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Iagestion wd 
(This appizer for 

   Bs vesesay 2 caps 

maxinee dose 

  

necules, 
2 cer- sp te 

  

comended, In patients with severe 
heduied dose should be given, 2.2. 
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Fluctin 40 

   2 capsules/é ts recor- 
h less body weicht exam 

  

  

+ capsule/d, In patie: 
dose 5: 

capsule/é, 

  

     

   

tesune your apgrov 
» We apologize for cha’ 
¢ into troubles with, 

    

ries Dr. Fert art 
Re arpr 

        

chulze 

  

with sev 

t 

till Des. 19% 

Regards SY 
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Physician's Information 

Fiuctin 
   e of brug: riuetan z0/30/40/60 

  

2. Regelations for distribution: 

on prescription 

         
   
   

  

  

fon 4 3 
edical science end fay Woioh/ the mani 
experience report (Qo sponsible £ 

according to § 4f/t AxS.|    

   
      
   

  

   

        

    

antidopre! 

Fluctin 20, one capsule 
equivalent to 20 mg #1 

Fluetin 30, Fluctin 

4. Indicetions: 
As in patient! 

5. Contraindice: 
ae in 

Observed in clinical trieis 
frequency of cccurencet 

  

Wet 
Patients with 
6 week treatm 
Occasionelly 3 
arthralgd 
iseontil ss 

it cbservation with Fluctin treatm 
ht lost 2 ke on         

  

   
   

        In such cases it 'y become necce: 
and if necessary treat with corticosteroids 

  

on of serumtraneal 

    

Flactin shall not be coadminiszered with HA0-inhib:tors, NAG- 
inhioitors shall be ¢iscontinued at leas: 2 weeks before start 
of treatment with Fluctin. Also the concomitant use of trypto- 
phane shall be avcided. 

only lirited experiences available concerning the 
ccrcomitant application of electroshock-th @ 
Elinination of diazepam was prolonged in interaction studies 
in volunteers. Oberscrvations suggesting # significance of 
thie effect had not been made in clinical trials, 
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Based on the currently available investigetions in volunteers there is no evidence for interactions with elcohol, barbitura- 
oral anti@iabetics and thiazide-diureti: 

         

    

tnvestigations neo a: 
had been observed, 

ng statements: 

9. Most important incomparé Sti 
None known 

  

   

    

   
   

19. Dosage: 
The dos Usually treatment 
with 20 
Fluctin m: the rorring. 
it may be n feck 
In severe dr plasma clearance of 
           
    

   

  

   
   

fluoxett Ay the schedtled 
This may be done by alter- 

ay. 
the elderly wee not ¢ifferent from 
vestigations, a maximun dose of 

is recommended in the 
ow body weight. 

   

treatment: 

treatments up to 

    

   

  

ingeste 2 5 
approx. 3006 mg, In this cese 2 zures were ob- 
. Commonly the ciinicel symptoms co! dof Gizziness, 

nausea, vomiting, tachycardia, 2180 accomodation disturbances. 
Severe arrhythmias éi¢ not occur. 
Primary detoxication on the day of ingestion by gastric lavage 
may be useful, while diuresis, dialysis or haemoperfusion 
do not promise to be effective because of the large volune 
of distribution of Pluctin. = 
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13, Pharmacology, toxicology: 

   

  

   

    

       

   
        

          
    

        
   

   

   

     

      

      

Pharmacology: 
The mechanism of action of fluoxetine as en antidepri 
appears to br ite inhthieinn of ‘sonér 
nerve termin 

  

     Animal suggest thi 
pressancs fluoxetine 

@ reuptake and th. 

ansmitte: receptors s 
rgle oF serctcnergic 

   

   

not significantly 
Fluoxetin is absorbed to 
trations occur appr. 6 
rate of absorption but 
im matahaliaad en 
metabslites pre 
The major metabeli, 
Norfluoxetine al 

  

ma concen- 
co¢ delays the 

on. Fluoxetine 

  

  

lose is about 2 days 
TY life cf norflvoxetine 

ple dcee. 
tate after 2 - 2 weeks. 

fluoxetine approx. 2¢ 1/hour 
Jhour. After cessation of 

      

    

thera within 3 - 5 weeks 
Vol luoxetine and norflucxetine ts 
abou! protein binding is $4 
Elder}} nal impairment including functtonal 
anephric emonstrate significant changes of 
plasma cl cients vith severe impa: of liver 
function, h heVhetaboiisn of fluoxetine is delayed, 

  

no data evailal ning @fecribution 
febrospina: fluid, breast milk er concern: 

fusion in hunans. 

  

    

  

city, f¢ 
any absozna: 

ce, race, ané dogs which had been 9: fluoxetine for 
3 - 12 months showed phospholipi¢ accumuleticn in lung, 
liver, adrenal and retina, These changes were all rever- 
sible and not characterized by clinical symptoms or other 
toxic sequelae. 

eenicity 
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Specific studies in volunteers and patients particularly 
in comparison to compounds which are known to induci 
Phospholipidosis in humans revealed no findings suggesting similar abnormalities in humans by fluoxetine. 

  

  

Precautions: 
There-is no indication 
effeprinc, Rowev 
the free 2 omy 
Patiente with severe impa!rne! 

    

  

   

    

  

       

    

     

     

    

patients or with sii 
Commended to cceént 
of treatment with Fluct, 
Manic and psychotic s 
casos in susceptible 
until the 
epressive patieny 
te be observed eud4i 

  

efozologicee paraneters 
intervals particularly 

      

     

   

   

2 not be adzinistered. 

  

Recomnendati 
None. Fluctd/ 

rage: 
Stored with room temperature. 

Fharmace 4 packece 
Fluctil 7 FA wetin c, Flu     
Dete of\Snéo/yiation: 
December 

Compeny: 
Eli Lilly Gnbw 
Teichweg 3 
D-6300 Gleden 
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PATIENT'S INFORMATION 

Eli Lilly GmbH Giefen 

Fluctin 20 
Active component: Fluoxeti 

Composition: 1 capsule contains 22.¢ mg fluoxet! 
lent to 20 ng fluoxetine 

  

eg: 

Indte, 
Fiu 
ai 

  

   
ion: 

is iné: 
  

  

  

Contrainéications: 
Rypersensitivity to 

Treatment of childre: 
isn 
this group of age. 
Pluctin should not be a 

      

Precaution: 
There ie no indicatipc™of 
Flustin only should 
éuring the firet 
has been made b 
in patients wt 
of Fluctin i, 
formed (see 

sleeplesan 
sweating, 
disturbance of vis, 
these events are 
during course of 

Slight weigh fr 
Fluctin. 

cr. In t 

   

were rarely obs 

  

application of a sedative 
treatment. Until antidepre: 
are to be observed suffici 

brs 'eh/319 

t recommended since no 

datk. 2 

  

e Hydrochloride 

  

hydrochloride 

     cated tor the treetnant E> de ive ayn: ~ 
= origin es for exerrle eadoghfopepyeurotic pad ae 

   

    

   

  

     

   

      

   
   

   

  

      
   

   

    
   

    

  

   

fcrancy particulari 
jonefit risk assessne: 

    

function, the metebclism 
of dose hes to be per- 

    eedache, nervousn 
shea, ary moth, 

yerersia, constipation, a 
Nting, sedation, pruritus. Ma: 

Mf deprassion and mes: cf then subside 

    

       

equent event ccctring with treatment of 

  

y occur which very rarely is eccompanieé by 
shali not ke con- 

ed. 
of liver enzynes 

hese cases Flucti: 
    

   

    

In agitated patients or patients 
ring from significant sleep dieturbences, additional 

is recommended at beginning of the 
ive ections become effective, pa: 

ently. See eo 

  

nts 
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According to currently aveilable investigations no impact is to 
t on operating machine 

fac is CLecive tie individual reaction care         
interactions: 
Pluctin shall not be adnini 
MAO-inhibé 

acment 
syptopka 

Elininetion of Giazepar may be #i 
¢ nov ne inter 
nistration of 

ore) entidiabetics 

    

   
   

      

   

      

     

    

    

          

   

Dosage and usage: 
If not prescribed ditt 
to administer Fluctin 

stion with food 

  

ould net exceed 2 cep- 
severe inpairrent of 

that means 1 capsule 
Sulee FLUCTIN 
liver fencrit 

  

every secoy thf capsu, 

After ex; late’ Fluctin\ghi ot be administered. 

Drugs heve So>be stor: ible for chi24ren. 
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PATIENT'S INFORMATION 

RLi Lilly GmbH G 

  

en 

Fluctin 30 
Active component: Flucxetine Hydrochloride 

Composition: 1 capsule contains 33.6 mg flucxet. 
equivalent to 30 mg fluoxetine 

  

hydrochloride 

Sedrotic \ 

te ItyyearsNQbeh Fiuctin 
aNdxperiencterare a¥ailable for 

indication: 
= ed for the treacne: 

for example    

  

   

  

   
          

   

  

fluoxetine. 
    
   

  

is not recommended 
this croup of age. 
Pluctin should not 8. 

Precaution: 
There is no indicatis 
Pluctin only skould 
sring the first 
hes been made b: 
In patients wi 
of Fluctin 4 
formed (see 

le offspring. Howey 
particular? 

  

     
   
    

   
   

  

ny the metaboliss 5 
n dose has to be per 

y 

cur: nausez, headache, nervousness, 
   

    

  

   

sleeplessn diarrhea, ary mozth, trenor, 
sweating, asthenia, 
isturban F ny of 

these events are Ea n@ most of then subside 
during course of 

  

Slight weight 
Fiuctin. 
Occasionel?: 

frequent event occuring with treatment of    
    

   

panied by 
net be con- 

teZ. 
enzymes 

  

   

meting phy! S 
ese cf white blocd count o: eleva’ 
rarely observed. 

Precaution: 
Fiuctin lacks sedating effects. In agitated patiente or pationts 
vEfering from significant sieep disturbanc! aditiona. 

ication of a sedative is recommended at beginning of the 
tment, Until antidepressive actions becone effective, patients 

are to be observed sufficiently. sini 
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Accor@ing to currently available investigations no impact is to 
expect on operating machines and driving care. However, it is 
recommended to observe the individual reaction carefully, 

  

Interactions: 
Fluctin shall not be administered conconiz: 
MRC-inhibitozs have to be éisconzinued et 
trectme: with Flue’ 

should a. 
iezepex ray be sligh 

interactions hav 
mn of barbs: 

    

      
   

  

   

  

      

    

    

  

   
   

  

    
   

    

  

     
   

etics, thiazide-dix; analgesics, 
ermones, antihistamin idine and 
ric acié inhibiting te te 

amplification of the actiox 

Dowace and usage: 
Tf net prescribed dity 
to adrinister Fiuctd) 
Ingestion with food 
The dose is 1 to 
severe impairmen 

is recomended 
2 the morning. 

fay. In patiente with 
jose should be haived, 
1 cepstle per day, 

    

semb/22$ 
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PATIENT'S INFORMATION 

Eli Lilly GmbH Giefen 

Fluctin 40 
Active component: Fluoxetine Hydrochloride 

Composition: 1 capsule contains 44.8 mg fluoxetine hydrochiorjde 
equivalent to 40 mg fluoxetine 

   
ication: 

ie indicated for the 
for exazpil ni 6 irotic gpd Ae 

ntraindications: S 
sitivity te fluoxetine. 

Treatment of children and ado; to 1@¢xears Och Flectiz 

      

   

    

    

      

  

Precaution: 
There is no indicatis 
Fluctin only should 

durin first 

has been made b 
In pati 
of Pluctin 4 
formed (see 

    

  

articularly 

   

Side Eft, 

    

constipation, asthenia, 
pruritus. of 

je events are e-depression ené most of them subside 
during course of it. 

      
    

Siight weigh 
Pluctin. 
Occasional}: 

  frequent even with treatment of 

  

eecurin 

     

   

  

¥ occur which very re: is accompanieé by 
Tr. In these ceses Fitct:n shali not be con: 

Se consulted. 
  

    

rved. 

  

were rarely o 

Precaution: 
In agitated patients or patients 
disturbances, additional     

are to be observed sufficiently. ot Loe 

har /eb/z19 

  

2 
is not recommended since no xperienc! @ available for 
this group of age. 
Fluctin should not be ady Keto nur, ie 

of pring. However, 

#1 

The foll aide effec Qe rausea, headache, nervousness, 
sleeplessn 2 diarrhée, dry mouth, trencr, 
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z 
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According to currently avai 
expect on operating machines and driving cars 
recommended to observe the individual reaction carefully. 

yy With MAO-inhgAitors 

¥: 

  

Interactions: 

      

   
      

  

    
; of Glazepaz ray 

ov ne interactions he 

    

  

   

    
   

x gastric acid inhibiting 
avoid during treatment aithoy 

Doeage and usage: 
If not prescribed diff 

Pluctin 
is recommended 

the morning, 

  

ingestion 
The dose is 1 to 
patients with le: 
sule FLUCTIN 4 
liver functigy 

      

not exceed 1 cap- 
severe inpairment of 

4, that means 1 capsule 

  

every second fof) capsnl : 

After ex Dee Aluctin not be administered. 

Drugs havQ@ be stored iedcebeible for children. 
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PATIENT'S INFORMATION 

El{ Lilly Gmh¥ Gtaten 

Pluctin 60 
Active component: Fluoxetine Hydrochloride 

  

Composition: 1 capsule contains 67,2 mg fluoxetine hydrochloside 
equivalent to 60 mg fluoxetine 

A. Flue! 
re available for 

Indication: 
Fluctin is inéicated fer the treetzeny 
éifferent origin es fcr exanpie endo: 
depressions. 

    

    
   

            

   
   

    

    

   
   

  
   

Contraindications: 
nsitivity to fluoxet 

atment of childrer. 
is not recommended since no 

this group of ag 
Fluctin should not be a 

     

   

Precaution: 
There is no indicats; 
Pizerin any shania 
during the first 

  

n, the metabel+ 
of dose has to be per- 

  

of Fluctin i 
formed (see 

The tolx 
sleeple: 
sweating, 

cur: neusea, heacsche, nervousness, 
Mss, 4a ary mouth, trenor, 
éyspepeiz, constipation, asthenia, 

ting, sedation, pruritus. Many of 
f depression ené most cf them subside 

  

     

    

    
   

  

    

    

Siisht weigh; with treatment of 
Fluetin. 
Occesionel?: 

         

  

$ accompanied by 
rT. In these ceses 222 not be con- 

Yeating physizi 
Decrease cf white blood count or elev 
wore racely observed. 
Precaution: 
Pluctin lacks sedating effects, In agitated pacients or patients 
suffering from significant sleep disturbances, additional 
pplicetion of a sedative is reccmmended at beginning of the 

treatment, Until antidepreasive actions become effective, patients 
are to be observed sufficiently. ae 
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According to currently available investigations no impact 10 to 
expect on operating machines and driving cars. However, it is 
recommended to observe the individual reaction cere‘ully. 

  

Interactions: 
Fluctin shall not be administered concor 
MAQ-inhibitors have to be discontint 
treatment with Fluc: is init. 

tophar shculd also de pe 
icn of ¢iazepan ray be slight 

Up tc now ne interactiens have been 
istration of barbitcrates or 

cre: antidiabetice, th 
ene hormones, ant 

stric acié inhtbiting é: 
airing treatment altho 

amplification of the actior, 

  

    

  

    
Dosage and usage: 
If not prescribed ditt ry Othe phy 
to administer Fluctin &fcl ily, pref 
Ingestion with food A posssple. 
The dose is 1 capsules 

   is recomended 
the morning. 

     

      

ts with severe 
alved, that means 

After expiry éministered, 

Drugs hav; ble for children, 

  

has/mb/219 
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Cm. 5 

Fainabulio of oor cobecsey blr Jo Me Bis 
Dear ladies and gentlenen, 

In reply to your letter of Feb, 26, 1985.ve would like to 
inform you of the following: after careful consideration of 
the arguments brought forward as well as of the benefit and 
the potential risks of the preparation we cannot share the 
opinion that registration should be reject sons for 
& rejection are not applicable. ey 

Re.r 2. 

It ie not true that the therapeuts £3) 
been sufficiently proved. 

Rest 1.1 
Two expert opinione, wri 
also submitted to you 

      

    
   

  

   
    

   

sof the data 

dds that the 

  

efficacy of fluoxet: that the 
profile of action Acterized. 
(EB, actac) t 1). 

An expert 3 itten for the application 
for regi, @o considers the efficacy as 
establish mt 3). 

‘The methodical er: aesification of the depressions in 
the inclusion er ash-out phase, concomitant treatment 
with other ps: agents, selection of control prepa: 
tiens) seems £o up incomprehensi cur extensive con- 

  

ments of October Apes. This opinicn 42 also expressed in the 
expert cpiniode Sy QD 2-¢ QB e-s cs crcrougnty ate- 
cussed there. 
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A reanalysia of the results of study protocol 27 already sub- 
mitted where only the patients were considered who were ad~ 
ministered fluoxetine or the control substance respectively 
without additional psychotropic therapy (analysis of Apr. 03, 
1985; volune 55, p, 00-121) shows no essential 4 
pared to the evaluation of Aug. 14, 

    erence com= 

     

    

  

   

  

   

      

   

  

ivoiune <3, p. 
where all patients with or without psychotypfs concomitant 
neficetion ware included. 

™ 

    

confirming the transferab{ 
cf the American data (attachment 
studies we used the ICD ¢ 

icénter pro- 
study II in 

   

  

   
   
    

   

  

         

  

Experience in ts has been broadened 

and is compa: n Out-patients 
eport no. 56, volume $1, 

pF 7 and report no. 58, volume 51, 
Peo nt 6 and report no. 57, velume 
Sl, pe ttachnent 4 and report no. 55, 
volume $1, p. 1). 

Re.1 1.2 
Controlled fYimical trials verses cemparetor drugs over a 
period of mite thigh 6 months are unconz: ere are also 
ethicel objectiche es weil es technically crgerisational 
problems in carrying then out. 

   

  

Safety data are generelly presented in open studies especial- 
ly when they exceed a period of § nonths. 

61
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GERI & 02 cs QM se tgea in their expert opinions the 
data presented already in 1984 as being sufficient. 

  

Meanwhile these data have also been published. The authors 
shave come to the conclusion that fluoxeti: 
ive in long-term the: 

  

is sefe and effect- 

steers QZ 

y (attachment 15). 

  

    

   

      

: 
sente? in the FDA safety update ¢; 

no. 62, volume 54). Bas; 

too concludes (attechnent 3), 
well tolerateg in long-te: 

    
    

     

So far, there are no devel lependence, 

Re.: 2 

We ‘see ho suspichQh0o! Uhive irae effects in 
fluoxetine. 

Ber 2. SS 
The ary of uicidal actions worldwide (deadline 

  

Aug. 1986) amounfQe the fluoxetine therapy group 
ana in total trol groups there are 15 cases 
(attachment 11) 

6503 aie with fiuoxetine ané in the control 
grour ty 420 patients. According to this the incidence we 
rete fok lu s 

0, 9c€ re ignt 

  

ne rescics a      

  

fer the control group 
   

t,6 

Es a
w
 

  erence is     

        tnedéei erably below = repo: 
Or depressive populations [MMMM ettachrent 13). 

Men. 
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The analysis of the tine of occurance in the individual ca: 
shows that suicidal actions occur neither mainly in th 
initial phase nor can they be attributed to plasma concentr 
tions increasing to the ateady state. Instead they are distri- 
buted over the entire duration of exporure up to events 
following 3 years of long-term on (atcachnent 11, 

table 9), This indicates a ge: 
than induced by the substance 

ete the reported suicidel a 
exposure in the individual th 

    

    

    

                          

   

    

   
   

    

fone t    
     

  

patient years, The incidence re: 

cf 0,043 for the control grow 
significant. 

   

The analysis (attachne: 

of chance - a{fferen| 
of the 

suicide attempt 

study with hoi 
line, all 4; 
the 

ent 
that for amd the des 
(documentation on 

red under anitripty- 
ed according te 

ly globally classified as     

    
"suicide attempts* is questionable 

acitons, summary of cases, attech= 
Bent 11). 

Time ané ag: e ought forward thar the initially 
atrongly ing) ¢ffect of the tricyclic antidepressant drugs 

  

     axitriptyiin AnSpramine posses: Frotecting from 
cige ané that substances ei eedstion or those 

which even bring about stimulation are aubjezt to the risk of 
activating patients prior to onset of the antidepreasive 
effect and that therefore suicide! actions may occur more 
frequently. 

       

. Slaee 
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We have paid special attention to this objection and have 
asked experts for their judgement. 

According toQMMB even the iniermy aubriered daca éo 
not indicate that suicidal actions might have ts be attri- 
buted to the specific effect of fluoxetine. The anyway not 
vary high number of suicidal actions would fees 

cs of the illness (ettachm 
jected the initisily eubritted cosee 

ensive casuistic working-up and £ 
g specific dimension of influe 

      

   
    

    

    

On the basis of these evalua nut of 

the occurzance of suicidal for the 

{Tutxetine. 

s of the 

nt into our 

qe 
suspicicr/miicidal risk sBec 
However, wo are makin: 2 
agency by having in ae 

product emis 

Fluoxet: Qt prod; fing effect. For pa- 
tient xXG% tron or from distinct sleep 

ais) cde AAdditions inistration of a sedating or 
sie ‘omoting med! 2 recommended at the begin= 
ning OXthe fluc vs 

ee and patients with the risk cf at- 
Ue ought to be placeé under sufficient 

    

  

Re.t 2.2 

In a repeated review of the data we coulé not finé confirmation 
for the assumption that under therapy with the product an in- 
crerse of sone of the symptoms of the underlying iline: 
anxiety. sleeplessness and agitation may occur. The reana- 
lyses of Aug. 14, 1984 (volume 49, p. 1-172) and ef Apr. 03, 
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1985 (volume 55, p. 00-121) deronatrate th 
y showing vf agitation po 

duct. Others, however, are showing sigz 

   ¢ patients are 
      ibiy inéuceé by the pro- 

- This, by    
the way, ia also the case with imipramine. 

In addition, we are referring to the ex) 
MD 2" 13, v.26 ee wert os pe 

    
      

        

pulmonary changes 
inclusions in the 

  

the presented 
indication for a 
clinical rele 

Reanwhil invest de 
elart ‘tion ¢ exYent the cbservas. 
indu ‘of phospho s in animal experirents are signi- 
ficant hum 

  

    

   

  

There are subj 
ine! 

2 clinica! use 
imal experirent \! 
6o not shew these ¢. 

rthernore, taere are 

ch cause phospholipid 
ch however, from 

nes in hunens (e.g. 
s in use which 
animale and in 

     

    

  

   

Fre 

  

ipidosis én she ap:    fe.g. 

  

ents who were t 

6.5 years were compared with a szeur 
about equal size and with a group under imipramine and with a 

further group under amioder that were 

ated w:       

       
  

    therapy, The t 
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carried ovt included mainly the lung, the eyes and the 
ph TS} 

possible in order to detect changes possibly cetsed by phospho- 
slipidosis, The data obtained do nct indicate  potential-ocecr- 
Trance of phospholipidcsis in humans (special test for long-tern 
safety of flucxetine, attachment 8 end rt ns. El, “LP 

nt in 

peri- 

    

  

  

  

   

  

   

   

   
     

    

     
  

Gn the tots! of the finds 
the ery 

  

cation tn h 
opizion was obtained (Rest: 

ont th 
day can safely be ux 

RI «00. ee “es Dpoxpressed 
the new resulta c\Ne inve 

  

DQvev exp: 

  

We are providlp 
the pharmacig 

osed. Compared 
ication fer   

+ seversi sections heve been ri 
ed state of knowledge. 

  

. aviecé and adjusted 
to the chi 
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The effect of fluoxetine cannot be termed hepatotoxic, The 
incidence of liver-enzyme elevaticn is rather to be called 
low. There are no severe organ damages SO 
Pp. 12/13, attachment 9; me >. 7. 

ups tha: OQ? 

QUBEN . 5/6, attachment 2). 

- $4, B 

    

Relevant transazinase elevet 
      tidins nore seldce ¢ 

ive ce: 
424). 

    

An davestigetion to ety 
peired liver funceto: 
cirrhosis (see att, ’ 

As expected, JacrMhalf- 
to 

in 
Fe 

  

fore recomm 

     

      

   
      

  

   

    

and the 

of ciinicaliy relev 

é low according to 
ttachment 9; 

   

  

rect cenparison with 
con’ ing clinical triele (report no. 62, 

  

dere liver 
clogica!   x ané hex    

reguia 
application, 
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¢) 585 fluoxetine patients had at leest two eye exaninations 
in the courses of clinical trials. The percentage of the 
obeerved changes wes below the percentage of ail control 
groups, apart form placebs. 

    

No uniform disorder was detected. 

the dais: 
absve regerds 

  

evide: 

  

substance rel, 

Tn¢lude two ane- 
udies from Germany, 

fe U.S.A. which 
Sy or which were avait- 

  

   
     

   

    

Fen gy on of Merch 2, 1984, ané the   

ans cerns of Oct. 19, 1984, further 
stud) Reroua anilyses of pocled data were 
subnittm 

  

3) and cf Ke expe: 
S aie - Hug. 31, 1566 (attechten: 3}. 

      

     

  

     

      

gz
z 

Lo
nz
zd



  

- lo - 

  

Siwuid yuu wtiii - in spite of tne Gata ané expert opinions 
now presented = have reservations regarding a positive bene- 
fit/risk relation of fluoxetine, then we woulé like to ask 

to ¢       i ue the opportunity for an orai nearing before 
& final decision will be made. 

Rant 

  

Dr. K. 3. Bamberg 
Manager Medica! Adninistrets 

  

BYK/BEU/1818 
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Translation 

  

Letter to D: Solce of Dec. 4, 1986     

  

Rea~ ne 

on reques: of your co=pany, I heve ha| an expexgrepikiér. 
on May 2¢, 1985, referring to youy/Pubi fluoxe Pind Se 
is mainly concerned with the pri adverse, ts 0 
fluoxetine. 

    

   

    

   

  

   

  

   

  

     

    

   

    

terial 

igational 

farefully exa- 
point out that 

of May 20, 1985, 
ations. Especially 

has convinced me 

Meanwhile you supplied 
which has been produce; 

clusions, also with reference 
he inclusion bodies in the 

  

According to the gations now available it is my opinion 
concern with regard to eye function, 

well as lure f: The investic- 
@ to have been carrie# ovt in an eavecial- 

that there is no 

  

nerves and 
    

    ation preee: 
ly diligent a 

the ether drugs i 

emely valucble. 

the compari~ 
es: appears 
te be ox: 

    

Best regards, 
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hns/mst/296-1 M.S 

      sir clinical tri 

All sutcide gestures reportec in fluoxetine triais worlewice have been 
compiled in this documenteticn. . 

  

For this ouronse at? 
dose have deen Vis 
      

      
     

    

fet wrere 
thts reze! 

  

    

  

   

been instructea to 
= completion of 

i drug (e.g. 
i¥ they occury 

      

   e oe “fiuezetine and the cor 
Nes which are stili biinded 

Fas been countec for flucxetine an¢ 

  

   
   
   

    

    

   

  

     
    

AG orgeing st 
olie 

      

Se for parte 
até sutztze 

wete fs 0.0% (5 * 
tires eore than in the con- 

ore t2tted). It 1s 16 tines 
Pohineter, Ref."50/13, 

  

   

    

  o (pe 
tae ina ¢e essive Foputerice 
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hns/mst/296-2 

Looking at the different countries the majority of the date hes been collected fn the USA and Canada. In this group suicide gestures occur 1.16 times less 
with fluoxetine then in the control group. 

Germany there was only one event reported which occurred on amitriptyline. 

  

in France 17 of 18 suicide gestures hed been reported during a 6 months 
uncontrolled treatment with fluoxetine. The incidence rate 1s about 10 
tires nigher compared to US date reflecting a different group of patients 
ane kine of follow up. 

Tarle % i}lustrates th      svictoe gestures occur et      
  

    

   
rug retetec or ni 

ase summeries ‘t 1s doubtful 
aic take f% eate        

    
   

  

   
    

fivexetine however she hec not be thet se 

hac ar. event on fluoxe ie but ne tion. Petients 

aacaay.” ema | ipeantcies 
ents ere exclu Group drops frov 

  

fro= the US cov 
wee tre 

d\fficulty. Further 
jn. (See corments ¢!ver 

    

    
       
     

   

couie be regardes, ppropriete Zor’ 
with the respec; = ries.. 

dence ratey/Ary 

   Excluding the 17 cases fi ePrench uncontrolled study and relatiny 
to the respecbipe time of¢ tote] worldwide petient years - 
161.8 = 1006.2 patient yeasghe Incidence rate ts 0.033. 

          

Mrese dete cf different kind and sources es {f 
trial. However no metter {f the best or the 

no evidence for an increesec risk of sui:         
gestures by fidget 

APT SA. 
fr, ¥. N. Schulze-Selce 

Fneloe 

  

Tables 1 = 10 
Case summaries 
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HNS/¥NG/1300 

  

le. 1: Suicide gestures (Suszidhandlungen} 

Worldwide total 

Fluoaetine 

  

   

  

   
   
   

    

    et numbe 

  

sient yeer 

  

tvicide gestures tote? 
(Sutztenanclungen) 
sufcice gestures/pat. no. 
suicide gestures/pet. years 

success‘u? sufetdes 
succ. suic./pat. no. 

Succ. suic./pat. yea 

suicide attenp! 
Suic. att./pi m 

sufe, att ear’ 

* Placebo, no drug, 

If 1 atrerpt ofgat ded ongetns $3. 
(sez tadte &) fd edcef) to fivox 

    

ress pat 
tures /pa      

If edded to other: 

gestures,pet. no. 0.0069 

gestures/pat. yeers 0.045 “ 
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  HNS/#W6/1300 

Table 2: Suicide gestures {Sufzidhandtungen) 

  

Petiert nucder $072 
Petient yeers 63 sf oN 

SuICICe gestures tore? % 10 {Sutztdhandlungen) i 

      

  

successtul sutctoes 
Succ. sule./pat Ag 
Succ. sute./pa: Ss 

Cc. 

9 

suicide a & 9 
suse. att. /p nO. - 6.0036 
Suc. att./pat, years 0.03 0.035 
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3: Suicide gestures (Suizidhandlungen) 

  

Gerna=y 

Fluoxetine 

  

suicide gestures tote? c 
(Susztenanétungen} 
suicide gestures/pat. no. 
suicide gestures/pet. yeers/ C0 

successful suicides ¢ 
suce. sule./pet. no. e 
sute, suic./paty ¢ SY 

ty 
nb. 

suicide at . 
sute. atts 
suic. att./j ears 

= Pleceso, no drug, © e 

   

  

£€
z 

Lo
nz
zd



  

HNS/W6/1300 

Table 4: Suicide gestures (Suiz{dhandlunger) 

UK, Basingstoke 

      

     

Fluoxetine 

patiert number 1 
patient years 16.7 7 

suicide gestures total 3 
(Suizi¢handtungen) 
sutetde gestures/pet. no. 0.083 
suicide gestures/pat. yeaes 4 

successful sutetde ° 
suce. sute:/pat /p6, 0 SS “0046 

     
suce, sute./ ¢.053 

suicide abegnges 2 
suic. att./pdX no. c.008e 
suic. att./pat. yeors 0.54 0.10? 

* Placebo, no ‘ator 
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HS /¥51G/1300 

Table $: Suicide gestures (Suizidhandlungen) 

Uk, Erl Wood 
   

    

  

Fluoxetine 

patient number : 
pesiert years 4 i 

suicide gestures tote! 
(Sutztehandlungen) , 
suicide gestures/pat. neo. ,018 7.009 

suicide gestures/pat. yt e. 0.10 

successful -suictde z 1 
succ. suic./pat / 0.008 
suce. sute./o OF & aan 

4 
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HNS/Mx5/1300 

Table 6: Suicide gestures (Sutzidnandlungen) 

France 

Fluoxetine 

  

     patient number 

Suicide gestures tote) y 
(Sutzidnandlungen) 

suicide gestures/pat. no, 604 

suicide gestures/pat. ye; 

successful suicide: 

suce. suic./paty 

suce. sufe./py 

      

    

suicide a 

patient years 201.6 kee 

Y 4 

  

Otker* 
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2: Sufeide gestures (Sutzt: 

  

Sweden 

Fluoxerine 

pattert number 

sufeide gestures total 
(Suizi¢handlungen) 

sutetde gestures/pat. no. 206 
suicide gestures/pat. yey 0.6 

Successful sufeide: 
succ. sufc./pat. Ais. 
succ. suic./; s      

     

  

suicide a 
suic. att./pa nro. 
suic. att./pat, years 

* Flacebo, no 

     

     
petient years Gj 
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NS /PH6/1300 

Table 8: Suicide gestures (Suizidhandlungen) 

  

  

patient number 245 J 190 

patient years ‘> HR 

suicide gestures total 

(Sufzidhandlungen) 

/ pat. no. 

/ pat. years ° 

1 attemp Nang in & y which stil) 4s blinded. 
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HNS/¥916/1300 

Table 9: Occurence of events in time 

Fluoxetine treatment duration hunber cf evert} 
4t point in time of occurence (x = 60) 
of event (weeks) 

reported 

  

CG 

& & 
© 
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HAS /MW6/1300 

  

Je 10: Suicide gestures/patient identification 

Fluoxetine Other® 

  

Vv 
WP 
Juated 

» yorume 50) 
fitted 
‘on in 

  

MICAH 
HEAD 
COL 
EDL 
HOCD 
HODL. 
HCCP 

  

Serany 

  

* Flacebo, no drug, conperetor 

on
e 

Lo
nt
td
 

\



HNS/wG/1300 

Table 10 (continued): sutetds Sestures/patient tdenti fication 
Fluoxetine 

Other 

U.K. /Bestngstoke 

  

BIY/BP/HC 
Y/BE/HC 

B1Y/BP/HC, 
BY/BP/kz, 
B1Y/BP/H 
B1Y/BP/HC| 
B1Y/BP/KC 
BLY/BP/HC, 

  

B1Y7FP/070: 
B1Y/FP/070; 
1Y/7P7/070! 
1Y/FP/070; 

B1Y/FP/0704 
   
Sweden 
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HNS /HH/1252-8 

Prosect B1Y oa 

WHR Fi voxetine vs. Anitriptyline, In-Patient Study 

Patient no. Ql ® Vv 

Case Summary (und!inded, yo SY 

  

     

   

A 64 years old ferale patient suff enc 5 sion 
AlCD 296.1) of retarded sudt; fed on wes co the 

“™~ study. On entry, her totel, A Sfore was tens. 

Jsusetdality wes rated 6A O8P0Qps, she ty Oegpsules b.t.d. 
of study medication a te protoco? < ening of the sane 

day, she scratched ristiing her’ irface wounds were 

treated by a sur being bi psychtatric department, 
she tried to erself wi fn the same night at 
1,00 a.m. 0f NY Ing day, ven benzodiazepines par- 

afters) dtsconten, . 

This ca unbV inde sonnel 
on FD 1639 When ft rev the compa 
investigator 4s § in this case. 

© 

however, not reported 
wes involved, The 
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FLUOXETINE OVERDOSE 
. 

Geno. BYRNE, PaiendD 

_—— 2 Ww 
   
    

‘This 63 year old male 
initial Hamilton sco: 

His medication 

  

4 conjunction with aleohol. 
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COMPARATOR DRUG OVERDOSE 

GPT No.: BLY-BP-HC2¢, Patient o 

  tas 

  

    

     

    

‘This 24 year old ferele 

     

    

a init of 22, was 
adzittet to the erudy She coy scuty for 3h woke 
at which poin of 36 in, At this 
point her Hantlton 

nz
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COMPARATOR DRUG SUICIDE 

GPT No.1 BIY-BP-HC26, Patient we 

    

   

  

‘Tris 58 year old mele cay 
adnitted on 17, 
have conizted mete: 
died of an overdose 

of 24, was 
tient was found to 

Wwealed that he had 
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FLDOXETINE OVERDOSE 

GET No.1 BLY-BPHC32, raciens 

— QV 

=" OS 
   

   
      

    

  

   
This 29 year old male of 33, was 

adritced wo the study fh the study for 5 
weeks at which poin my caprules of 
Fictxetthe. He was 
was clearly sti! 
of 29 but 4 

Cereé szontancously. Ke 
study with a Ramtlton score 
siciés} intent. 
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EWWOXETINE OVEROCEE 

Ger tes mly-pr-acnd, Patient Qj 

ep s-. WP 

         

  

This 20 years old male ca score of 26, was 
admitted on 10.7.86 ang Bveaks. At thas 
point his Hamilecn Prior to his next 
visit he took an Fluoxetine, which was 
believed to be p paffered no adverse 
experience 
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FLUOXETINE OVERDOSE 

‘ 
tT No,: BlY-EPHE2, Pactene 

  

   

     

  

   nis 21 yeer old male cauc. 
@ Raviltcr score on acy 

week in the study, h 

te not having taken<he prc 
stay in the at pi texing week he took an 
overdose of ‘This was sem az a seriows 

suicide ax wifferys Me adverse events from his 

on 11,9.85 with 
° end of his sesr2 

35 but he wtnitred 

Me wes persuaded to 

© 
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FLUOXETINE OVERDOSE 

“Get Ne.: BLYSBP-HO23, Patient we 

‘This 71 year old fenale ca gay on 6.11.84 
an initial Hart leo, “a. Ge Ferumiet for her 

i pas cs scouraged her 
= etssqently more 

depressed to exdcse ef Tecazepaz and 

  

       

    

Incit any adverse events. 
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FIWOXETDE 

Ger New: Biysmpiczs, Pettone QU 

      
    

Body or 14.2.86 with 
for 3 weeks, 

atte’ to hospital 
quently found that 

of Flucxetine because her 

than should have been 

  

   of Tey 

i    
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FLDONTT INE OVEROOSE 

AGT Nor Bivamicas, Pecient 

oe] 

  

“this 41 year old male om 
adritted to the study on 
Harilton score had 

4 80 me Tarte 
he was, dn fact, ren 

of efficacy. S 
cs 

    

     
    

(S
z 

Lo
nt
zd



  

FWWOKETINE OVERDOSE 

es/ons vo. Q 2 
Previcesly WEP. 

     
   

(B2Y-BP-#050) and 
that year. She was      

      

ently stored for 2 50 x 20 mg ca; 

years. It ves any suicidal intent 
Decause ¢) the followine day having 

appan 
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FIWOCTDE OVERDOSE 

G7 No.1 BiY-BP 22, Patient 

  

Anita varilton score 
treatment he repo: 
day and € cai 
suicidal int 

£8 having 
Sparen 
moici 

  

=e 
i 

= 
ret ‘end of 3 weeks of 

fot Fluoxetine on one 

  

, without any 

  

he was resordet 
ry of the previous week which 

y rash. ‘There was no spparent 
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FLDOXETINE OVEFOOSE 

G7 No. Bly-aP-nc22, Patient QP 

   

  

week trial and her 
terminsting the 

1) Oe week before    
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fase Summary 

A37 years old male outpatient had received 40 mg of fluoxetine 
for two weeks when he took an overdose of paracetamol end wer 
aGritted to hospitel. Ke recovered uneventful. It was felt to 

rminate the study after further two weeks because return 
at proper intervels fer essessrert due tc hosoital ; due tn 

‘overcose of paracetamol, 

  

    

s¢ Summary : 

A 20 years old femele hed received e for four s white?she 
took 3090 mg of fluoxetine and 46 rine, 7) ral fits, 
Vesting 3 and 2 minutes respects: 1d. Events atient 
recovered fully. y 

It was documented on previ: its by the fn that the 
petient was extrenely an 
had a friend who had had 
ang changed medicati 

9 
Us abdad possible siduedtpces because she 

effetts on r a thet she “chopped” 
accord, 

SS 
multiple drug overdose (7 480 ny 
{ton ?) after 3 wasks on fluoxett 

NE cf 110/min were recorded on hospital 
recovered uneventful. Fluoxetine was 

s terminatee 10 deys later according to 

   

    

        

      

   

   

     

    

patie, 
paracetamol»      

restarted after 3 days 0 
Protocol. 

Patient 
This was a ge-y tz suicice efter he had 
deen treated with 6D eg/Gty of fluoxetine for nine eunths. Appar 
ently, he took an overdose of Clodazec, axitriptyline ans pentaze- 
gint.” Containers for these crugs ware found near the body. Ke 
flucxatine containers were founc. The patient could net have teken 
Pore than 480 ng of fluoxetine unless he failed to comply with 
prescribes therapy and was hoarding drug. It was estizated that the 
pattent died four days before the body was found, thus {t was not 
posstdte to cetereine levels of rugs. A FDIG39 was filed, Mfr, 
Contre! No. 860806290. i 
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Weert wood 

Patient 1: 
nis was © Bl-year-0l6 wale who committed suicide by hanging after 

he had been treated with placebo fer 38 cays in the UX geriatric 
depression dose ranging study. A FD1639 war filed, Hfr. Centro? 
No. BA0S0021A. 

  

~|). Ge& 
Ke 

  

   
    

   
   

   
    
    

     

   

   

og 

Fluoxetine wos 
oer fol les-up vss. 

Ieleronce vere ord the next doy she 
Front 

Tw sicton observed : *cam vigil*, 
teton? { reflexes, nystogus of both eyes. 
Potlent urinory ovtpui wes instituted ond 
polient wa) frog Intoke, 

Deeoure at lent e ony Of the expocted sycpters for fluoxetine 
overtige euch a ond nestee, cmrgeney word jery2 [elu Were 

Ole Indeed teke 91 averdusc or tet, Presonting 
fd olso br Interpreted os c: onurstic hysterico! 

1 the reewining coms tes w: ssinc fron. the battle 
C0. 17 eoptulet}, 

  

       

  

eo rirsed until @ secons in) ef on 

  

   
Fotrent wos hos; itollzed. She confessed Severo! 
token erly o few chlorerepote toblets bit ne "gre 

  

ths feter thal she hed 
copsules* (fluoxetine), 
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«7 ©. oy 
Female 3? yeors ata. Gone ieproverent with flunxetine efter cIght woeks 

opt the com! tied 

Of treatment. Becouse of hes fusbord's alcohol ise ret sulcide by ingestion of berbiturste oot she dled. 

“-_ 
Hiie 38 veces ole, Fettest sions Inpreve? Ne Sit effect, Guring the &th month of Vonsly 20 {lusxet ine coptules eften ord sisi ve A git excitetion wet oe 

  

        

        

     

      

Yeors old, Poti, by Huy ogress ivity ong 
fat remstainie Alor tix hevlumvity ste trteg 

fo commit sulclde bec fore with 4207 ore! her children, 
She wanted to be hos, 

roblems, Al thol time fluox 
this petlent ts 16st 10 follow 

    

tie pose (I Iueactine or ptocede) SIGS ene Irled ty commit suicide oy 

       
     

     

  

  

@. 
= Cent impress flueset ire Gorin, 1 i500 

  

Yal's ba prety She end 
fed efter four mo 

  

Of Blinges Urestment In the 
   

    

relense phose ff iose CF tre 

  

de 
pros> p. ©.scentinge:, 

   

   

    

  

   

fomle = 37 yeors old, During the secord ucck of ireotment. thls peticnt tried to comm! t 
aylelde by Ingestion of ctoratepote, onid) ond [Ivoxet Ine. becouse 
$f 2 wore! With © relgibaar, PRE MOE hosvitolived one eight tn on fotentIve core ult. She recovered, 
Fluoxet 

Ped, Arr 

    

Me tect ogein tc commit suicide becouse fer chiieren : ingestion ef SFa mene cts 

  

LS
z 

L
o
n
e



Molo 43 yeors old, iy Light Iniproverent WIth Fluoxetine during the 6 months index beriod, {nthe prophyloxts phase Iriee to commit suicide He hos been hospitalited ond Fluoxetine wos discontinued, Iie 
recovered, 

ar Feiule 62 yeors ele, Good improvemeny. he sixth treatment, she suddenly tried suicioeg, SOR of bleoening water, She re 
ped, 

(blinded - Fivorctine vs Plocebo) ha 

   
   

  

           

   
    opse otter six weeks of treotment ne itt her. Ste tried te commit © suici¢e Tovicrerlaes, She recovered ond Fluaxciing 

= = aoa Ro improvenant. After 12 veeks of tresteent, the patient ag ene a 
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v4 UyIzZd GE-fe 5 o> 

  

. eee! 
RInttE Ceveloped after 26 hours of therapy ang 

{reoRtsa within the nese seP0g7t: OF Gay 9 of tNeraps, Horcetine 
Ser ekenpte Detouie of a sstevee 2 

   

      

    
sip ca tb Patsent heeptiotieation, te #ieten thinks pulelae 
Tics tcanlt be Oo" Se tuctemten anatcre oh Telation with fuoretine therapy, 

  

   

   
King 

he tries te 
Corinit suicide by 

years o} Wx of sent, 
ficulties, 
lt 

   

      

   he wes discon! be Coy ofter, 

      

pay ereréove, partent tect 62 ap flvexetine plus Lenandjarepine and p dy phenodarbitad. Fetient had stage 1V enna and recevery vas rapid 

  

65
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1d, Kysted sore ty, merino! paeeee OF Ie ecpretsive pornt of view, eile! problens ond she trle:! te cenit suicige, te was discenit inuee, 
    

     

  

thee pete 

  

    

  

hin fer) Felten bes eee ver Netee ore thes nee bees beofete the echeecdes ttenpts wo, 
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Sweden 

  Tuoretize 
efter re rez bee 

  

   
   

1G wale who was enrcilac tna He Commttted tutcica by ha w 8! flucxetine for 10 days. & Fb: Centre We. gsosooers. 
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