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Fluctin 40
Cose 51 1-2 capsules/d {¢ Tecorranded. In the elderly an
Fatients with less bedy weicht maximus dzse shoul? not exceed
- capsule/é, Ir patien+s with severe liver {mpzirzest ka
;o7 scheduled dose shonld ke give- | SFiiie every

b |

=:: St 3 ! capsule/é,
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Physician's Informaticn
Fiuctin

I, Fane of Urug: riuctin 20/30740/60
2. Regulations for distribution:

en prescription

This drug containg a2 gubsiarnce cf whics
1¥ known tc the medical Ecience ané
n2s tc subrit ar experierce repcr
euthorizy accssding to § &5/C BVvs.

+ Indlceticr group, active comzofen s

antldepreasan=

Fluctin 20, one capsule 22.4 mg ne hydrochleride

ecuivalent to 20 mg 1 fa

Fluetin 30, Fluctin te,

4. Indications:
As in patimnt!

5. Contraindie

fe in maed

Lbe&i Obsesved in cliricai triais
frequency of cccurernce

t cbaervatics with Fluctin treatment.
ht lost 1 ko o= the average during »
o arnd cverwefchs prrients 2 kg,

gured, whick was VEIry rarely accompanied by
5¥. "In such cases it may Lecome neccessary tp
ir and if necessary treat with corticostercids

Weight loss is a
Fatients with
E week traastnm
Cocasionelly ~
arthreled
éigconti

Yte counts ané eleva-icr oI serurmtransaminases
Tvew soimiy,

i» INnteractispe:

Flaciin shall nolL be coadminiszered wich Had-inhibitors, Mice
inhipitors shall be Ciscontinued at, leas= 2 weeka bafore start
ol treatment with Fluctin, Alsc the concomitant use of trypto-
phane shall be avcided, z

Thers are only lirited expariences gvailabla concerning the
ccrcomitant application of electroshock-therapy, =t
Elimination of diazepam was prolonged in intaf{qtie&_.tudill
in volunteers. Oberscrvations suggeating a2 significance of
this effest Lad not been made in clinical trials,

keeimbr 320
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BEased on the currently ava{lable investigatione in vclunteera
there is no evidence for interactions wish 2icohnl, barbitura-
tes, oral antidiabeticy and thiazide-diuresics,

No interactions haé bee= observec in climpcal trials wh
nrpertefisives, ansloesice, chisralhyss \ Fenzodiazep)
hyrei{d-hormeres, antihistasines, anes ¢ Cimet

dnzacids, or lithiv= vere 2iministe
Alzchel hes to be avelded éduring : although i
‘nvestigations ne anclificaz-o= i cohol n% 3

had been chserved.
Warning statements;
Nare

Most important incompa
None known

Dosage:
The dose is 20 - g™ md
with 20 mg flucxa?

Fluctin may be
It may be adn
In severe

Usually treatrent
t.
relerably in the rorning,

ucxetine
g cav ig

On Flasmz cleararce of

Y half of the schedrled
This mayv be done by alter-
ad,

the elderly was not different from
investigations, a raximum dose of
Lcxetine is recormended ir the

ow pody weight,

Kind of appli
riucein 1s g
Uz te now the
€ vearsg i i

zaticn of treatment;

".-!

experiences with treatments ug Lo
2EeE,

Overdos Tcencies, symrtcwns, ar=iderss

Mocra chek et cl overdcsics fave bec- —=ported éuring
Slinmical treric, 1n and SAs€s in wihizh Flooisn ysg =he enly
druc ingested patie-ts gusvived, The hicres: dose inges:ed
wW&8 Zpprox. 3000 mg. In this cese 2 Eriel seizures wers gb-
served. Commonly the ciinieal SYTotoms consiited of di1zziness,
nausea, vomiting, tachycardia, zlso accemodation disturbances.
Severe arrhythmias did nos occur,

Primary detoxication on the day of ingestion by gastric lavage
may be useful, while diuresis, dialysis or haemoparfusion

do not promise to be effective because of the large volume

of distribution of Fluctin. - =

it

hnz/mb/220

Loz [9wzz4




13. Pharmacology, toxicology:
Fharmacology:

The pechanism of action af fluoxetine as an antidepressant
ﬂp?.ﬂrﬁ to bm {+a ‘H'Hi'h-!i#linh ¥ asarmsanie "!'-'::::-.l'."-‘ 2s ruma-eio

-
=

nerva terminals,
Animal studies suggest thas in cantru
I

Eressarcs fluoxeti-e i~ Therapevtic do
cztecholarinre reuctake and thze -
reuroiransrmittesr receptors sver

histazizercic or gexcicnergic ard
en the hez:s:., Sivdies ir volurtee
cilnically relevarnt irflue=ce
F&Y, and testostercne., Hea-t
not significantly affectec :%
Fluoxetir {s absorbes o
trations ocecur apor, £
rate of absorption but
ig rotabhnalinad *n ths
mstabclites predony
The major metabcli
Norflucxetine al
The half life of
&nd after mules
is abouxr 7

ool delays +he
ion. Fluoxetire

- tmmmad el ikl 4 -
S e mte e b s e e

Y via the biie,
=y demethylation,
T reuptake inkibiipnr,
Cse s about 2 davs

. *ife cf norfluoxesine
ple dcee,

aingle.

Plasmaconc 2 reachk tate afrer 2 - 2 yweeks,
Plasma-¢ flucxetine apprex, 20 1/hour
and for ‘hour. After cessation of
thera within 3 -~ 5 weeks.

Vol luoxetine and norflucxetine ig

abou protein binding is 54 .

Elderl enal impairment including funceional

anephric emonstrate significant changes of
Plasma clearan tients with severe impairmert of liver
function, h B etabolisn of flucxetine ia calayas,

Up to now, th ne data aveilabe concernizg digeributisn
cf fluox rebrospinal fluid, breass milk or concerninc
transpl diffusion in humans.

CarcirogeniTity, mutagemicity, feriility a=2 zerezocenicity
Erucies did not reveal any abnorrmalicies,

Mice, rate, and dogs which haé been giver fliuoxetine for

3 - 12 months showed phospholicid accumulaticr :n lurg,
liver, adrenal and retina, These chances wera all rever=
sible and not characterized by clinical symptoms or other
toxic pequelae.
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14.

15,

“16.

= f =

Specific studies {n volunteess and patierts particularly
in compariscn to compounds which are known to induce
pPhospholipidosis in humans revealed no findings suggesting
Bimilar abnormalitieg ip humans by flucxetine.

Precautions:

There-is no indication 22 anv toxic &
cZfspring, However, during rp-esnency
tha ‘i‘-q‘: 1 b i e .—nn"‘;u mhsalTd hae =d= "

L4
--------- - Rl T =)

Patiente with gzevere impairmens

a delay in mezabslig= of Fluztan
of dose rust be Performed (ge
Fluctin does neot have sedati
Patients or with sigrifican
commenced tc coadrinister y&/med: ' stars
Cf treatment with Fluceq
Manic and psychotic s
cages in susceptible
Until the antidepre
cepressive patient
tc be observed eu%4{
Accordine to cu
pPairment is +p
Lrivise s
fully the i
Accordin . i+ practice liver speci-
fic enz ‘pantratio: efiotologiced parameters

cula- severe
2l risk Lave

~5.g Taczhines anad
el Ty vbserve care-

shoul ained { lakintervals particularly
in

Stab? g :

hRfter shail not be ad=iristered.

Recommendati
None, Fluecti

: i-’ rage:
)— Stored with roor temperature.

Tharmace Zraulaticns and packzce sizas:
Fluctd r FAUCtin 20, Fluectim £C; FPluoczir 62

vate pof = ation:
December

Compeny:

Eli Lilly GmbH
Teichweg 3
D-6300 Glegen

hneab/220
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o Ead n ffecta. In agitated patients or patients
suffering from sigrificafit sleep disturbances, additional

ond. R

PATIENT'S INFORMATION
Eli Li1ly GmbH Giefen

Fluctin 20
Active component: Fluoxetirne Hydrochloride

Composition: 1} capsule contains 22.¢ mg fluoxetire hydrochloride
eguivalent to 20 mg fluoxetine

ation:

1

Fi =% 1% incicated for the treaimans de ive syn
Ciffarent corigin as for exarcle exdogériop neurotic apd
depresszions,

Contraindications: @

Eypersensitivity ro fluoxetine,

Treatnent of childre~ and aés; Fy o tc 1#
18 rot recomrended since no ~Expe

this group of age,

Fluctin should not be aa:

Precaution:

ar th Fligos=ip
e avallakle *cr

Fluztin only should BisTer
Guring the first
has been made b
in patients wi

ecrancy pareticulariy
enefit risk dsEessmers

function, +he metebecliism

of Fluetin i \ ¢ B2 tiyt j of dose has to be per-
Zormed (see

Bide Eff

The foll a9 cur: nausesz, headache, nervousness,
sleapleggn ~©5s, ciarrhea, dry moush, tremor,
sweating, anMtexia, & s dyscepsia, constipatiorn, asthenis,

disturbance of vis
these everts are
during course of

Lting, sedeatior, pruritus, Many cf
f deprassion and mes: cf trem subside

€light weigh
Fluctin,
Cccasicnally ¥ Cceur which very rarely is 2ccempanied by
arthralgiz a T. In these cascs Fluctir shall nee ke con-
tinued zncé the ~reatinc phvsicizs shall be conscleeg,

Decrease cf vhize blocd ecune or elevarion of liver Enzvres
wWeIe rarely cbgervad,

fracuerc event Cocuring with frpatrent of

Pracaution:

dpplication of a sedative is recormended at beginning of the
treatment, Until antidepressive actiorns becoxe effactive, patientg
are to ba cbserved sufficiently. A Wt

olz [9nzzd
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According to currently available investigasiens no impact is to
expect on operating machines arnd driving cars. However, it im

- m—— - A o

SesSimishiued v whseive Ui individual reaccior carezu:iiy,

irteractions;

Fluctin shall rot be aduninistered COncomitasiasy with MAO=irhihitors

MAO0-inhibi‘tors have t2 be digcontirved &+

Lieaiment with Flucsir ig iries
Elizinatior of dirzepar may be
Up tc now ne interasiicne have
advinistration of barbisurzres
orzl antidiabetics, thiazide-c:
thyreoid-hormenes, artilfistamin
other gastric acid inkibisire
AvAiA Aumims tressmons slato.

amplification of the action

Dosage ané usage:

If not prescribed difs
to administer Fluctin
Ingestion with foocd &
The dose is 1 to & ca®
with one capsule/
F2tients with 1
suleg FLUCTIN
liver funcri

hus/nb/219

sIyriophar sheeld aisc noe be perfcrmes

—=¥C weeks bet
peed, A o therapp wish
siight X
kean cbks
or :
ur

LCerte,
aralgesics,
andé

iz recormrendes
the merning,

Uscally, treaztmert
fent, In the elderly ang
nould rot excead 2 CEp=
Y*i. severe impairrent of
€d, that means ) capsule

2t be admirnistered,

gible %cr chilsren,
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PATIENT'S INFORMATION
El{ Lilly GmbH GieBen

Fluctin 30
Active component: Flucxetine Hydrochleride

Composition: 1 capsule cortaing 33.¢6 mg fluexetine hydrochloride
squivalent to 30 mg fluoxetine

Indlentives

FiIuctin 4 {ndicated for the trea-r
Sifferent origln as for example end
Gepressions,

ive syn
rotic and

-
e

. m
I

this group of age.

Fluctin should not be adnm E, .
Precaution:

There is nc i{ndicatio
Fluctin only shoulad
€uring the first gk
haes bean made b
In patients wi
of Fluctin ¢
forred (see

n e clfspring, However,
g€:ancy particularly
erefit risk assesgnent

Contraindiecations:

Eypersensitivity to flvoxetine.

-reatment of chil@drer and ado, te 18 Atears " Fiucein
{8 not recormended since nn@ xp«riuncggu abailable for

functizn, the metaboliss
it ef dose has te be per=

side affar
anxiet:
sweating, anwfexim, A
disturbance of visic
these events are
during course of

cur: navsea, headache, nervousress,
nkse,. dia-rhea, dry moath, tremor,
dyspapsia, constipation, asthenis,
ting, sedation, cruritus, Many of

- derression ené rort of then sukside

Slight weigh (-frequent evert occuring with =reatmesnt of
Fiuctin, : 3

Ozcagiconzll ay cecur-whick very rerely is accompasnied by
2>thralgiz al F.'In these cases Fluc=i- shall nct be con-
Tinzed ang the “IrEting Dhyeicias ehall ke cinsslted,

Dec:retse ©f white blocd count o elevaticn of ivas eNIYLEE
wWele rarely observed. i

Precaution:
Fluctin lacks sedating effects. In agitated patients or patients
0 ffering Irom significan: tieep disturbances, additional
¢pplication of a sedative is recomranded at beginning of the
treatment., Until antidepressive actions becoms effective, patients
2re to be obeerved sufficiently, ai

i

hre/mb/219
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According to currently available investigations n- impact s to
€xpect on operating machines and driving cars, However, it ips
recommended to observe the individual reactiecn carefully,

Interactions:
Fluctin shall not be administered corcermi=
MAC-inhibitc=g Nave tc bhe 2isconsinund a:
srectment with Flucein ig iriciazes. & =zo:
sIribtophan should alss not be perforn
Fiimaineidsn of €izzesay ray ke slighe
UF t¢ now nz interacticns have teern o
€rinistracion o# barbisurates c=- i
orel anticdiabetics, thiazide=-2ir:
thyrecid-hermones, Gntihissarir
cther gasiric asid inhibitine

avoié during treatment althod;
amplification of the actis

Lgarse,
arelgesics,
sgine a-g

Dogzge and usage:

If nct prescribed difs
to adrinister Fluctin
Ingestion with food
The dose is ) to

t is recommended
:1?; Frﬂf }'I‘ . thﬂ II_:f_}r.".'ing‘.

es F;Ué? r™ay. In patients wi<h

severe impairmen or funcri ose should be halved,
that means 1 ¢ R qVEry zec 1 cepsule per day,
After expir ctin s n 8 zdninistered,

tored ggn eible -for children,

hmes/mbhr316
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PATIENT'S INFORMATION
Eli Lilly GmbH Giefen

Fluctin 40
Active component: Flucxetine Hydrochloride

Composition: 1} capsvle contains 44.8 rg fluoxetine hydrochloride
tquivnleq;_tn 40 mg fluoxetine

inéication:

-2S2in ig indicated for the treatTent deg
CiZferent origir as for example endosfc
depressicns,

Corntraindications:
L

Aypersensitivity tc fluoxetine,
Treatment of childrer and adols
i3 not recommended eince no
this group of age.

Fluctin should not be adr

Precaution:
There is no indicatioc of
Fluctin only should :

during the first :
has been made b

gasncy particularly
exefit rigk assessment

Zurnctiern, the metabolise
cf dose has to be per=
formed (see

Eide Eff .
The folil gide aeffec Cur; rausea, headache, nervousness,
sleaplessn anxiet 1835, diarrhsa, éry mouth, tremer,

Eweating, anbrexia, &
disturbance of visic

these events are 2
during course o¥

Cyspepsia, constipation, asthenia,
ting, sedation, pruritus, Many of
£-depression &n€ most of them stbeide

Siight weigh frequent event occurinc with treatment of

Fluectin, i
Ozcagionall ush) yay occcur whiesh Very rarely ie accompanieé bv
&rthrzicia a T. In these cases Fiuvei:n skall not be con=

tinueé arnd the Yrezting Physicianr s5all e consulted,
vecrease of white blood count or elevatior of liver enzymes
Weré rarely cbhserved.

Precaution;:

Fluctin lacks sedating effects, In agitated patients or patiants
svffering from mignificans sleep disturbances, additional
arplication of a sedative ig Tecorrended at beginning of the
treatmant. Until antidepressive actions become effectiva, patients
dre to be observed sufficiently. e 4

niz Lonzzd

hae'c=biz19




According to currently available investigasions no impact is to
expect on cperating machines and driving cars. However, it is
recommanded to observe the individual reactior carefully,

Interactions;
Fluctin shall not be administered conconita
MhO-inhibitors heve to be digce-ti-ued as
trez2zment with Fluceir isg iniziazes. A co:
XVProphan should also nos e Ferforme
Fliminatior of diazeraz rav ke siioght
LU %e mow ne interacticns have beer
admi-igtratior c#* barkizurates or
orel antidiabetics, thiazlde-divr
thyrecid-hormones, antihistamin
other castriec acid inhibiting
avoid during treatment altho
anplification of the actior

agents,
enalgeeics,
ard

Dosage and usage:

1f not prescribed difs
to administer Fluctin
ingestion with food
The dose is ] to
Patiernts with le
sule FLUCTIN ¢
liver functio
&@vVery second

is recommenced
the morning,

s ¥« In the elderly ang
hculd not exceed ] cap-
Ssevere impairment of

8, that means } capsule

e
)
After expiry <a luctin not be administersda,

Drugs hav be stored i ible for childres.

hnsrbi 215
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PATIENT'S INFORMATION

Eli Lil]:-lr GmhY Rialas

Fluctin 60
Active component: Fluoxetine Hydrochloride

Composgition: 1 Capsule contains €7,z rmz flucxetine hydrochlo ide
equivalent to 60 mg fluoxetine

Indication:
Fluctin {g indicatea fcr the treatrens
Cifferens orizin as fcr examgie gnda
deprecssiors,.

&

Love

Cﬁn:rlindicitiuns:
Hy;e::tnuitivity te flucxestine.,
Treatmant of childrer arnd ados
iz2 not recommended aince ne
this group of age,

Fluctin should not he A

th Fluc=ir
available fo-

Precaution;:
There is ns indicatignios
Flectin Anly ahanlA
during the firge
hag been nade b
In patients wi

ffspring. However,

#r memahd o aai N e,
Fes=—=w_Zl.]

-
Filek zssessmrert

fencticen, the metabelign
cf dose has to be per-

Bide Eff
The fold
tleepless
Eweating, exia,
disturbance of visi

these events are 2
during course of

Cul: n2ussa, Readache, nervolshess,
g2, disrrhes, dry mouth, tremcr,
Syspepsiz, constipation, astheria,
ting, sedatien, pPruritus. Many of

'L deprecsion £né moss cof them subside

]

S1ight weicgh
Fluctiz,
Occe=sisrzll

. freguens evers cocironc with treatment of

¥ occur which very Taze_y ‘s accompanied by
Arthralgia a . In-these c2stes FTluc=is- €211 not be con-
tinted arz tre Teating phvsiziegn =21 ha Sonsuleed,

Decreass of white blooé count or elsvasics of Zives €EnZymes
wWere rasely observed,

Precaution;

Fluctin lacks gedating effacts, In agitated pacisnts or patients
sufferine from significant eleep disturbances, additional
Applicztion of a sedative is reccrmended at beginning of thas
treatment, Until antidepressive actiens become effectiva, patients
4re to be observed sufficiently, ot SR

hne/mb/219
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According to currently available irvestigations no impact {p to
€Xpact on operating machineg and driving cars. However, it ig
Teccmmended to obsarve the individual reactien cerefully.

Interactions:
Fluctir shall not be adninistered concoritan
¥AO-irhibitors have to ba discoztinued atr 1
treatment with Flucein is initlazed, A cz=-
sTVptophar should also =c+: be perfisrred,
Elininaticn of ciazepam =ay be siighs
Uz t¢ now =ac interacticrs have Leen c
adriristratior of barbitvrases or
€rel antidiabetice, thiazide-giu-
thvrecid-hormones, antihistamine
ctrer gastric acid inhibiting &
avoid during treatmert althe
arplification of the actior

analgeaics,
anrd

to

re

Dosage and Usage;
If not prescribed aifs
to administer Fluesin
Incestion with food ;
The dose is 1 capsule N BUCTIN 60 pe
imsairment of 1{vg o

1l capsule avery

is secommended
the morning,

Y Exthe pk
ily, pref
e,

- atients with sSevereg
on the 44s be halved, that means

After expiry Inctin ska administered,

Drugs hav o.b red ir Ele for children.

i
he iy

hns/mh/219
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Dear ladies and gentlemen,

In reply to your letter of Feb, 26, 1985 we would like to
inform you of the following: after careful consideration of
the arguments brought forward as well as of the berefit and
the potential risks of the preparaticn we cannot share the

Opinion that registration should be reject scns for
& rejection are not applicable.

Fe.r 1.

It is nct true that the thl_rtpeut/é ez@nf 21

nct been sufficiently provad,

Re.i 1.1
Two expert opinione, wri
alsoc submitted to you
efficacy of fluoxet
prcfils of action

n astabli that the

ruffici hadrecterized.
<::::> £ 1),

Egritten for the application
the U X 80 considers the efficacy as

establish chypent 3),

lassi?icatior of the depressions ir
the inclusion er uuh-—nut phase, concomitant treatment
with other ps P>/ agents, selection of control prepara-
ticns) seemg £fo v ncomprehensible after cur extensive con-
ments of Oc T 84. This opinicrn i alss expressed in the

€ExXpert cpinicrn y- &g - erd is thcroughly die-

cussed there,

The methodical cr

2/ a0

BVY,EET/1615
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A reanalysis of the resules of study protoceol 27 already gub-
mitted where only the Patients were considersd who were ad-
ministered fluoxetine or the contrel substance respectively
without additional pPeychotropic therapy (analysie of Apr. 03,
1885; volume 55, p, 00-121) shows no essential diffarence com=-

pared to the evaluation of Aug. 14, 1384 ivoiume &3, P. i=172)

where all patients with or without psychot S-ccncomitant
relicetion ware included,

Meanwhile the results of €linicai tri
able confirming the transferabi)

cf the American data {att;cﬁm:n
tiudies we used the ICD classd?)

&

nter pro=-
study II ir

Experience in its has been brosdened
and is compa igr eNg YR out-patienty

nd report no. 56, volume %1,

7 and report ne. 58, volume 51,
ent 6§ and repert ne. 57, velume

51, p. ttachmanrt 4 anéd report no. Eg,

velume 51, p, 1).

Rﬂsl 1-2
Controlled rical trials verscs cemparator drugs cver g
pericd of m £ € months are uncommen. There are also

€thicel obiecTIths a5 weil s technically crearisational
preblems {n carrying them ous¢,

Safety data are generzlly presented irn open studies especial-
1y when they exceed a period of § months,

3livs

EVE/REU/1E1S
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- as well as - judged in their expert opinions the
data presented already in 1584 4% beling sufficiens,

Meanwhile these data have 2lsc been published. The aushors
lave ccme to the conclusion that fluoxetine is s2fe and effect=
ive in long-te=m therapy (attachment 15) .

A Zurther analyeis incleding & conzeri

Clietarve in eshareaturs Brd iz lons.s
¥€ntel In the FDA Eefety cvrlate o
Tersst ne. 62, volume 54) . Eas
too ccncludes (attachment 3)
wvell tolerated in long-te

#

So far, there ares neo
Re,: 2 6;£§;:>

We see no suspic of undugris
flucxetine. '

Te.r 2,

The u @lr}' of uicidal actions werldwide (deadline
Aug. 158€) amoun @ in the fluoxetine therapy group
and in total atrol groups there are 15 cases
(attachment 11)

devel ependence,

rse effezts in

E5C3 patients reeted with fiuoxetine and in the control
crous 310 patimnts, Ascor2ing to this tha incide-ce
rate fp tine resuits 3= ¢ 56 asd fos the control group
i 0,9CE e ciiference is not significarns,

This Incildence is cenelderably balow the freguenoy reporiad

for degpreszive populatione B -:::chrer: 13).

...

0ZZ L9wzz4
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The analysis of the time of occurrance in the individual casmes
€hows that sulcidal actlons occur neither mainly in the

tions increasing to the 8teady state, Instead they are di{stri-
buted cver the entire duration of @xposure up to eventg
following 2 years of long-term admin{stration (atsachment 11,
table %), Thie indicates & genesis immanent
tran i{nduced by the substance, <t 12 the-
Telzte the reported suicidel ac=ionsz ¢
€Xposure In the individya)] therazy o
therapy cdurstion (s 1168 and for ¢
Petient years, The incidence ra
cf 0,043 for the centrol grou
significant,

liness rath
tified to

The enalysis (attachme: 2 the principle
Tvecion units
tucies only cne
in the multicenter

Study with hosi#tal
line, All da T $ generated according te
the "even hich w itially globally classified as

suicide attempt

las
:ﬂi:i"::- Fe i T!'.E aT: F blmn dwmddand

tiac indigia. 2l cases shous
that for » the des
(documentation on

"suicide attempts® is cuestionable
adcitons, summary of casess, atfsch=-

ment 11},

Time and ag t ought forward tha tre irfeially
strongly se ing) ¢ffect of the tricyclic antidepressars drugs
Eritriptylin imipramine pcssesz z- effezt rrotectins from

Buicide ané that substances iacking initls! gedztior or those
which even bring about stimulasion are xubiect to the rigk of

activating patients Prior to onzet of the antidepressive -
effect and thas therefore suicida! actions hay occur more EE
fraquertly, |
= )
- ~

a 7 2o

BVX/BE!' /1815




We have paid special attestion to this objection and have
asked experts for thair judgemant.

According to-even the iniviFlly subritted data do
not indicate that suicidal &ctions might have %= Le atrri-
buted to the epecific effgct of flucxetine. The anywvay not

very high number of suicidal actions wouid :1t fror the V

eynamics of the illress {attachment 13),
jected the (nitisily subxistea cesep
intensive casuistic working-up ané f
*ug epecific dimensie= of influe

Cn the basis of these evalua
the occur-ance of suicidal
Buu;iaicnr;:icidll risk ally caus
Hocwever, we are makin ancéds for

Fluoxet ting effect. For pa-
or from distinet sleep
inistratior of a sedating or

& recommended at the begin-

tient r fropm
dis ¢ dditicpa
els omoting med
ning oXihe fluc ¥

o o
H o
[ I
e 2
E N
0 2
-
- G
v |
ky T
0 m
g-:
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= 3
o
(N
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n
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™
o
"
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o
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=
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=
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e ba abha =

- ww et o T
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severely

Re.1 2.2

In a repeated review of the data we could not f£inc coenfirmation
for the assumption that undar therapy with the product an in-
crerse of some of the symptoms of the underlying illness,
anxlety. sleeplessness and agitation may occcur. Tha reana-
lyseg of Aug. 14, 1984 (volume 45, P- 1-172) and of Apr. 03,

2!-"
BVK/BEU/1815
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1985 (voluma 55, p, 00-121) deronatrate that scme patients are
cisasly showing slgne of egitation possibliy irdiced by the pre-
duct, Others, however, are showing signs of sefatio=, This, by
Jfhe way, is also the Case with imipramire.

In addition, we are referring to the expers cginion of

- item 13, p. 2¢ as well as p, sch-ent 1).

Re.: 2.3
kecerdine to the recuest cf p»
special evaluatior linterre! £4£=

*

Fulmcnary changes asz well
“Anclusions in the arime ¢
humans I.II.IIII.' a nd

=% the presented
indication for a’y entildl pheoss
clinical reledag the ap

47 Xpe-T can see nec
_|l| ané o risk wish

n in humere,

Eganwhil invest 42+ =re carried cit in order te
clary tioen t éXtent tnhe cbservazicons on
indu £ phospho § ir arimal experirents are signi-

ficant hurmans

* €linical use which cause Fhospholipid
imzl experirent which however, from
do net show these findincs 4irn hu=ang le.ag.

= -

i=igran rthermore, taece are subsiances % use which
induce ph ipidosis ir the apziicelicn ir animale and i-

Tiemere likewise fe.c. amicdarcme:,

PeTients who were treated wi<h fivoxetine Eeuwten € months
z2nd 6.5 years were compared with a nezztive cone-al gTcug of
about egual sizes and with a group under im:pramine and with a
further group under amicdarone therapy, The tests that were

- -

€2T [9n2zd
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carried out included mainly the 1lu

pherial nervous pyrstam a=ga ==

ng, the eyes and the peri-
of

b | & &5 L |
<aid cut =3 specifically as

possible in order tc detect changes possibly caused by phospho-
slipidoei{s, The data cbtained do nct indicate a pPctential. occur-
rance of pheospholipidcsis in humans (special test for long-tern

cafety of flucxetina, attachment 8 ené

rt no, €1, vo & 513
F. 288_ra4y

Ca the tot:) of the findings i-
the azplicaticn 4a hucass, in
opinion was obtained (Hests=

oncludes tha

at -2 £ 20 to B0 mg/
day can safely be us

cFjficn cn the basis of
tachment 5).

ferring to the findings of

41e patiernt respectively according to the
"Ilweites AME-¥Xndarungsgesei:z” (second law

% €l Infcrmatiorn is encloses. Coompared
-

irest in the erfcira® Froilfcation fes

!f'll

wZz  L[942zd



a)

i
Ve

The effect of fluoxetine Carnot be termed hepazotoxic, The
incidence of liver-enzyme elevaticn is rather to be called

low. There are ne severs orgar damages NN

P+ 12/13, attachment §; - p. 28, attackment 1;

B r- s/¢c. actachmen: 2).

Relevant transarinage elevetizrs
&

Brudins more seldca in she
active centoel €racr: (Fe
4248),

An investigetion to det -
paired liver funceis:
Cirrhosis (see att

At expected, onged, We there-

fcre racomm cse,

nd also in direct ceomparison wish
ing clirical triale (repsrt no. 62,
). For this resson, we cocrnsider the

g to be arprorriate:

=ic enzyre CCnTenizetione exd hexsizlogical
~=LOTetozy pETareters ghoulé be deter=i=c2 ip
Tegular fntec-vals, eszeciall: in lonmg-ters

Epplicatiorn,

’;l _w

(1]
'
LE. |
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c) 585 fluoxetine patients had at lezst two eye exaninaticng
in the courss of clinical trials. The percentage of the
obesrved changes wes belew the percentage 5% all econtrol
groups, apart form placeb=,

No uniform disc-der was desected.

o Ao fow tudy me

5 g one
elive reserdinc Fhosphelas:gé fluoxetdl
t< ke & £

Oon thi ]

S evidence ¢f chenges whie:

Eubstance relased anz/c- nEY
sugasstion propcsed by Cy Cc&n opinion be
” dispensed with,
34 reporis are atea @ ur include tws ana-

lyses of pooled d ucies from Germany,
further study r

=}

eizher carrie

L
*ith ¢ Ca-ion £ TpYyis tien of March 2, 1984, and tre
&ns the latter cerns of Oct., 19, 1984, further

study Orts as wel “erova anzlyses of pocled data were
scbritted,

.
Encicsad yveon a 5 a tsbolat
TeHare
2

e T T
il we dza

e
1]
.
™
]
i
L
()
:
[
o
B
A
L
o
et

B—£fcording to topics ans wi

My

3 <
indfyidu TEpCIt rurters (ztizch=ens 318, En evaluating
FumTaTY clinlcal/pharmacclocize! inv

-

-
I
o
o
L4

=t2zamens 3) and cf the clirica: detz in thc exper: cpinion

Ey Bruf, —af Aaug. 31, 13566 (attachrmens 3} .

gse’
FTESEnTes In the cxper: orinier Ey Dr, lucae ¢4 Coz, OB
[

In.p'--.

PP /PETISRLY
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Siwuid yuu ptiii - in spite or tne

now presented - have
fit/risk relation of

T=u

- 10 =

data and expert cpinions
Tessrvations regarding a Positive bene-

fluoxetine, then wa woulé like to ask

L8 girani us the CPPoOrTunity Ior an oral hearing before

& final decieion will be made.

Rant vamards
- S EOLras.

Dr, R. 3, damberg

Dy « N. Bch a=4
Manager Medical Adninistracion e 2ical ec

Enel.: Volumes 30 - 58 (4 :@b @

BVE/BEU/181%
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onel. &

Translation

Letter to Dr. Schulze=Solce of Dec. 4, 198¢
from Prof,

Poa= fs E"“"“"'E‘Tl'ﬂ':. @

O3 rejuest of your cezpany, 1 have ha &N expe F’E;’-‘
on May 2C, 1985, referring to you bs flucxetin =

is mainly concerned with the pPr advarse ts o
fluoxetine,.

Kearwhile you supplied m @ltlrill
wiich has been produce : ver2igational

meterial which is vewy [ arefully exa-
mined and reviewed b 3 - e point out thas
of May 20, 1985,

the cuestione rgf

could be wide ea gations. Especially
the expert n Dr. has ccnvinced me
complete algo the fin clusions, 4lso with reference

he inclusion bodies in the

to the ¢ al -iﬁnific
lymphocytes
According to the gations now available it ig ey copiniecr

that there iz no Or concern witk regard to eye function,
nerves and “a8 well ag lurg functicn, The investic-
ation preesepted e m$ to have beer carries out :n an eszpacial-
iy &iijcent 2 rrect marner. Eere, espscially the compari-

: . L e ST i P . B
Fonwith the other e“rugs iElpTanine and amiciarcse apbears

i

2 b2 epxtremely valusile,
Best regards,

BV¥/BEu/1R1S
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hns/mst/29€6-1 Cace. 5

Documentation on suicide esiires ir clinfeal triats with fluoxetipe
[cut 077 date Iugus: 31, iEEEJ““

Al1 sufcide gestures Fepariec in fluexesine triais wiricwice have bee-
compiled 1n this documentaticn.

-

W L] - - - — - -
For this purbate 211 svanre Claeeifias ae gudzide 2otaese SRitmEL or dmy
LR 1

Lverdose have been lig=as for &l caure-ige sTer fTinsetaps studies had

be2" ongzing duing the time Coveres Ly the; =gzcr-,

® - & - ] = -
fEi375% evenls perureire 4 sldrdgyt triets emgesgtorre. ca-tinutuy
TiTeC tmmactately ¢r TMEir resetce. | 8 ST R <iIEl restured
SUiT. GEItve Troeormytl SEESTi, 34

fos2oae 2« B ¢l° sufeves 2pes = L* country
S 2NeT Vigegl fe, pae g thise 313 fal
#52 BiFt s_lcide attemice. L &
. podl -

FA= 12 %Ae A pa ae. s TE?r samegs
: .- - e e

1isted Fom lupreting derfye Fre
Flecell as wel) s froz uncons

Tnere have been reports cofas
Clven. This s due to ¢
rept=t 21! otse-vatipn
€ protechi. Soosor
Wiy aveiianle and ¢
vith flupxetine ¥ gn

TUc was actually
been Instructea tc
afie- completior o¢
WEELE 0" evEn Manthe
gizice gectures pre )icts-
: efter tre withdranms? o7

€) 1iszed wit= tre contrg) graur

ew2l ¢! fluzzatine,

&n % ) € 12120 nuzter ¢f pat'ents trestes
ind tim ; rEVE gl for flucietine and the cor-
trel Cresing stuzfes which are sti13 bif{nded
one h f n?%e: ras beer countec for flucxstine and

Teh €75 woi'daide far pazie-is asg Fatient years,
a‘i $€27 Sutzizer argd syiiize értewsls which resp'r
fro- 1€ COurtries gover 1= satle Z - E. The ‘ncidencs
FeleD c2r patie - patiert ye2-- Teipeilive.y Ive civer for syiciue
SEFTurze. codrd Tultide gitep1e SETEQELE .

Fir 200 = 3SE toPe £iros gizes F appremz—- g LivEl In

e LS E CRESZ T0o W™ e gor7e gair pory L. 2xzilpsie prier
L CoTriett 10 2T T-00 Su

SETLE 1T dzaccefegr tre-pitages, PooT ELAIa@:z giilires Prl leas peju-tic,

b Zrie” surrizy cf 210 cacer FETIICNEI 31 given sucseguently,
If the worldyide mo-barr are scrsidered the dnridencs rate 4g .00 fer ¥
eoniderce Yimits: C.00€ - C.0i2). Tnis 15 !.32 tires sore than in the con-
T2t group (p o 02427, Fichar's exizt fery, ome t2i%cd). It 1s 16 times

ther ina depressive populatic-. 7]+ accoroing tc Pohlmefer, Ref, 50713,
fos the depressives are assura<).

62z L9nzzd




hns/mst/296-2

Looking at the different countries the majority of the dats has been collected
in the USA and Canada, In this group sufcide gestures occur 1.16 times lese
with fluoxetine than in the Centrol group,

ir Sermany there was oniy cne avant reported which occurred on amitriptyline.

it Frarce 17 of 18 sufcide gestures kad been reported during 3 6 months
uncortrolled treatment with fluoxetine, The incicence rate s about 10
tires nigher comparsd to US data reflecting a different grous of patients
anc kinc of follow up.

Tecle 9 {1lustrates thas suicioe gestures ceocur ot
Coring tne treateent., Tnere {5 rg retatizr to 2 fp
récaeci 1 flutxetine prarseschinesics Ehese e g
ship,

AT sutidert certures inc uded 12 thit comni
BCtorcing o the ever: syster, Thet TRAME
TeE-Jec Crug reletec or not war enters

irole case summeries <t 3¢ doubtfyul i
a1c take fiucretine as 2l

‘Br0osE 7

fiLcxetine however she hac not bags thet sne
DaC ar_event on fluoxetine but ng gtion. Fstienzs
dmd fntent. Sc

1T tnese patients are exclug
0.043 to 0,024,

griup drogs fras

fro= the LS co--
Bz WEE Trestes pfiss
fficulty, Further 7 prifens:
6n. (See commenis ¢iven

1% 1s unlfkely thet pat
ritted syicige pesturg:
the event for agais
couic be regardec
»ith the respec

Corliddma &k hing ddme =il sunmsas s mles §oansd
- P - - - A Eirm mama ws mfipssesw Sl s s

¢ control greup.

Excluding & ench uncontrolled study and relating
to the respec time of. 1166 tote] worldwide petient years -
161.8 = 1006,2 patfent yea he Tncidence rate {s £.033,

It 1s difficult to offs
obtizined from a con q

Tese dats of giffarent kind and sources 2s {€
121, Mowsver ne matter if the best or the worse

eporoacn 1s cho no eviderce for an increscec rick cf suicide

gesturas by f} i

AT A

T, M. K, Sthulze-Sclce
Farlaturse:

Tables 1 - 10
Case summaries

S3¢ Hirburg, Decexber £, 199¢

o€z [9wZzd



HNS/MwG/1300

Table 1: Sufcide gesturss [Suizidhlnd1ungen}

Worldwide total

Flussetire D2he-*

Peilert numper
seiens yeers

fvi0i2e gestures tote)
(Sutzfcnardlungen)

Sufcice gestures/pat. no.
suicide gestures/pat, years

Success“ul sulcides
sulc. suic,/pat. no.
Succ. suic./pat, yes

suicide attemp
sufc, att./pdy n
sufc. att ear

* Flacede, no dryg,

i1 atrempt of R4 ded ongo’ng s1og, frov Flalis
[sez tasie §) eOCEE) 1o fiuoxetine tae razios 2+..
Certuresspas, no,

i
gesturss,pat. years i G0
If added to other:

pestures./pat, no. 0.00e9
gestures/pat, years 0.045 ~ Is

L€ L9nwzzd



HNS/MWG/1300

Zadle 2: Sufcfde gestures {Suizidrardiunger)

USR/Carnacy

Floosg=1ey

e Y

Fetiert nurmder L
Priiens yeirs Ebz
suicide gestures total a5

\Sufzidhandiungen)

sufcide gestures/pas. rno. 0.00s

suicide gestures/pat. years 03

svecesstul suictiaes [

susc. sufc./pat. Ar. C.Cad g, 00psd
succ. sufc./pa 5 0 L 0.0239
sufcide 2 g
sufc. att./p 0. : 0.0038

sulc. att./pat, yesrs 0.02 0.03%

to-

CET  L9nzzd




Table 3: Suicide gesturas (Suizidhandlungen)

EEitiery no=ha- 42

sufcide gestures/pat. no.
sufcide gestures/pet. yezrs

FeTient years .7 @
tyizide gesture: tots® c [
(Suizidnandlungen) @b

E>

successful suicides C
succ. suic,/pet. no. ¢
succ. suic./pat. C \
no. C.00%
pars é

0.05
= Plazess, ro drus, r

EET  [9nzzy




HNS /MwG/1300

Teble 4: Sufcide gestures (Sufzidhandlunger)

Uk, Basingstuke

Fluoxet:ne

(Suizidhandlungen)
sufcfde gestures/pat, no. 0.043

patiert number 206 ’
Patient years 16.7
sufcide gestures total @

Suec, sule,/

sufcide a

sufcide gestures/pat. yers 4
foccessful sufcide 0
succ. sufe./pat A 0 <:::::> . 0044

C.053

C.008¢
0.107

WEZ ' L9nZzd




HNS/M%G/ 1300

Table 5: Suicide gestures ISufﬁdhudlungen}

UK, Erl Wood
""—I-——.-._-

Fluoxet!ne V
&
peiient number - 365 10¢ \
petiert years ;@ : 1&
sulcide gestures tota! .
fSuszhaquungen} 1 @
sufcide gestures/pat. nc. 014 . 008
sufcide gestures/pat, y & .1 \ 0.10

Successfu) -'.:ui:He

L= B =]

Ci

SET  L9wzzy



HNS/M%5/1300

Table 6: Suicide gestures {Suil1dhlnd1ungen}

France
Fluoxetine Other®
e 2

patient numbar 45]
patient years 201.6
suicide gestures tota) 1@ 0

{5u1:{dhund?unglnj
sutcide gestures/pat, no. .04
Suicide gestures/pat. ye

successfyul sufcide
Succ. sufc./pat.
succ. sufe./p

NS

L= o B -]

- -

'ipl' H

9€Z  [94zz4




HHL‘ !H‘I..rlt .F"I‘J (ala]

-
it gy

Table 7: Syfcide FeStures [Sufafdnandt.a n)

Sweden

Flucxetine < v
prifert number 16 <:::::>

tter ] 1
petient years &
Sufcide gestures total
[£ui:idhandlungen}
sufcide gest ures/pat. no, &

Suicide gestures/pat. ye 0
Successful sufeide 1 0
Succ. sufc,/pat. f 0
Suce, sufc./p 5 5. 4]
Suicide a _ 0
sufc, att./pa 0. 0 0
suic. att./pat. years 0 0

* Flacebo, no gyt ETator

LEZ [9wzz4




HNS/ MW/ 1300

Table 8: Sufcide gestures {Suixfdhlndiungtn}

= =
patiert number 245 @ 190
pitient years ' z:@@ : lﬁég
sufcide gestures total

/ pat, years

* Placebe, no dr tor \@
land in an ¢ Q}, which st111 15 blindeq.

O

{Szrhidhand'.'ungen]
/ pat. no, #
0

1 attemp

8€Z [9wzz4



HNS/MwG /1300

Table 9: Oceurence of events in time

Fluoxetine treatment duration
8t point 1n time of occurence
of event (weeks)

2

. 1

2

] 3

: 2

1

rd

13-58 10
53 - )04 (] - 2
105 - 208 (3 - H

€z L9nZzd



HNS /MWG/1300

Teble 10: Sufcide gestures/patient fdentification

Flucxetine Othere

—

USA/Carada
HCKE

expert op + YoTume 50)
d been a {tted

1th the fnfsd on in

B

HCAD
HCDL
HEDL
HICY
KDL
HCCP

Berany - Brvss (ot tert Ko, D)

* Flacebo, re drys, comparator

\

ohZ L9nZzd



HNS /MwG/ 1300

Isble 10 (continued): Sufcige gestures/patfent fdentificarion

Fluoxetins Other

——

U.K.gﬂusingstnhe

= B1Y/BP/HC
» BiY/B®/HC
BlY/BP/HL
* B1Y/BP/K:
B1Y/BP/H
BlY/BP/HLC
* BlY/BP/KC
= BlY/BP/HC

" [9nzzd



HNS/MH/1252-8

Prnitgt Bly S8 -

‘Huuuﬂhe ¥i. Anftriptyline, In-Fatfent Study
L]
Petieat No, -

Case Surrary i.’unb!*.lndn:. Azitriptylins : \:;

A B¢ years old ferale patient ent »$1on
A1CD 296.1) of retarded sype Ted on uiy3 1.00 the
-~ study. On entry, her total ore was ftems. .

JSufetdality wes rated & A¥ §, she t
of study medication ic
day, she stratched
treated by a sur

she tried to n
1_._09 am, ()
efitera )

ules b.1.d.
ening of the same

rface wWOunds were
psychiatric departzent,
in the same night at
% ven benzodfazepines par-

This ca unb {nde rscrnel, hewever, not reportad
on FD 1839 Bfen 1t rev the comparatcr wes involved, The
Investigator 45 s in this case.

¢he  [9nzz4



FLUCWKETINE OVERDCSE

L]

@ Mo Blv-E-c2l, aciend)

- P

Tris €3 year old rale
initial Hamilton sco
patient wag disch
His medication

r~errrarla

tﬂ;prmcm

Enz  Lonzzd



COPARATOR DRUG OVERSOSE

e

GPT Ne.t BLY-BP-HC24, Patient .

LE2 o0 Rats llllllllll'

Tris 24 year ¢id fecale
asmitteld to the study
at which pcint ghe

of 22, was

R

whe L9h2ZZd
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COMPARATOR DRUG SUICIDE

GPT No.1 BIY-BP-HC26, Parient -

e e g
ez v

ad-itted an 17.4.8€,
have comiresd seie

-

Ghe [942zd



FLUCXETINE OVERDOSE

R e et et

L1

GPT No.1  BlY-BP-HC3Z, num:-

ses/em v (N

%
=" Na

o

This 39 year old male
ad-itced tc the study
wesks at which poin
Flumetihe, He was

: e ftudy with a Ram!ilton poore
of 26 but 4 8 suicids]l intent.

ghz L9nZTZd



FLUCXFTINE OVERDCEE

GFT No. BlY-BF-AC2¢, Piti:r:t-

e v, (N

p
Tris 20 years old mals ca
acmicted an 10.7.85 ard
point his Hamilten
visit he tock an
believed to ke

exparience @

an ini score of 26, was
3 weaks, M': thas

1. Priar to his next

$ Flucxetine which was

raffersd no adverse

N/
T N

wz [9wzzd



FLUOXETINE OVERDOSE

GT No.: BlY-BP-MC2, P.l?.ient-

sz ve (N
Y -

wesk in the study, kK
tc not having taken
stay in tha s~

overdose of Fluoetis ies
Juicide as, s:ffe ‘%
over

35 but he adnitees
4 lla wes parsusdsd to
bo1X0uing week he took an
This was seen as a seriocs
it adverss events from his

gz [9wzzd



YLCKFTINE OVERDCEE

‘GT be.: BIY-BR-23, Par_i.e_-n-

s Y @ N\
s ) ?

s
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Case Summary

A 37 years o1d pale outpatient had received 40 mg of fluoxetine
for two weeks when he took an overdose of piracatamal and was
ed=itied to hospital, He récovered uneventful, It was folt to
terminate the study after further two weeks because
dT proper {ntervels for Eisessrert due tc hasofta)
overgose or -paracetamol,

Case Surmlr: .

A 2C years old femile had recefved four 5 whén’she
fook 3030 mg of fluoxetine and 4¢ spirine. T mal fits,
Testing 3 and 2 minutes respectt d. Event atient
recovered fully, -

It was documented on previ opnthat the

petient was extremely an possible g1 f because she
hac & friend who had had effedts on 2 n thet she "chopped”
ans changed medicatio accord

N §

multiple drug overdose (7 480 g
fton 7) after 3 wesic on fluoxatina
it cf 110/min wers recorded on hespital
-~ recovered uneventful, Fluoxetine was
yii terminitec 10 deys later according to

fluoxetine,
Restlessness, tation an
aémission 1 hou after ove
restarted after 3 days
protocol.

Fatiens
This was 3 -y Lt who comriTleT sufcior 2fter Ac hag

beer treated wigr r2/Cey of fluoxstine for nine sontha.  Appar
ently, be took gn everdsse of Clobazaz, aitripsyline ansg pentaze-
cint. Contafnars for these Erugs wary found near the body. Ke
flusxating tsatainers were founs, Thg patient ceuld net have Ltken
Bors than 480 pg of flucxetine unless ha failed to cemply with
Prescribed therapy and was hoardfng drug, It was estimated that the
patieat gled four days before the body was found, thus 1t was not
passfdle to datarsine levels of drugs. A FD1539 was filag, Mfr, 2
Contrel No. 840806154, : =
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HE/ErT Wond

Patfent 1Y

nis was "year-0ld sale who comaftteg tuicide by Manging after
he had been treateg ®¥ith placebo for 33 days in the Us gerfatric

depreassfon doss ranging tugy, A FD1635 was filedg, ¥fr, Control
No. B40GOO21A.

Pat'ant

Fis was a ® who comnitted sufcice by hasg'ns aftar
having taken 40 rg/day of Tluoxeting fo- Tive days in tre v, Tluoxe-
tine vy, aritriptyline acyls depressicn dose r Sy, A
FRIE35 was f1le2. mry. Centrol No. 8%4iG:iosi.

- 2K

-

Fluoxe) te KOS 54
wn fol law-up wis

Toleronce : Pevere ord the next doy she
t1enp fie

l;v;..l h
lelon
Pol lent
fwlient wo

ysiclon observesd @ *comy vigli*,

[ refieses, nystegmus of both eyes,
urinery ovtp: wes Instituted ond
rug Intokr,

Decouse past fent
nvertkite ek n
wodrering wether
clinice! ¢

" Oy BF Ihe expocind symplors for fluoxetine
ond neusce, O rpeney word jlips Felwiny wore

did Indeed teie 3 oyverdose or tel. Presenting
0Iso be [nferpretad Cs €: enurzlic Aystericol
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