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To: C.M. Beasley
cc: J.C. Bosomworth
B.E. Dornseif
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h was discussed during our
198¥,y®as analyzed. The
ase C Bruce, Janet or me
dditi requests.

Per your regquest, gquestion 1,
phone conversation on October
report is attached. Again,
if you have any questions

M.E. Savyler s}
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 Association of Drug with Activating and/or Sedating TESS events
Fluoxetine vs. Imipramine vs. Placebo
(Question 1)

Data from the three-cell study in depression (project HCAF)
is used to determine whether or not the frequencies of activating
and/or a sedating TESS events for the thre drugs (fluoxetine,
imipramine and placebo) are different. I stigator @was
dropped from all analyses. Of the rema g patients, seven were
dropped because they were classified a th agitated and
retarded, and one patient was droppe ause was not
classified. (This population was us or ¢ stency with
questions two and three.) Thus, dat@) from g&g patients were used

for the analyses. The informatiogAiclud or these patients
for this report is: ﬁgv

- the drug the patient had

= the occurrence of acti ing a edating events

- whether or not the pa nt di tinued drug due to an
activating or sedat

The specific events of ig?rest Er@

Anxiety
Agit

Ins
Sedating: So ence
nia

e°
Since some gatien %epnrted combinations of these events,
vgggé
a

Activating: Nervousness
n

different ad even roups need toc be defined to keep
interpretati < = ata clear. The group names and
definitions d are

Activati @? ne or more of the activating events and
%’ ‘@ possibly one or both of the sedating events.

S;ES ts,

Activatiqgggnly: e or more of the activating events but

Sedati$ 4*’2:? one or both of the sedating events and
§ ibly one or more of the activating

neither of the sedating events

Sedating Dnly:ﬁégy one or both of the sedating events but
not any of the activating events
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Mixed: One or more of the activating events and
@ne or both of the sedating events

For each of these adverse event groups, a table of
Percentages is presented. The percentage of Patients who
reported an event or set of events in the verse event group is
given for each drug. The number of pati who were in the
Study and taking the particular drug is en by N. The number

of patients out of N who reported an e or £ of events in
the adverse event group is given by e §§§§=ntage is given
in parentheses after n. Tables of entag re also given for
those patients who discontinued drug@due to_an event or events in

the group. Finally, tables are gj for percentages of
occurrences of the individual ev tha € up the groups.

For each adverse event grou a chi uare test was done to
test the hypothesis that the oc@ljitrenc af the event or events in
the group is independent of t e p-value for the
simultaneous comparison is gif¥n ne the table of
percentages. If this p=-va is laigythan or equal to 0.05, the
p-values for the pairwise iiga are provided.
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TABLES OF PERCENTAGES

Adverse event group: Activating
(n=number of patients who reported an activating event)

Drug N nis)
Fluox 235 79(34)

Imip 238 56(24)
Blac 225 39(17)
Total 658

2D °
& @@

(n=number of patients who repo

Adverse event group: Sedatin
aking event)

Drug N n3) : =
Fluox 235 62(26) ous .000
Imip 238 78(33) m Plac .000
Plac 225 25(11) Imj Plac .000
Total 698 @ F@ vs Imip .128
& &
Adverse event grou :EQ Ac ating Only
(n=number of patie who reported an activating event but not a
sedating event) @ e
drug Comparison p-value
Fluox Simultaneous .165
Imip Fluox vs Plac a—
Plac Imip vs Plac v
Total Fluox vs Imip -
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Adverse event group: Sedating Only
(n=number of patients who reported a sedating event but not an
activating event)

Drug N n{%)
Fluox 235 33(14) Slmultaneou DOD
Imip 238 60(25) Fluox v .0B4
Flac 225 20( 9) Imip vs P .unn
Total 698 Fluox v

Adverse event group: Mixed

(n=number of patients who report an ac ing event and a
sedating event)

Rrug N nig) P-value
Fluox 235 29(12) imul ous .nuu
Imip 238 18( 8) Flua Plac .000
Plac 225 5{ 2) Iml Plac .008B

Total 698 i@“ vs Imip .082




TAELES OF PERCENTAGES
PATIENTS WHO DISCONTINUED DRUG

Adverse event group: Activating
(n=number of patients who discontinued druggdue to an activating
event)

&

Rrug _N _ n(%) _ =
Fluox 235 15( 6) Simulta 8
Imip 238 13( 5) Fluox lac 2
Plac 225 2( 1) Imip vg, Plac .005
Total 698 Fluoya) I:lu‘.@‘:a .671

&

>y 9
Adverse event group: Seda ﬁ;i&q
(n=number of patients who dis tinue ug due to a sedating
event) o
Drug _N ni) P=value
Fluox 235 13( 6) @ Si aneous .000
Imip 238 28(12) Ty F vs Plac -005
FPlac 225 2( 1) vs Plac .000
Total 698 Bsgg ox vs Imip 016

@; o
Adverse event gr&%ﬁ: ivating Only
Fents w iscontinued drug due to an activating

event but not

{ n=number of pgtf&

edati%ev&nt
=]

)
Drug -JL——Jﬁgtil_.ségﬁ? Comparison p-value

Fluox 235 &o( 4) Simultaneous .074
Imip  238@)"9( ¢ Fluox vs Plac =
Plac 2( I{é} Imip vs Plac =
Total Fluox vs Imip ——

€ éﬁ? -
& @@ ;‘%
4
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Adverse event group: Sedating Only
(n=number of patients who discontinued drug due

to a Sedating
event but not an activating event)

Rruag

Fluox 235 B( 3) 51mu1tanaou 4ﬂﬂﬂ
Imip 238 24(10) Fluox vs .064
Plac 225 2( 1) Imip vs P .000
Total 698 Fluox v ip Géggﬂq
Adverse event group: Mixed ¢

(n=number of patients who discon
event and a sedating event)

(=

c

Prug _N _ n(%) i p-value
Fluox 235 5( 2) ous 104
Imip 238 4( 2) Plac ——
Plac 225 o( 0) Imi Plac ——

Total 698 ﬁ§9 Fégs vs Imip =i

S10Z 149 zd




TABLES OF PERCENTAGES
FOR INDIVIDUAL ADVERSE EVENTS

Adverse event group: Nervousness
(n=number of patients who reported nervousness)

Rrug

Fluox 23s 41(17)
Imip 238 31(13)
Plac 225 20( 9)
Total 698

Adverse event group: Anxiet
(n=number of patients who rep d anggjéil

Rrug =

Fluox 23s 23(10) egus -038
Imip 238 14( 8) s Plac -015
Plac 225 9( 4) 353 5vs Plac  .1s1
Total 698 F vs Imip 114

Ty

&

ﬁ‘*
Adverse event grou Qﬁ In 1

ia
(n=number of pati s whnléfpurted insomnia)
Drug N n{3y ‘53 Comparison p-value

Fluox 235 3 ) Py Simultanecus -036
Imip 238 a4%%0) ) Fluox vs Plac  .p011
Plac 225 7) *qu Imip vs Plac .255

Total 695@ ég Flucex vs Imip .148

©@
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Adverse event group:

Agitation
(n=number of patients who reported agitation)
Drug N ___ n(3) Comparjison p-value
Fluox 235 1( 0) Simultaneous 373
Imip 238 o( 0) Fluox vs p —-———
Plac 225 0o{ 0) Imip vs P
Total 698 Fluox wvs
Adverse event group: Somnclenc

(n=number of patients who rapart uma% e}

Fluox
Imip
Plac
Total

235 47(20) ulta .Oﬂﬂ

238 65(27) luox v .000

225 18( 8) Imip ‘hac .000

698 - Flu% Imip .061
Q°

Adverse event group: 'E‘.'&g
(n=number of mtieng@ ﬁed asthenia)

-

ﬂ Simultaneous .024

‘é%b Fluox vs Plac .Qo7

A Imip vs Plac .03s

698 é}g Fluox vs Imip .s05
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October 12, 1989

&2
To: E€.M. Beasley

cc: J.C. Bosomworth
B.E. Dornseif

@ o
& S

Per your rTequest, the question;ﬁscussedq n the September
D

18, 1889 meeting with you, Bru orn , Janet Bosomworth
and me were addressed. The ics di ssed during this
meeting were outlined by J and @ attached. 1In this
outline, three guestions w list nd reports for two and
three are provided. (You Y be Lo answer guestion one

after looking over the resdits f Yuestions two and three. )
If you have any questicﬂé or wo like to discuss anything
9

Wwith us, feel free to§ i§

M.E. Sayler ﬁ 4%«_,@0

A0S
(6=5039) : % s
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‘Minutes’ of the meeting with o, Beasley, J.

Boscmwurth, M.
Sayler, and B. Dornseis (2/18/89)

Adverse events of interest:

Activating: Nervousness
Anxiety
Agitation
Insomnia

Sedating: Somnolence
Asthenia

(See attached for various cumh;na*;égg of gg;grest with

respect to these key events, ) o
dy {HCé%?. Drop

lnckgaﬁ investigator 2.

Variables of interest from isti s data set
{ ETAT,FLUOX) : PROJ, INV, IENT, IT, DRUG, AGITATED,

Study of interest: Three-cell
investigator 7 from all analys

RETARDED, HAMDTOT. For n we ca e HAHDTGT but may later

add HAHDAHx and/or HAMDR and vidual itenms.

Variables of interest fym th &S5 data set (GEN. TESSEVNT) :
PIP, AECLTERM, and DREDISC ( S€ sS1X specified above).
*Strlp’ PIP ta Creatany « @nd PATIENT. This data set
will be used to ob ”*" tion on whether a patient
reported any of deeven @9? interest at least once.

Variables of i est fr the TESS data set {multiple
cbservations p patie per TESS) (GEN.ADVREMAP): 71P;
AECLTERM, s TY, DRUGDISC, TOTDAYS. Again, ‘strip’
PIP. Alsu, ame ISIT to match sStatisticians data
s5et.
We have nns toc answer:
rug activat1ng or sedating?
es p ion o ‘@Entinuun between activating and
Edatln assmcgé?@ with efficacy?
3. o= 51t10 continuum sssociate with
repnrtsfdis tinuations of a8ctivating/sedating TESS
events?

Addressing question 3. first: Identi Iy patients whé are
AGITATED, RETARDED or neither AGITATED nor RETARDED.
Identlfy the adve*se events (TESS) of interest and pPresent
Broportions of patients in each Lreatment group {Fluoxetine,
lnlpram1ne and placebo) who reported these events, Look
also at discontinuations. Do not address Severity,
duration, ete. at this tinme.
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Question 2 deals with efficacy within/between treatments ang
the subtypes identified by AGITATED and RETARDED or neither.
We want to use only patients who have been eéxposed to drug

for a minimum of 4 weeks (Visit 6 on the database). we can
Start by looking at HAMDTOT and branch out to include other
variables later égg

Question 1 needs some investigation. W an discuss this as
we complete work with questions 2 and perhafs we can
ansvwer this with information gleaned m th data.

'53.@ %@a
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|

) the Classification as
Agitated, Retarded or Neither with Efficacy

Fluoxetine vs. Imipramine vs. Placebo
(Question 2)

Data from the three-cell Study in depression (project HCAF)
is used to determine whether Or not a patient’s classification as
agitated, retarded or neither is associa with the efficacy of
the drug. Efficacy was meéasured by the ference of the HAMD
total at baseline from the HAMD total

endpognt. Associations
for all three treatments (fluoxetine ipra§§§§’and Placebo) are
studied. Investigator 7 was dropped om al alyses. Of the

remaining patients, seven were drngggﬂ bec they were
classified as both agitated and r rded, one patient was
d.

dropped because he wWas not classi
dropped out of the study before
from 441 patients were used f
included for these patients f

+ patients who
Sit 6 e dropped. Thus, data

he a lgﬁes. The informatien
this rt is:

ory of the patient at

visit 2 (agitated, tarde neither)

=the HAMD total at sit Egggpselinej

=the last HAMD totthy availaPfe of visits 6, 7 and 8
(Endpoint)

=~the difference base e from endpoint (Delta)

For each dru
Wilcoxon signed
1s zero. The me
the baseline
asterisk foll

from zero E%;.
‘@’ 5" Tables of Means
&

Categor %’ A@ated

Drug 4%§E§lingiﬁiﬂl Endpoint(STD) _Delta(sTp)
Fluox 31 =3

d agitation/retardation category the

tesg @s done to test if the mean of delta
and ndard deviations of delta, as well as

endpoiptVtotals, are given in the tables. an
the of delta if it significantly different

13.1 (7:7) =147 [7.9) =
Imi @9 32 13.9 (9.8) =14.9(10.3) =
Plat 20 16.8 (8.6) =11.4(10.1) =
Category
Drug Endpoint(sTD) Ex D
Fluox 47 11.7 (8.1) =14.27(9.1) =
Ioip §:| 1.2 '(9.:1) —14.1 (9.7) *
Plac 43 14.8 (8.3) —10.3 (9.3) *

CZ0Z 4G z4




Category: Neither

Druag 1 a D

Fluox 83 27.0 (4.8) 10.3 (6.5) =16.8 (7.5) =

Imip B3l 28.2 (6.0) 11.8 (7.8) -16.5 (8.2) =

Plac 64 26.5 (5.1) 16.4 (8, 3] =10.1 (B.9) =
The analysis of variance which wa ne the rank-

transformed data for delta is given

—values for each
effect in the model are reported.

Analysis of Variance a% @@

Effect B-value

Drug nnel

Category -3703

Druq*Cateqary -6590 dg?

Since the drug effect w 1gn1 ant pairwise comparisons were
done to detect which d S are ferent- The mean HAMD totals
for each drug acros gorigg ¢nd the p-values for each
comparison are list 1aw§

Drug N a

Fluox 161 29 i 11 2 {? 3) =197 (8.1)

Imip 153 F27.8 ) 12.3 (8.5) -15.5 (9.0)
Plac 127 @25 zgm} 15.9 (8.4) ~-10.4 (9.2)

=y

"

C i ta) p-value
Fluox vs cebo -0001

Imip ws

cebo 0001
Fluox gxmlp -.9885

£20T 14§ zd




Lssnci}tion of the Classification as Agitated, Retarded or
Neither with Activating and/or Sedating TESS events
Fluoxetine vs. Imipramine vs. Flacebo
(Question 3)

Data from the three-cell study in depression
is used to determine whether or not a pati
agitated, retarded or neither is associat
of an activating and/or a sedating TESS
all three treatments (fluoxetine, imipr
studied. Investigator 7 was dropped all lyses. Of the
remaining patients, seven were droppe caus ey were

classified as both agitated and rzizsged, a dﬂone patient was
' Thﬂggl

(project HCAF)
t’s classification as
ith the occurrence
t. Asscociations for
ne a placebo) are

dropped because he was not classi data from 698

patients were used for the analy&@ The ormation included
for these patients for this repo ig:

= the drug the patient hafi¥aken g‘”q

= the agitation/retarda cat Y of the patient at
visit 2 (agitated, d§§heither]

= the occurrence of a d sedating events
= whether or not the 1:15:11%E @cantinued drug due to an

activating or sed ng ey

The specific events aﬁtet@ue:
X o

Activating: ess

Sedating:

o
Since e pati S reportecd combinations of these events,
different erse L groups need to be defined to keep
interpre ons e data clear.

The group names and
used e:

q:‘§ one or more of the activating events ang

pgg;ibly one or both of the sedating events.

e or both of the ssdating events and
2 ssibly one or more of the activating
E;?events.

Activating Onl Oneé or more of the activating events but

neither of the sedating events
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Sedating Only: one or both of the sedating events but
not any of the activating events

Mixed: One or more of the dctivating events ang
Cne or both of the Sedating events

For each of these adverse event grou a table of
Percentages is pPresented. The percenta f patients who
Feéported an event or set of events in ¢ adverse event droup isg
given for each drug, agitation/retarg n ca ory and the
coembinations of drug and Category. nu I patients who
were in the study and in a particul cell i iven by N. The
number of patients out of N who re ed a ent or set of
events in the adverse event grou give n; the percentage
1s given in Parentheses after n. ables Peércentages are alsqo
given for those Patients who di ntinue fug due to an event or
events in the group. Finally bles arfigiven for the
Percentages of Gccurrences of e indfzjﬁual events that make up
the groups. o

oup a drug combination, a chi-
sguare test was done to te the thesis that the occ

urrence
©f the event or events iagihe ar is independent of the
patient’s agitation/reta™dation €gory. The p-values for these

tests are given in the St c qgn cf the tables.
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TABLES OF PERCENTAGES

Adverse event group: Activating
(n=number of patients who reported an activating event)

Agitated Neither Tetal
Drug N ni%)l N nis) N ni%) -\
Fluox 39 16(41) 128 47(37) 35 79(34) «10
Imip 48 11(23) 13s 32(24) 8 56(24) 99
Plac s 7(18) 123 21(17) 5 39(17) .98

Total 125 34(27) 386 100(26) 187
=

Adverse event group: Sedati
(n=number of patients who re d a G:yfkinq event)

Agitated Neit Tded Total
Drug N nig) -y
Fluox 39 10(28) 128 28) 16(24) 235 62(26) .78
Inip 48 14(29) 135t§%£{za:é§> > 26(47) 238 78(33) .03
4(11)°764  6( 9) 225 25(11) .83

Plac is 5(13) 12
Total 125 29(23) 3? EB(2 ql87 48(26) 698
S é

Adverse event gr ivating Only
(n=number of pa ts w eported an activating event but not a

sedating even

xS

@bither Retarded Total

N ni(%}) _N n(t¥) p-value

8 30(23) 68 2(13) 235 s50(21) 13
Imip 82" 9(1g 35 2i(1s) 55 B(15) 238 138(1se) .83
Plac 6{1 123 18(15) &4 10(18) 225 J4(1s) .58
Total§ 26 (2 3B6 69(18) 187 27({14) 698
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Adverse event group: Sedating Only

(n=number of patients who reported a sedating event but not anp
activating event)

Agitated Neither Retarded Total
Drug N n(g) N nis) -V
Fluox: 39 s5(13) 128 19(1s) .93
Imip 48 12(25) 135 27(20) .03
Plac 38 4(11) 123 11( 9) .90
Total 125 21(17) 3ss 57(15)

£ 9

Adverse event group: Mixed @ %
(n=number of patients who repor an acq& ating event and a
sedating event) G;)c

Agitated Neith Total
Drug N nis) N ni%l =
Fluox Js 5(13) 128 3 235 29(12) .83
Imip 48 2( 4) 135 8 238 18( B) .59
Plac J8 1( 3) 12 ( 2 225 5 2) <91
Total 125 8( 6) 38 31( 8

qlﬂ? 13( 7) 698
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P,

TABLES OF PERCENTAGES
PATIENTS WHO DISCONTINUED DRUG

Adverse event group: Activating
(n=number of patients who discontinued dry due to an activating
event) éi
| &
Agitated Neither Total

N ni%) gg n{¥) p-value
Fluox 39 3( 8) 128 9( 7) 5 15( &) + 73
Imip 48 3( 6) 135 B( 4) 38 13( s5) .71
Plac 38 3{:3) 3123 Hof o) 2225  2( 1) .25
Total 125 7( 6) 238Bs 15( 4) 698

Adverse event group: Sed
(n=number of patients who di
event)

q%S?Fdruq due to a sedating
Agitated Hq&§ier é%gtarded Total

Drug N nig) Qﬂ_nj_{_]_ N nig) =valu

Fluex 35 1( 3) 1 9 q 58 3( 4) 235 13( 6) .E0
Imip 48  7(15) 14( 55  7(13) 238 28(12) .72
Plac 38 o( 0) © 2 64 o( 0) 225 2( 1) .43
Total 125 8( 6)A3% 25T™) 187 10( 5) gog

oAb
Adverse event up: Ty Activating Oonly

(n=number of.gatients @ho discontinued drug due to an activating
event but naty sed&t%ﬁg event)

ated Neither Retarded Total
Drug _N nig) N nis) N ni(t) p-value
Fluox 3 128 5[ 4) 68 2( 3) 23s 10( &) .48
Imip i B 13s 3f 2) 55 a{ 7) 238 9r 43 w25
Plac 38 2ds BE.0) s8  I( 2) 228 of 1) .55
Tﬂt@QIES 5} 3 a8( 2) 187 7( 4) 698

gl
&
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Adverse event group: Sedating Only
(n=number of patients who discontinued drug due to a sedating
event but not an activating event)

Agitated Neither Retarded -Total
Drug ~B2____-nex)y. N ni%)

N nt@ N nig) =valu
Fluox 39 1( 3) 128 5( 4) 3] )} 235 B( 3) -89
Imip 48 6(13) 135 11{ 8) 55 3} J&8 24(10) + 52
Plac -} O( 0) 123 2( 2) 64 0) 2{( 1) -413
Total 125 7( &) 386 18( 5) 187 { 5) a
£§§ °
ol S
Adverse event group: Mixed >
(n=number of patients who discoptinued 4 due to an activating
event and a sedating event) o

Agitated Neit ded Total
Brug N  pnrsy =
Fluox 39 o( 0) 128 3) 1( 1) 235 s5( 2) .45
Imip 48  1( 2) 1135 ﬁggt 2) 0( 0) 238 4( 2) .sa
Plac 38 0o 0) 12 o( 0) 0( 0) 225 o o) -

Tetal 125 i 1) 3% 7( %qlﬂ? i( 1) 698
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iuﬁ!ﬁﬁﬂh&mvﬁﬁﬁﬂﬂaﬁiﬂnw=ﬁ@1§B&hﬂnnbﬂhﬁ$ﬁ$ﬁaf=:

R

TABLES OF PERCENTAGES
FOR INDIVIDUAL ADVERSE EVENTS

Adverse event group: Nervousness
(n=number of patients who reported nervous ess)

Agitated Neither Retar Total

Rrug N __n(3)
Fluox 39 11(28) 128 21(16) &8

Imip 48 7(15) 13s 15(11) 55
Plac 38 6(16) 123 6( 5) Eﬂg E[lJE 0225 20( 9)

13)

Total 125 24(19) 1386 42(11) I8 26 698

Z

Adverse event group: Anxi o
(n=number of patients who replyted a ty)
Agitated Nei rded Total
nig) N ni%)

Fluox 39 3( 8) 128 8(12) 235 23(10)

Imip 48 3( 6) 13 gt 7) 3 2( 4) 238 14¢( 6)
Plac is i( 3) 12 4( g 64 4( 6) 225 9 &)
Total 125 7( &) Qg 25¢( 187 14( 7) e9s

N4 P
Adverse event grgziz £§3§%amnia
r

(n=number of ents %gg eéported insomnia)

ﬁiither Retarded Total

<13
.58
.06

41(17)
(16) 8 31(11

« 77
- 72
.55

Rrug N n(%) N n(%) p-value

Fluox 24719) 68 &( 6) 235 34(14) .05

Imip 35 15f11) 55  4( 7) 238 24(10) 73

Flac 2( 123 13(11) 64 1( 2) 225 16( 7) .07

Total 13 386 52(13) 187 9( s5) gog

S § &
0
M
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o
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Adverse event group:

Agitation
(n=number of patients who

reported agitation)

Agitated Neither

Retarded Total
Drug nis) N nes)
Fluox 39 0( 0) 128 It 1) €3 of 235 1( 0)
Imip 48 0( 0) 13s o( 0) 55 ) 238 o( 0)
Plac 38 0( 0) 123 O(f 0} B4 0) 5 o( 0)
Total 125 o( o) 386 L( 0) 187 0)

& o

Adverse event group: Somnoleng
(n=number of patients who report Somno

Agitated Neither

Rrug N n(s)
Fluox 39  7(18) 128 2 ) 1(16) 235 47(20)
Imip 48 12(25) 135 34%3a) 20(36) 238 65(27)
Plac 38 2( s5) 123 (" 8) é%é 6( 8) 225 18( g)
Total 125 21(17) 386 v§§f191¢£§f” 37(20) 698

&
Adverse event grou q‘% As ia
(n=number of patie@ who reported asthenia)

Agitateé%i N er Retarded Total

Drug N nisz) N ni%)
Fluox 29 ) 128914(11) 68 8(12) 235 25(11)
Imip 48 10007) 55 7(13) 238 21 9)
Plac 38 ) 6(05) 64 of 0) 225 of ¢
Total 125 &b( 8) 6 30( 8) 187 15( 8) e&o9a

e RS R R S e v Ty e A gt g w8

+53
.23
- 76

D=valuye
.80
-50
.11
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