b Yrs i

c€c: Dr. D. N Brennag

Bureay of Drugs,
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Gentlemen:
Re: IND 12274 . Compound y; - FI@?{EE H?drnthlnride
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Reference is made o Dr. p E&iLeher‘féiat:er dated Hay 17, 1982,
pertaiain; to thisg notice “-‘ld Y

udies the dog ang Tat have beep
¢ findHgs i, included ip this

Food and Drug Aduinistratiun @ o
HFD 120 oé @

l“‘!lr

One-year animal toxjeg
Completed. 4 Summa
Submission.

Submitted ig

We hava carafyl
disposition of €Y complete the blind Phase of the
fluoxetina ef 1 S Suggestion was @ade that tha
blind pe main eithar routinely SWitch the
Patients to i i
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If we vere to assign, on a blinded basis, all e11; e patients
who have completed the blind phase to fluoxetine re would be
the following results:

- patients who had responded favorably wh n pla ould
then receive an investigational drug essaril

- patients who had responded favorzhl;:ﬁbile on reference
drug (imipramine, amitriptyline, xup;niéza 1d then be

changed to another drug unnecessa
istu:@é good medical
ta wou available

Neither condition, in our view, is
practice. Further, no comparati
thereafter,

Alternatively, if we were to ioue, "éZ? linded basis, the .
assigned study drug, the trigéggﬁuld 2§:s-e open-ended. Analysis S
of the data would be fr:ngtsﬁ th dif 1ty as the drop-out rate

increased. é’

(=1
Our protocols provide the ca@an of information on both
fluoxetine and the r ce age over extended periods of
1ma

(R ]

time. The intent j imaril safety purposes. Patients who
have responded unf}’ ably t r placebo or a reference drug
may be switched ¢ uoxeti Those who have responded well on
fluoxetine or ef:renct&fru: may continue on the assigned
drug. Admit » thereaf@er, the fluoxetine and reference drug

ELOUpsS are o andom]l igned. Nevertheless, we will acquire
some :umpar e safe ata over a time span uf several months.

We would gI:d cuss these subjects with you if a meeting
is tho dz:x

ly yo
ILLY Asfﬁgg;;

Dorothy 5. Dobb s
Hedical Advisor
Regulatory Affairs

DSD:la

Enclosure
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CLINICAL PHARMACOLOGY:

Pags 2 = first paragraph - last sentencs:

CHANGE: * .., would not be expected to affect
ooradrenergic ..."

T0: * ... would not be expected Lo directly affect
noradrenergic ..."

COMMENT: The key word in this discri@ is directly,
Indirect effects on the por nerzic and
dopaminerzic meurons may kE&::u.;an:m': by
fluoxetine's direct eff n =ero giec
neurons,

@ o
A |
Page 3 - first paragraph = 2nd ¥ ast s ca:
CHANGE: ™ .., appeared in urine %15: in the
faces,”
TO: " ... appeared
ovar a five

he urifie qd 16% in the feces

period o
COMMENT: Reporting total excpetion of radiocactivity
without rting th%.m period over which the
total i@inn zay be misleading.

5 =
Page 3 - seco ph at sentence:
CHAMGE: ( firat oce completely).
¥ atateTevels are obtained ... *
TQ: o place sentence with the following)
of fluxetine and the deamathyl
F metabo increase upon multiple dose
é*- adminiffpation until steady state levels are
n% achie and levels will persist for a prolonged
s pa of time after discontiouation of therapy.

ot of asteady atats levels regquires a
©d of tize roughly equivalent to five times
Balf life. When dosing regimens ...

§ C the clinical pharmacology section of the
n&qacliteratum it is isportant to make
@:}@ ce that the full ramifications of a long
ba € drug are appreciated. Although it was

estion to include a time to steady state
@ be original draft of the package literature,
hﬁ @s3ential prescribing i{nforsation may be
@n meaningful if 3 more generic statepent is
included (omit the reference of 15 days or 25
days time to reach steady states). The Eemeric
Statecent pertaining to half life should include
three salient points: (1) plassa levels of

5982 %9¢ z4



Page

CHAMCE :

COMMENT:

term@funid ied setabolites” Ehis
Stateseqr may M\

f
é

S,

-
procd Ao

4

4
&

10

TO:

fluoxetine and the deszethyl metabolite persist
iz plasmua for a long tice period after
fluoxetine administraticn has ceasad, (2)
plasza levels of fluoxetine and the desmethyl
Betabolite will increaze until Jteady atate
lavels are achieved requiring a period of tige
roughly equivalent to five tinl@' the halr life,
and (3) changes in the dos Eizen for
fluoxetine require an sguiv t period of tipe

for a mew steady state @cua&

4 - zecond paragraph - last s&ftence: -
"However, with c.hrugéa:luuj.‘@ion there may

be accupulation of deati tabolites in
patients with im t of fupction.™

"However, with ch¥onic a intotration
accumulation o uoxet 7 its metabolites
may occur in ents w airment of repal
function.® @

In the pa e 1it we should avold the

diser te usa of fluoxstine in renally

izpor point is to caution againat the

£ri rgaﬁagragh - add

Y,
ADD: Statesent should be added that *Patients witir

pai tieats. In the new statepent the

word "ipzumulation”® is to be interpreted to mean

"abgo d beyond® the increase in levels that
really occur for all patients. The
in is to remind the prescriber that use of
xetine in remally ispaired individuals
ould be carefully monitored as for any drug
Eused in such patients,

ahould be considsred for

bospitalization.™

phr anl
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PULVULES™
(TRADEMARK)
FLUOXETINE HYDROCHLORIDE

DESCRIPTION :

(Trademark) (fluoxetine bydrochloride, Lill '@i an antidepressant

for oral :dmmstratinn; it is chemicall

elated I:riqu:lic,
tetracyclic, or other available antidepressant qe . It is
designated f:}-H-nethyl-B-phenﬂ—J* ya=-tri -p-tolyl)-oxy]
propylamine bydrochloride, with t u-iul@muh of CyzH;gF3N0O

HC1. It has a molecular weigh 345. ?9@1’1; structural formula is
as follows:

S
& @@’

i white %}off white crystalline solid that is soluble

a :nn:en atien @E mg/al in watar, Stability assays have shoun

ﬂuﬂxe to be le for periods of 24 months when sxposed to

temperatures ﬂ@“, 40°, or s50°C.

Each Pulvule contains fluoxetine hydrorhloride egeivalent to 20, 30,

L

40, or 60 mg fluoxetine.

L9882 n9f z4




CLINICAL PHARMACOLOGCY
The mechaoism of action of fluoxe:.i'.‘ne is pot definitely knoun. The
current hypothesis is that the clinical effeces may be due to
inhibition of the teuptake of serotonmin ineo Presymaptic neuroms. Ip
clinical studies, uptake of serotonin by placléts was decreased by

N

greater thaa 60% after subjects had receiv 0 mg/day for one week.
Animal studies Suggest that therapeutic es of xetine, in
contrast Lo tricyclie anti-depresslaﬂ@iuuld @Ee expected te PaFLTY J
affect noradrenergic or dopaminerg; Q;'eurnu%e
&
In double-blind efficacy st , Sta ally significant
improvement (as measured h@ e Haﬂ% Psychiatric Rating Scale for

Depression) was seen l%?une we 0 patients who received

Trademark. B £ 2
S 9
o
Fluoxetine is H@ absor ollowing oral administration. Peak
plasma levelg fluuxe@m occur approximately 6 hours after tha
[}
dose. Fnu@u:es 3ight delay in the rats of absorption of
ﬂunxeti@@ut due&ht affect the extent of absorption. Fluoxstine

may iniste with or without food.

@ [<]
@—oc—n; e ites of fluoxetine is desmethyl @
_gh.icﬁﬂ i@sn a tive serotonin uptake inhibiter.

&

In normal volunteers, the half life of fluoxetine is aboug, 3(%2 5.D.)

days. The half life of the desmethyl metabolits is generally longer

Lhan that of the purent Compouad, i.e.., “pprosimsiely 724 5.D.)

8982 w9t zd




days. Both fluoxscine and its deszethyl setabelite exhibic .1 very
large volume of distributiog Eappraximauly 20-45 L/kg) and have
relatively low plasma clearances {appruxinc:nly 20 L/hr for

fluoxetine and 9 L/hr for desmethyl fluoxetine). Based upen

radiolabeled disposition studies of fluoxe in normal subjects,
approximately 60% of the radinactivi_r.y red in urine and 16Y%
— VarT TULATNE 02 DM
//‘7in the feces. However, fluoxetine is @g y metabolized; thus, very
1 o
fe little unchanged compound is excrct@n the .
l u_'r""" @G

!

r - S
v Steady state levels are obtain n 1@:@;1:&1; 15 days for

e >

o
: fluoxetine and 25 days for thyl @xﬂine- When dosing

regimens are changed, ne@udy sgn levels will not be achieved
until a similar period B4 time ha
S

2psed. The steady state levels
of fluoxetine and thyl etine ultimately achieved are
Proportional te t@@aﬂy dus{; administered; bowever, the plasma

S

levels vary wi from sr¥ividual to individual.
. &

S
& $
In no@sﬂje@&e Projected or chservad Steady state plasma
levﬁf des ¥1 fluoxetins were generzlly higher than or equal to
h@ of £ tine. @ Teverse wvas observed for most of the
Qrﬂs:ed ients @hm steady state plasma levels Were measured.

In vitro, ﬂu‘@ine is approximately 94% bound te human serum

H w
pProtein.

6982 %9t zd




When siogle doses of fluoxetine were administered to healthy elderly
subjects, pharmacokinetic profiles for fluoxetine and desmethy]
fluoxetine were not significantly differeat from the profiles in

younger normal subjecrs. ' ""‘E-.r'

&

Single doses of fluoxstipe administarad @\?u‘hjec&th various

degrees of renal izpairment dmuustg&é simi isposition of

or :uhj@ with normal,

Q..
ed, a (anephric) rena
@3 ,-"'-::ud.g -
admi tion there may he
iTF
eubolﬁ@: in patients with impairment

fluoxetine and desmethyl fluoxeti
moderately impaired, severly im

function, Howvever, with ¢
FJeeenue
accumulation of un;_g:n;;iﬁ@

of repal function. iz ( v
& S

&
The cle:trncar&ia@ of 31 tients who receivad Trademark in

o
double-blind tr@s urc@u:per:iuly evaluated; no conduction

aboorma liticg re ahs%d .

@@ INDICATIONS AND USAGE
(Tr rk) is cated for the relief of symptoms of various
de sive ers and for the associarad aoxiety in both

@piuli and ou
of the@i:zn

Hanual of Men isorders (Third Edi:iun]l, the cffectiveness of

lent populations. Based oo the classification

latric Association's Diagnostic and Statistical

(Trademark) has been demoostrated in both types of Hajor Depression,
i.e., Major Depression, Single Episode, and Major Depression,

hecurreuc,

olgz %9¢ zd



A diagoosis of Hajor Depression is based upon the presence of a
prominent and persistent dysphoric or depressed mood plus ac least
four of the following eight Symptoms: change in appetite, change in
sleep, psychometor dagitation or retardation, loss of interest in

usual activities or decrease in sexual dnve ss of energy ur

excess fatigue, feelings of guilt or wo sness imini:hed
ability to thigk or Concentrate, and .-.'u dal :.d 0 or attempts.

The effectiveness of (Trademark) ong u@a i.e., up to one
ﬁ m@&i‘mnca clinical

studies; these included 221 ients Hated for at least six

months of whom 71 conr.iu;§ or nw.t%g year. The physician should
o
periodically re—eﬂlm% e usetﬁhs: of the drug for the

individual Plt:.ent.n & @ S
N4 ¢
&5 ICATIONS
%
(Trademark) %ﬁnnmh{gnted in patients with known

hﬁersem@w ? drug.

ﬁh

General: The@klblhty of suicide in seriously depressed patients

year, has beea shown in extens

WARNINGS

PRECAUTIONS

L

L£8Z %9t zd




-~ . )
2 Information for Patients: Mtidepressan& iﬂpa§ the mencal
e

remission occurs, Thersfore, ig order to minimize the opportunity

| for overdosage, Prescriptions should he vritten for the smallest

3 oumber of capsules consistent with Eood patient Danoagement .

and/or physical abilities required for t perfo of Poteatially

hazardous tasks, such as operating gﬁ'&utmbl@r other machipery:

the patient should be cautioned l?dmgly
B @'Gq
hite b@'cell counts or elevated

transaminase levels hv:@n noted @pltienu receiving (Tradm-rk]
Q

ifferen¥ial counts and determination of

Laboratory Tests- Rarely,

or placebo. Leuknmeﬂ
=
transaminase lﬂelsulgs’re: during therapy with (Trademark)
if indicated by c@ al signsOapnd Symptoms,
=]

Z ,.«%@

- i
Drug Intenc%: Ih%fafetr of (Trademark) givan concomitantly

]

with mnulﬁ@?e m%hitnrs bas not been established, Single

doses %Eﬁnbar

tol?ide e _given-alone, following a single dose of fluoxetine,
11

owi ven daily doses of fluoxetipa. The pharmacokinerics

@theu E] ueregl
fluoxeﬂkﬁ oo cO@stent clinical effects wers attributable to

concurrent ﬂ@ine administration. However,the concomitant

» warfarin, diazepam, chlorothiazide, and

Lersed by the concurrent administration of

administration of (Trademark) and barbiturates or othar c¥ntral

nervous system deprassants may result in excess sedation.




Therapsutic Interactions: Concurrent administration with

electroshock therapy should be avoided because of the absence of

experience in this arss.

Carciuag:nesis, Hutarenesis, Impairment of

administration of fluoxetihe to rats fo Year levels
eguivalent to dpproximately 7.5 times @e uximurncomcndqd buman

dose produced no evideace of urci@niciryz S

; =
Fluoxetioe was shown to have tnutuxi&'ﬂ:cts based on the
Lo

following mutagenicity ass i bact mutation assay, DNA repair
4553y in cultured rat he@qﬂ:es in vivo sister chromatid

exchange assay in Chgﬁi hursmc?mu marrow,
=) @

Two fertility s uﬁ?cn%‘d %ed in rats at doses of approximately §
and 9 times 1113@ xinm%mended buman dose indicated that
ﬂuuxetineﬁ;:q? no tdvﬁgtz effacts on fertilicy. A slight decrease in
nenmtal@dnl wiAs'noted and was probably associated with
depre@ mtex@ ood consumption and weight gain.

g &

tiples the nx@ﬁn recommended human dose are calculated on

the b-lis 80 nﬁ in an individual weighing 60 kg.)

Pr:egnangg: Pﬁnw Category B: No Leratogenic effects were

v
produced in rat fertility studies or in rat and rabbit teratology
stidies at doses of pproximately 9 and 11 tipes respectively, the

@aximum recommended human dose. There are, however, no adequate and

€192 H9f z4




well-controlled studies ip Pregnant women.

Eecause animal
reproduction studies are pot always predictive of human response,
this drug should be used during Pregaancy only

if clearly needed.
Nursing Mothers:

It is mot known Hh:th;r
buman milk.

¥ d%iug is excreted in
Because many drugs are excre

should be exercised when (Trademark) is

milk, caution
woman.

iniste

@ o
F &

éZf:

@hildun have net been
o

Lo a2 npursing

Pediatric Use:

Safety and eff veness
established.

nlge n9t Zd
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ADVERSE REACTIONS
It is recognized tha: the in:idenc: of adverse drug reactions Varies

widely between studies of a4 given drug I::.fumat:.un Presented in the

table which follows is derived from duuhle-b placebo cun:rnlled
studies of five or 3ix weeks duration. gures itzd Cannot he
used to predict precisely the frequem:y r.mu vents which gay

be observed in medical practice.

‘Placebo
Number of Patients 291
Autonomic Nervous 5;@
Blurred vision A
Constipation @ 4
D mouth = 11
¥ &y %@
2 1
2 1
1 *
é 2
7 &
8 4
23 10
1 1
1 3
Taste 5 1
HusculosRelatal
Husculoska] Aches & Pains 6 7
wu".‘i;ural Nervous Systenm L4
Anxiety E 4
Bruxism 1 *
Cumcent cat inn F ey T o | [ 1
Lonrfusion 2 1

SL8Z %9t z4




Coordination Disturbance 1 *
Dizzin:ssﬂ.ighr,headedn:ss 13 é
Dreams Abnormal 1 1
Drowsiness 16 7
Energy Decreased 1 *
Headache 15 17
Hypersomnia 2 *
Insomnia 14 7
Irritabilicy 1 @‘g.r 2
Libido Decreased 1 *
Nervousness 15 ' 7
Sensation Disturbanca (e.g.,

oumboess, burning, tingling) 3 3
Tremor :‘i@ = 2

Respiratorv Systes & @
Sinus headache, congestion %1 @ 3
Skin and Appendages ' Q& Q)ﬂq

Pruritis 2 2
Rash v 2
Sweating, Excessive % 3

Special Senses @ o
Tipnitus 2 1
Ty ~

Urogenital System q
Sexual Dysfunctio - @mce.
delayed eja @ , dec ed

orgasm) o 5 *
Urinary Frequ e 3 *
Urination Impgited ‘% 1 *

Other & % : é‘&i
Asthenia@ % 7 3
Chills @ & 2 *
Edema 1 *
mlng z@ 1 *

@dditia the rel@?.valy common (i.e., greater than 1%) untoward

avents e rated e, the following advarss events have basp
::panﬁ u:nﬁinn with the use of (Trademark): flatulence,
menstrual abn lities, hypertension and bypotension, psychosis,
hallucinations, abmormal involuntary movement, ataxia, gafncturrhea,

anemia, leukepenia, and 2kathisia.

- 10 -

9[8Z w9t z4




Ooe patient, in whoa fluoxetine was €onticued after rash aod prucitis
oc:urred developed a2 savers skin rash 1:cnnpanied hy- fever apd

bepatic dysfunction. Another patient had erythema llulr.:i.fqmg,
Two patient experienced episodes wh:.n:h may b:en :anvulsmns

In controlled clinieal trials, the mea ight luf&ung fluoxetine

Patients was 2.5 to 3 pounds over fi@u :u@g
—

percent of patieats lost 25% of ¢ body t and —% gained 25%.
ght ;H@ay be viewed as desirable

)
ient’ @exi: ting condition.

Weight loss or, less commonly,

or adverse, depending on th

There is minimal cl 1 expe ?e with acute overdosage with
(Trademark). The I'DSE in ice and rats wvas found to be 248 and
466 mg/kg, re:p@vely ls treated with multiples of the humanp
therapeutic @ (25 tisky and greater) developed hrperirnubil:.ty
and conwvul ' @; and its active metabolite bave long half
lives: & ELive care may be required for geveral days

AGE AND ADMNINTSTRATION

Dozage @1& u@ be started with 20 ®g Per day and may be
increased by @mcrmnu daily. The usual adult daily dose is

20 to 80 mg, administerad 25 a single daily dosa or in twe® divided

doses, preferably in the morning and/or at lunchtime. Dases abnwe 20

_11_

LIgz wog z4




BE Per day are not fecommended. Ip elderly Patients, the total daily

dose should Tarely excesd 60 Wg. Following remission, medicatipn

should be administersd ar the lovest dose Coosistent with maintaiging

clinical improvament.

S

S

HOW SUPPLI
Pulvules: @

@ °
20 mg (green apd off-vhite) u‘é ‘@
y &
30 mg (green and light yello
(>
40 mg (green and dark ye @G

o
60 mg (green and pink @

{=]
National Drug Code xo0r. @
A8
Store at controlle m temp ure 15° - 30°C (59° - 86°F).
Caution: Fedeu@; pruhibé s dispensing without prescription,

@ &9

§ é&a ANIMAL TOXICOLOGY

The :uh:h € and cHpéaic administration of fluoxatine to mice,
rats, dng: €80 associated with systemic phospholipidosis.
ect w OWn t3 be reversible aftar chromic administration of
ximat H.It%or_hg maximum recosmended buman dose (i. e., 8O
daﬂ o uoxet fur OO€ year in rats and dogs. Systemic

o
phnsp@ldﬂ!l!@ been demonstrated inp 2nimals with a gumber of
other Eltiﬂni@phiphilic drugs including chlorphentermine,
imipramine, and zimelidine?. The significance of this fifding for

man is not known.

= 12 =
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BAD HOMBURG JU
TELEX NO. 00

RE.! FLUOXE - REGIS MANY

; : ITIONAL DATA HAVE BEEN IDENTIFIED

TO BE ESSENTIAL DURJ  DISCUSSION AT THE BGA (JUNE 15, B4).
s \SHEIJPLT TO VARIOUS DISCUSSIONS WITH HEDICAL /
HARKETING PERS OCCASION OF THE FLUOXETINE SYMPOSIUM /

14 TH C.1.N.FP.

1. EFFICACY DA UN PATIENTS OF NON-ENDOGENOUS BUBTYPE. THIS
COULD HELP US TO ACHIEVE THE “‘REACTIVE DEPRESSION’’ CLAINM.

2 THE EGA STATED THAT THERE 1S A DISAGREEMENT BETWEEN PATIENT’S
AND DOCTOR'S JUDGEMENT DF EFFICACY. SINCE IN THEIR OPINION
THE PATIENT’S IMPRESSION IS MORE IMPORTANT: WE HAVE TD
DEHONSTRATE CORRELATION BETWEEN SCL 58 AND HAMD AND CGI AND
PGI RESP. (PERHAPS BY GRAPHS 7).

3.A A CRITICAL ISSUE FOR THE BGA IS SAFETY IN LONG-TERM TREATHENT.
PATIENT NUMBERS OF 218 AND 74 TREATED FOR MORE THAN ONE HALF
AND DNE YEAR RESBP. MAY POSSIBLY NOT BSATISFY OUR AUTHORITIES.
THEIR CONCERNS ARE LEUKOPENIA / AGRANULOCYTOSIS, HEPATOTOXICITY

v g

ggn  69%zzd




4.

1

e

10.

11.

12.

AND PDSSIBLE DAMAGE DUE TO PHOSPHOLIPIDOSIS (CONCERNING THE
‘LATTER BEE 15 ).

EINCE THE DATA BABE HAS BEEN ENLARGED DURING THE PAST YEAR
THE QUESTION 18, WHETHER YOU COULD PROVIDE US WITH THE RESP,.
SAFETY DATA ON INCREASED PATIENT NUMBERS.

EVALUATION OF RECURRENCIES DURING LONG-TERM TREATHENT.

.IN THE CONTROLLED TRIALE WE HAD ALL THE CONTRAINDICATIONS

OF TRICYCLIC COMPARATORS (E«O. OLAUCOMAr, URINARY RETENTION:
BEVERE CARDIOVASCULAR DISEABEs ETC.) AS EXCLUSIDN CRITERIA.
WE HAVE TO DEMONSTRATE - PERHAPS BY ANALYSIS OF OPEN TRIALS -

THAT FLUOXETINE 18 SAFE IN BUCH PATIEN]S. OTHERWIBE ILL
HAVE TOD NAHME THOSE EXCLUSION CRITERI AS CONTRAI T 8
IN THE PACKAGE INSERT. SGieT . 2
THE BAME APPLIES TOD BSERIOUS SUICI I

E

HYPERTENSIVE PATIENTS TREATED WMI ANTIHYP
DRUGE: HISTORY OF BEIZURESs HYP DISM. <::::>

POOLED IN-PATIENT DATA

ANALYBIS OF PRETREATMENT ANTI 8» NEUROLEPTI
DRUGSs OR TRANGUILIZER ONSTRA WEEK OF
NASH-DUT WAS BUFFICIEBT e

ING OF PSYCHDSIS AND

THE BGA EIPLhIﬁff RESERVATI ING CNS BIDE-EFFECTS
T» WHETHER THOSE PATIENTS
47y WHETHER THE HALLU-

THERE HAVE BE PATIENT
HALLUZINATI
. LI
-~ ¢ NT OR HAVE PERHAPS BEEN
T

MENT: DR WHETHER THOSE EVENTS
Y ‘‘AGGRAVATION OF DISEASE’’.
E TO FLUOXETINE DID NOT DEVELOP
AWAL BYMPTOMS HAVE NOT BEEN DBSERVED
~ NT (LONG ELIMINATION HALF-LIFE)

COHPARATINE USE OF CONCOMITANTLY TAKEN HYPNOTICS AND

HEE IM AGITATED / RETARDED FLUOXETINE PATIENTS
VERSUS AGI /7 RETARDED PATIENTE ON COHPARATORS,
REASON! THE BGA SUSPECTS FLUDXETINE TO BE A STIMULATING /
ACTIVATING DRUG (SIDE-EFFECT PROFILE. SUICIDES. SUICIDE
ATTEHFPTE).

WE HAVE TD EVALUATE THE APPROXIMATE TREATHENT DURATION UNTIL
ANTIDEPRESSANT EFFICACY USUALLY BECOHMES EVIDENT (FOR PACKAGE
INSERT INFORHATIDN). . 1

THE BGA BTATED THAT DUE TO THE ACCUHULATION OF FLUOXETINE

WE SHOULD CONSIDER TO RECOMHEND A LOWER HAINTENANCE DOSE AFTER
HAVING ACHIEVED A CERTAIN RELIEF OF ACUTE BYMPTOMS.,

THEY ADVISED TO GIVE CLEAR INSTRUCTIONS CONCERNING DOSE-

ggh 694ZZd



ADJUETHENT WITH TIME.

13. WE BHOULD CLEARLY DEFINE THE MAXIMUM DURATION DF TREATHENT
WHICH WE ARE BOING TO RECOMMEND,

14, AS WE ALREADY EXPLAINED BY OUR TELEX TO DR. ZERBE OF JUNE B, B4
WE NEED A CAREFUL ANALYBIS OF BUICIDES AND SUICIDE ATTEMPTS!
PATIENT BY PATIENT» BYMPTOHMATOLDGY / BEVERITY UPON ENTRY INTO
THE STUDY AND WEEK BY WEEK UNTIL THE EVENT OCCURREDs DODSE
OF FLUOXETINEs BIDE-EFFECTS» ETC
THIS IS A VERY BERIOUS ISBUE IN THE OPINION OF THE BOA.

IT MIGHT WELL BE THAT WE WILL HAVE TO RECONMEND CONCOMITANT
TRANQUILIZER INTAKE FOR THE FIRST 2 ORI WEEKS IN THE
LITERATURE.

15. THE WOST IMPORTANT ISSUE 1S THE LYNG
FLUDXETINE TREATMENT., ”fdﬂh
THE BOA STATED THAT WE DID NOT achtSys
SCANNINO, TONOGRAPHY» BIOPSY)/P0 “SURSTA

CHANGES FROM NORMAL TD ABNOS:
BGA CANNOT RULE DUT A DAMAGE
DUE TO PHOSPHOLIPIDDSIS. ,

ACTIONS: WHICH COULD

NOT. THE
IN ANIMALS

ING SBITUATION!

A) DBTAIN DPINIONS JAl - PULNONOLOGIST,
WHO HAVE EXAMI Gt et
B) PROVIDE DETAI

PLEABE EXCUSE RE & SSUES ALREADY COVERED BY
THE DATA WE RE THE

WE HAD NOT IN DETAIL.

WE APPRECI WAB EPONTANEDUSLY OFFERED BY THE
INDIANAPOL D GROUPE OF STATISTICIANS: MEDICAL
AND HARKETI : '

NEVERTHELESS IV WILL B CULT EXERCISE FOR A FINAL SUCCESSFUL

DUTCOME .

B

SCHENK»J (G
NEBER» HJ )

06241443
NHNN
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Fika

]
mewtp_:ijfi___
Passinl . Jji &
G 7l
wa ]
FEatum Th:
May 28, 1982 M. E. Amundson

¥ S
Dr. L. Lemberger é o
Dr. P. Stark ‘@
cc: Dr. M. E. Amundson @, “
Dr. D. M. Brennan )
Dr. C. N. Christensen é§?
Dr. C. E. Redman G;Jﬂ

Re: IND 12274 - Compound 0140 uoxetine Hydro-
chlorid ychn c Agent)

Attached for your infn@:inn i letter dated May 17,
1982, from the Food an rug @gﬂgnistration regarding the
above IND. @

A response to FD been %fted and will be forwarded
in the near futur

< -

Dorothy S.
(3424)

@
Attach @

@§

@’

-
N

3

ExHiBIT [

N

-]
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F i . m IEDE

"' _/.??)"’J DEFARTMENT OF HLALTI! & HUMAN SERVICES Public Hoolth Bervice
. o
Rockvills MD 20857
IKD 12,274
MAY I'T g2

Li11y Research Laboratories
Attentfon: Dorothy S. Dobbs, W.D,

307 East McCarty Street &
Indfanapolis, Indfana 46285 b@}

Gentlemen: @ @ o

Please refer to your communications dated !& 25 mgg’ﬂ 12, 1982

pertaining to your Notice of Claimed Inv {onal tion for a Mew Drug
for Fluoxetine HC1 (LY 110140), I Tz.zi% )

We have reviewed your requests to ame tocol . 28, and 36 to (1) enable
responders to continue treatsent on -lab is for an "{ndefinite

period of time®, (2) eliminate the frement for protocol 26,
and (3) extend the duration of o

Xer
el s « 35 from efght to 48
weeks., We have no ocbjection to Hllﬁﬁ of the chest X-ray. However, -
without the necessary supporti {mal s, clinfcal exposure to

fluoxetine should not exceed nths tion. We will require the
submfssfon of animal toxicit fes @ species of six months duration or
greater, _

We also recommend that o8 batients cmplete the blind phase of a trial, you
maintain the blind and, 83¥her r @{r switch the patients to fluoxetine if
they are appropriate EimHidates the long-term exposure or continue
patients on blind medftation extended phase. Comparative data will be
to your advantage, 3p¢ code at the end of individual trials may
invalidate the cgath fons. That is, investigators may learn to
associate certafit™ide eff or improvement with one treatment or another.

response will be appreciated,

Paul Leber, M.D, '
Director {Lcting}
Division of Weuropharmacological

%@ Prug Products

Bureau of Drugs

gL L0E1%d



|
il R
Lilly Research Laboratories
A Dinvsaon of BB Lilly and Company

EY

307 East McCany Street
IrckamaocRs Inckana 45705
(377 253-2000

December 17, 1984 @tg'r

Food and Drug Administration 'é:’
Center for Drugs and Bielogics @ =

Division of Neuropharmscological " A

5600 Fishers Lane
Rockville, Maryland 20857

(=1
w]
Gentlemen: ©
(=]
Re: NDA 18-936 @
"TRADEMARK", fluoxetine hydrochlori @

Drug Products (HFN-120) o~ @@ﬁ =

Reference is made to the telephone rsatio October 22, 1984,
between Dr. Hilary Lee and the undé¥aigned at h time additional
information was requested regard comigigtydrugs taken by

patients who were enrolled io th unt:ul@ inical trials of

fluoxetine. ‘@

The requested information @ ended @
_‘Enrr— truly yours,

u:mmmm% é”

Dﬂrﬂrﬁ 5. n-nhh
Hedical Adviso
Clinical Inve ation
and Regulato fairs
(Heuroend logy)

Attacheent

cc: Dr. Eihry @l_‘mq

a6l L1030

r
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THIS DOCUMENT CONTAINS TRADE SECRETS, OR COMMERCIAL
OR FINANCIAL INFORMATION, PRIVILEGED OR CONFIDENTIAL,

DELIVERED IN CONEIDENCE AND RELIANCE THAT INFOR-
MATION WILL NOT BE MADE AVAILABLE TO THE IC
WITHOUT THE EXPRESS WRITTEN CONSENT OF E ILLY AND
COMPANY .

—

& 5




Request: To provide additional summary informatiom about
concomitant medications used in the comtrolled studies

The following tables (1-22) show by study and for individual patients
the "allowed psychotropics™ (those permitted by the protocols), the
"disallowed psychotropics™, and "other CNS effect medications” (in-
corporates those suggested by the FDA reviewer).

The "allowed psychotropics™ included benzodiazepine specified),
tesazepam, clonazepam, clorazepate, diazepas, lor o ni@u.
zep

oxazepam, alprarolam, prazepam, chlordiazepoxide
chloral hydrate.

The "disallowed psychotropics” included azphe E s pro-
chlorperazine, Eskatrol, meprobamate and a ) Bep tey .
bydroxyzine, thiothixene, butabarbital, . nhr.%vnnl.
doxepin, amitriptyline, imipramine, Fio with cnd‘& ;
carisoprodol/phenacetin/aspirin, and Pa !‘nrt@)n

The "other CNS effect medications™ ed p lol, cimetidine,
Fiorinal, meperidine, diphenhydr pheny olamine HC1,
and phenylpropanclamine and caffe

o

Please note that the categorie other cations are not mutually
exclusive, i.e., a given p:t?ur h;inqt uded in sore than one.

4

1S% 99 zZd
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TABLE 22

Relf€rence Fluoxetine aﬁw.mumuu.uuxaumung

@ Alloved Disallowed Other CNS
Pr. No. Study Dru Concomitant Heds Psych Peych Effect Heds

£l ipe QD X
fl t 1D X
fluoxet ; X X
fluoxetine X X

etine X

tine BID X
fl ne QD X
fluox BID 2 X
fluoxet{ink/pID X
fluoxetine QD .uuuﬁ-nn"n X
fluoxetine BID Fiorinal, pro X
fluoxetine QD chloral hydrate
fluoxetine BID chlorsl hydrate
fluoxetine QD chloral hydrate, flura X
fluoxetine QD flurazepam X mﬂwm‘h
fluoxetine QD  chloral hydrate X ,n.&xa
fluoxetine BID chloral hydrate o\@ h.wv
fluoxetine QD flurazepam ® @
fluoxetine BID chloral hydrate, hydroxyzine o@ X @
fluoxetine QD diphenhydramine I X
fluoxetine BID temazepam X D ot NN@
fuoxetine QD Parafon Forte Iy @.@u
fluoxetine QD chloral hydrate X
fluoxetine QD chloral hydrate X °
fluoxetine BID chloral hydrate, diphenhydramine X __ X
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