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Public Citizen -

Health Research Group
2000 P St., NW
Washington, D.C. 20036

\ Re: Docket No. 919--0203/(:?1.

Dear‘Drs. Hellander and Wolfe:

This responds to your citizen petitiop @atad ﬁay 21, 1991,
recuesting that the Food and Drug Adm+nlstratlon (FDA)
imﬁediately revise the approved labellng.of the antidepressant
Prozac (fluoxetine), manufactureq by E1i L}lly'and Company
(Lilly}, to include a boxed warning regaqung 1ts asscciation
with intanse, violent suicldal preoccupation, agitation, and.
impulsivity in a small minority of patients.

We nave reviewed your citlzeéen petition and have evaluated all "

‘currently available, relevant evidence. Because this evidence is

not sufficient to reasonably conclude that the use of Prozac is
possibly assoclated with suicidal ideation and behavior
}suicidélity), we are deny;ng YDUr.requgs:: However, we will
continue to carefully examine any information that night suggest
a povential relationship. : . ‘

BACYGROUND

on Decerber 29, 1387, FDA approved Lilly’s antidepressant Prozac.

In respcnse to some reports of suicidal ideation amcng Prozac
patients, Lilly revised its labeling on May 24, 1990, to ipclude
"suicidal ideaticn" in the list of adverse effects under the
heacing "Pestintroduction Reparts.” sShortly prior to thisg
revision, Dr. Martin Teicher published a paper in the
Journal of DPsvchiairy in February 1990 describing six patiencs
Wwho, during trezatiment with Prozac, experienced either the onsarg
or the intensifiication of suicidal ideation. A few addirvional
publisned case CeDOrts aqd numerous crug experijience renorts to
FDA's Spontaneous Reporting System followed this publicatian,

American

In -espcnse Lo the concerns ?aised by these repcrtcs, Lilly
conductacd an extensive reanalysis of izs clinical toizl. . -
éx;e:;énté'uiti'?rc:aé.:D,SEEYC“ for s2vidence concernling the
induction or intensificactlon of suicidalicy by Prozac. Lillv's
controllsd studles produced no evidence of a causal relationship
between sulcidallicy and Prozac either in a depressed pecoulation
er in a ncndepressad gTroup being treated for opesity.

s SER 1023

Exhibit No. 16

OrRanm



o

g : ok SO W N TSN A SEam Eam em— e
' .

' 3 If the whole class or a particular drug causes ene

!,, ;—_‘E""f

g 15
. Hellander & Wolfe ;

. \ from priwvate citizens; represenyat;ves Erom FDA, the
After hearlngitute of Mental Health (NIMH), Lilly, and six invited
National Insuith relevant expertise or interest, including Dr. Ida
indivigualgp HRG, the committes considered the following questions:
Hellander ©- ‘ ST

there credible evidence to support a conclusion that
Istideprgssant drugs cause the emergence and/or
iztensification of suicidality and/or other violent behaviors?

1.

2 If so,‘doés-the evidence indicate that a particula

‘ r drug ar
drug class pose a greater risk than others? '

rgence

and/or intensification of suicidality, what actions, if any,

should the agency take?

a. Even in the absence of sufficient evidence to establish
causation, do the large volume of reports and/or the type of
reports received justify some agency action, e.g., a
modification of lebeling for some or all antidepressants?

After several hours of discussion, the committee voted una
(10-0) "no" on the first two questlions. It found that
was not sufiicient te cenclude that antidepressants
Prozac in particular, cause the emergence and/or
suicidality and/or other violent behaviors.
cembined questions three and four into one qu
there should be a labeling change. Based upon the available
evidence, the committee voted 6~3 against any change in labeling.
The majerity concluded that the‘evidencg Was5 not st:bnq'enough to
justify the sucgesticn of even the pPossibility of a causal linkage -
in labeling. Of those who wanted a labeling change, all agreed
that it should be for the entire class of

antidepressants, -rather
than for Prozac in particular. However, there Was a consensus that
Tore research is needed to further explore the Talaticnship between

nimously
the evidence
in general, or
intensification of
The committee then
estion of whether

suicidality and the use of, not only Proczac, but other

‘ancidenrassants as well.,

CONCLUSTIONS OF FNA

Ucen analviing the case rz2ports, clinical trials, conclusicns of
the PDAC, and other relevant evidence, we have .concluded that a
change Ln labeling is nct “arranted at this time.
reagcnable evidence ¢f an associati
sulcidaligy.

Therae is npo
on between the ysge cf Prozac and

The case repcris of petisncs who exXpDerienced SUuizidal
whlla upnderczelng Prozac trzatment are inconclus:ve,
DeT:ants belng treated for denression.
Chink about and commit suicide far more

ideation
Most concern
Because denressed catlients
freguently than
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- ntly available data 4o not present.reasonable

lthough curre association between the Use of Prozac ang the
evidence of azntEDSificatian °f suicidality, e are concerned that
emergence Ortion is needed on this jgspe. We will continye our
more,lnformiuation of data in our-Spontaneous'repcrting System and
careful ev:dditional FeSearch on this matter, If furtfer Tesearch .
gnccurag;s discloses reasonable evidence of ap association, we will
'ggk:uill necessary steps to protect the publ%c heal;h.

Sincerely yours,

/ . .,42'
i ‘lr' :.n' / ‘."/
Carl. €. pec r M.D.

Director
Center for Drug Evaluation
and Research
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