeling now If that is
9| what one --
10 DR. TEICHER: No, no, | understand that. But what
11|| is going to happen, based on the results of the conmttee
L 12 || vote, which is a very honest vote that | am happy wth, people
13| are going to say it is free of all blanme, it is free of all
14| risk, and I think for the conmttee to communicate in sone way
15|l that there is at least a snmall neasure of uncertainty and
1€|| there is a small desire to see nore data is useful to
17|| comunicate to clinicians. It is not absolute, it is not
1¢|| black and white, and it is still in the process of further
1¢|| eval uation.
2( DR CASEY: To Drs. Leber and Tenple, | think this
-_— 21| is an issue that some of us feel nore affectively than the
2 kind of thing that you can palpate. W are struggling wth
giving you | anguage, because we are not yet sure how to say it
o — 2¢|| ourselves.
MILLER REPORTING CO., ING. DR LEBER  The likelihood is that we will probably,
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as is customary, wite a talk paper at sone point on behal f of
t he agency which will contain our distillation of the advice
given here today. It will probably say what is obvious from
the votes, and that people -- reasonably -- remain concerned
about the possibility that there are areas of information that
we need that we do not have and we will pursue things as we
ordinarily do.

Sone people wll think, of course, that all this
acconplishes is once again saying we are not acting when we

shoul d be acting, but I think we would probably want to

enphasize -- 1 want to nmake sure | have this right, that we
are not urged to act by this conmittee. | think that is a
very inportant bottom line on the other side. You did not

tell us to go out and do sonething because failure to do
sonmet hing would precipitate a nmagjor -- you know, it is
unconsci onable or bad for the public health.

DR TEMPLE: There were several people who thought
that sone sort of |abeling perhaps nmight be useful. Any tine
there is a divided conmttee, we can consider both parts. If
people want to wite in to us quickly -- soon, that is -- the
particul ar words, we can certainly consider them

DR CASEY: Fromthe commttee.

DR TEMPLE: Fromthe commttee

(Laughter)

The possibility of some kind of |abeling change does
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not have to be ruled out. There was enough di scussion so tha
obvi ously peopl e coul d have gone one way or the other, but
still it is, obviously, very difficult to know what to put in

DR HAMER: | wanted to say, as we listened to the
stories this nmorning, many of which were really heartbreaking
and, in ny ponpous, nonphysician manner, would certainly have
to say sounded |ike bad nedical care, | think what many of us
were feeling was that we would |ike somehow to give advice to
improve that medical care. That is probably not sonething
that the FDA can do in a “Dear Doctor” letter or anything lik
that “to tell people, “Pay attention to your patients. |If the
patient appears to be having a terrible time, do sonething
different. ”
Maybe that is what people would |ike to see done an
there is just no way for the FDA to do that.

DR MONTGOMERY: | wanted to say my reaction to thi
morning’s presentations. | thought they were terrible
i ndi vi dual testanents to the evil nature of depressive
il1ness, that depression is sonmething which people assunme is
easy to treat, they assune that if they do not have it
treated, it will go away of its own accord. It is a very
nasty condition, and what | took fromthis norning was a
description by individuals that they had expected that, havin
started on nedication, that it would automatically resolve an

it did not.
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It seens to me that one of the things that came out
this morning quite clearly was that there was a need to inforn
patients about the terrible nature of depressive illness
itself, rather than trying to ascribe blane to a drug or
something else. It seens to ne that that is what the
testanent was really saying to us. They were seeking |argely
to blane a drug, but they were actually describing a very
nasty illness, and that is sonething which | think we should
pay attention to.

DR. CASEY: | woul d agree. In summary, depression
is common, it has norbidity, it is dangerous, it has
nortality, it is torturing, it is often unrecognized, and
often untreated or poorly treated. Gven that, you are
correct in urging that treatnment of depression be inproved.
There have to be other ways in this country to do that besides
t hrough | abeling and through the FDA, and sone of those
efforts are going on

| appreciate your international perspective in
comng as an “outsider” to listen to what we were westling
with and bringing your advice.

We are getting close to closing. Unless sonmeone has
the burning urge to nmake additional coments, | would |ike to,
first, thank the visiting nenbers of the commttee for their
efforts, thank the comm ttee menbers, thank Mr. Bernstein for

all his efforts in making this nmeeting run smoothly -- he has
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thank all the people who came this
who have

e a very good job --
t hank the people fromlLilly,

now bring the meeting to a close.
Before you do, we have one other person
on behal f of the Division and

DR. LEBER:
This is your

Tom Laughren and I,
want to say sonething about you

t he agency,
swan song and this is your last tine to serve as chair of thi
t hi nk each of us who has had the privilege of

to thank.

comm ttee. I
serving with you knows what it is to have a good chairman.
You have done a fantastic job, you have been fair, you have

and you have

you have done the right thing,

been straight on,
want to thank you for it all.

of trouble, and I

us out
have been with

12| kept

14 ( Appl ause)
1t DR. CASEY: I
the conmttee for four-and-a-half years and it has really
very positive

truly been both a personal and professional
It has been very rewarding to work with both the

Thank you very nuch.

1¢| experience.
my conmittee nenbers over the years.

1¢| agency and all
2¢ || very nuch.
W are adjourned.

(Wiereupon, at 5:40 p.m, the meeting was

2: || concluded. )

2¢
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