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Duloxetine Hydrochloride (LY248686)

Table 5.2.

Study
Identifier;

Location;
Status;

Re ort Ty e

I'

F1 I-MC-

HMAQ(a);
53,541

(5.3.5.1 .2.1 );

Complete;
Full

Tabular Listing of Clinical Studies

Ob'ective(s)

Safely and
Efficacy

Enrollment

Start

Status and

End

February I 999
ColllPIcte
May 2000

Design;
Control T e

Multiceiilei',

pal'allel groiip,
dollble-blind,
Imidolnized

placebo-controlled,
blinded lilacebo
lead-ill and lead-

out

I**'

Test and

Control Drug(s)
Dose, Route,
and Re jinen

I

Duloxetine

cansules: IO Ing,
20 Ing
Fluoxetine

cansulcs: 20 ITig
Placebo capstiles

# Patients (Min)

Mean Age

(Ran e) years
N = 173

(M = 62;
F=1/1)

Duloxeiine:

20-60 Ing
PO BID

Fluoxeiine: 20

in, P' "
Placebo

Diagnosis or
Inclusion

Criteria

41.4 years
(18.7-65)

DSM-IV-

defined MDD

(curient

episode
dui'ajioii ;;:2

weel<s); CGI-

SOYci'ity
SCOi'e 24;

clinician-rancd

HAMDj7 total
SCOi'e 215 at

Visits I rind 2

,***\

5.2. tabular-listing

I

Treatinent

Duration

8 WCCks

Primary
End oint

HAMDj7
Total

Score

(coininticd)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;
Re ort Ty e
F1J-MC-

HMAQ(b);
53,541

635,122);

Coinplete;
Full

I\

Ob'eclive(s)

Safety and
Efficacy

Enrollment

Start

Status and

End

Marcli 1999

Coinplete
January 2001

Design;
Control T e

Multiceiiiei',

pal'allel grotip,
double-blind,
mildoiiiizecl

placebo-controlled,
blinded placebo
ICad-in and lead-

out

I"\\

Test and

Control DrLig(s)
Dose, Route,
and Re jinen

Duloxetine

capsulcs: 10 Ing,
20 Ing
Fluoxctine

capsules: 20 Ing
Placebo capsulcs

# Patients (M/F)

Mean Age
(Ran e) yeai. s
N = 194

(M = 65;
F = 129)

Duloxeiine:

20-60 Ing
P() BI D

Fluoxctine: 20

in, P' "
Placebo

Diagnosis or
Inclusion

Criteria

40.4 yeai's
(18.9-64.4)

DSM-IV-

define(I MDD

(curl'cnl

cpisode
duration 22

weeks); CGI-

Sevei. ity
SCOi c 2:4;

clinician-Talcd

HAMDj7101al
SCOi'e ;=15 at

Visits I alit12

'~*.

5.2. tabular-listing

Treatine"I

Dui. antion

8 weeks

Primary
Endpoint

HAMDi7
Total

SCOi'e

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;
Status;
Re ort Ty e
F1J-MC-

HMATb;

53.54. I

(5.3.5.1 .1.1 );

Complete;
F1ill

,"\

Objective(s)

Safely and
Efficacy

Enrolln, ent

Start

Status and

End

Mai'cli 2000

Complete
February 2001

F1J-MC-

HMATa;
53.54. I

(5.3.5.1.1.2);

Complete;
Full

Design;
Control Ty re
Multiceiiier,

painllcl. dollble-
blind, landoinized,

placebo- and active
coinpai'at o1'-

conii'o11cd study
willI blinded

placebo lead-ill and
placebo ICad-out

Safely and
Efficacy

,*\

Test and

Control Drug(s)
Dose, Route,
and Re jinen

March 2000

Coinpleie
April200I

Duloxcline

capstilcs: 20 nig
Paroxetinc

capsulcs: 20 Ing
Placebo capsules

# Patients (M/F)

Alean Age
(Ran e) years

Mulliceiiier,

parallel, '10/1ble-
blind, Talldoinized,

placebo- and active
coinpai'at o1'-

collli'oned study
willI blinded

placebo lead-ill and
placebo lead-out

Duloxciine: 20

Ing or 40 Ing
PO BID

Pal'oxetine: 20

Ing P' "
Placebo

N = 353

(M = 136;
F =217)

Diagnosis or
Inclusioil

Criteria

40.5 years
(I 8.2-78.2)

Duloxeiine

capsules: 20 Ing
Paroxetine

capsules: 20 nig
Placebo capsules

DSM-IV-

defined MDD;

CGI-Severity
score 24 at

Visits I and 2;

clinician-lated

HAMDj7101al
score 215 at

Visits I and 2

..*

5.2. tabular-listing

Treatment

Diiration

8 weeks

Duloxetine: 20

Ing o1' 40 Ing
PO BID

Pal'oxeiine: 20

Ing PO QD
Placebo

N = 354

(M = I 36;
F = 218)

Pri, nan^y

Endpoint

43.7 yeai's
(180-82.2)

HAMDj7
Total

SCOi'e

DSM-IV-

dcfiiicd MDD;

CGI-Severity
score 2:4 at

Visits I and 2;

clinician-Iaicd

HAMDj7 total
score ;;215 at

Visits I and 2

8 weeks HAMD I7
Total

Score

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;

Status;
Re ortT e

F1J-MC-

HMAYa

535.4. I;

(5.3.5.1 .1.3);

Coinpleie;
Hill

,"*\

Objective(s)

Safely and
Efficacy

Enroll, ,lent

Start

Status and

End

NovellTber

2000

Coinplele
July 2002

F1J-MC-

HMAYb

53,541;

(5.3.5.1 .1.4);

Complete;
Filll

Design;
Co, ,Irol T e

Multicentei',

palallel, double
blind, randoiiiized,

placebo- and active
coinparatoi'-

controlled study
with blinded

placebo lead-in and
PIaccbo lead out

Safely and
Bincacy

,A\

Test and

Control Drug(s)
Dose, Route,
and Re mien

October 2000

Complete
July 2002

Dtiloxetinc

capsiiles: 20 Ing
Pal'oxetiiiG

capsules: 20 nig
Placebo capsules

# Patients (Mar)

Mean Age
(Ran e) years

Multicenter,

painllcl, double-
blind, mildoiiiized,

placebo- and active
coinpai'at or-
controlled study
willI blinded

placebo lead-ill and
placebo lead o111

Duloxeiine:

40 or 60 Ing
PO BID

Pal'oxeiiiie: 20

in, P' "
Placebo

N = 367

(M = 100;

F =267)

Diagnosis or
Inclusion

Criteria

43.4 yeai's
(19.3-74.4)

Duloxeiine

capsules: 20 Ing
Paroxeline

capsules: 20 Ing

Placebo capsules

DSM-IV-

defined MDD;

CGI-Sevei'ity
score 24 at

Visits I and 2;

clinician-lated

HAMDj710tal
SCOi'c ;=15 at

Visits I and 2

J~\

5.2. tabular-listing

Ti. eatme"t

Duration

34 weeks

Duloxeiine:

40 o1' 60 Ing
PO BID

Paroxetiiic: 20

in, P' "
Placebo

N = 392

(M = 1/9;
F = 273)

Prinia, .y
End oint

45.2 yeai's
(20. I-76.7)

HAMDj7
Total

SCOi'e

DSM-IV-

defined MDD;

CGI-Sevei'ity
SCOi'e 2:4 at

Visits I and 2;
cliniciaii-rated

HAMDj7 total
SCOi'e ;215 at

Visits I ant12

34 weeks HAMD!7
Total

Score

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;
Status;
Re ortT e

F1J-MC-

HMBHa;

53,541

(535,123);

Complete;
F1ill

I"~'

Ob'ective(s)

Safety and

Efficacy

Enrollment

Start

Status and

End

F1J-MC-

HMBHb;
53,541

(5.3.5.1 .2.4);

Coinplele;
F1ill

Novcmbei

2000

Complete
May 200 I

Design;
Control T e

Safety rind
Efficacy

Multiceiiter,

double-blind,

placebo-collti'o11ed,
pm'allel-group
study

I\

l'est and

Control Drug(s)
Dose, Route,
and Re jinen

Novcinbcr

2000

Coinplete
May 2001

Duloxetine

capsules:
20 Ing
PIaccbo capsules

Multicentci',
double-blind,

placebo-collti'o11ed,
parallel-group
silldy

# Patients (M/F)

Mean Age
(Ranoe) years

Duloxetine:

60 Ing PO QD
Placebo

N = 245

(M = 82;
F = 163)

Duloxetiiie

capsules:

20 Ing
Placebo capsules

Diagnosis or
Inclusion

Criteria

42.4 yeai's
( 18.677.7)

DSM-IV-

defined MDD;

CGI-Severity
SCOi'e 24 at

Visits I and 2;

clinician-rated

HAMDj7 total
SCOi'e 2:15 at

Visits I rind 2

,*

5.2. tabular-listing

Duloxetiiie:

60 ITlg PO QD
Placebo

N = 267

(M = 83;
F = I 84)

Treatinent

Duration

9 weeks

40.9 yeai's
( 19.2-82.9)

Primary
End oint

DSM-IV-

defined MDD;

CGI-Sevei'ity
SCOi e 2:4 at

Visits I and 2;
clinician-rated

HAM017 total
SCOi'c ;215 at

Visits I and 2

HAMDj7
Total

SCOi'e

9 WCCl<s HAMDj7
Total

SCOi'c

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;
Re ortT e

F1J-MC-

HMBC;
53,541

(5.3.5.1 .2.5);

Complete;
Hill

I\

Ob'ective(s)

Safely and

Efficacy

Enrollment

Start

Status and

End

Mai ch 2002

Coinplele
July 2003

F1J-MC-

INAU;

53,541

(53,521);

Complete;
Full

Design;
Control Ty e
Raildoinized,

dollble-bliiitl,

placebo-controlled,
parallel gi'oup
study

Safely and

Efficacy

I\

Test and

Control Drug(s)
Dose, Route,
and Re jinen

Febi\Iai'y 2000

Coinplete
Oct 200 I

Duloxctinc

capsules: 20 Ing
Placebo capsules

# Patients (Min)

Mean Age
(Ran e) years

Duloxctine:

60 Ing PO QD
Duloxetine

60 Ing PO BID
(Rescue phase)
Placebo

Multiceiitei', long-

telln, opcii-label

N = 533

(M = 150;
F = 383)

Diagnosis or
IncltIsion

Criteria

218 yeai's

Duloxetiiie

capsules: 20 Ing

DSM-IV-

defined MDD;

CGI-Sevei'ity
score 24 at

Visits I rind 2

and HAMDj7
total score

>18 at Visits I

alld 2. Must

have 11ad one

dcpi'essive
GPiSOdC

\

52. tabular-listing

Duloxeiine: 40 -

60 Ing PO BID

Treatnient

Duration

38 weeks

N = 1279

(M = 351;

F = 928)

Primary
Eii, I joint

44.4 yeai's
(18.1-87.4)

Time to

relapsc
dui'ing
conliiiualio

n phase

IISing Inc
log lullk
test

DSM-IV-

(Ichi^e(I MDD;

CGI-Severity
SCOi'e ;^3 at

Visits I rind 2

52 weeks Sal^y

(colltintied)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;

Re ort Ty e
F1J-MC-

HMAG;
53.54. I

(535,421);

Coinpleie;
Abbreviated

11\

Objective(s)
Safety and
Efficacy

Enrollment

Start

Status and

End

F1J-MC-

INAH;

53,541

(53,542.2);

Complete;
Abbreviated

FCbruary
1993

Coinpletc
November

1994

Design;
Control Ty re

Safety and
Efficacy

Dollble-blind,

stratified,

I'mIdolitizCd,

parallel design with
all "enriched"

IIOPulation

Test and

Control Dri, g(s)
Dose, Rollte,
and Re mien

Novcinber

1993

Coinplcie
Septeinl>er
1995

I~*\,

Duloxctine

tablets: 10 Ing
Placebo tablets

Dollble-blind,

placebo-conti'oiled,
I'andOmizCd,

parallel tiesigii

# Patients (M/F)

Mean Age
(Rail e) ears

Duloxetine

20 Ing PO QD
Placebo

N = 105

(M = 48; F = 57)

Duloxeiine

tablets: 10 Ing
Duloxetiiie

tablets: 20 Ing
Placebo tablets

40.4 years
(19.7-64.7)

Diagnosis o1'
Inclusion

Ci. iteria

DSM-1/1-R-

defined

unipolar
MDD; 101' at

least I In o111h.

HAMDj7 total
score of > 17 at

Visit I .

I"\

Duloxeiine

20 o1' 30 Ing
pO QD
Placebo

N = 177

(M = 75; F =
102)

5.2. tabular-listing

l'realment

Duration

10 weeks

36.5 years
( I 91-68.3)

DSM-1/1-R-

definetl MDD.

HAMDj7101al
SCOi'e of > 17 at

Visit I.

Primary
End Dint

HAMDj7,
MADRS

Total Scores

54 weeks HAMDj7,
MADRS,

CGI-Sevci'ity,
CGI-

11ni}10vcineiil
SCOi'es

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;
Re ort T re

F1 I-MC-

HMAl;

53.54. I

(53.54.2.3);

Coinplete;
Abbreviated

I"\

Objective(s)

Safely and
Efficacy

Enrollment

Start

Status and

End

Decembei

1993

Complete
January 1996

Design;
Conitrol Ty re
Randoinized,

parallel, double-
blind, placebo- and
active coinpai'at o1'-
controlled silldy

,,*,,,

Test and

Control Drug(s)

Dose, Route,
and Re jinen

:

Duloxeiiiie

tablets: 5Ing
Duloxetine

tablets: 10 Ing
Duloxetinc

tablets: 20 Ing

CIOmipraniine
capsules: 25 Ing
CIOmipi'amine
capsules: 50 Ing
PIaccbo capsules

# Patients (Min)

Mean Age
(Ran e) years
N = 648

(M = 212;
F = 436)

Diagnosis or
Inclusion

Criteria

42.4 yeai's
(17.8-84.1)

Duloxetinc

5.10, or 20 Ing
po QD

CIOmipi'alliine:

150 Ing PO BID
Placebo

DSM-111-R-

defincd

unipolai
MDD.

HAMDj7 total
SCOi'e of > 18

I",

5.2. tabular-listing

l'reatment

Duration

8-week acute

phase I, Ius a
double-blind

exteiisioii

phase foi a
total o1

55 wceks

Frilliary

Endpoint

HAMDj7
Total

Scores

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;
Status;
Re onT e

F1 I-EW-

Booi;
53,541

635,424);

Complete;
Abbi. eviaied

"*\

Ob. 'ective(s)

Safety and

Efficacy

Enrollment

Start

Status and

End

Marcli 1993

Complete
October 1993

Design;
Control Ty re

Single allii,
noncoiiti'oiled

.,*~,,

Test and

Control Drug(s)
Dose, Route,
and Re jinen

Duloxetine

tablets

20 Ing

# Patients (M/F)

Mean Age
(Ran e) years

Duloxeiine:

20 Ing PO QD

N = 93

(M = 3I; F = 62)

38.0 years
(18.4-63.8)

Diagnosis or
Inclusion

Criteria

DSM-1/1-R-

defined

till ipolar
MDD

\

5.2. tabular-listing

Treatment

Duration

6 weeks

Primary
Endpoint

IL, .M Dj 7
Total

SCOi'es

(coniinucd)

Page I O
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;

Status;

Report Type

1"

F1J-us-

HMBY;
5.3.5.4.4.7;

Ongoing

Objective(s)

Enrollmeiit

Safely

Start

Status and

End

June 2002

Ongoing

Design;
Control

Ty e

Test and Control

Drug(s)
Dose, Route, and

Regimen

Double-

blind, dose
escalation

,.,",;\,

Duloxetine

capsules: 30 Ing
Placebo capsules

# Patients (Min)

Mean Age (Range)
years

Duloxeiine:

60-120 11, g PO QD
Placebo

Planned:

N = 120 total patients
Randoinized:

N = 128 patients
Conipleted acute
phase: N = 83

Diagnosis or
Inclusion

Criteria

, I S ycai's

DSM-IV-

defined MDD;

HAMDj7101al
SCOi'e > 15 at

Visiis I and 2

,\

5.2. tabular-listing

Treatinent

Duration

7 weeks

PI'jinai'y
Endpoint

Safety

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;

Status;

Report Type

,,*~..

F1J-us-

INBZ;

53.54.4.3;

Ongoing;
Synopsis

Objective(s)

Enrollment

Safely and
Efficacy

Start

Status and

End

Novelnber

2002

Ongoing

Design;
Control

T e

Test and Control

Drug(s)
Dose, Route, and
Regimen

Milliicenter,

opcn-label,
flexible dose

",**

Duloxeline

capsules: 30 Ing

# Patients rolll')

Mean Age (Range)
years

Duloxeliiie: 60-120

Ing P' "

Planined:

N = 240 total patients
Randomized:

N = 224 Completed
Acute PIiase:

N = 171

Completed Extension
Phase: No natients
have coinpleled the

extension I'llase. The
study was ongoing as
or O I october 2003

Diagnosis or
Inclusion

Criteria

I. \

DSM-TV-

define(I MDD;

HAMDj7
Total score

>15 and CGI-

Severity total
SCOi'e >4 at

Visits I and 2

52. tabular-!is ting

Treatiiient

Duration

> 18 yeai's

12 weeks

PI'jinary
Endpoint

Coinpare
the

stabilized

duloxeiiiie

dose in

treatineiit-

11aivc

panelils
and SSRI

switch

patients

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;
Report Type

.I\

F1J-MC-

HMBV;

535,446;

Ongoing;
Synopsis

Objective(s)

Enrolln, ent

Safely and
Efficacy

Start

Status and

End

March 2003

Ongoing

Design;
Control

T e

Test and Control

Drug(s)
Dose, Route, and

Regimen

Multicenter,

parallcl,
Lionble-

blind,

placebo-
controlled

SIIidy of
elderly

patients

(;^65 yeai's
of age)

I\

Dtiloxeiine

capsules: 30 ITig

# Patients (M/F)

Mean Age (Range)
years

Duloxeiine:

60 Ing PO QD

Planned = 300

N = 104 (as of 01

October 2003)

Diagnosis or
Inclusion

Criteria

;:65 yeai's

\

At least 65

years of agc.
Meei ci'itei'ia

for MDD, as

defined by
DSM- IV.

Had a

HAM D I7
total SCOi'e ;2

18 at Visits I

inId 2. Have a

MMSE SCOi'e

;220 willI or

with o111 Inild

dementia

5.2. tabular-listing

Treatment

Duration

I O Weeks

Primary
Endpoint

Coinposiie
cognitive
SCOi'e dci'ived

noni the

VLRT,

SDST,
20CT, and
the LNST

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;
Status;
Report Type

I'.

F1J-MC-

HMCQ
5.3.5.4.4.4;

Ongoing;
Syilopsis

Objective(s)

Enrollment

Safety and
Efficacy

Start

Status and

E, ,d

API'i12003
Ongoing

Design;
Control

Ty e

Test anti Control

Drug(s)
Dose, Route, and

Regiineii

Multicenicr,
randomized,
double-

blind,

parallel

study

.,,\

Duloxeiine: 30 Ing

capsules
Veillafaxine:

75 Ing capsules

# Patients (Min)

Mean Age (Range)
years

Duloxetine: 60 10

120 Ing/day PO
Veillafaxine

extended IClease:

150 to 225 Ing/day
PO

Placebo: PO

Planned: N = 480

RaildoiTiized: N =

285 (as of 01 Octobei
2003)

Diagnosis or
11, clusi, in

Criteria

~\

DSM-IV

criteria and

confii'Ined by
the MINI.

HAMDj7
total score

z 18 at Visii I

5.2. tabular-listing

Treatinent

Duration

12 wecks

Primary
Endpoint

Global

herielil-lisk

asscssineiit

(colltiiiucd)

Page I4
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;

Status;

Report Type

I*,-

F1J-MC-

HMBU

5.3.5.4.4.5 ;

Ongoing
Synopsis

Objective(s)

Enrollment

Safety and
Efficacy

SIai't

Status and

End

API'i12003
Ongoing

Design;
Control

Ty re

Test and Control

Drug(s)
Dose, Route, and

Regimeii

Multiceniei',

randoiiiized,

dollble-

blind,

parallcl
study

I~\

Duloxennc: 30 Ing
capsules
Venlafaxiiie:

75 Ing capsLiles

# Patients (Min)

Mean Age (Range)
years

Duloxeiine: 60 10

120 111g/day PO
Ventafaxine

extended I'elGaSe:

150 to 225 Ing/day
PO

Placebo: PO

Planned: N = 320

paliciils.
Raildoiiiizcd: N = 89

(as of 25 API'i12003)

Diagnosis or
Inclusion

C, 'itei'in

..~\

DSM-IV

criteria rind

collfii'Incd by
111e MINI

HAMD 17
total score

;^18 at Visit l

5.2. tabular-listing

Treatment

Duration

12 weeks

Priinary
Endpoint

Global

11ciicfii-risk

assessment

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;
Status;

Report Type

I~*

F1J-MC-

INCN

5.3.5.4.4.2;

Ongoing;
Synopsis

Objective(s)

Enrollment

Safety

Start

Status and

End

Ongoing

Design;
Control

Ty e
Multiceiiici',

opcn-labcl
sttidy

Test and Control

Drug(s)
Dose, Route, and

Regi, ,leii

,,*".,

Duloxetiiie: 30 Ing
capstiles

# Patients (Min)

Mean Age
(Range) years

Duloxeiine: 30 Ing

10 120 Ing/day PO

file PIii'pose of 1/1is
SIIidyis 10 PIOvide
11'calmeiit with

dUloxeiine 10

patients wlio have
PIGviously

pariicipated ill a
Lilly spoilsoi'ed

Diagnosis o1'
Inclusion

C, 'iteria

Opeii-label
duloxetine

conipassioiiale

use study for
patients who
have

PIGviously
coinplclcd a

\

52. tabular-listing

nettroscience

clinical trial in

collnti'ies where it

is 1101 CUI'rently
Inarkeied; tilei'efoie
there are no

Iiinitaiions to 111e

Sailiple Size

Treatment

Duration

Until

dtiloxetiiic is

coiniitercially
available

Primary
Endpoint

neiii'OScieiice

clinical trial

Assess the

safety of
duloxctine,
SUIninai'Ize

and repoi'I
spontaneous
advci'se

ovents

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;

Re ort Ty re
F1J-MC-

INBO

Section

53,542. I;

Complete;
Full

I*\

Objective(s)

Safely and
Efficacy

Enrollment

SIai'I

Status and

End

July 200 I
Complete
Mai. clt 2002

Design;
Coini. o1 T e

Pal'allel, double-

blind, placebo-
coini'o11ed

I'*\

Test and

Control Drug(s)
Dose, Route,
an, I Re jinen

Duloxeiine

capsules: 20 Ing
Placebo capsules

# Patients (Min)

Mean Age
(Ran e) ears

Duloxeiine:

60 ntg PO BID
Placebo

N = 207

(M = 23;
F = 184)

Diagnosis or
Inclusion

Criteria

49.1 years
(18.8-79.7)

MCI CTiici'ia

foi

fibi'onlyalgia
as defined by
the AllTericaii

College of
Rheumatology
SCOi'e of >4

o11 tile

Fibi'omyalgia

Impact
Question11airc
at Visits I

and 2.

144

5.2. tabular-listing

Treatnient

Duration

12 weeks

Primal'y

Endpoint
F1Q

(colltiilLiGd)

Page I7
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;
Status;
Re ortT e

F1J-MC-

HMAW;

Complete;
Abbi. eviated -

Acute I}hase;
53.5. I. I. I

Full -

Extension

phase
53,521

I'

Ob'ective(s)

Safely and

Efficacy

Enrollment

Start

Status and

End

June 200 I

Completed
May 2003

Design;
Control T e

Acute phase:
Double-blind,

I'andOiniZed,

pal'allel, placebo-
controlled

I""*\,

Test and

Control Drug(s)
Dose, Route,
an11 Re jineii

Duloxetine

capsules: 20 Ing
PIaccbo capsLiles

# Patients (M/F)

Mean Age
(Ran e) years

Duloxetine:

60 Ing PO BID
Duloxetine:

60 Ing PO QD
Duloxetinc:

20 Ing PO QD
Placebo

ACLile phase
N = 457

(M = 281;
F = 176)

60. I years
(22.4-88.8)

Diagnosis or
Inclusion

Criteria

Pain due to

bilatei'al

pel'ipliei'al
neuropathy
caused by
Typc I o1' 11
diabetes

111ellitUs.

SCOi'e of at

least 3 o11

MNSl. Daily

pain present
foi' >6 month

I"*

Exiensioii phase:
N = 337

(M = 205;
F = 132)

59.77 years
(22.42-88.82)

5.2. tabular-listing

Treatment

Duration

Acute phase
12 weeks

Extcnsioii

phase
52 wceks

Primary
Endpoint

Weekly
Incaii of

the 24-

hour

avei'age

pain

sevei'11y
SCOi'es

I'eCOrdcd

daily o11
all I I -

point
Likei'I

scale

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;

Status;
Re ortT e

F1J-MC-

HMBT

Section

53,522;

Complete 6
month:

Abbreviated;

Ongoing;
extension

Clinical

synopsis.

I~\

Ob'ective(s)

Safely and

Efficacy

Enrolln, ent

Start

Status and

End

July 2002
Ongoing

F1J-MC-

HMCA;
53,542.2;

Ongoing;

Synposis

Design;
Control T e

Open-label safety
study

I\,

Safely and

Efficacy

Test and

Control Drug(s)
Dose, Route,
and Re jinen

Duloxetine

capsulcs:
30 Ing

Novembei'

2002

Ongoing

# Patients collr')

Mean Age
(Rail e) years

Duloxctine

60 nTg PO BID
Duloxetine:

120 Ing PO QD

Parallel, double-

blind, placebo-
controlled study

Planned = 450

6-moiltli

Randoinizcd =

449; Conipleted
= 285

Diagnosis or
Inclusion

Criteria

> 18 years

Pain dtie to

bilateral

PCI'iphei'al
neui'opalliy

caused by Tyj, e
I o1' H diabetes

InGIIilus. SCOi'e

of at least 3 on

MNSl. Daily

pain piesciit for
>61110ntlis.

Duloxetine

capsules: 30 Ing
Placebo capsules

\

5.2. tabular-!is ting

Treatnient

Diiration

Duloxeiine:

60 Ing BID PO
Duloxetine

60 Ing QD PO
Placebo

28 wecks

Planned = 345

N = 354 (as of
O I October

2003)

Primary
End oilit

MNSl

> 18 yeai's

Fibi'o1TTyalgia as

defined by tile
A1nei'icaii

College o1'
Rlieumatology.
A SCOie of >4

o11 1/1e average

pain iteiii o11 tile
BPl at Visit 2

13 weeks Brief Pain

Inventory-
avei'age

pain item

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;

Status;
Re onT e

F1J-MC-

HMAVa

,I\

ACUie

5.3.5.1.1.2;

Complete;
Full

Ob. 'ective(s)

Safety and
Efficacy

Enrollment

Start

Status and

End

Extension

5.3.5.4.2;

Synopsis

Ociol}ei. 2002

Coinpleie
August 2003

F1J-MC-

HMAVb;

5.3.5.4.2;

Ongoing;
Synopsis

Design;
Conti'o1 'ry e
Multicciiiei',

parallel, dollble-
blind, landoinized,

placebo-controlled

Safely and
Efficacy

I*'\.

Test and

Control Dri, g(s)

Dose, Route,
rind Re innen

October 2002

Ongoing

DLiloxeiine

capsules: 30 ing
Placebo capsules

# Patients (Min)

Mean Age
(Ran e) years

Duloxetiiie:

60 Ing PO QD
Duloxeiine:

60 Ing PO BID
Placebo

MuliiceiTtei',

parallel, dollble-
blind, Talldoinized,

placebo-collirolled

Planiied = 330

Acute

N = 334

(M = 204;
F = 130)

Diagnosis or
Inclusion

Criteria

Rolltine cal'e

Dtiloxetine

capsules: 30 Ing
Placebo capsules

Extension

N = 223 (as of
O I Octol>ei'

2003)

Pain due 10

bilaiei'al

dial}GIIc

ncuroj>athy
callsed by

Type I or H
diabetes

InGIIitus

A\

5.21abular-listing

Treatiiient

Duration

Duloxetine:

60 Ing PO QD
Dtiloxetine:

60 Ing PO BID
Placebo

2I8 years

12 weeks

52-week

ColltintialiOii

Planiie(I = 330

N = 346 (as of
09 Deceinbci.

2003)

Primary
Endpoint

Rolltine cm'e

Reduction

111 avei'age

pain

severity as
InGasUTed

by all

I I-point
Likci'I

scale

218 yeai's

Pain due to

bilatei'al

dial>ctic

neui'opalhy
caused by

Type I or 11
diabetes

Incllilus

I2 wecks

52-week

continuation

Reduction

1/1 avci'age

pain

SGVCi'11y as
111GaSui'ed

by an
11-1.01nt
Likcrl

scale

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;
Status;

Re ort Ty e
F1J-us-

HMCB

535,441;

Complete;
Abbreviated

4\

Ob'ective(s)

Safely and
Efficacy

Enrollment

Start

Status and

End

March 2002

Coinpleie
Novellibei'

2002

Design;

Control Ty e
Dollble-blind,

placebo controlled

,.~\.

Test and

Conti. o1 Drug(s)
Dose, Route,
and Re jineij

Duloxetine

capstiles: 30 Ing
Placebo capsules

# Patients (Min)

Mean Age

(Range) years

Duloxeiine: 60

ing QD po
Placebo

Planned = 286

N = 178

(M = 98;
F = 184)

Diagnosis or
IncltIsion

Criteria

23 18 yeai's

DSM-IV-

defined MDD,

HAMDj7 total
SCOi'e >15,

CGI-Severity
total SCOi'e >4

at boili Visits

I and 2, and

BPl avei'age

panl SCOi'G

(qiiesiion 3) of
>2 at Visit 2

,,,

5.2. tabular-listing

Treatinent

Duration

9 weeks

Prin, ary

Endpoint
BPl-

question 3

(continued)

Page 21



~\

Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Ide, ,tifier;

Location;

Status;

Re ort Ty e
F1J- MC-

SBAT;
53,541

(53,544. I);

Complete;
Full

1'.

Ob'ective(s)

Safety and
Efficacy

innrollment

Stai. t

Status and

End

Decembei'

2000

Complete
April2002

Design;
Control 'fy e
Double-blind,

SII'aimed,
randoinized,

parallel, placebo-
controlled,

InultiCGiiler Study

""*

Test and

Control Dr, Ig(s)
Dose, Route,
and Re jinen

Duloxeiine

capsules: 20 Ing
Placebo capsules

Blinded placebo
lead-in

# Patients (Min)

Mean Age
(Ran e) years

Duloxeiine:

40 Ing PO BID
Placebo

N = 494 worncn

52.9 yeai's
(24.2-82.6)

Diagnosis or
Inclusion

Criteria

SUI Avei'age
of at least 7

Inconlineiit

ej, is odes per
week bcfoi'e

Gill'o111neiit.

Positive

Congh Stress
Test, positive
Stiess Pad

Test I'esuli

(>2.0 g); hist
sellsatioii of

bladdci' fill

(ui'ge 10 void)
> I 00 111L,

bladdci'

capacity >400
111L; normal

day and niglii
LITinai'y

ticqLieilCy

.\

5.2. tabular-listing

Treatment

Duration

12 weeks

(subjects

completing
11'inI ai'e

eligible to
Continue ill

SILidy SBAU)

Primary
End joint

IEF -

percent

change
1101n

baseline;

pel'cent

change foi
I~QOL
total SCOi'e

(continued)
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Duloxeline Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;
Re onT e

F1 I- MC-

SBAV;

53.54. I

(53.54.4.2);

Complete;
Full

^.*

Ob'ective(s)

Safety and
Efficacy

Enrollnient

Start

Status and

End

Novelnbei

2000

Coinpleie
Februai'y 2002

Design;
Control Ty e
Dollble-blind,
stratified,
mildoinized,

primllcl, placebo-
collli'o11ed,

in uniceniu' study

Test and Control

Drug(s)
Dose, Route, and
Re jinen

,4, *,

Duloxetine

capsules: 20 Ing
Placebo capsules

Blindcd placebo
lead-ill

# Patients (M/F)

Mean Age
(Ran e) years

Dtiloxeiine:

40 Ing PO BID
Placebo

N = 683 women

52.8 ycars
(22.5-83.8)

Diagnosis or
Inclusion

Criteria

SUI Average
of at least 7

incontiiieiit

episodes liei'
week belbi'e

eni'o11mcnt

Positive

Congh Stress
Tcsi, POSiiivc
SII'CSS Pad

Test result

(>2.0 g); fii'SI
sensation of

bladder fill

(ui'ge to void)
> I 00 111L,
binddei'

capacity >400
111L; norinaj

day and night
urinary

frequency

,*~,
';

5.2. tabular-listing

Treatment

Duration

12 weeks

(subjects
coinplciing
trial ai'e

eligiblc to
Continue In

Silldy SBAW)

Primary
End oint

IEF

pel'Cent

changc
froin

baseline;

percent

change foi'
I~QOL
total SCOi'e

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;
Re ort Ty e
F1J-MC-

SBAX;
53,541

(5.3.54.4.3);

Complete;
Full

,,*\

Ob'ective(s)

Salcty and
efficacy

Enrollment

Start

Stallis and

End

May 2001
Coinplcte
May 2002

Design;
Control Ty e
Dollble-blind,
SII'at med,

Imidolnized,

pm'allel, lilacebo-
controlled,

multicenlei' study

Test and Control

Drug(s)
Dose, Rollte, rind
Re jinen

,~**,*\.

Duloxctine

capsules: 20 Ing
Placebo callsules

# Patients (Min)

Mean Age
(Ran e) years

Duloxeiine:

40 Ing PO BID
Placebo

N = 458 woineii

53.2 ycars
(27-79)

Diagi, OSis or
Inclusion

Criteria

SUI Average
or at ICasi 7

incontineiit

CpiSOdCS PCr
week before

GIIi'o111ncnt.

Positive

Cough SII'CSS
Test, POSiiivc
Stress Pad

Test I'esuli

(>2.0 g); first
sensaiioii of

bladdei' fill

(ui'ge 10 void)
> I 00 InL,

bladdei

capricily >400
inL; 1101'Inal

day alit1 11igjjj
urinal'y

frequency.

,.\

5.21abular-listing

Treatment

Duration

Dtiloxeiine:

12 weeks

PIaccbo

12 weeks

Primary
End oint

IEF

liei'Cent

change
1101n

baseline;

I, CTCenl

cliaiigc 101
I~QOL
total SCOi'e

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;
Re ortT e

F1 I-MC-

SAAW;

53.54. I

(5.3.5.4.4.4);

Coinplete;
Full

~\

Ob'ective(s)

Safety and
efficacy

Enrolln, eiit

Start

Status and

End

F1 J-MC-

SBBL;

535,452;

Ongoing;

Synoj, sis

June 1998

Coinplele
Septeinber
1999

Design;
Control Ty e

Safely and
efficacy

Dollble-blind,

randoniized,

placebo-controlled
study

,*~\.

Test and

Control Drug(s)

Dose, Route,
and Re jinen

June 200 I

Ongoing

Duloxeiinc

capsules: 10 Ing
Duloxeiine

capstiles: 20 Ing

Placebo capsules

Double-blind,
stratified,
landoinized,

parallel, placebo-
controlled,

111uliiceiiier, pilot
study

# Patients (M/F)

Mean Age
(Rail e) years

Duloxeiine: 20,

40, o1' 80 nig/day
PO

Placebo

N = 553 woineii

49.6 yeai's
(27.1-65.7)

Diagnosis or
Inclusion

Criteria

Duloxeiiiie

capsules: 20 Ing
Placebo capsules

Subjccis with

SUI reporiing
>4 incontineiii

CpiSOdCS PCI
week

IN

5.2. tabular-listing

Dtiloxeiiiie:

40-60 Ing BID
PO

Placebo

Treatment

Duration

Planned = 300

wonicii

N = 307 wonicii

(as of 15 Dec

2003)

12 weeks

Primary
Endpoint

18-78 ycais

Subjects willI
bladdei'

overactivity
defined as

bathei'sonie

ui'Inai'y

urgency or

UUl for a

IlImjinuiiT of

Ihi'ee

consecutive

moilllis

IEF

12 wecks 24-hotii'

diary

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

SIIidy
Identifier;
Location;
Status;

Report Type

I**,

F1J-MC-

SBAF;

5.3.5.4.5.3;

Complete

Objective(s)

Enrollment

Safety and
efficacy

Start

StattIs and

End

January 2002
Ongoing

F1J-MC-

SBBA

Section

5.3.5.4.5.7;

Completed

Design;
Control Type

Dollble-blind,

I'andoinized,

parallel,
placebo-
controlled

multiceiiter

study

Test and

Control Drug(s)
Dose, Route,

and Regiinen

,,\,

Safety and
efficacy

Duloxetine

capsules: 20 Ing
Placebo capstiles

Novelnbcr

2001

ColllPIGte

July 2003

# Patients

(Min)

Mean Age
(Ran e) years

Duloxetine: 40

Ing BID PO plus
PFMT

Placebo plus
PFMT

Planiied = 200

Dollble-blind,

randomized,

parallel,

placebo-
collii'o11ed

multiceiitci

study

wonieii

N = 201

women (as of
15 Dec 2003)

Diagnosis or
Inclusion

Criteria

SIIbjects with
syinpioins or
SUI, including
>2 arcidciital

ui'ine leaks lier

day

Duloxctiiie

capsules: 20 Ing
Placebo capsules

18-75 yeai s

I\

5.2. tabular-listing

Treatiiient

Diiration

,

Duloxetine

40 Ing PO BID
Placebo

Active

Incrapy:
12 wecks

Plannec1 = 420

wonien

N = 451

Primary

rendpoint

Open-label

period: until
dtiloxeline is

coininei'cially
available o1

the spoilsoi

slops the
silldy

women

;^ 18 years

IEF

I~QOL

Subjccis with
SUI o1' Inixcd

Inconlinciice

foi >3In o111/1s

including >I
accidental

ui'ille ICaks liei'
week

36 WCCks I~QOL

11npTOVGlnGllt

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Locatioi, ;
Statiis;
Re ort Ty re
F I J-MC-

SBAU;

535,4513;

Ongoing;
Synopsis

I"

Ob. 'ective(s)

Safety

Enrollment

Start

Status and

End

F1J-MC-

SBAW;
5,354,514;

011going;

Synopsis

April2002
Ongoing

Safely

Design;
Collti'o1 T e

Multicenier, onen-

label, sillgle-
treatment-group

cxteiisioii slutly 10

Study F1J-MC-
SBAT

F1J-MC-

SBAY;

5,354,515;

Ongoing;
Synopsis

Febi'uary 2001
Ongoing

Test and Control

Drug(s)
Dose, Route, and
Re inIen

I*\,

Safety

Duloxetinc

capsules: 20 Ing

Multiceiitei', open-

labt31, single-
11'eatmeiit-grotip

extension study to
Study F1J-MC-
SBAV

Duloxeiiiie:

40 Ing PO BID

# Patients (M/F)

Mean Age
(Ran e) years

Man. clT 2001

Ongoing

N = 363 wonten

(as of O I Octobei

2003)

Duloxetine

capsules: 20 Ing

Multiceiiier, open-
label, single-
treatment-grotip

Diagnosis or
Inclusion

Ci. itei. ia

2: 18 yeai's

Diiloxetiiic:

40 Ing PO BID

Subjects with
SUI (wlio

SIIccessftilly
coinpleicd
SBAT)

\

5.2. tabular-listing

N = 493 woincii

(as of 15 Dec
2003)

;;: 18 yeai's

Duloxetinc

capsules: 20 Ing

Treatnient

Dui. antion

Until

duloxeliiie is

coiniiiercially
available for

the 11'callneiii

of U1 o1'

spoilsoi' slops

the silldy

Duloxetinc:

40 Ing PO BID

Subjccis willI
SUI (wlio

successfully
coinj, leted
SBAV)

Primary
End oi"t

Planned = 600

Long-ICrin
safety data

wonieii

N = 663 woinen

(as of 15 Dec
2003)

Until

duloxeiine is

coiniiiercially
available 101

the treatment

of Ul or the

spoilsoi' slops

the silldy

;^ 18 yeai's

Subjccts willI
SUI 101' >3

Inon Ihs PI'101
10 study entry

Long-ICi'In

safety data

Until

duloxetiiie is

coininercially
available 101'

the 11'eatmeiil

of U1 o1' the

sponsoi' stops

111e study

Long-terni
safety data

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
1.0cation;
Status;

Re ort Ty e
F I I-MC-

SBBM;
53.54.5.16;

Ongoing;
Synopsis

I\

Oh'ective(s)

Safety

Enrollment

Start

Status and

End

F1J-MC-

SBAB;

535,454;

Complete

Septeiiiber
2001

Ongoing

Safely and
efficacy

Design;
Control T re

Multicenter, open-
label, single-

Ileatmeiit-group

extension study to

Study F1J-MC-
SBAX

October 200 I

Ongoing

.,..\

Test and

Control Drug(s)
Dose, Rollte,
and Re jineii

Duloxetine

capsules: 20 Ing

Dollble-blind,

Imidolnized,

parallel, placebo-
controlled,

111ullicciiler SIudy

Duloxetiiie

40 Ing BID PO

# Patients (Min)

Mean Age
(Ran e) ears
N = 363 woinen

(as of 15 Dec
2003)

Duloxetine

capsules: 20 Ing

Placebo capsules

Diagnosis o1'
Inclusion

Criteria

2I8 years

Duloxetine: 80

ing/day, given as
40 Ing PO BID
Placebo

Subjects with
SUI (who

successfully
coinplcicd
SBAX)

,.

5.2. tabular-listing

plannec1 = 50

women

N = 65 women

(as of 15 Dec

2003)

Treatment

Duration

Until

duloxetiiie is

coininei'cially
available foi'

the 11'eminent

or SUI or Ihc

spoiiso^ slops

the study

18-75 years

Subjects with
genuine stress
Incontinence

collfii'111ed on

1/10dynaiiiic
SIudies

Primary
End joint

Long-telln
salcty data

Active

therapy:
4 weeks

Open-label
extension

duloxeiine 40

Ing BID 11/11il
duloxeline is

coiniiiercially
available or

tile spoilsOi

slops Inc
study

IEF

continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;
Status;
Re 10rt T e

F1J-MC-

SBAM;

*"*~\

Acute phase -
53,541

(535,4413);

Complete

Ob'cotive(s)

Safety and

efficacy

Enrollment

Start

Status and

End

Extension

phase -
5.3.5.4.5.1 I;

Ongoing ;
Synopsis

May 2001
Ongoing

Design;
Control T e

F1J-MC-

SBBX

535,4512;

Ongoing;
Synopsis

Dollble-blind,
SII'an lied,

Talldoiiiized,

parallel, placebo-
controllcd,

multiceiiler silldy

I"^\.

Test and

Control Drug(s)
Dose, Route,
and Re jinen

Safely

Duloxeline

capsules: 20 Ing
Placebo capsules

December

2002

Ongoing

# Patients (M/F)

Mean Age
(Ran e) years

Duloxctinc:

40-60 Ing
PO BID

Placebo

Planncd = 100

women

N = I 09 woincn

(as of
15 Dec 2003)

Open-label,
111ullicoiiiilry,
InultiCentei' Study

Diagnosis or
Inclusion

Criteria

18-75 yeai's

Subjccis

electing
surgery 101'
sevei'e pui'e

genuine SII'CSS
Incontinence

,.^

5.2. tabulanlisting

Duloxciiiie

capsules: 20 Ing

Treat, nent

Duration

Active period:
up to 12
weeks

Duloxetine:

80- 120 Ing/day

given as 40-60
Ing BID

Primary
Endpoint

N = 54 women

(as of 15 Dec
2003)

Open-label
pel'iod: until
duloxeiiiie is

coininei'cially
available for

Ihc 11'eatmenl

of Ul or lintil

the spoilsoi'
stops the
study

Pel'ccnt

cliaiige ill
IEF froin

baseline to

ciidpoint,
and the

cliaiigc in
I~QOL

Subjects with
SUI (who

successfully

coinpleted
SBBL)

52 weeks PGI-I

(continucd)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;

Report Type

,,.*,~\.

F1J-MC-

SAAA;

53,541

(53,545. I);

Complete;
Filll

Objective(s)

Enrollntent

Safely and
efficacy

F1J-MC-

SAAB;

535.4. I

(535,452);

Complete;
Abbi'eviated

Start

Status and

End

DCceinbei'

1993

Coinplcle
March 1995

Safely and
efficacy

Design;
Control Type

Double-blind,

ImidoliTized,

placebo-collti'o11ed
study

August 1995
Coinplele
Novellibei'

1996

I~\

Test ai, d

Control Drug(s)
Dose, Route,
and Regiine, I

Multicentci. ,

doublc-blind,

placebo-collii'o11cd,
stintified,
randoinized,

parallcl SIudy

Dtiloxetiiie

capsules:
20 Ing

# Patients (M/F)

Mean Age
(Range) years

Duloxetine:

20 Ing PO QD
Duloxciine

capsules:
10 Ing, 20 Ing

Placebo capsules

N = 92 wonicn

Diagnosis
or

Inclusion

Criteria

Duloxetine

20,30, and 40

ing/day PO QD
Placebo

I, *

N = 288 women

Outpatients
diagii()sed
willI Giniei

SII'ess, urge,
or jinxed

Incontinence

5.2. tabu!ar-listing

Treatnie, It

Duration

54.8 ycai's
(22.2-78.7)

3 weeks

Diagnosis of
stiess or

11/1xcd (with

a sigiiilicaiil
SII'ess

colllpOllcnt)

ui'Inary

Incontinciice

Priniary
Endpoint

CMG, \, oiding
dial'y, 24-1101/1'
pad test, sircss

patl test, and
social activity
questionnaire.

6 weeks 011c-hotii

stress pad jest
(SPT) weight

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;
Status;
Re ortT e

F1J-MC-

SAAH;

53.54. I

(535,453);

Complete;
Abbreviated

.~\

Ob'ective(s)

Safety and
efficacy

Enrollment

Start

Status and

End

August 1996
Complete
June 1997

Design;
Control Ty e

F1J-MC-

SAAl;

53.54. I

(535,454);

Coinplete;
Abbreviated

Dollble-blind,

placebo-controlled,
I'rindOlni7Gd,

pal'allel study

I~\.

Test and

Control Drug(s)
Dose, Route,
and Re ,mien

Safely and
el'ticacy

Duloxeiine

capsules: I O Ing,
20 Ing
Placebo capsulcs

April 1996
Coinplete
Augtisi 1996

# Patients (Min)

11.1ean Age
(Ran e) ears

Duloxetine: 30,

40 Ing/clay QD
PO

Placebo

N = 32

(M = 5; F = 27)

Dollble-blind,

placebo-controlled,
randomized,

pmnllel study

50.5 years
(21-75.5)

Diagnosis or
Inclusion

Criteria

One o1' Inc

following
diagnoses
111'gc 111'1nary

IncOiilinGilCG,

urintu'y

Ingeiicy

(absent
infection)
will10/11

Inconlineiicc,

o1' I'enex

netirogeiiic

bladdei'

\

52. tabular-listing

Duloxciine

capsules: 10 Ing,

20 Ing
Placebo capsules

Treatn, ent

Duration

Dollble-Blind:

Duloxeiine: I

week o1'

PIaccbo: I

WCCk

Duloxeiine: 30,

40 Ing/day QD
PO

Placebo

N = 91 men

Primal'y

Endpoint
DAI

62.5 yeai. s
(40.5-85.7)

Oneii-Label
Duloxctine

12 weeks

Diagnosis of
111ild to

1110dei'ate

BPH

Duloxetine

8 weeks

Placebo

9 weeks

AUA

Syinptoin
Index

SCOl'C

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Lor:ation;

Status;

Report Type

,,"\

F I J-MC-

SAAL;
53,541

(5.3.5.4.5.5);

Complete,
Abbreviated

Objective(s)

Enrollment

Start

Status and

End

Safely and
efficacy

May 1996

Coinpleie
November

1996

Design;
Control Type

Test and

Control Drug(s)
Dose, Route,

and Regimen

Multicciitei ,

PIaccbo-
controlled,
dollble-blind,

I'andOinized,
crossover

I\

Duloxctine

capsules: 10 Ing,
20 nig
Oxybuiyiiin

capsules: 2.5 Ing
Piaccbo capsules

study

# Patients

(Min)

Mean Age
(Range)
ears

N = 68

Diagnosis or
Inclusion

Criteria

Duloxeiiiie:

30140111g/day,
po QD

Oxybutyiiin:
75/10 Ing/day,
pO QD
Placebo PO QD

wonTeii

56.88 ycai. s
(21.87-83.84)

Ui'inni'y
ITequcncy,
ui'Inai'y

ui'genCy, alld
nocluria

Treatment

Duration

~\

5.2. tabular-listing

Duloxeiiiie

4 weeks

Oxybuiyiiiii:
4 weeks

Primary Endpoint

Bus

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;
Status;

Re ort Ty e
F IJ-MC-

SBCC;

535,451;

Ongoing;

Synopsis

I\.

Ob'ective(s)

Safety and

efficacy

Enrollment

Start

Status and

End

July 2003

Silldy Ongoing

Design;
Control T}, e
Dollble-blind,

landOii}ized,

parallel, placebo-
collti'o11cd,

multiceiiter study.

\"**

Test and

Control Drug(s)
Dose, Route,
and Re jinen

Duloxeiine: 40

Ing BID

Placebo

# Patients (Min)

Mean Age
(Rail e) years
3600 women

planned

437 women

rinidoiiiized (as
of 15 Dec 2003)

Diagnosis or
Incli, sion

Criteria

Feinalc

o111patieiits 18

yeai's of age
willI

predoiiiinaiit
SUI

syinploiiis
will

pm'ticipate 1/1

this study

I*,

5.2. tabular-listing

Treatment

Duration

6 weeks

dollblc blind,

Incli open
label 11/11il

duloxetiiie

be collies

coininci'cially
available for

the 11'eatmciii

of 1/1'inari'y
Incoiitiiieiice

in the counti},
wliere the

subjcci residcs
o1' 11/11il Ihc

spoiisoi', 101'
ally reason

stops the

study.

Frilliary
End joint

IEF

(ColliintiGd)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;

Location;
Status;
Re onT e

F1J-MC-

SBBO

5.3.5.4.5.5;

Ongoing;
Synopsis

Its*.

Objective(s)

Safety alld

efficacy

Enrollment

Start

Status and

End

Study ongoing

Design;
Control T e

Study F1J-MC-
SBBO is a PIiase

3b, double-blind,
Talldoinized,

parallel, stratified,
placebo-controlled,
multicentei' study
or the efficacy of
duloxetine

coinj}ared with

placebo ill tlie
11'eatinent of

wonlen with 111ixed

ui'Inary

Incontinence

(MUl).

I~\

Test and

Control Drug(s)
Dose, Route,
and Re jinen

Duloxeniie: 80

Ing/day given as
40 Ing capsules
twice daily.

# Patients onin)

Mean Age
(Ran e) years

Placebo

Planned: 600

woinen

Randomized

292 women nave

IruldOll\ized (as
of' 15 Dec 2003)

Diagnosis or
Inclusion

Criteria

Ale reinale

o111paticnts of

18 years of

age with
symploiiTs of
urinary

IncOiilineiicc

based o11 ille

(lisease

diagnostic
critcria,

average a total
or at least 4

IncOiiliiieiiCG

episodes pel'
wcek on the

SUIQ, and
have had

symploins of
ui'Inary

Incontinence

for a

milliiiiuiTT of 3

months prioi'
to study ciiti'y

4'

5.2. tabular-listing

Treatment

Duration

8 weeks

Primary
End oint

IEF

(colltiiiticd)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifier;
Location;

Status;

Re ort Ty e
F1J-MC-

SBBT;

535.4.5.8;

Ongoing;
Synopsis

I~\

Ob'ective(s)

Safely and
efficacy

Enrollment

Start

Status and

End

July 2003

Study ongoing

Design;
Control T e

Study F1J-MC-
SBBT is a double-

blind, SII'aimed,

IruldOlniZGd,

parallel, placebo-
controlled, Inulii-

centei' study or 111e
efficacy of a fixed
dose of duloxetine

coinpai'ed with
placebo in 111e
11 Gallnent of

women with SUI

A\

Test and

Control Drug(s)
Dose, Route,
and Re jinen

Duloxeiiiie 80

nig/day given as
40 Ing Iwicc
daily.

# Patients onin)

Mean Age
(Ran e) years

PIaccbo

Plainiied: 120

women

Randomized as

of O I Octobei

2003: 7 woineii

Diagnosis or
Inclusion

Criteria

Ale 20 ycars
of age reinale
o111palieiits
with SUI

based on the

disease

diagnostic
ci'Iteria,

avei'age at
least one

inconiiiieiit

episode 11cr

day o11 tile
sci'eeniiig

dial'y, and
have had

syinploins (il'
SUI foi a

minimuiii of 3

InoninS PI'iOr
to sttidy entry.

,\

5.2. tabular-listing

Treatnient

Duration

12 weeks

Priniary
End Oi, It

IEF

(colliinued)

Page 35



I~

Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Study
Identifiei';
Location;
Status;
Re ortT e

F 11-MC-

SBBR;
5.3.5.4.5.6;

Ongoing;

Synopsis

I*"\,

Ob. 'ective(s)

Safety and

efficacy

Enrollment

Start

Status and

rend

Silldy ongoing

Design;
Con, ti. o1 TV re

Dollble-blind,
randoinized,

pal'allel, lilacebo-
controlled,

niulliceiila' study

,,~\

Test and

Control Di'ug(s)
Dose, Route,
and Re jinen

Dtiloxetiiie 20

Ing twice daily
(BID) escalating
10 40 Ing BID

# Patients (Min)

Mean Age
(Rail e) years

Duloxetine 40

Ing once daily
(QD) escalating
to 40 11Tg BID

Planned: 500

woineii

Duloxeiinc 40

Ing BID

Randomized: 58

woineii have

liceii landoinized

(as of 15 DCc
2003)

Diagnosis or
1.1clusion

Criteria

Placebo

Ale female

outpatients 18
years of age
and ITa\, e

predominant
syiiiptoiiis of
SUI.

."~.

5.2. tabular-listing

Treatinent

Duration

12 WCCks

dollble-blind,

tileii open
label 1111/11

duloxeline

be collies

coinincrcially
available for

the 11'calmeni

o1' 111'illai'y
Incontinence

ill Ihe colliiii'y
where the

subject I'esides
01' 11/11il tliG

sponsor, for

any I'GasOii,

stops the
Silld .

Priniary
innd oi"t

IEF
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical PIiariilacology-Basic Phai'macokineiic and Phau'Inacodyiiamic Studies
Study
Identifier;
Location;
Status;

Report

Type

Study

investigatoi'/
Coordinating
center I

Number of

center(s)

*\

F1J-LC-

HMAP;

53.54. I

(5.3.3.1 .5);

Complete;
Abbreviated

Design

Mark I.

Goldbei'g, MD. /
killy Laboratory
for Clinical

Research,

Indianapolis, IN

I center

Nun, her of

subjects
and sex/

Age range

Single-
blind,

randomized

placebo-
controlled,

Inulliple
dose

F1J-BD-

HMAR

53,541

(53,314);

Coinplete;
Full

Diagnosis
and

criteria

for

inclusion

N = 12

M = 12

(4 rcceived

only

placebo)
F = 01

Age 22-53

I""**,

JP. Macher,
MD. /

Forenap Centi'e
Hospitallei. ,
Rollffach,
Fituice/

I center

Duration or

duloxetine

treatment"/

Regin, enb

Healthy
adult

Inales

Single-
blind,

randoiiiized

placebo-
controlled

21 days/
Placebo x 14.5 clays

20 Ing BID x 7 days
30 Ing BID x 7 days

40 Ing BID x 6.5
days

Dualoxetine

test 11roduct
anti strengtli

(ing base)"

N = 14

M=7

( I only

placebo)
F=7

( I only
placebo)/
Age 23-43

Criteria for

Evaluation

Healiliy
adults;

body mass
index

(BMl) of
18 to 30

Placebo, 10-

ing and 20-
Ing capsules
containing
duloxeiiiie

I O% w/w

eliteI'iC-Coated

pellets

\
I*

5.2. tabular-listing

20 days/
Placebo x 2.5 days

20 Ing BID x 2 days
40 Ing BID x 6 days
60 Ing BID x 6 days
80 Ing BID x 5.5
days

^;^=Advei'se e\, Gills, blood
pressuic, hcari I ale, ECCS,
11curological exaiiis, clinical
laboratory tests (selliiiT cheinisiry,
hematology coagulation studies,
urinalysis)
PITarmacokineiic--Pinsiiia troll h

Placebo and

20-Ing

capsules
colltaiiiing
duloxeiine

10% w/w

cntei'ic-contecl

pellets

concentrations at eacli dose level and

Standai'd Inuliiplc-dose

phaiTnacokinciic liaraiiieiei's for
duloxetine.

^^!.. PIiysical examination, blood
pressurc, pulse rate, body ICiiipci'atui'c,
wcight, ECG, clinical laboraioi'y tests
(helliaiology, 11niialysis, and livei'
tests), adverse events
PIiarmacokineiic--Standai'd 111ulli Ie-

dose phalliTacokiiietic lianaineiei's Ibi'
duloxctine at each dose level.

(ColliintiCd)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharmacology-Basic Phirrinacokineiic and Phannacodynamic Studies
Study
Identifier;
Incation;
Status;

Report
T e

Study

investigatoi'/
Coordinating
center I

Null, her of

center(s)

,*~\.

F1J-LC-

INBN

53.54. I

63,313);

Coinpleie;
F1ill

Raildall SIoltz,

MD. /

West

Phai. maceiiiical

Services

Evaiisville, IN/
I center

Design

F1 I-LC-

HMAB

53,541

(53,319);

Coinplcte;
Filll

Numl, er or

subjects
and sex/

Age range

Open-label,
dose

escalation

D. L. Hyslop,
MD. /

Lilly Laboi'aloi'y
for Clinical

Reseai'ch

Indianapolis, IN/
I center

Diagnosis
and

criteria

for

inclusion

F1J-LC-

SAAZ

53.54. I

(53,311);

Coinplele;
F1ill

N=12

M=6

F=61

Age 23-61

I*~,,,

Duration of

duloxetine

treatment1.1

Regimenb

Single-
blind,

placebo-
controlled

Michael H

Skilliier, MD. /

Lilly Laboratory
for Clinical

Researcli

Indianapolis, IN/
I center

Healthy
adults;

Body
InasS

index

(BMl) <

35 kg/In2
N=9

M=9

Ages 26-55

17 days/
601ng x I;
60 Ing QD x 8
days;

60 Ing BID x 7.5
days

Duloxeti, Ie

test product
and streiigtli
(ing base)"

Open-label,
single-dose

Healthy
adtilis;

Body

N=4

M=3

F = 11

Age 37-48

Criteria for

Evaluation

11TaSS

index

(BMl) <

35 kg/In2

60-ing
capsules
conlaiiiiiig
duloxeiine

20% w/w

enteric-coated

PCIleis
5 weeks

Healthy
adults

within

30% of

ideal body
weiglit

I,

5.2. tabular-listing

5:11^!y--Vital signs, ECGs, clinical
laboi'at o1'y ICsls, clinical assessinciil and
advci'sc events.

PITai'Inacokinetic--Standai'(I sill Ie- and

5 nig - 80 Ing

capsules
containing
duloxetiiie

20% w/w

enteric-coated

peneis
20.2 Ing single
dose

multiple-dose phiu'macokineiic
parameters 101' duloxctine and
metaboliies

S. :!!I^!)!-Clinical laboi. atory tests,
nervotis systeitT examination, pupil size,
blooc1 111'essui'e Ineasui'einents, ECCS.
PIiai'macokineiic--Standm'(I sill IC- and

20.2 nTg 14C-
labclcd

(100 PCi)
duloxctine

enteric-coated

tablet

Inuliiple-dose phallinacokinciic
pinYinieters for diiloxeiine and
In etabolitcs.

^;!!;SLY--Vital signs, ECGs, rolliine
laboi'ato1'y tests, clinical asscssmeiit, and
atIvei'se events

Pharmacokineiic--Stand, u'd sill Ie-dose

PITai'Inacokineiic pm runeters for
duloxelinc and total ladioacliviiy.
Metabolite idcntilication

Eljinination linthways
(coniiiitied)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharinacology-Basic Phariiiacokineiic and PhaiTnacodyiiailTic Studies
Study
Identifier;

Location;
Status;

Report
T e

Study

investigator/
Coordinating
center I

Nuinber of

center(s)

I~.

F1J-LC-

SBAA;
53,541

(533,441

Complete;
F1ill

Design

Michael }I.

Skinnei. , M. D. /

Lilly

Laboratory for
Clinical

Researcli/

Indianapolis,
IN/ I centei'

F1J-LC-BD-

0001;
535.4. I

(53,412. );

Coinplcte

Number of

subjects
and sex/

Age I'ange

Open-label,
4-way
crossovei',

(fasting x 2;
higli fat
bleakfast

rind

bedtiinc)
Michel

Guillauine,

MD. /

Aster-CCPhac
Pal'is, France/
I center

Diagnosis
and

criteria

for

incli, sion

N = 14

M=O

F = 14 I

Age 18-50

1'\

Dui. at ion of

duloxetine

treatmenta/

Regi, lien',

Raildoinized

, dollble-

blind,

3-period
cross-over,

placebo- and
desipi'amine
-controlled,

evaluating 2
regimen s of
duloxetiiie

Healthy
adult

females;

within

30% of

ideal body

weiglii

N=12

M = 12

F = 01

Age 23-38

4 days/

40mg x 4 willI I
week waslioui

between each dose

Duloxetine

test IDroduct
and sirengtli

(ing base)"

Heallliy
adtilt

InaleS;

extensive

metaboliz

ers with

regard to
CYP206

phenolype

Ci'iteria for

11valuation

20-ing

cansules
containing
duloxetine

I O % w/w

enteric-coaled

pellets

7 days/
80 Ing QD x 7 days
(n=6) 60 Ing BID x

6.5 days (n=6);
Desiprainine 50 Ing
BID x 6.5 days

Placebo x 6.5 days

\

5.2. tabular-listing

S. ^!)!--Vital signs, ECGs, 10/11ine
laboi'aim'y ICsls, and adverse events
Phirrmacokinelic--Standartl sin Ie-

20-Ing

capstiles
containing
duloxetiiie

I O% w/w

enterIC-coated

pellets

dose pharinacokinctic pm'ninetei's for
dtiloxetine.

^: Electi'ocai'diogi'ain,
laboi'atory tests, I'ecording of
syinploiiTs rind vital signs
PIiariiiacokinctic--Piasina

concentration InGasui'einenls of

duloxeiine and desipramine (No
101'1nal PK analyscs pertoi'med)
Phtu'macocl namic--Piessor I'esponse

to IV bolus injection of Iyi'anime; 24
hotii' ui'ill, u'y calecliolamiiies and
nietabolites; Whole blood 5-HT;

Polygrapliic SIecj, ICcoi'dings
(hyj)110giapliic BEG ritualnetei's);
Lceds sleep qiiestioiiiiaii'es

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (concluded)Table 5.2.

Clinical Pharinacology-Basic Phiu'Inacokinetic and Phimnacodyiiainic Studies
Study
Idei, tmer;
Location;

Status;

Report
Type

Study
investigator/
Coordinating
center I

Number of

center(s)

1'""

F1J-LC-BD-

SBBN;

53,541

(534.1. I);

Coinplcte;
Full

Design

David

Robertsoii,

MD. /

Validerbili

University
Medical

Centcr,

Nasliville, TN/

I celllei'

Nunnber of

subjects
all, I sex/

Age range

Single-blind,
randoinized,

outpatient
study

Diagnosis
and

criteria

for

inclusion

N= 15

M= 5

F= 10

,..~*,

Duration of

duloxetine

treatmenU

Regimen

Agc 18-39

Overtly
healthy
male rind

toriiale

subjects

14 days/
40 111g/BID x 14
days, incl'casing by
40 nig each week up
to 240 Ing daily
doses ( 120

Ing/BID)

Dinoxetine

test product
and strength

(ing base)

Criteria for

Evaluation

20 Ing
Cansule
I^ee base

containing
20% w/w

Gritci'ic-coaled

liellGtS

."

5.2. tabular-listing

S. a. !:;!Y- Safety paraincters included

vital signs, electi'ocardiograins,
clinical laboratoi'y valucs, and adverse
CVClllS

Phai'lilacokinciic-NO Ibrinal

phai'Inacokineiic analysis was
perloi'Ine(I for dLiloxetine. Thi'ce
conceiitiaiioii In Gasui'elitenis of

duloxeline wei'e suminai'ized

descrij)lively and cvaluated
gi'aplTically.
Pharniacod 11ainic-

Phalliiacodyiiamic analyscs will be

presented in the coinpleied study
I'GPOit.
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical PITarniacology-Bioavailability/ Bioequivalence Studies
Study
Identifier;

Location;
Status;
Rel, ort
Type

Study

investigator/
Coordinating
center I

Number or

center(s)

.,*,,

F1J-LC-

HMBG

53,541

(5.3.1.2. I);

Coinplete;
Hill

Design

Michael H.

Skillner, M. D. /

Lilly
Laboratoi'y for
Clinical

Research

Indianapolis,
IN/ I center

Nuniber of

SIIbjects
and sex/

Age range

Open-label,
randoinized

single-dose,
two period,

Diagnosis
and

criteria

for

incltision

crossover

N=26

M=6

F=201

Age 22-65

I~*

Duration of

duloxetine

treatnient/

Regin, en

Ilealthy
males o1'

females;

Body
InasS

index

(BMl) less
Inaii 35

kg/In2

2 days/

60 IlIg x 2 separated
by 7 -21 day
washoiit

Duloxetine

test product
and strengtli
(ing base)

Criteria for

Evaluation

20-Ing

capsules
containing
dlllOXGtillG

I O% w/w

enteric-coalcd

pellets
(clinical trial
forInulaiioii)
and

60-ing
capsules
coinainiiig
duloxetine

20% w/w

o111ci'ic-coated

pellets
(Coinniei'cial
101'1nulaiiOii)

I'

5.2. tabular-listing

S. ^=!y--Vilal signs, ECGs, clinical
laboratory ICsls, clinical assessiiiciil
anti adverse events

PIiarinacokineiic--Standartl sill Ie-dose

pharinacokinelic pal'ainclers 101
duloxeiine Standa^cl bioequivalciice
ci'iteria based o11 C, ,, and AUC.

(continued)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharmacology-Bioavailabiliiy/ Bioequivalence Studies
Study
Identifier;

Location;
Status;

Report
Ty e

Study
investigator/
Coordinating
center I

Number of

center(s)

./#"\

F I J-LC-

HMBl;

53,541

(5.3.1.1 .I);

Complete;
Hill

Design

Micliael A

Turik, MD. /

Lilly
Laboratory Ibr
Clinical

Reseai'ch/

Indianapolis,
IN/

I center

Null, her of

subjects
and sex/

Age range

This is a two

part, open-

label study
with a

randomizcd,

two-pel'iod,
crossover

design in
Part B of the

SIudy.

Diagnosis
and

crite, .ia

for

inclusion

N= 10

,.,"\

M= 5

F= 5

Duration of

duloxetine

treatment/

Regime, I

ovej-11y
healthy
Inale and

female

subjects
Age 21 -58

IV dLiloxetinc: Pint

A: 0.8 ing
duloxctine single
dose given

inn'aveiiously over a

30-minute period;
Palt B: 10-Ing

duloxetiiie single
dose given
intravenously ovei' a
30-minute PCI'iod.
Oral cluloxetine:

Pails A and B:

60-ing duloxctiiic
single dose gi\, eii
orally as 60-Ing

cansule one week
after' the IV close

Duloxetine

test product
and SIrengtli

(ing base)

Criteria for

Evaluation

IV dtiloxctinc

HCl

equivalent 10

0.8 Ing
duloxeiine

(Pm I A) or I O

Ing

duloxeiine

(Part B)
Duloxetine

HCl as

encapsulated
entei'ic-coated

PCIleis (20%)

equivalent to
60-ing
duloxeiine.

\

5.2. tabular-listing

^.:!!;;!Y-- Safety ITai'allieiers includcd
vital signs, clinical laboratory tests, and
adverse events

PITai'lilacokineiic-- Sill IC-dose

phaiTiiacokiiietic paraiiieters including
maximal plasma conccnli'at ion (Cmax),
Iiine 10 Ciliax (Tmax), in'ea 11ndei' tile

curve (AUC), PIasina clcai'ance (CL or
CUE), voluine of distribution (Vxz or

V}./F), eliiiiinatioii ^ate collstaiit (717),
eliiiiiiiaiioii half-life (17, ), Incaii
absorption Iiine (MAT), Incaii
residence Iiine (MRT), and absolute

bioavailabiliiy (F).

(colltiiiticd)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharmacology-Pharinacokinetics Studies (Special Poj)ulatioiis)
Study
Identifier;
Location;
Status;

Report
Ty e

Study
investigator/
Coordinating
center I

Nun, her of

center(s)

I'

F1J-LC-

IN AX;
535.4. I

(5.3.3.3.3);
Coinplele;
Full

Michael H.

Skinnei', M. D. /
Lilly Laboratoi. y
for Clinical

Researcli

Indianapolis, IN
USA and Roberi A.

Branch MD/

Univ. or PittsbLii'gh
Medical Center,
Pillsburgh, PN
2 centers

Design Nulliber of

subjects and
sex/

Age range

F1J-LC-

INBI;
53,541

(53,332);
Complete;
Ftill

Opcn-
label,
single
dose

Diagnosis
auntl criteria

for inclusion

N = 13

M=11

(5 cii'rhoiic, 6
healthy)
F=2

(I ciri'hotic, I
Ilealthy)/
Age 20-63

William B. Sillith,
MD. / New Orleans

Center^br Clinical

Research

inId Raildall R.

Stallz, MD. / West
Pharmacetitical

Services

Evansville, IN/
2 centers

I'*\,

Duration of

duloxetine

treatmenta/

Regimenl,

Adtilts willI

In odei'ale

ciiT'nosis

(Child-Pugh
Class B);
Controls: age
and sex

Inatched

healthy adults

Open-
I ajiel ,
single
dose

Duloxetine test

product and
SIrengtli (nig 11ase)c

I day
20 nTg single
dose

N = 24

M = 20

F=4

Age 19-61

20-ing cansules
contaiiiiiig
duloxetine 10% w/w

entei'ic-coated

pellets

Adults with

end stage
leiial disease

Ci'iteria for

Evaluation

,*

52. tabular-listing

011

hcmodialysis
Controls: age
inId sex

Inatclied

healtliy adults

I day
60 Ing single
dose

^:!!^Ly--Vital signs, ECGs,
clinical laboi'at o1'y tests, clinical
assessment and adverse events.

Phai'lilacokinctic--Standard

singled OSe I'llai'macokinciic
pm'ameters foi' diiloxetine and
InetabOliiGS

20-Ing capsules
colllainiiig
duloxetiiie 10% w/w

enteric-coated

pellets

59,112!y--ECGs, o1/110static blood
piesstii'e rind 1,111se late
In Gasureineiits, body wcight.
vital signs, clinical laboi'aim'y
testing
PIiarinacokineiic--SIaiidard

singledOSe PIiarinacol<inclic
pal'aineters foi' duloxeiiiie and
metabolites.

(continued)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharinacology-Phalliiacokinetics Studies (Special Populations)
Study
Identifier;

Location;
Status;

Report
T pe

Study
investigator/
Coordinating
center I

Nuniber of

center(s)

.I~\

F1J-LC-

SAAY;
53,541

(5.3.3.3. I);
Complete;
Full

Design

H. Wayne
HUImtui,
MD. /

South F10i'ida

Bioavailabilit

y Clinic
Miami, FL/
I center

Number' of

sub. jects
and sex/

Age range

Open-lanel,
single-dose

Diagi, OSis
and criteria for

inIClusion

N = 24

M=O

F = 24

Age 32-50
n = 12

Age 65-77
n = 12

I*\,*.
:

Healthy fallale
subjects within
30% of idcal

body weight

Duration of

duloxetine

treatiiient"/

Regimenb

I (lay
40 Ing single dose

D"10xetine

test product
antl strengtli
(ing base)"

Criteria for

Evaluation

20-ing
capsules
containing
duloxetine

I O% w/w

enteric-coatcd

pellets

**\

5.2. tabular-listing

^!!:!x--Vital signs (systolic and
diastolic blood PIGSsure, nearI
Tale), ECG, clinical laboratory
tests (clinical chemistI'y,
heInatology), and advei'sc
cvenls.

Pharinacokinctic--Standard

single-dose pharinacokinetic
iaiaiiieiers for diiloxctine.

(continued)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharinacology Drug Interaction Studies
Study
Identifier;

Location;
Status;

Report
Type

Study
investigator/
Coordinating
center/

Number of

center(s)

I~*

F1J-LC-

HMAZ;
53.54. I

(5.3.3.4. I);
Complete;
Full

Design

Micliael H.

Skinner, M. D. /
hilly
Laboratory Ibr
Clinical

Research

Indianapolis,
IN I

I center

Number of

subjects
an, I sex/

Age I'ringe

F1J-LC-

HMBA;

535.4. I;
(5,334,100

Open-label
Inulliple
dose

Sequelilial
CIOSSOVGT

Diagnosis
and

criteria

for

inclusion

Micliae1 11.

Skinner, M. D. /

Lilly
Laboratoi'y for
Clinical

Reseai'ch

Indianaj, o1is,
IN/

I center

N = 16

M= 7

F=91

AUG 21-63

I"~\

Duration of

duloxetine

treatnie"U

Regimen

Raildoiiiized

Single blind,
thi'ee-pel'iod

Healiliy
subjccis
with body
InaSS

index less

Inari 30

kg/1112

cross ovei

(at least I
week

washout

hatwcen

periods)

N = 16

M=6

F = 10 I

Age 21-58

21 days/
duloxeiiiie 40 Ing
BID x 6 clays
601ng BID x 15
days
dcsipi'ainine 50 Ing
alone and 111en with

60 Ing BID
duloxetiiie

Duloxetine

test product

and strength
(nlg base)

Healthy
adults

with

body Innss
index

(BMl) ICss
Inaii 30

kg/in2

Criteria for

Evaluation

20-ing
capsiilcs
containing
duloxetiiic

10% w/w

enteric-coated

pellets

2 days/
duloxciiiie 60 Ing
alone, ethanol 10%
alone, and
dtiloxctine 60 ing
with ethanol 10%

,,\

5.2. tabular-listing

:::!1191y--Salcty paininciers includcd
vital sigiis, ECGs, clinical laboraioi. y
ICsls, alld rid\, ei'se cvciits
PITtu'lilacokiiieiic--Standard multi )IC-

20.11g
capsules
containing
dtiloxetiiie

I O% w/w

enteric-coatcd

pellcis

dose lintrrinacokinetic pm'ameiers 101'
dtiloxeline and standai'd single-dose
phiu'Inacokinetic parameters foi
dcsipraiiiine

Sills!y--Safely I, ai'allictci's included
vital signs, ECGs, clinical laboi'at ory
tests, and adverse events.
PIiarmacokinetic--Piasiiia dtiloxctine

concciiti'ajions rind blood eiliaiiol

concentrations of ethanol. (N0 101'11In I
PK analyses were liei'rolliicd)
PIitu'macod nailTic--Me asui'es

included Alcohol Elfccis Scale

questionnaire and Alitoinaicd
Peltoi'malice Test Systein

(continued)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharmacology Drug Interaction Studies
Study
Identifier;
Localjoin;

Status;

Report
T e

SItIdy
investigator/
Coordinating
center/

NIImber of

center(s)

./\

F1J-FW-

HMBB;
53,541

(53.34.5);
Coinplcte;
Filll

Design

Stephen D.
Wise, B. Med
Sci. MB

ChB. FRCP

FFPM/

Lilly-NUS
Centre for

Clinical

Pharmacology
Pie. Ltd. ,

Singapore/
I centei'

Number of

subjects
and sex/

Age range

Open-label,
raildonTized,

4-period
crossover

Diagnosis
and

criteria

for

inclusion

study (at ICasl
4-day
washout eacli

pel'iOd)

N = 14

M = 14

F=01

Age 21- 38

,.*"\

Din. ajion of

duloxetine

treatmenU

Regimen

Healihy
adults

with body
Inass

index

(BM1) 19-
30 kg/In2

4 days/
4 single 60 Ing
doses

duloxetiiie 60 Ing
alone, willI antacid,
willI falliotidiiie,
anId willI activated

chin. coal

Duloxetine

test IDroduct
and strength

(ing base)

Criteria for

Evaluation

20-Ing
caps1/1cs
containing
dtiloxeiine

10% w/w

enteric-coated

pellets

I\

5.2. tabular-listing

S. :!!191y--Physical exaininatioii, vital
sigiis, ECCS, clinical laboi'at ory
evaluations.

Phirrinacokinelic--Standaitl sill Ie-

dose PITai'lilacokinctic parameters for
duloxetine.

(colltinucd)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharinacology Drug Interaction Studies
Study
Identifier;

Location;
Status;

Report
Ty e

Study
investigator/
Coordinating
center/

Number of

center(s)

I*\

F1J-BD-

HMBD;
53.54. I

(533.4. I I);
Complete;
Full

Design

J. P. Maclier,
MD. /

Foreiiap
Centre

Hospitaliei,
Rollffach,
France/

I center

Number of

SIIbjects
and sex/

Age range

Randoinized

dollble-blind,
two-period,
CIOss-ovei'

Diagnosis
and

criteria for

inclusion

study (at least
10-day
washout after

each period)

N = 16

M=8

F = 81

Age 21 -45

"~'*

Dui. ation of

duloxetine

treatment/

Regiineii

Healthy
adults

8 days/
Dtiloxetine 60 Ing
BID x 7.5 days;
Placebo BID x 7.5

days;
Loi'azepain 2 ing
BID given
colicLirrenlly for' last
3.5 days

Duloxetine

test I, roduct

and SIrengtli
(ing base)

Criteria for

Evaluation

PIaccbo and

20-Ing
capsules
containing
duloxetiiie

I O% w/w

eliteI'iC-Coated

pellets

I'

5.2. tabular-listing

::.^:!y--Vital signs, ECCS, clinical
laboi'aim'y tests, advei'sc cvciiis.
Phai'macokiiietic-Standau'd Inulii JIG-

dose pharinacokinetic parainctcrs 101'
duloxetine and loinzepain
PhariiTacod naniic--11niiiediaie and

delayed woi'd ICcalI assessing
cognitive effects; Ci'itical flickcr
fusion Ihi'esliold test assessing collical
alertness/infoiination I, 1'0cessing;
Muliiple clioice reaction tillIe
assessing psychoinoloi' PCI'toI'm allce;
Digit symbol substitution Iesi
assessing psychoinotoi' perto^Inaiice;
Boild & Ladei' vistial analog scalc anti
subjective evaluation of vigilance rind
11100d

(continued)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Phiu'Inacology Drug Inletaclioii Studies
Study
Identifier;

Location;
Status;

Report
Ty e

Study
investigator/
Coordinating
center/

Number of

center(s)

,,*,^

FI I-BD-

HMBF;
53,541

(53,343);
Coinpletc;
Full

Design

Jean-PIiilipj, e
Decotirl,
MD. /

Parexel

Clinical

PhariTiacology
Poitiers,
France/

I centei

F1 J-FW-

SBAG;
53,541

(53.34.2);
Coinplcic;
Filll

Number of

subjects
and sex/

Age range

Randoinized

single-blind,
two-way
balanced

Di'. Stcphen
D. Wise,
B. Med. Sci.

MB. ChB.

FRCP. FFPM

Lilly-NUS
Centre for

Clinical

PIiai'Inacology
Pie. Ltd. ,
Singapore/
I center

Diagnosis
and

criteria

for

inclusion

cross-over

study (at ICasi
I O-day
washotii ajiei.

eacli eriod)

N=11

M=11

F = 01

Age 23 -
46

.~\

Duration of

duloxetine

treatment/

Regiiiien

Open-label,
sequential
two-pel'iod
silldy
(separated by
4-day
washout

pel'iOd)

HealilI,
non-

SIIloker

Inale

adtilts

with body
11TaSS

index 18

to 28

N = 12

M=12

F=01

Age 21 -27

5 days/
Duloxeiine 60 Ing
BID x 4.5 days;
Placebo BID x 4.5

days;
Aminophylline
2501ngintiavenoiis
solution (197.5 Illg
111eo h 11ine)

Duloxetine

test product

and sti. englh
(Ing base)

Healthy
adults

willI body

Criteria for

Evaluation

Placebo and

20-111g
capsules
containing
duloxciine

10% w/w

enteric-coalcd

pellets

Inass

index

(BM1) 19-
30 kg/in2

10 days/

Duloxeiine 40 Ing QD
x 4.5 days;

Paroxctine 20 Ing QD

x 20 clays with
concomitant

duloxetine nom days
12 111roiigh 16.

A\

52. tabular-listing

^!!:Ly-- Safely paraiiieiers included
vital signs, ECCS, clinical laboratory
tests, clinical assessment and adveise
events.

PIitu'Inacokineiic-Standai'd sill Ie-

20-ing
capsules
containing
duloxctine

10% w/w

enteric-coated

pellets

dose phalliiacokiiictic liaraiiieici's foi'
theophylliiie and 1/1'illai'y exci'etioii or
111eophylline and the 111eiabolites.

S. a. ^Iy--physical exainiiiaiioii, vital
signs, ECGs, clinical laboratoi'y
evaluations

Phirrmacokinetic-Standai'd Innlti )Ie-

dose dial'macokinetic paininetei's for
dtiloxeline

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical Pharinacology Di'ug Inter'action Studies
Study
Identifier;
Location;
Status;

Report

Ty e

Study
investigator/
Coordinating
center/

Number of

center(s)

I~*-

F IJ-FW-

SBAS;
53,541

(53,349);

Complete;
Full

Design

Dr. Stephen D.
Wise. B. Med

Sci. MB. ChB

FRCP. FFPM/

Lilly-NUS
Centre for

Clinical

Pharmacology
Pie. Ltd. ,

Singapoi'd
I centcr

Nuinber of

sub, jecls
and sex/

Age range

Dollble-

blinded,

I'alldOinized

, 2 period

Diagnosis
rind

criteria

for

inclusion

ci OSSOVGr

N= 16

study

I~\

M= 3

F= 13

Duration of

duloxetine

treatment/

Regimen

lienlthy
CYP206

extensive

metaboliz

er InalGS

or' fcnialesAge 21 -65

5 days, 80 Ing/day,
o1vGn as two

divided 40-Ing
doses (2x20Ing

capsules)

Duloxetine

test product

and SIre"gtli
(nig nanse)

5 clays IDuloxciiiic
Placebo: for one

pel'jou

Ci'itei'ia for

Evaluation

20 Ing
CapsLiles
containing
duloxetine

20% w/w

ciilei'ic-coated

1,011cis

5 days ITolicrodine
for eacli of Ihc two

pel'iOdS

I, **

5.2. tabular-listing

Sill^!y - PIiysical exaiiiinaiion, vital
signs, 12-ICad clccli'ocardiogi'ain
(ECG) and atIverse events.
PIiarinacokinetics - SIead -slate

phaiinacokiiieiic palmiicteis for
10/1erodinc rind its 5-hydroxylneihyl
Inetabolite (5-HM) including Inaximal

plasma colicenli'alloii (Cmax, ss), 11/11C
to Cmax, ss (Tiliax, gs), in'ea 11ndci' tile
CUI've (AUCt, ss), Cliitiiiiation late
constant (A, ) and half-lire (by, .
App, u'ent PIasiiia clcaraiice and
voluinc of distribution wei'c only
evaluated for' lonerodine

Predose and 12-hotii' concentration

values of dul()xciiiic wei'c LISed 10

assess SICady-slate attainment.
(colliinucd)
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Tabular Listing of Clinical Studies (continued)Table 5.2.

Clinical and Pharmacokineiic Study SUITimary
Study
Identifier;
Locatioi, ;

Status;

Report
Ty e

Study
investigator/
Coordinating
center Ni"riber

of center(s)

I\

F1J-LC-

HMAO;
53,541

(5.3.1.2.2);

Coinpleie;
Abbreviated

Design

Mark I

Goldberg, MD.

Lilly
Laboi'at ory for
Clinical

Reseai'ch

Null, her of

subjects
and sex/

Age range

Seven

cliffereiit

single-
dose

treatineiil

regiineiis

One

Diagnosis
and

criteria for

inclusion

N = 14

M = 14

,...\

Duration of duloxetine

treatn, ent/

Regiinen

Healthy
InalG

subjects

I day;
Duloxetiiie 20-ing Gritci'ic-coaled tablet I, o in
the In o1'11iiig (fasting).

Duloxctine 20-ing eliteI'ic-coated tablet po at
bediiine (lasting).
Duloxeline 20-Ing capsule containing enteric-
coated PCIlcts p0 111 the In onling (instillg).
Duloxciine 20-Ing capsulc containing enteric-
coated pellets po in the 1110riiiiig (fasting)
Duloxetine rotu' 5-Ing capsLiles containing
enteric-coalccl pellets po ill the moiliiiig
(fasting).
Duloxeiine 20-Ing capsules containing ciitciic-
coated PCIleis po in the 1110niing before a
standardized brcakfast (fed).

Duloxeiine loin' 5-ing capsules containing

Gritei'ic-coated pellets po in tile Inonling heroi'e
a standiu'dized breakfast (fed).

Duloxetine

test product
and strength

(ing base)

A,

52. tabular-listing

Crite, .ia for

11valuation

Duloxeiinc

5 Ing
20 Ing

Safely and
Tolei'ability

(continued)

Page 50



**,.\

Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Healthy Subject PI< and Initial ToIerability Studies
Study
Identifier;

Location;

Status;

Re ort'ry e
F1J-LC-

INAF

53.54. I

(5.3.3.1.2);

Coinplete;
Full

1'

Study investigator/
Coordinating center
Number of center(s)

N/A

F1J-LC-

SBCH(a)
53,311;

Complete;

Synopsis

Lilly Laboi'at o1'y for
Clinical Research

Design

Michael Turik, MD

Lilly Laboratory for

Clinical Reseai'ch

N/A

Nulliber' of

subjects
and sex/

Age range

One

""\*

Diagnosis
and criteria

for

incliisioii

N/A

Open-label
Dose-

Escalation

Study

Duration of

duloxeti, Ie

treatment/

Regimen

Ilealtliy

Subjects

N=12

F=12

18-75 ycai's

N/A

Duloxetine test

111'0duct and

strengtli (Ing base)

Healthy
Female

Subjects

N/A

,\

I4 Days

60 Ing BID x

I -3 days

1201ng BID x

I -3 days

1601ng BID x

4 days

200 Ing BID x

31'* days

5.2. tabular-listing

Criteria foi.

Evaluation

Duloxeiine

20 Ing
30 Ing

Salcty and

Toletabilily

Safely and

Toletabiliiy

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Healthy Subject PK and Initial Toletability Silldies
Study
Identifier;

Location;
Status;
Re ortT e

F1J-LC-

SBCG;

5.3.3.1 .2;

Coinplete;
Synopsis

*~\

Study investigator/
Coordinating center
Nuinber of center(s)

I

Dr. K. Ratligen

Htimaii PIiaiTnacology Centi'e
BOGliriiige^ Ingelheim PIiarma
GinbH & Co. KG

D-88397 Biberacli I Riss

Clinical Research

I CGnlei'

Design Nu, riber of

SIIb. jCCtS
and sex/

Age range

Randomi

zed,

placebo
controlle

d, double
blind

trial

,~\.

F1J-LC-

INAD;
53.54. I

(53,316);

Coniplete

Diagnosis
and criteria

for

inclusion

Planned:

32 subjects
( 12'1' 40

Ing; 12.1,

100 Ing; 8*
placebo)

N/A

Duration of

duloxeti, Ie

treatmenta/

Regimenh

Healihy
reinale

SIIbjects as
delei'11niied

by I'esulls of
screening

Signed
wrilleii

infoi'Incd

Consent In

accordance

with CCP

and local

legislation

Age ;2: 40
BMlyeai's .

218.5 and ,;

29.9 kg/In

Randomize

d: 32

subjects

7 days
Duloxetine 20

Ing capsules
40 Ing o1' 100
Ing BID
po

Duloxetine test

product and

strength (Ing base)c

Coinpletcd:
26 SIIbjecis

N/A

Duloxciiiie 10 20 Ing
cansulcs, 5 capsules
twice daily or
Duloxeline 20 Ing 2

capsiiles twice daily
and 3 cansulcs

placebo twice daily
given orally

..*

5.2. tabular-listing

Criteria for

Evaluation

N/A

,Ix;
ToIerability
(adverse events),

ECG, systolic and
diastolic blood

PI'esstii'e, 1'0utiiie
labs

N/A N/A N/A N/A

(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Healthy Subject PK and Initial TolGrability Studies
Study
Identifier;

Location;

Status;

Report
T e

SIIidy investigator/
Coordinating center
Nu, riber of center(s)

I'

F1J-LC-

HMAA;
53.54. I

(53.31.7);

Complete;
Synopsis

U. S. Schwerisclilag

F1J-FW-

SBAZ;

53.54. I

(5.3.3.1 .I I);

Complete;
Full

Design

Lilly Laboratory 101'
Clinical Researcli

One

A1aii G MOSkwa, MD

Single-blind,

placebo-
controlled

CMAX, a Division of

Irisiiiuie of Drug

Technology Australia
Limiied

Number or

subjects and sex/
Age range

,,,\

One

A double-blindcd,

I'rindOlniZGd,

1/11'ee-period
crossover study

involving 2 etlinic
gi'oups of
Japanese and
Caucasians

N=3

M=3

21-55 yeai's

Diagnosis
and criteria

for inclusion

Duration of

duloxetine

treatiiient/

Regimen

Pail A

Japanese sub^CIS:
Male 10 , Female

15,
Callcasiail

subjects:
Male 12, Feinale
14, Part B

Japanese SIIbjects:
Male 14 , Female
6,

Caucasian

subjects:
Male 15, Feinale
6

20-50 Years

Healthy adult
males

Duloxetine test

product and
strength (ing
base)

Single dose

11calthy

-Japanese
-Caucasian

\

5.2. tabular-listing

Duloxciinc

5-ing capstiles
I O-Ing capsules
25-Ing capsules

Criteria for

EvaluationI

Part A:

Duloxeiine

HC1: 20

Ing, 40 Ing

and 60 Ing

wei'e given

as 3 single
doses 10

each subject

Placebo

Safely and
Pharinacokineiics

Duloxetiiie

20 Ing

Safety and
PIiai'niacokineiics

Palt B:

Dtiloxciiiic

HC1: 20 Ing
BID o1' 40

Ing BID
(continued)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

EXITinsic Factoi' PI< Study Reports

Study
Identifier;

Location;
Status;
Re ortT e

F1 J-LC-

HMCC;

53,541

(53,348);

Complete;
Filll

I\

Study i, ,vestigator/
Coordinating center I
Nuniber of center(s)

Michael H. Skinner, MD. ,

Phariii. D.

Lilly Laboiaioiy foi
Clinical Researcli

Design

One

Randoinized,

open label4-
in'ITT sequential
treatinent

crossovei' study

Number of

subjects and sex/

Age range

I\

14

Males

Diagnosis
and

criteria

for

inclusion

18-65 Year's

Duration of

duloxetine

treatment/

Regiinen

4 Weeks

Male

Smokei's

DLiloxeliiie 60

Ing orally,

singlc dose
(two

occasioiis)

Dinoxeti"e

test product
and

strengtli
(In base)

"\

5.2. tabular-listing

Criteria for

Evaluation

Duloxelinc

capsules, 20
Ing

Duloxciine

IV, 10 Ing

Duloxeliiie:

IO Ing
In 11'aveiious

solution, singlc
dose (two

occasions)

Ding-Di'ug
Intel'action

Study

(colliiiiticd)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Repoi'Is or HUInaii Pharinacodynainics (PD) Studies
Study
Identifier;
I, ocatioii;
Status;
Re ort Ty re
F1J-LC-

HMAE;
53.54. I

(53,413);

Coniplete;
Full

A*

Study investigator/
Coordinating center I
Number of center(s)

D. L. Hyslop, MD
U. S. Schwei'Is chiag,
MD, PhD

F1i-MC-

SAAN;
53.54. I

(534.1.4);

Complete;
Abbreviated

Design

Lilly Laboratory toI
Clinical Research

One

N/A

Dollblc-blinded,

randoinized,

Ihrcc-way
CIOSSOVCi' study

Nuinber or

subjects and
sex/

Age range

,4\

N=12

M = 12

Diagnosis
and criteria

for inclusion

N/A

Hcalthy Inale

subjccts

Duration or

duloxeline

treatment/

Regimen

N/A

68 days
(duloxciinc 5

Ing QD f0, ~ 14
days;
duloxetine 20

Ing QD 101 14

days; placebo
It)I' 40 days)

Duloxetine test

product and
strengtli (ing
base)

N/A

A,

5.2. tabular-listing

I

Duloxetinc (low

dose): 5.0 Ing/day,

Criteria for

Evaluation

N/A

Duloxeliiic (11igli
dosc): 20.0

ing/day,

Saidy

Placebo,

N/A N/A

(ColltiilLied)
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Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Reports of Humaii PharinacorlynaiTiics (PD) Studies
Study
Identifier;
Location;
Status;
Re ion 'ry e
F1J-LC-

HMAJ;

53,541

(53,347)

Coinplete;
Clinical

Study
Sumiiiai'y

I\

Study investigator/
Coordinatii, g center I
Number of centei. (s)

James C. Kisicki, MD

Harris L, ,11>oratories, Inc.

Design

0116

single-blinded,
sequential
dosing

Number of

sunjects
and sex/

Age range

""~

Diagnosis
and critei. ian

for inclusion

N=12

M = 12

19-55 years

Healiliy Inale
subjects

Din. ation of dinoxetii, e

11'001ment/

Regimen

18 days
Tieaiiiteni I : One

capsLile of Rcsioi'11 30
Ing anti one tablet

dtiloxetine PIaccbo as a
coinbiiiaiioii dose with

240 111L waiei' at I I :00

PM

T^eatineiii 2: One lablei

duloxetine 20 Ing and
one capsule terntizepam
placebo as a
coinbinaiioii dose willI

240 111L water' at I I :00

PM.

Treatiiieiii 3: Onc tablet

duloxeiiiie 20 Ing and
one capstilc Restoi'il _
30 Ing as a
combination dosc willI

240 InL water at I I :00

PM.

Duloxetine test

product and
strength (ing
base)

.\

5.2. tabular-listing

Dinoxetine

20 Ing

Criteria for

Evali, ation

Restoi'11

30 Ing

Placebo

Di'ug-Di'ug
Intel'action

Study

(colliiiiucd)

Page 56



A

Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (continued)Table 5.2.

Studies Conducted By Shioiiogi & Co.

Study

F1J-JE-102G

F1J-JE-221G

I"*

F1J-IE-301G

Location

F1J-IE-311G

53.54. I

(535.4.6.4)

F1J-JE-312G

53.54. I

(535,465)

F1J-JE-313G

53,541

(535,462)

F1J-JE-321G

(acute phase)

53,541

(53,546.6)

F1J-JE-321G

(coinpassionate
use phase)

53,541

(535.4.6.7)
53,541

(535,468)

F1J-IE-322G

53,541

(53,546.9)

,,\

53,541

(535,461)

53,541

(53.54.611)

(continued)

,A\

5.2. tabular-listing

Page 57



I

Duloxetine Hydrochloride (LY248686)

Tabular Listing of Clinical Studies (concluded)Table 5.2.

Studies Condiicied By Shionogi & Co.
Study

F1J-JE-323G

F1J-IE-324G

14

F1J-IE-401G

(Ui'ge Study)

Location

F1J-JE-1008

53.54. I

(5,354,612)

F1 I-IE- 1009

535.4. I

(53.54.6.13)
535.4. I

(535,463)

Abbreviations: 20CT = 2-Digit Cancellation Test; 5-HT = serotonin; AUA = AmCTican Urological Association Syiiiptoiii Index; AUC = alea 11ndei' tile CLIi've;
BMl= bodyiiiassiiidex; Bus = BChavioi. al Uige SCOi'e; BID = twice daily; BPl= Bi'ief Pain lnveniory; CGI-1/11pi'ovciiiciit = CliiiicalGloballinpi. essions of
11nproveillent; CGI-Sevei'ity = Clinical Global 1111pressions of Severity; CL = PIasiiia clearance; CLIF = Cmax = appal'eiii plasma cleai'mice; maximum
plasma concenii'ajion; CMG = cystoinetrogi'inn; DAI = delrusor activity index; DSM-1/1-R = Diagnostic and Statistical Manual of Mental Disorders, Thii'd
Edition, Revised; DSM-IV = Diagnostic and Statistical Mannal of Mcntal Disorders, Foul'Ih Edition; ECG = electrocai'cliogi'alli; F = female; HAM017 = 17-
iteiii Halltilton Depression Rating Scale; IEF = incontinence episode frequency; I-QOL = Incoiiiiiiciice Quality of Life Question nail'c; IV = intraveiiotis;
LNS'I = Letter-Nuinber Sequencing Test; M = Inale; MAT = Incan absoi'ptioii time; MDD = Inajor depressive clisorder; MINI = Milli International
Nctiropsycliiatric; Intel'view;MNSl = Michigan NG!ITopaihy Sci'eeliing Instruincnt; MRT = Incaii I'esidence; N = 11umbcr or subjects; PGI-Impioveiii =
Patient's Global 1/11p^essioiis of 1111PIOvemeni; PK = PIiariiiacokinelic; PO = orally; QD = once cladly; SDST = Symbol Digit Substiltitioii Tcsi; SPT = stress
pad test; SSRI= selective SGI'o101iiiiTellplakeinhibitor; SUI = stress 111'many incontinence; Tniax = time to maxiiiiuin concciiii'ajioii; U1 =111'illaryincontinence;
UUl = tirge urinary incontinence; VLRT = Verbal Leai'ning and Recall Tcsi.

53,541

(535.4.6.14)
53,541

(535,4615)

A\, ,\

5.2. tabular-listing
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