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APPENDIX 7.2.1.1

" STUDY 85A: PRINCIPAL INVESTIGATORS

, Investigator (Center #)

Joseph Mendels, M.D. (302)

. Location

Therapeutic Services, Inc.
Philadelphia, PA

Ari Kiev, M.D. (202)

Social Psychiatry Research
Institute, Inc.
New York, NY

Louis Fabre, M.D., Ph.D. (102)

gac. - o

Research Testings, Inc.
Houston, TX
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APPENDIX 7.2.1.2

l' BTUDY 91206:

PRINCIPAL INVESTIGATORS

Jeffrey T. Apter, M.D.

Investigator(s) (Center #)

Location

-(1) Princeton, N.J.

(2)

Richard L. Borison, M.D., Ph.D.

Columbia, S.cC.

William J. Burke, M.D.

(3) Omaha, NE

John S. Carman, M.D. (4)

Atlanta, Ga

Lynn -A. “Cunningham; M.D. (5)

Springfield, IL

Louis Fabre, M.D. (6)

Houston, TX

John P. Feighner, M.D.

(7) San Diego, cA

Ronald R. Fieve, M.D. (8)

New York, NY

James Halikas, M.D. (9)

Minneapolis, MN

Carl A. Houck, M.D. (10)

Birmingham, AL

Peter B. Lucas, M.D. (11)

Northridge, cA

Ram K. Shrivastava, M.D.

(12) New York, NY
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APPENDIX 7.2.1.3

ETUDY 86141:

PRINCIPAL INVESTIGATORS "

Investigator (Center #) I Location I
%

Jorgen Gylding-Sabroe, M.D.

(1) Charlottenlund, Denmark

Harald A. Nygaard, M.D. (2)

Fyllingsdalen, Norway

Hedvig-Elisabeth Refsum, M.D. (3) | Lier, Norway

Einer Ofsti, M.D. (4)

Brumunddal, Norway

C.G. Gottfries, M.D. (5)

Gothenburg, Sweden

Sture Eriksson, M.D. (6)

Umea, Sweden

Steinar Syversen, M.D. (7)

Jonkoping, Sweden

STUDY 86141:

BASELINE DEMOGRAPHIC CHARACTERISTICS

Treatment
Groups

N

CIT 98

Age (years) Sex [N(%)]

Mean

76.8 30 (31%) | 68 (69%)

Range Male Female -

PLAC 51 77.4 14 (27%)44;;;(?1%)
STUDY 86141: COMPLETERS by7VISIT
Treatment Randomized ITT Completers [N(%)] ——
Groups Wk 2 Wk 4 Wk 6
CIT 98 97 97 (100%) | 90 (93%) 64 (66%)
PLAC 51 50 50 (100%) 48 (96%) 38 (76%)

" STUDY 86141: MEAN DOSE (mg/day) by VISIT

Treatment
Group

CIT

Wk 2 Wk 4 WK 6

20 23 24




APPENDIX 7.2.1.3

STUDY 86141:

MEAN CHANGE FROM BASELINE IN HAM-D TOTAL SCORE

Treatment Baseline Week 2 Week 4 Week 6
Group
N Mean N.J]. A& N A N A
e
. LAST OBSERVATION CARRIED FORWARD ANALYSIS
CIT 97 22.24 97 -2.41 97 -5.22 97 -6.32
PLAC 50 21.00 50 -3.16 50 -4.94 S0 -4.94
2-sided p-values for pairwise comparisons
C ves P 0.277 - 0.374 0.815 0.316
OBSERVED CASES ANALYSIS
ciT 97 22.24 95 -2.46 89 -5.69 64 -9.61
PLAC 50 21.00 49 -3.22 46 -5.22 37 -6.19
2-Sided p-values for pairwise comparisons
C vs. P 0.277 0.374 0.709 0.036
STUDY 86141: MEAN CHANGE FROM BASELINE IN
HAM-D DEPRESSED MOOD ITEM
Treatment Baseline. Week 2 Week 4 Week=@< -
croup N Mean N A N A N A
LAST OBSERVATION CARRIED FORWARD ANALYSIS .’
CIT 97 2.70 97 -0.44 97 -0.80 97 -0.91
PLAC so | 2.56 | 50 | -0.42| so | -0.86| so | -0.70
2-sided p-values for pairwise comparisons
C vs. P 0.261 0.865 0.764 0.323
OBSERVED CASES ANALYSIS
cIT 97 | 2.70 | 95 | -0.45| 89 | -0.87| 64 | -1.38
PLAC S0 2.56 49 -0.43 46 -0.89 38 -0.84
2-Sided p-values for pairwise comparisons
C vs. P 0.261 0.864 0.895 0.029




APPENDIX 7.2.1.3

STUDY 86141: MEAN CHANGE FROM BASELINE IN

MADRS TOTAL SCORE

Treatment Baseline Week 2 Week 4 Week 6
eroup N Mean N | a N A N A
" LAST OBSERVATION CARRIED FORWARD ANALYSI .
CIT 97 26.59 97 -3.98 97 -7.14 97 -8.57
PLAC 50 23.86 50 -3.80 50 ~-6.60 S0 -6.54
B 2-sided p-values for pairwise comparison
Cvs. P 0.111 |  o.s85 0.756 0.313
OBSERVED CASES ANALYSIS
CIT 97 26.59 95 ~-4.06 89 -7.70 64 | -12.94
PLAC S0 23.86 49 -3.88 46 -6.74 36 -8.56
2-Sided p-values for pairwise comparisons ]
C vs. P c.111 0.883 0.609 0.072

STUDY 86141:

MEAN CHANGE FROM BASELINE IN CGI SEVERITY SCORE

Treatment Baseline Week 2 Week 4 Week—& -
croup - N Mean N A N A N A
LAST OBSERVATION CARRIED FORWARD ANALYSIS

cIT 97 | 3.23 | 97 | -0.12| 97 | -0.40| 97 | -0.56
PLAC 50 3.22 | 5o | -0.14| so | -0.34| so0 | -0.40
2-sided p-values for pairwise comparisons
C vs. P 0.393 0.877 0.660 0.307
OBSERVED CASES ANALYSIS
CIT 97 3.23 95 -0.13 90 —0.44 64 -0.84
PLAC 50 3.12 50 -0.14 47 -0.36 38 -0.55
2-Sided p-values for pairwise comparisons
C vs. P 0.393 0.897 0.577 0.124




APPENDIX 7.2.1.4

STUDY 89303:

PRINCIPAL INVESTIGATORS

Investigator(s) (Center ¥)

A. H. Mahmood, M.D.
Al-Bachari, M.D. (1)

Location

Merseyside, U.K.

Gilbert Andrews, M.D. (2)

Surrey, U.K.

Joseph M. A. Ansari, M.D. (3)

Merseyside, U.K.

R. K. Baruah, M.D. (4)

Nottingham, U.K.

G. S. Bhatt, M.D. 7(5)

Lancs, U.K.

John A. G. D'Souza, M.D. (6)

Blackpook, U.K.

Jasbir Singh, M.D. (7)

Chesterfield, U.K.

Kumar Mahadevan, M.D. (8)

General Hospital, U.X.

Rateek H. Mahmood, M.D. (9)

Merseyside, U.K.

Halley Mathew, M.D. (10)

Dewsbury W. York, U.K.

Yvonne I. Michael, M.D. (11) Dettering, U.K.

Stuart Montgomery, M.D. (12) London, England

Dennis H. Morgan, M.D. (13) gaﬁton Road Kinests-Liynn,”
Achmau Perez, M.D. (15) Northants, U.K.

Anees, M.D. (16) Wolverhampton, U.K.
Sharma, M.D. (17) Hartwood Shotts, U.K.

K. Sundararajan, M.D. (18) Yorks, U.K.

A. G. Patel, M.D. (28)

Herts/Luton, U.K.




APPENDIX 7.2.1.4

STUDY 89303: BASELINE DEMOGRAPHIC CHARACTERISTICS

Treatment N Age (years) Sex (N(%)]
Groups
Mean Range Male | Female
CIT 20mg 70 42.2 . 23 (33%) 47 (67%)
CIT 40mg 64 43.9 17 (27%) 47 (73%)
PLAC 66 43.7 21 (32%) 45 (68%)

.- Ea ) -

STUDY 89303: COMPLETERS by VISIT

Treatment | Randomized | ITT Completers [N(%)]
Groups
P wk 1 | Wk 3 Wk 4 | Wk 6
CIT 20mg 70 68 68 59 52 51
(100%) | (87%) (76%) (75%)
CIT 40mg 64 61 61 56 52 49
(100%) (92%) (85%) (80%)
PLAC 66 64 64 57 53}~ 46-
. i (100%) (89%) (83%) (72%)
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APPENDIX 7.2.1.5

STUDY 89306:

PRINCIPAL INVESTIGATORS

A. H. Mahmood, M.D.
Al-Bacari, M.D. (1)

Investigator(s) (Center #) Location
w

Merseyside, U.K.

Gilbert Andrews, M.D. (2)

Surrey, U.K.

Joseph M. A. Ansari, M.D.

(3) Merseyside, U.K.

G. S. Bhatt, M.D. (5)

Lancs, U.K.

John-A. “G. D'Souza, M.D.

(6) Blackpook, U.K.

Jasbir Singh, M.D. (7)

Derbys, U.K.

Rateek H. Mahmood, M.D. (9)

Merseyside, U.K.

Rahman, M.D. (10)

Dewsbury W. York, U.K.

Achmau Perez, M.D. (15)

Northants, U.K.

K. Sundararajan, M.D. (18)

W. York, U.K.

Basic Paul Maragakis, M.D.

(20) Wigan, U.K.

Nas Choudry, M.D. (21)

Poole, U.K.

Michael Ford, M.D. (22)

Dorchester, U.XK,.- ...

Kelly, M.D. (23)

Rotherham, U.K.

London, U.K.

P. X. Brahma, M.D. (24)

K. Bafasubramaniam, M.D.

(25) Bedford, U.K.

T..-Venkateswarlu, M.D. (26)'

St. Leonard-on-Sea, U.K.

B. S. Weerakoon, M.D. (27)

Oormskirk, U.K.

A. G. Patel, M.D. (28)

Herts, U.K.

Keith Bridges, M.D. (29)

Manchester, U.K.




APPENDIX 7.2.1.5

STUDY 89306: BASELINE DEMOGRAPHIC CHARACTERISTICS

Treatment N Age (years) Sex [N(%))]
Groups
Mean- - Range Male I Female
CIT 20mg 88 44.1 30 (34%) 58 (66%)
CIT 40mg 97 42.6 42 (43%) 55 (57%)
PLAC 89 41.5 26 (29%) 63 (71%)

STUDY 89306: COMPLETERS by VISIT

Treatment | Randomized | ITT Completers [N(%))]

G
roups Wk 1 I Wk 3 Wk 6
CIT 20mg 88 88 | 82(933%) | 73(83%) | 65(74%)

CIT 40mg 97 97 95(98%) 86(89%) 74 (76%)
PLAC 89 89 88(99%) 76(85%) 68 (76%)




APPENDIX 7.2.1.5

STUDY 89306: MEAN CHANGE FROM BASELINE IN MADRS TOTAL SCORE

Treatment Baseline Wk 1 Week 3 Week 6
Group N Mean N | A N A N A
. LAST OBSERVATION CAR_R;ED FORWARD ;NALYSI
CIT 20mg 88 32.70 88 -7.18 88 | ~-13.00{ 88 |-17.94
CIT 40mg 97 31.30 97 -7.48 97 | -12.91] 97 |-16.04
PLAC 88 33.14 88 ~7.53 88 | -12.26] 88 |-15.95
) - + 2=sided p-values for pairwise comparison
20mg vs. P 0.689 0.804 0.659 0.308
40mg vs. P 0.059 0.791 0.710 0.964
OBSERVED CASES ANALYSIS
CIT 20mg 88 32.70 82 -7.71 73 | -14.95| 65 |-22.85
CIT 40mg 97 31.30 95 -7.64 86 | -14.41] 74 |-19.95
PLAC 88 33.14 88 -7.53 76 | -13.42 68 | -18.79
2-Sided p-values for pairwise comparisons
20mg vs. P 0.689 0.905 0.375 0.030
40mg vs. P 0.059 _ 0.937 0.582 0.55%" -p-




APPENDIX 7.2.1.5

STUDY 89306: MEAN CHANGE FROM BASELINE IN CGI SEVERITY SCORE

Treatment

Baseline Wk 1 Week 3 Week 6
L Group N Mean N A N A N A
| LAST OBSERVATION CARRIED FORWARD ANALYSIS
CIT 20mg 88 3.28 88 -0.35 88 -0.75 88 -1.03
CIT 40mg 97 3.22 97 -0.24 97 -0.58 97 -0.91
PLAC 89 3.30 89 -0.33 89 -0.61 89 -0.94
. ... .. 2-sided p-values for.-pairwise comparisons
20mg vs. P 0.819 0.792 0.213 0.528
40mg vs. P 0.290 0.364 0.814 0.807
OBSERVED CASES ANALYSIS
CIT 20mg 88 3.28 82 -0.38 73 -0.88 65 -1.32
CIT 40mg 97 3.22 95 -0.24 86 -0.69 74 -1.18
PLAC 89 3.30 88 -0.33 76 -0.70 68 -1.19
2-Sided p-values for pairwise comparisons
20mg vs. P 0.819 0.641 0.155 0.373
40mg vs. P 0.290 0.378 0.933 0.926mx -




APPENDIX 7.2.1.6

8TUDY 89304:

PRINCIPAL INVESTIGATORS

Guy C. R. Robert, M.D. --(1)

Investigator(s) (Center #) I Location ,

Rostrenen, France

Paul Houillon, M.D. (2)

Rostrenen, France

Jean-Michel Bouchard, M.D. (3)

Toulouse, France

Jean-Michel Luccioni, M.D. (4)

Marseille, France

Jean Francois Charbonnier, M.D.
5) .- e - I =

Clermont-Ferrand Cedex,
France

Franck Peyre, M.D. (6)

Bordeaux, France

Henry Richou, M.D. (7)

Le Mesnil Saint-Denis,
France

Jean Yves Metzger, M.D. (8)

Colmar, France

Jean Francois Mathey, M.D. (9)

Pessac, France

Jean DeLaunay, M.D. (11)

La Rochelle, France

Regis Pagot, M.D. (12)

Vannes, France

Bermard Aubin, M.D. (13)

Clermont-Ferrant, France

Henry Loo, M.D. (14)

Paris, France

Gerard Clerc, M.D. (16)

Pontorson, France

Philippe Robert, M.D. (17)

Nice, France

Vincent Mahe, M.D. (18)

Versailess, France

Zziad Houri, M.D. (19)

Nantes, France

Philippe Coffinet, M.D. (20)

Faverney, France

Geneviere Lafon, M.D. (21)

Paris, France

FabriceLanvin, M.D. (24)

Lievin, France

Jacque Catteau, M.D. (26)

Arras, France

Jean-Paul Chabannes, M.D. (27)

Chambery, France

Michel Guibert, M.D. (28)

Saint-Lo, France

Michael Hanus, M.D. (29)

Paris, France

Jean-Pierre May, M.D. (30)

Hoerdt, France

Marie-France Patris, M.D. (31)

Brumath, France

Jean-George Rohmer, M.D. (32)

Strasbourg, France
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Patrice Van Amerongen, M.D. (34) Saint-Germain-en-Laye,
France

Jacqueline Verdeau-Paillis, M.D. Carcassonne, France

(35) ..

Christian Cyran, M.D. (36) Lens, France

Philippe Dumont, M.D. (37) Saint-Andre-Les-Lilles,

France

STUDY 89304:

DEMOGRAPHIC CHARACTERISTICS AT RANDOMIZATION

Treatment N Age (years) Sex [N(%))]
Groups ]
Median Range Male Female
CIT 152 49.5 41 (27%) 111 (73%)
PLAC 74 46.5 23 (31%) | 51 (69%) I
STUDY 89304: COMPLETERS by VISIT
Treatment ITT Completers [N (%)
Gr
oups Wk 4 Wk 8 Wk 12 Wk 16 Wk 20 Wk 24
= R
CIT ~ 152 143 130 118 110 104 96
(94%) (86%) (78%) (72%) (68%) | (63%)
PLAC 74 68 61 53 47 44 38
(92%) (82%) (72%) (64%) (59%) (51%)
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STUDY 89304:

MEAN DOSE (mg/day) by VISIT

CIT

Wk 4

36

Wk 8

36-

Wk 12

36

Wk 16

35

Wk 20

Wk 24

35

35

STUDY 89304:

CUMULATIVE NUMBER (%) of PATIENTS WHO RELAPSED#%

ITT Wk 4 Wk 8 WK 12 | Wk 16 | Wk 20 Wk 24
. CIT 152 5 10 14 16 19 21
- €3%) (7%) (9%) (11%) (13%) (14%)
PLAC 74 3 8 10 13 15 18
(4%) (11%) (14%) (18%) (20%) (24%)
* Denominators = ITT.




