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Fluctin 40
K cose 57 1-2 capsules/d {s recor-a-dez, I the elderly and

Firients with less body weight maximus dcose sho:ld not exceed
- capsule/d, 1r patients with sevor-e liv igpeiz=est Ra
SSEIZ.n tvery

Lz U3 %3 ! capsulie/é,

:—-—r—-l-'-—--'-T—_ ot 2
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Physician's Informaticn

Fiuctin

2.

. Contrajindic
L in pased » €:E§:$
Fidm af

name of Urug: riuctan Z0/30/40/60
Regulations for distribution:

on prescription

“his drug contains & substarnce ©f whic
ly known tc the medical scleqce 2nd
nes tc subnit ar experiercze repoct
eethoricy According to § £50( AF‘

inQlceticr group, active co=:
antidepreasanc

Fluctin 20, cne capstle 2.4 mg ne hydrochleride
ecuivalent toc 20 mg M el

Fluctin 36, Fluctin tc,

Indications:
As in patient!'

------- J__

Folloyly : Lesin Cbsezved in ciirical triels
1ist frequency of cccurence:
gz in

t cbeervation with Fluctin treathment.
ht lost I ko on the average during &
a=d cverwelch: petieats 2 kg,

gured, which was vary rarely accompanied Ly
“In such cases it W2y Lecome neccessary to
£33 nnﬁ if necesz2zry trest with corticosteroids

Weli
Fatients with

€ week frsatmel
Cccasionelly =
arthrelel
digexnti
TEMpOTar
Sepresse

- ®
e et £

yte counts ané elevasion Of serurtransami=zases

- i
¥ ABLIELY .

Interactione;

Flaciin shall notl be coadminiszered wich SR0-ishib:tors, MADe
inhiopitors shall be &iscontinued at. leas: 2 weeks before start
of treatment with Fluctin. Alsc the concomitant use cof trypto=~
chare shall be avcided.

Thers are only lirited experiences svailable concerning the
ccrcomitant application of electroshock-therapy. 4
Elimination of diazepam was prolonged in Iinterpction studies
in volunteers. Oberscrvations suggesting a sionificdance of
this effect kad not been made in clinical tcoials,
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had been cheerved,
. Warning statements;
Nore

- D a

Based on the currently ava{lable investigetiore in vclunteers
there is no evidence for interactions witk aleochnl, barbitura-
tes, oral antidiabetics and thiazide-diuretics.
2l trials wh nti=-
tenzodiazeph
shyreid-hormores, antikista-i-es, ant y, cimet ”
anzacids, or lithiv= vere zfriniss :

Alzchecl has to be aveideZ éduring at-although i
snvestications ne azplificez.oz cohol n%

Ko interactions haé beex okserved in c.
hepertefsives, anelgesics, chisralkys:

9. Most important incompazd 0T
None known

19. Dosage:
The éose in 20 - BT m ucxetine Usually treatrment
with 20 mg flucxXaPine day ig fhit.
Fluctin rmay be-—szdmiNsterel oz yhgrelerably i= the rporring.
1t may bhe T‘ﬂ‘b with f€%C 3 4
In severs Rt of 11 - pr. plasmz clearance of
Zluoxetd ed. Th e iy half of the schediled
dese ma . 3 This may be done by alter-
nate r axy.
Alth the elderly was not different from
no % nvestigations, a maximu= dose of
3 cap cexetine is roaconmended in the
elderly ow body weight,

1i. Kind of applig ratien ol tresiment:
riuctin 15 IqgM
Us te now th axperiences with treztments up o
€ vears '

12. Overdes rcencies, syriptcus, artldcts:

Ncra thal Ber ¢? pverdcEice fave becn reported durineg
elinice) rri¥ig,. In 2l sagee in whiss Flootin wsg the enly
dru¢ ingested patients survived, The highest dose inges:zed
was zpprox. 3000 mg. In this cese 2 briel seizures were ob-
serveéd, Commonly the ecliniecal symoroms consizted of di22iness,
nausez, vomiting, tachycardia, 2lsoc asccecmedation disturbances,
Severe arrhythmias did not occur,

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

do not promise to be effaective because of the large volume

of distribution of Fluctin. - 35
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13, Pharmacclegy, toxicology:

Pharmacoclogy:

The pechanism of action of fluocxetine as &n antidepressant
appears to ba {+e inhihieinn ~f sernsonin reusssks se son
nerva terminals.

Animel studies suggest thas in contress
Fressarncs Sluoxetire in zthezapevtic do
cztechniarine reupgtake ang thes there
reurciransrtitter receptors svel as .
histaminergic or sercicrergic ard
en the herxss. S:ud.es ir volurtee
ciinically relevent irflue-ce
F£Y, end testostercrne. Heast
not significantly affecteé 1%
Fluoxetir 13 absorked to
=rations occur aper., § ood delays ilhe
rate of absorption but on. Fluoxecine
ig matahnlinad ¢n ths mea: o menutns ulak 2=
mstabclites predond y via the tiie,
Tre major metabcli by demethylatiorn,
Kerfluocxetine al e reuptake i=hibiior.
The half life of ose is about 2 davs
and after mulps :ife cf norfluoxesine
ple dcee.
tate after 2 - 1 yesks,
hy fluoxetine apprex. 20 l/hour
‘hour. After cessation of

within 3 -~ 5 wveeks.

looxe+ine and norflucxetine is

protein binding is 54 %,

nal impairment including functional
eronstrate significant changes of
tients with severe impairment ¢f liver
staboiisn of flucxetine ia celayed,

- - e
ynaptic
tricyclic ant
v& not inhibi
o3

Ca WETE

ma consen-

plasma clearan
function, h

Up to now, no data a2veilabple concerning dis=ribution
rebrospizal 2luid, breast milk or conceraning
diffusion in husans.

Tcxicolo B

Carcinogenicity, mitagenicity, feriility a=Z =e-2socenicity
studies did not reveal any abacrmalisles,

Mice, ra<s, and dogs which haé¢ been giver fiuoxeripe fo=

3 - 12 months showed phospholicid accumulaticn In lurng,
liver, adrenal and retina. These changes wera all rever-
sible and not characterized by clinical symptoms or other
toxic eequelae,
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Specific studies {n veclunteers and patients particularly
in compariscn to compounds which are known to induce
phospholipicosis in humans revealed no findings suggesating
simila: abnormalities in hurmans by flucxetine.
Precautions:

There-is no indicetion =22 anv toxic & g Fluctin on
cZfapring, Fowever, during r-esaency g

the firgt 1 mamehy a= 0 sabrnld e =d= . a. =

- -

Patiente with severe impa‘rrenc

a delay in me=abslis= of Fluctan
cf dose rust be performed (ce
Fluctin does nct have gedas
patients or with sigrifican
commended tc coedrinister
cf treatment with Fluctj
Manic and psychortic stal
casoes in susceptible
Until the antidepre
cepressive patien;
tc be observed eu
Accordine to cu
pairment is

cLiar severe
2l risgk have

=g —achklnes and

SEiviss Tach wied Ty ubsecve care-
Sully the Jj

Acecordin i practice liver speci-
fic enz effozologiced paranmeters
shoul lawintervals particularly

in

hfter shail not ke adrmirnistered.

Recommendatigr rages
stored with roox temperature,

rharmace - hulaticns and packzge slzes:
in 20, Fleetin &2, Fluctin 6

December

Compeny:

Eli Lilly GmbH
Teichweg 3
D-6300 Gleden

6oz L9nizd
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ﬂ5fue1Th—&aeti’iiiitfﬁyxsészEi. In agitated patients or patiente
suffering from sigrificént sleep dieturbences, additional

onel. 2

PATIENT'S INFORMATION
Eli Lilly GmbH Gielen

Fluctin 20
Active component: Fluoxetire Mydrochloride

Compositiorn: 1 capsule contains 22.¢ mg fluoxetire hydrochlerids

equivalent to 20 mg fluoxetine

Indication:

Fiuzzin i1s Incicated 2o- the tresimans de ive syn r
€iffarent crigin es feor exarmrle exdsgféfiop neéurotic apd toVe

depregssicns.
&h Filetin

re avallakle “or

contraindications:
Eypersensitivity to fluoxetinae,
Treatnent of childre~ and aé= et
is ro= recormended since no
this qroug of age,

Fluctin should not be a

Precaution:

Fluztin only should
éuring the first
har besan made b
=h patients wi
of Fluetin i
formed (see

ecrancy particulariy
anefit rigk assessmens

rer function, the metabcliism
ant of dose hes to be per-

cur: nauses, headache, nervousness,
séss, diarchea, dry mouvth, sremor,
dyscepsia, constigaticon, as<henis,
iting, sedstiorn, p-uritus. Manv cf

f deprassion and mcst ¢f then subside

swveating, an
disturbance of vis
these everts are i Y
during course of (% jart.

fracuenic event cccuring with 4reatment of

y cccur which very rarely is acccapanied by
arthralgiz a In these cases Fluctis shali nat ke con-
tinued 2né esha " Yreatine phyvziciss ghall be consilted,

Decrease cf white blood ecunt or elevation of liver enzymes
were rarely observad,

Pracaution
application of a sedative is recormended at beginning of the

treatment, Until antidepressive ections becoxe effactive, patients
are to be observed sufficiently. -t

o1z L9nZzd
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- 15

According to currently available investiga=icns no impact is to
expect on ?pgrlt§=q machines and driving cars. However, it is

Tiliinwiieee ww wesmive LhE iNGividUal reactich caresuiliy.

M with MAO-irhihitors
—avo weeks bef
therap ieh

interacticns:
FPluctin shkall not be administered concormisar
MAO-inhibitors have to be discontirnted pt
Lredtmernt with Fluocsin i3 iriesp=e2, A C:
tryrscopharn sheceld aisc not be pesfcrmes

Eliminatior of dizzepar may be siight ¥ov%=
Up tc now no interactiicns have ceean copks
-

administration of barbizurztes or sgents,
orzl antidiabetics, thiazide-diur analgesics,
thyresid-hormoner, artikistamin ané

other gastric acid inkibising : i iz to
praiAd Apwins Lugpoment =leb-.. 2 i I regacWune uw

amplification of the action

Dosage ané usage:
If not prescribed difg
to adainister Fluctin
Ingestion with food
The dose is 1 to £ cat
with one capsule/
satients with lgys
suleeg FLUCTIN
liver functi

the morning.

- : ¥. Usuelly, trestment
: dlent. In the elderly and
: rouléd not excead 2 cap-
- %L severe ixmpalrrent of
ivdd, that means 1 capsule

EvVery Becor t capsu Y.
After eax ate”Flucti h ot be admiristered,
Drugs have stor gible fcr children,
1
N
(%]
s =
== o
= -J
- -l-..'..-"', :_‘-s‘
| %]
m—
hos/nn/219%




PATIENT'S INFORMATION
El{ Lilly GmbH Gielen

Fluctin 30
Active component: Flucxetine Hydrochleride

Composition: 1 capsule cortains 33.€ mg flucxctine hydrochloride
equivalent to 30 mg fluoxetine

sndlcatiu=t
iggein 4 indiceted for the treazrent
F LR T e o - B * -

diflerent origlin as for example endac

depressicns,

ive
rotic

Contraindications:
lypersansitivity to fluoxetine.

“reatzent 6f childédzern and ado; te 10 vears n Fiuctin
‘s not recormended since ro a xperienc re available for
this group of age. '

Fluctir should not be adm E

Precaution:
There is ¢ indicati
Fluctin only should
€uring the first
has bean made b
In patients wi
of Fluctin 1
forred (see

e cZfspring. However,
gnancy particularl
enefit risk assessnent

fanctizn, the metebelisx
t ¢ dose has t& be per-

cur: nacveaez, headache, nervouscess,
n¥ss ,. dia-rhea, dry moath, tremor,
dyspepsia, constipation, asthenie,
ting, sedatior, pruritus. Many of
- depression end rort of then subside

eleeplesan
sweating, afefexia, 4%
disturbance of visign

these events are iﬂ!yﬁil

during course of
. fréqﬁinf evert occurine with treatment of

t.

Sliaht waigh ]
Fluctin, !
Ozcasionzll ¥ cccur:which very rarely is accompanied by

2rthralgiz al r.In these cases Fluc=i-= shall nct be con-
tinues and the tfmzting Phyeicias ehall ke constlited,

Dereese cf white blocd count or elevasicn of live: eniynet
¥ere rarely observed. 1

Precaution:
Fluctin lacks sedating effects. In agitated patients or gntiant:
sffering from significant sieep disturbances, additiona
¢pplication of a sedative is recommended at beginning of the
treatment., Until antidepressive actions becone effective, patlents
ars to be observed sufficiently. -

——

hre/mb/7219
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According to currently available investigations nc impact is to
expect on operasting machines and driving cars. However, it is
recommended to observe the individual reaction carefully,
MAC=inhibltc=s Nave tc be Adigcontipund 2t

* with MAO=in! tor
w2 weeks befl
trectment with Flucetin is iriciezes. A o t tharaps !

trvpstophan should also not S¢ perforoa
Eliminesdsn of diszeper wey ke slu;h' ed,

UF t€ now r:c Interacticne h2ve Leen ob¥eaag with co iyt
neY asditing apd srehcivh sgence,
' or ihyter sive andlgezics,

Interactions:
Fluctin shall not be administered concorisz

aé-iristracion of barkisurates cr
orel antidiabetics, thiazide-Z2iu

thyvresid-hermones, antihistaxin ce, «dine and
cther gasiric azié i=hibitinc “ithio iz o
avoid during treat=men: althodg fic gatlicone no
ampli{fication of the actiox AcORCLl was

Deosage and usage:

If nct prescribed difs
to adrinister Flucti
Ingestion with food
The dose iz ] to
severe impalrmen

is recommended
* the morrning.

; ay. In patiente with
ose should be halved,
1 cepsule per day,

€1z L9nizd
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PATIENT'S INFORMATION
Eli Lilly GmbH GiefSen

Fluctin 40
Active component: Flucxetine Hydrochloride

Composition: 1 capsule contains 44.8 mg fluoxetine hydrochlorjde
equivalent to 40 mg flucxetine

inédicationt

TP umed

Fluczin is Ilndicated for the “reatsect

deg ive syny'v

éifferent origir as for exaccle e-édog rotic ppd
depressicns,

Contraindications:

Hypersenaitivity tc fluoxetine,

Treatment of children and adolewce to 18 aArCs h Fluctin

is not recommended since no
this group of age.
Fluctin should not be adr

xperience e available for
] 8.

Precautioni
There is no indicati
Fluctin conly should
during the first
has been made b
In patients wi
of Pluctin 1
formed (see

¢ offapring. However,
gnzncy particularly
enefit riskx 2sseassment

Zurnctlicn, the metabolisc
cf dose has to be per-

Side Eff ¢

The foll side effec = cur: rausea, headache, nervousness,
slesplessn anxiet inss, diarrhéde, dry mouth, tremcr,
sweating, anbdfexia, & dyspepaia, constipation, asthenia,
disturbance of vis ting, sedation, pruritus, Mary of
these events are £-depression &-c most of them subside
during course of nt.

Siight weigh d freguent event occuring with treatment of
Fluctin.

Oscagionall sk ¥ occur whick very rzrely is accompanieé kv
acthrelcia & T. In these cesrep Fiuci:n shkall not be con=

tinveé and the Yreating physiciar shall e consulted,
v=crease of white blood count or elevetiorz of liver enzymes
were rarely chserved.

Precaution:

Fluctin lacks sedating effects., In agitated patients or patients
sctffering from mignificant sleep disturbances, additional
arplication of a sedative is recorrended at beginning of the
treatmant., Until antidepressive asctions become effective, patients
are to be obsmerved sufficiently. o wak®

har's=brzl9
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According to currently available investiga=ions no impact is to
expect on operating machines and driving cars. However, it {g
recommanded to observe the individual reaction carefully,

7 with MAO-inh tors
t=twe weeks he?
M Wiz :

ard

Interactions:
Fluctir shall not be admiristezed ccncomita
MhO~inhibitore heve to be diszersinued at
creatment with Fluceir 4is ini=is-eZ. A co
SIYFrophan sheuld also not be perfo-ne
Fiimination of diszepex ray be siight
Ly ¢ now nec interacticns heve beern
adrmizigtration cf baskiz=ura<es or
erel antidiabetics, thiazlde-div
thyrecid-hornones, antihistanmir
other gastric acid inhibiting
avoid during treatment aitho

Dosage ané usage:

1f not prescribed dif¢
to administer Fluctin
ingestion with food
The dose ia 1 to
patierts with le
sule FLUCTIX 4
liver functio

i recormended
the morning.

3 ¥+ In the eldarly &nd
hculéd not exceed 1 cap-
severe impairment of

{, that means 1 capsule

evary sacond o i
After ex a luctin not ba administered,
Drugs hav be stored i ed‘ble for children.
<
N
(o]
r
- o
~
s
’ w
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PATIENT'S INFORMATION
El{ Lilly Gmh4 Rialan

Fluctin 60
Active component: Fluoxetine Eydrochlorids

Compositicn: 1 capsule contains €7.:z mo “lucxetine hydrochlopide
equivalent to 60 mg fluoxetine

Iniication:
Fluctin ig incicate? fcr the L-metrens sive syn s
Cifferens orizin &3 fcr exampie sado rotic And tIive

depressions.

Centzaindications:
Hyzersenaitivity to fluoxetine.
Treatment of children and ado IBATS th Flucsirn

ia not recommended since ne re available for
this group of age.
Fluctir ahould not be a

Frecaution:
There is no indicati e offgpring. However,
FPleerin anly akAnlA rnrad B h N e m e —a el e A e W

-G g e ————

durine the firgt ernefit rigk essessmert
has been nade b
In patients wi
of Fluctin i

formed (see

fenction, the metzbellism
£ of dose has to be per-

Bide Eff

she foll cur: ne2uses, neadache, nervolusness,
sleepless i réss, éiarrhes, 4ry mouth, tremer,
sweating, ' dyspepeiez, constipation, astheria,

disturbance of visigro ting, sedatica, pruritus. Many of
these events are nengf depression end mos: cf them subside
during course of

Slight weich
Flucti=,
Occasisnell

frequens evens cceLrinc with treatment of

y occur which vasy zasely Is accompanied by
r. In-these cazes Fluctin glell not be con-
tirced arZ the eating phyvsi=ien ghall be corsulcal,

Deczeass of white blood count or elevazicn of _Iver eniynmes
ware rasely observed,

Precaution:

Fluctin lacks sedating effacts, In agitated pacients or patients
suffering from significant sleep disturbances, additional
applicztion of a sedative {s reccrmended at beginning of the
treatment, Until antidepressive acticns become sffectiva, patients
are to be observed sufficiently. e

hne/mb/219
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According to currently available investigations no impact {s to
expect on operating machines and driving cars. However, it is
reccmnended to observe the individual reaction cerefylly.

Intaracticns:
Fluctirn shall not be adninistered concoritan
¥AO-irhibitors have to be discontinued at
treatment with Fluctin is initlased. A czo
scvytophar shoculéd also nct be perfarred.
Elininaticr of diazepam =ay be slight

Uz r2 now nc interactienrns have been o
adriristratior of barbiturates or gah
crel antidiabetice, thiazide-diur
thvrecid=hormonee, antihistamine

ctrer gastric acid inhibiting & & ' )

avoid during treatmert althc ific s

arplification of the action Was ©

Dosage and usage:

If not prescribed aiff iy Ew/the phk is recommended
pPoOSss

to administer Fluctin ily, pref the morning,
Ingestion with food j e.

atients with severe

imgali*ment of liv be halved, that means

1l capsule every
VMadministered,

bBle for children,

hns/cb/219
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Trenibapon of M;mw L fo He BbA

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 sons for
& rejection are not applicakle,
€

Re.r 1. ; ;
It is nct true that the therapeui; 4 cof 11 et a
rnc: been sufficliently proved.

Re,i1 1.1
Two sxpert opinione, wri
alsc submitted to you
efficacy of fluoxet

985 on 8 cf tha data
tinme, l:@. g that the
n establi that the
prefils of sction luf:u:@ Ecterized.
t 1).

An expert %itt-n for the application

for regi 2o considers the efficacy as
egtablish nt 3).

The methodical er assi?icatior of the depressions ir
the inclusion cr ash-out phase, concomitant treatment
with other pa agents, selection cf control prepara-
ticns) seex o umn incomprehensibie aftesr cur extensive con-
ments of Oc 84, This opirnicr i= alsn excressed irn the

expess cpinion y- end - erd iy theroughly dig-

cusaed there,

2/ as

glz  L9nzzd
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A reanalysis of the results of study protocel 27 already sud-
mitted where only the patients wers considered who were ad-
ministered fluoxetine or the control substance respectively
without additional pesychotropic therapy (analysis of Apr. 03,
158%; volunme 55, p., 00-121) shows no essential diffarence com-

pared to thne wvaiuation of Aug. ié4, 1384 ivolume &7, p. i=17%)

vhere all patients with or without psychot s-ccncomitant
reficetion ware included,

cf the Americen data

sa amitrio-
icenter pro-
study 1@ irn

Experience in
and is compa

dts has been broedened
th out=-patisnts

aport no., 56, volume 1,

7 and Tepor: no. 58, volume 51,

P. I nt 6 and report ne. 57, velume
51:, p. ttachpart 4 and report no. 55,
volume 31, p. 1),

Fe.1 1.2

Controlled A 1l trials verscs cempacator drugs over a

pericd of m
€~kicel okisesT

6 months are uncomacn. There are also
hne a5 weil es technically crgerisational
prcblems {n carrying them out,

Safety data are generzlly presented irn open studlier especial-
ly when they exceed a pariod of € months.

e

BVT./BCU/IR1S
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- as wall as - judged in their expert opinions the

data presented already in 1584 as being sufficient,

Meanwhile these data have als> been published. The aushors
riave come to the conclusion that fluoxetine is s2fe and effect=

ive in leng-term therapy (attachment 15).
sdverse wew

A -Lr*Her Ana_yeis incluéing & ecomzeri
rlve -nl- In tharteturs ard (=
senteZ In the FDA safezy vrdate o
rezcrt ne. 62, volume 54). Bas
toc ccncludes (attechment 3)
well tolerated in long-te

-

So far, there are no devel ependence,

Re.

We see o susglce et
flucxetine.
"II 2. \

ary of uicidal aczions werldwide (deadline
Aug. 1586) lmuun% iz the fluoxetine therapy group

rse effests in

and in total ntrol groups thers aze 15 cases
(attachment 11)

E65C3 patiant @ rested with fiygoxetine and in the control

crous t!? 3i0 patients, Ascording to this tha incidence

rate fo lugkptine rescizs iz C,085 a2 fcr the control group

ir. 0,9C¢ e difference is nc: mignificanz.
Thia incidence is censidersbly Salow thc Ifegucncy reported
for ceprestive populations [N ttachren: 13),

‘;t‘ti

Yy oErsIg]s

o0zz L9wezd



The analysis of the time of occurrance in the individual cases
€hcws that suicidal actlons occur neither mainly in the
initisl phase nor can they be attributed tc plasma concentra-
tions increasing to the steady state. Instead they are distri-
buted cver the entire duratiorn of exposurs up to events
folloving 3 years of long-term admini{stration (atiachment 11,

tabie 9). Thie indicates a genesis immenent liness rath
tified g0

than induced by the substance, -t 12 the-
relete the reported suicidel ac=ionz ¢t
exposure in the individual therazv ¢:
therapy durstion is 1168 and fo- t
patiest yesars. The 1nc1dln:; re
c¢f 0,043 for the control grou
significant.

The enalysis (attachme ] the principle

suicide attempt
study with ho
line, All da
the "eve
suisidal ors. Tha an
that for » the des
(documentaticn on

reé¢ uncer amitripty-

s gensrated according te
itially globally classified as

f +he individusl cazes shows
"suicide attempts" is guestionable
acitons, summary of cases, attech-

ment 11},

Time and ag t ought forward that the infitlially
strongly se ing) 9ffect of the tricyclic antidepressant drugs
axitriptyiin iripramine pcrsesz &n rffe-: protecting from

s:icide ané that subetances lackine initiel eelatior or thase
which even bring abogt srimulasien ars mubiext to the risk of

activating patients prior te cnzet cof the antidepreasive
effect and that therefore suicidal actions may occur more
frequerntly.

L4 s;rti

BVK/BFU!' /1815
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We have paid special attention to this objection and have
asked experts for their judgement,

Accerding tu_ev-n the initi¥lly subritted data do
not indicate that suicidal actions might have t= be attri-
buted to the specific effect cof fluoxetine. The anywvay not
very high number of suicidal actions wouid
gynamics of the illness (attachment 13).
jected the (nitisily submistes cesep
irtensive casvistic working-up 8né £
érug specific dimensico: of influe

On the basis of these evalua
the occurzance of suicidal

o=
su:;icicnftuiciﬂnl risk c
However, we are rakin =
agency by havirg in ﬁ following
product 1nfarman%
Fluoxet NGt proéys B £ing efZect. For pa-
tient T £rm% or from distinet sleep
¢ d

dis diticpa infistratiorn of a sedating or
sle

omoting med
ning oXthe fluc ¥

rt into our

& recommended at the begin-

Ty Lo ths o cidspsaassive sfiset sagscially
severely F its anéd patients with the risgk cf at-
tempti ought to be placed under pufficient

Re.t1 2.2

In a repeated reviev of the data we could not find cocnfirmation
for the assumption that under therapy with the prcduct an in-
cverss of sobe of the syvnptoms of the underlying illness,
enxlety. sleeplessness and agitation may occur. The reana-
lyses of Aug. 14, 1984 (volume 49, p. 1-172) and of Apz,. 03,

! . 2»"--.
BVK/BEU/1E15

:lt fror the V

T L9wezd



1985 (voluma 55, p. 00-121) deronatrate that sc=e patients are
cisasly &howing signs uf egitation possibly irduced by the pro-
duct, Others, however, are showing signs cf seZacion. This, by
Jfhe way, is also the case with imipramire.

In addicion, we are referring to the expsrs crinion of

S it 13 p. 24 ax well as p, chrent II.V

Re,1 2.3

hetezsing to the recuest cf ch

special evaluation (interrel

F Fuimonary changes ax well .
“inclusions in the anime

hunans OO

-

=% the presesnted d

Xpes-: can see nc
indication for a ané no risk wizh

RoGentill phosp
clinical reledag the ap @ r in humerc.
ent

Egnnuhil invest;
‘ clari tion t

induo of phosphe
ficant humans

sre carried cut in order to
the cbsarvazicns on
s ir arimal experirents are signi-

There are Bub f clinical use which cause phospholipid

Jimal exzerirent vhich hLowever, from
éo nct show these findirgs in hu=eas (e.g.

e —

Frevicus

o -

i=igzar,

rthermore, the-e ace gcbriances I use which
snduce pR ipidosia in the 2pgliceiicn ik anirale and in
rereng Likewise le,g. amscdaxzzne;,

. 3% Tients wno were treated wish flucxetine bEouwten € months
' end 6.5 years were compared with a negezive sSIniisl group ef
about egual size and with a group under im:pramine and with a
| further group under amiodarone therapy. The tests that were

| g

* 7:“--.

gzT  L[9nezd



carried oct included mainly the lung, the eyes and the peri-
pherial nervoue pyete= and were laid cut &3 aspecifically as
possible in order tc detect changes possibly caused by phospho-
‘lipidoeis. Tho data obtained do nct indicate a pctential.occur-

rance of phospholipidcsis in humans (special test for long-tern

csafety of flucxetins, attachmen: 8 end

rt nc, El, ¥ 53
n, Jo8Ea4y

On the tetel of the findings in ¢t
the azpiiczaticn ia hvcass, in
opiniorn was obtained (Ecstex

i exper nt in

so res % expers
chmant

2 £ 20 to BO mg,

oncludes the
day can safely be us

We are providip
the pharpaciy
regulrement

et 6eis cf infcrmition is encloses. Compared

- :keée inse=y i= the egricirs’ Frrilcation fer
gisstratior, =zeversl sections heve beern raviecsi and adiustec
t2 the chanced state of knewledge.

8/..5
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a) The effect of flucxetine cannct be termed hepazotoxic. The

incidence of liver-enzyme elevaticn is rather to be called
low. There are no severe organ damages YNNG
p. 12/13, attachment 9; — p. 28, ettachment 1;

3 — pP. 5/6, attachmens 2).

st esirte
ups than in
54, p

szacins mcre gseldza irn the

ctive ccnisel craours (Fepsrs
24).

An investigetion to ﬁet -
peired liver functis

cirrhoels (see att

As expected, lagzavralf=] onced, We there-
fcre racomm cse,

otexizity exists and the

nd also in direct ccnpl'ilan with
ing clirical triale (report no. 62,
). For this retson, we ccrnsider the

ing to the presenz :li*i:a‘ sia~Zzasd liver

segular Iinte
application,

9/. 40

LI
L1
"
(11]
i
i
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e) 585 flucxetine patients had at lezst two eye exaninations
in the courss of clinicai trials. The percentage of the
obeerved changes wes belew the percentage of all contreol
groups, apart forn placedsz.

Ko uniform disccder was detected.

The a88isial Invessigitadcn

et ive resarédine phosphclap:é

ns evidence cf cheages whie!
substance related ani/cs AEY
sugsastion propcsed by-

dilhanlﬁd with,

34 reports are n%tl
lyses of pooled d
further :tudylr
eizher carri -

fneclude tws ana-
ucies from Germarny,
U.5.A. which werzs
which were avail-
able since

¥ith e tien of March 2, 1984, anéd the
ans thw/letter cerns of Oct. 19, 1984, further
study rts as wel roua analvees of pocled data were
subnitted, -

-, - - - - - P - W - . -
2 8 tebciaticn of aii ave_Laboé cllnfceel

rg?grt'_ E zefezerncens to

thz indfyiduad) repcrt nurters (2tiachment IE]. An evaluating
estigaticnE s

ToEsen=EL AT tho cxpers oFinicrn Er Dr. lucas o4 Cct, O, 12p¢
lz=tazh=ens 3) and cf the cliricei date ir the wxper: cpirnion

by exof, (IR o¢ 7oe- 31 1386 (avcechmen: 3).

puSETY clinical/gharnecelioginsel inov

10/use

il

Pu¥ farT LI RIN

92z L9nzzd



- 10 -

Siwwid yuu #till = in spite O the cata and expert cpinions
now presentad = have ressrvations regarding a positive bene-
fit/risk relation of fluoxetine, then we would llke to ask

you LC giani ue tiie opportunity IOr an oral hearing before
a final decision will be made.

Rant vacardy, gz V
Dr, K. J. Bamberg Dr « N. Sch{dqe-Xo{ce
Manager Medicel Administration @ 2ical ec

O &

BVR/BEU/181Z
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Translation

Letter to Dr. Bchulze=-Solce of Dac. 4, 198¢

from Prof.

TMan= M tl-i-t“'l—--Ffl'.-':. @ V
on resuest ¢f your ce—pany, 1 have ha an expe pigiér

on May 2C, 1985, referring to you ubs flucxptlin

is mainly concerned with the pr adverss ts ©

fluoxetine.

Mearwhile you supplied m terial
igational
arefully exa-

int out that

oW inveast

has cenvinced me
clusions, Also with reference
he inclusion bodies in the

According to the
that there iz no
nerves and

gations now available it i: my opinior
o

T concern wiik regard to sys function,

rpho ‘as well as lure functiocn, The investio-
ation nrale‘g.d l’ rs to have beer carrieZ out in an escacial-
lv éiiigent ond obrrect manner. Eere, espscially the compari-

go= uisk thg gther &rugs imiprTamine and a=lofercne appea¥s
Lo be oxtremely valuzkle,

Best regards,

- pa——1
fsigned)

BVE/BEu/1815
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Rns/mst/296-1 CALE. &

Documentation on suicide gestures ir clinfcal triads with fluoxetine
cut oF7 date August 3]

Ail suicide gestures repsrted in fluoxesine triais worlewice have been
cozpiled 1n this documentesicn.

For this ouronte all svents clagesfias ae guigids, 2002120 3333758 Or dous
cverdose have been 1isted for a1 cavre-ine wrem “"izasivnz s%udies had
e2= ongiing du=ing the time coveres %y th'; =€;c7s.

F2.s-28 avenis occureirg 4n glirdes!t teseg. 227 titLtu

i'aC trmpciitely Cr thelir rece’se. siziss restu-e

Laa=s SERtwg rev gNaTioesEsh, 2

F 2z 2~ B 210 safried stri.et

iRy L

Lal Biee 8.cctde attemiie, KU

‘erieet, TUrere' relvezifts THE €05

ANSALCAYAS LAY (KA mege TEIE yamas W

1is%ed o= flucreting dev've frp

Flecets a3 well es froz wncon

Tnere have been reports of.st » *ug was actuazlly

civer,, This {s due to =
réipent 811 otse-vaticn
'€ protochi. S¢ sor
vis eveiianle and @
vith flycxetine ‘4 th
the drg {e.g,
iT thzy OCCur

been instructea t:
atze- conpletior of
wWeErs 07 even manthr
icice-gestures ere. liste:
= after the withdrasal of
1is%ed wii® <re control graup
em2l ot fluzzatipe,

422’ nesher ¢f pat'ents trestes
. g6~ for flugzetine ard the cor-
ergeing stuztes which are stili biinded

oliez rag beer counted for flucxetine and

*§ wirldaidc for patle-is anc patient years,
s¥.Y Soizizrs grd sutiile tte—pes which resy's
e courtries gover 1= s:zie Z - E. The ‘ncidence
fr poaslert yu2-s wespescively 2-e civer for syiciue
Suftide ptte~p1t seTerese’,.

£5 V06 CIFS girce gaien of TrR2TATT VS SivE A4S
efEz fom wmm7el gptge Zeiv wrtx Lo, Bxilesie pricr
15 RS-
TETLE 1T foanmefoge QRE-SRTARt: G, v _° ELiafy JoIlpes: FoZ begn e

& zrie* survicy cf 2)) caser meniicnel 3z given suesequently.

1€ the worldwide mi—ters gre sc-sidered the Srnoidence wete fg 0,026 (85 7
confiderze Yimits: C.00€ - C.0:i2). Tnis 4s 1.32 tices ssre than {n the cor-
trs? croup (P = 0.2427, Firker's exact ez, cre t2%cE). It 15 16 times
Yes: ther in a depressive populetfcs. ‘17 scceraing tc Pohimeier, Ref, S0/13,
1€ = fo~ the depretsives ave assumed),

gzz [9nezd




hns/mst/296-2

Looking at the different countries the majority of the data hes been collected

fn the USA and Canada. In this group sufcide gestures occur 1.16 times less
with fluoxetine then in the contral group.

ir Se¢rmany there was only one event reported which occurred on amitriptyline.
it France 17 of 18 sufcide gestures had been reported during a 6 months
uncortrolled trestment with fluoxetine. The incidence rate 1s sbout 10

tires nigher compired to US data reflecting a different grous of patients
ané kinc of follow up.

Tacle & {1lustrates thes suicice gestures cCCur 2t §3~priris in time
€.ring Ine Sreetment, Tne=e {s ro re'aticr to 2 fp Sefoc Eng gt
ol

ressest 12 flucxeiing prerzesokinesice trece rony
$Ep.

TTosefideel gestures incuded 1n thix compf
reisg S the evess systew. Thet means
c3ez dryg reletec or not wis enters
le case summeries ‘1 13 doubtful
aic take flucretire at all,

™

fivcxetine however she hac not bep’ thet sne
hac ar. event on fluoxetine but ne tion. Patients
- o ntent. Sc

1t tNESe patients are excly ' group drops frao
0.043 to D.024,

12 1s unlfke'y thet pat L0 fro= the LS com-
ritted suicide gesturas & LE : : WES tregtec pftes
the event for aodit d ty. Further 7 patie=::
couid be regardec gn. (See corments g'ven

with the respec

Ahs Aldmes =il smsss: =s @ks F ol
— - e T

{ins anz contro) greup.

Cwrludiaa aéh
= im e =

-
dence rate

Excluding ench uncontrolled study and relating
to the respec 1168 tote) worldwide pztient years -
161.8 = 1006.2 patient yea he Tncidence rate is C.033,

1t 15 difficult to @

obt2ined froma coOn
gestures by 1

eporosch 15 cho
ST YA

Ex, ¥, K. Sthulze-Sclice

se dats of gifferent kind and sources es 1€
ial. Mowsver ne matter 11 the best gr the worst
no evidernce for ar increstec ritk of suizide

Frrlacurse:

Tables 1 = 10
Case surmarfes

23l Harbury, Decexzber 8, 192€

otz [9%itd



HNES,/MG/1300

Table 1: Sufcfde gestures (Sufzidhandlungen)

Worldwide total

Flucaetine One-*
Vs
peilert nu=per ESss @
setient yeers 235k @ 52
t.icide gestures tote) E: 18
(Sutzicnarndlunger)
sufcioe gestures/pat. no. 5
suicide gestures/pet. yesrs
success®ul sulefdes & 2
susc. suic./pat. no. 0.0013
succ. suic./pat. yes G.0083
suicide attemp id
sufc. att./ C.Co52
c.03¢

. n /
sufc. att BAr
* Placebe, no drug, ;E
ded W'Qf*'ﬁ; 328y fro Finlic!
1o fiucxzetine toe ratios 2-=.

Certures /pa%. ND, HRL 2L T

gestures,pat. years C.033

1f added to other:

gestures’pat. no. 0.00e5

gestures/pat, years 0.045 B

1€2  [9nzzd



HNS/MWG/1300

Jadle 2: Sufcfde gestures fSuizidhandtungen]

USR/Carnacy

Floormgzieg

——————

Feriert pusmser ELy
Priiens yeers Ebz
suicide gestures total a5

{Sufzidhandlungen)

sufcide gestures/pas. no. 0.00s

suicide gestures/pat. years 03%

svecesstul suictiaes [

susc. sulc./pat. Ar. C.Cad g, 00psL
svcc. sufc./pa 3 0 L 0.0239
sufcide 2 g
sufc. att./p i0; : C.0038

0.02 0.038

sufc. att./pat, years

| F1I;£=:' nc |

io-

ZET  L9nzzd




Tadble 3: Sulcide gestures (Suizidhandlungen)

Germa=y

Flyoxeting Oine-s V

pitiery romher 142 :

Fetient yeers 1.7 @

tufcide gesture: Tolal c @ &
(Suizidnandlungen;

sufcide gestures/pat. ne. 0.

sufcide gestures/pes. yeers [+ @

successful suicides c
sutc. suic./pet. no. ¢
suce. suic./pat. 4 \

suicide at
sufe, atts
sulec. atr./

* Plpzeds, ro drug, @r I

€€ [9nzzd




HNS /MG /1300

Table 4: Sufcide gestures (Sufzidhandlunger)

UK, Basingstoke

Fluoxetine
patiers number 206
patient years 16.7
suicide gestyres toual 3

(Suizidhandlungen)
suicide gestures/pat. no.
sufcide gestures/pat
toccessful sufcide %
succ. sufc./pat
\ cm

succ, suic./

- wET  L9nTzd



HNS MG/ 1300

Table &: Sufcide gestures (Suizidhandlungen)
Uk, Erl Wood
Fluoxet‘ne v
=
(0
petient number [ 1 10€
ptiient years .

H-‘“ﬂﬂ!. gestures tota!
(Suiztdhrand)ungen)
sufcide gestures/pat. nc.
suicide gesturas/pat. ¥

succeysful .suitide

succ. suic./pat

suce. sufc./oath r
d - (1

GEZ L9hzzd



HNS/M%6/1300

Table 6: Suicide gestures (Suizidnendlungen)

France

Fluoxetine Other®

g F=D
patient number 451 @
patient years 201.6
suicide gestures total
(Suizidhandlungen)
suicide ﬂlsturlliplt- no.

suicide gestures/pat.

successful sufcide
succ. suic./pat.
suce, sule./p

=

sufeide 2

sl whd Fus
e Swwal pPEY

-

-up ¥

9€Z [9nZzd



Table 7: Sufcide gestures [Sufzidhsndlungen)

Sweden

Flucxetine f\h-._
patiert number 16 1 \
petient years 1

sufcide gestures total

(Suizidhandlungen)
sufcide gestures/pot. no, {06
suicice gestures/pat. ye 0.6 0

successful sufcide
succ. sufc./pat.

succ. sufc./ % 0
sufcide » %_;% . 0

suic, att./pa D
suic. att./pat. years

* rlacebo, no ¢y pETator

L€z [9wzzd



AN>/ M/ 1300

Table 8: Sufcide gestures (Suizidhandlungen)

S ead s - wa - . s = - ®
sfmicy & bkl s Bi-wy s smeofj = oiw

Flugxetine

patiert numbar 245
prtient years ' !1@
sufcide gestures total
(Sufzidhandlungen)
/ pat. mo.

/ pat. years 0

* Placebe, no d

1 attemp

gez L9nZzd



HNS/MwG/1300

Table 9: Occurence of svents in time

Fluoxetine treatment duration Kumber ¢f evert
at point in time of occurence (X = 60}
of event (weeks)

8
)

1
1
2 6
3
[
5
] 2
7 1
% ;
} 3
2
) |
4
131-5 10
£3 - 104 (] - 2
108 - 208 (3 - H

g

L]

gEz L9nwizd



HNS/MuG /1300

Table 10: Suicide gestures/patient fdentification

Flucxetine Othere

USA/Carada

HEAE
HILE
Pk
HEAF
HCAF
HOET
HCAF
e 1
HCAG
HCAH
HCA)
HCAJ

Juated
il

expert op , Yorume 50)
fttad

on in

>

HCLD
HCC

HECD
RCCD
HCCD
HCCK
HCDL
HCAF ;
HCON
HCAG
HCDL
NCAK
HCAD
MCDL
HED
HIQ)
KZDL
HCCP

Gernany prvis B eectent Ko -

* flacebo, no drus, comparstor

‘\

onz L9niZd



HNS /MwG/ 1300

Isble 10 (continued): Sufcige gestures/patfent fdentificarion

Fluoxetins Other

——

U.K.gﬂusingstahe

= BlY/BP/HC
= BiY/B®/HC
BlY/BP/HE
* BlY/BR/KC
B1Y/ER/H
B1Y/BP/HC
* BlY/BP/KC
= B1Y/BP/HC

IhZ  [9nzzy4
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HNS/MH/1252-8

Profect B1Y SI-

VR F1uoxetine vs. Anftriptyline, In-Fatfent Study
L]

AR

A 64 years old ferale patfent suff ent

J1CD 296.1) of retarded sub Ted on wisd 1.i0 the
study. On entry, her total ore was {tens.
JSufeidality wes rated & A she t 0 ules b.1.d.

of study medication acler to protocol ning of the same
day, she sératched ristdng her rface wounds were
treated by 4 sur being psychiatric department,
she tried to erself wi fn the same night at
I;W i.m, 0 ng day ven blnzndfuepinlf par-
afiteral) discon

;

This ca unblinde rscrne), however, not reported
or FD 1629 wfien 1t rev the comparator wes involved, The
investigator 15 s in this case.

Nt [9nezd



FLOGETINE OVEFDCEE
L]

GoT No.: BIY-EP-HC21, nu.;‘
S

Tris €3 year old male
inltial Hamilton
patient wap disc!

His medication
cenneris sasyid danih wup & Sagelans on
‘ﬁxztuth i conjunction with alechol.

Enz  Lonzzd



OOMPARATOR DRUG OVERCOSE
L]

GPT Mo.: BLY-BP-HC2{, Patient .

o rem— -
— R‘h:

-

Tris 24 year cid feczle
as=itsed to tha study

at vhich point me
#<int ker Eanilten

of 22, wvas
sy for 34 woaks

-r

wyz [9nZZEd



CO*PARATOR DRUG SUICIDE

GFT No.1 BlY-BP-HC26, Patient -

o= ez v (R @
oy -2 ' @ @
AN

Tris 58 year cld male ca: -~ an of 24, vas
ac=itted an 17.4.8€,
have comdrted mic

diec of an overdose

tient was found to
maiad that he had

ol

G4t L[onTzd



FIDETINE OVERDCSE

L1

w

GPFT No,:  BLY-EP-HC3Z, num:-

resom v (D
G- s-uiy.

Thies 25 year old male
ad-ivced to the study
wesks at which poin

gyz L9nZZd



FLUCXETINE OVEROCSE
L]
T No.1  BIY-RF-RCI, hr.u:-.t-

svess vo; (D
A <.

#

This 20 years old male ca
adnitted on 10.7.86 and
point his Bardilten
vizit he tock an

score of 26, was
J weats. At tha:
1, Prizcr to his next

LyT L9nTzd



FLUOKETINE OVERDOSE

L]
GT MNo.: BIY-EP-MC2G, Fir.i.mt-

- - @ ®

Tris 21 yeer old male cauc
¢ Rasilter score on A
wesk in the study, h
tc not having taken
stay in tha s%

-

en 11.9.85 with
end of his se=2
35 but he ainitsed
: ¢ lla wes parsuaded to
SOWirg week he took an
overdose of This was sech 22 @ Serious

Juicide ax Do R it adverse events from his

ght  L9nezd



FACXETINE OVEROCSE

‘T et BlY-BP-AC23, Part _.-

LES/2E8 Neu s —
-qa:u:: ic) Swudy,

frer taking any tri
dezressad to

possibly s/l
: Fé

64z L9wZZd



FLUOXETINE

L

GFT Ne.: BIY-BP-HCI6, Patiant -

— g @@ \V

study an 14.1.8€ with
f£2r 3 weeks, at
as aItted to hespital
squently found that

of Flucxetine bezavge her
than shculd have been

05t [9nzzd



FLOOXTTINE OVERDCSE

T No.r BPIY-EP-HC26, Paul:'.t.

i o W

“his 41 year old male ca inieial score of 26, was
alritted to the stucy on h Afler 4 his
Karilton score had to anc x Temazepar and

4 w &N ma Trazsins

] :-‘:i‘.‘ -I_-_:“-.' T i

he vas, In fazt,
of efficacy.

162 [9nZzd



F “UOXETINE OVERDOSE

s e v, QD

M NZ
N

finistad during
, 7.6.85 having take-
-ently stored Sor 2
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FLODCETDE OVERDCEE
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is next viels he was rescc-del
&y of the previous week vhich
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FLOOETINE OVEFOCSE
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A 37 years o1d male outpatient had received 40 mg of fluoxetine
for two weeks when he took an overdose of paracetamsl and war

adeitied to hospital. Ke recovered uneventful, It was _felt to
terminate the study after fyrther two weeks because =return

At proger intervels for assessrmert due to hasattel ; Gue tn
overocse or -paracetamol.

- G

Case Summary
[ or four 5 whén/she
spirine. T mal fits,
d. Event atfent
opnthat the

A 2C years old femtle had received
took 3000 mg of fluoxetine and 44
because she
thet she “"chopped”

lesting 3 and 2 minutes respecti
recovered fully,

It was documented on previ
petient was extremely an
had & friend who had had
ang changed medicatd

utpatie
paracetamo)

multiple drug overdose (7 480 g
ftan 7) after 3 wasks on fluoxatins,
fe cf 110/min wers recorded on hospital
recovered yneventful, Flucxeting was
3 terminatec 10 deys later according to

restarted after 3 days 1
protoceol.

Patlent
This was a 82 suicioe 2fter A¢ had

beer treated with np/Gey of Tlvcxstine for nine suntha. Appar
ently, be ook an overéose of Clobazas, aefitripiylire and pentale-
cint. Contafners for these crugs wars found near the body. Ke
flusxatine containers were found, The patisnt cevld net Bave Leken
pors than 480 pg of Tlucxetine unless ha fafled to cosply with
prescribed therapy and wai haarﬂfngﬁdrug. It was sstizated that the
patieat cied four days bafore ths body was found, thus 1t was not
passfdle to detersine Yevals of grugs. A FD1639 was filad, Nfr,
Control No. 84080618A. : '
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HE/ERY Wnad

Patient 1Y
nis was =year=old male who comaftted suicide by Manging after

he had Bean treated with placebe fer 38 gays n the Ux gerfatric
depreassion dose ranging study. A FD1639 was fileg, Mfr. Centro)
Ne. BADBOD21A.

Faittant
~year=01d male who comnitied suicice by hang'ng aftar
having taken 40 mg/day of Tlusxetine for five days in the UL Tluoxe-

tine vi, aritriptyline adult cepressicn dose r g stusy. A
Fbhz233 wis f11e2. Wir. Ceatrol No. BECSisA.

D™ N
France . . &

Flupsgllne wos - il fent wes recclving €0 mg
v fol lav-up vAS RN

Teleronce

vere ard he next doy she
Fitenpl

Too 1 rug Int ysician observed : *comc vigll®,
telun speet, o { reflexes, nystogrus of both eyes,
Potlent wsplicl! urinery ovtpui wes lnsllliuted ond
pulient woké up 6 hou g Intolic,

Decouse pasl leni c oty ©] Lhe erpocine syplors for [luoxetine
nvertkite carkh n ond neusee, om orpcney word phiyrfoluvin were
wederlng wether did Indeed texe o) overdosc of te.l, Presonting
cliniee! ¢© d olsc b Interpreted ¢5s ©: enarztic hysterico!
er:isxc. H I the renpinisg cons:'cs wirs missing fron the betlle
glves the (r.e. 17 eopaules ),

Fitoroling wir Tt frued wntll o sogorss frrantioar” guormslit ecsvrred on
dooonidy > fe,

Folrent wes hospitelired. She canfesaed Severn! posibhe Iptiers thal she hod
token only o few chlorgrcpote toblets bt ne *green copsules® ({luoxetine],
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Ferule 12 Yeers ald, Gooe Impravement with flemre § g efter clght wogks
of treaiment. Becovae ef her hausberd's cleahal ie~ ralnass

) $he ol lug
duicive by ingestion of barditurate ong she oo,

«

Miic 35 yeery ole, Fetles! sicw ‘v Irpreyet
N st cifezt, Luring the &h et o
tlenz ity 20 [liaxet fne Copnles elrpp
eras Wit v, A ligog excitelion wes ne

W

Femole 3¢ yeors o), Poti " by [luges ogreselvity ong
hynocoeelrine revwilalnge Affier 8isx Feulnmnit, st trtea

{6 comlt sulclde becodpy o leme witl/Per 3¢ orc’ her ch|igren,
She wanted to be !'mig”; do/n (o ﬁ%%w mohilems,

Al thot tim [luex net discon v this petlent s
lost te follow

e laod., !
POFUIoclIc phase (I Hutaoting er plocebe)
Miaghts eno tried 1y comuiy suicics o,

Cling Curlry, 1) inyes ¢rhisoce, .

et efter four ma Ve oef Blinsas lrectaen! (n o the
relenge Phose .'r.-'..:,;rf;;:;-; 0338 frpo= o Creit snle s
S 6f treatmees . Mers prigR> po yppamesia, of I8 cungics
=~ tiumctire BT C.asemat tnges

o .
#3 0¢
Fomle « 37 yeors pl

Buring 1he secord weok of treotment, this pelient tried fo commil t

slcigs by Ingestion of “lorcicpate, cicolio! ol HWJHM{.#HW!E

of o querre! with o e lphbour,

She wos hospital i res one right In on intens e carc unlf. She recovered,.
Fluoxetine WIS Il diseont inuee. :

Al Ihe £ renth oof frratee~:, she trfez Oyeit: 1o commiy suiclde besouse
b5 oAbl ot bes fatione el lsr chilioren .fn;r:-}'l':'pn cf

Huseeting v clarz;e “le Ste coeranan
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Mole 43 yeors old,
_ Light Improvement wign Fluoxellne euring the & monihs index
puripd,

In the Prophyloxls phose (blindeg - Fivoreting vg Placebo) ha
Iried to commit suicide,
lle hoy been hospitalirey

ond Flupxeline wos Siscontinued, lie
recoverpd,

W\ g

Fewule 62 yeors ole
Cood improvemon.
- e

‘¢ sixth treatment, gihe
Swicide stion of b.-':‘a:mn;;
waler, ."t‘hr re Flucxel; eed,

SEse efter 5ir wecky of treeimeny
ne Ief: ker, Skp tried e comalr p SUiCiCe
Wwricrezlacs, She recovered ornd Flusxeting

Hlll‘. !! unl‘“-

Ko improvement. After 17 weeky of Erestcent, t:u patient

cormitied wuledde wieh barhfrouraras and slzabat Y
- Flvonerine was discentinyes, .
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. ENCEE Covalored afrat 24é hours of therapy ang
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=
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— PESMITING palieng horpltalicagjon, Frysictan thinkg bulelde
dLteop: ray be dut 1o Intrecsed Abzlely In redation with
flueaering therapy,

After ¢ Wwaprks pf Ircols
_ flovged foking F :
[ COnnlt Jwicide hy
e recovere,

T

~ENSNE gy

he lrips in

Years o
of un!' n ralilens eng nrefessionno!
.E- =3

cxpiriancay Piychonathie FENILY Anet
= -l'-:‘,: Foo s fymem oy o wlaifde g Ve i b,

iR wEr Ciscontinued in splte of
& Soy ofter,

. c
i

mrvlrhu. prtlent teet BZU ag fluexetine plus

benaodjatepine and posslbiy pPhencharbitai. Fetdent had stage 1¥
J‘_ Enua ané rECevEry was rapid
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she recovered, F luaretire wyg Jiscont inuee.

{®2 o0
'd, Hyste FE0uGt Ly,

Although aln wmuy vRryY well fmoruven o Iy Ccpress fve Pparnt n.{ view,
fc Ei’hlﬁf‘f luh‘.’.‘fﬂ'.

—

ClL.ve e0 0N of o

Wb LD gy of kyg feldov-i= o, ¢
Fetivmy by e apsy A=rivgs §:.
Fi. riltiee gre fier hoc egr
€32081 Leoleta tEe scheci)es
hictier AEEEAPALE ams. o
kresfovsiy [intiatas o L
vet. €2 Patsen hag § 2¢
Evseral tines,

T N e r— -

092 Lowzzy



Sweden

Patiant .
his way @ yHat-cld rale who was errcilac 1n a Tluoartis:
Ke cor=‘tiad buicica by ha~ging efter Pe fLZ bes

§ludy in S=ecan,
te €D omp of flucxetine for 10 days. A Fpafas

w14 Tg2, Kir Contrel Ne. .W’ﬁﬂ!r\.

192 [onzzy




