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WO 2019/027881

12149

PCT/US2018/044337

WEEK 4 GCSI 24H PLA_ VEL ODDSRATIO(85%Cl) FAVORSPLACEBO  FAVORS
RESPONDER NN [p-value] 1o VELUSETRAG
AGE <55: VEL 5 mg B 7 181(062,5.28[0.2773 ‘
AGE <55: VEL 15 mg % 28 0.85{031,2370.7593] =
AGE <55: VEL 30 mg 3% 30 055{0.20,152){0.2454] o
AGE >=55; VEL 5 mg 1930 182(055,6.00)[0.3228) o0
AGE>=55 VELL15mg 19 20 061(0.17,2.20)[0.4452) ko
AGE>=55:VEL30mg 19 28 086(025,299008126] ____ ko ,
0 2 4
WEEK1ZGCSIZ4H PLA VEL ODDSRATIO(§5%Cl) FAVORSPLACEEOC — FAVORS
RESPONDER M N [o-value] VELUSETRAG
AGE <85: VEL5 mg 3323 146{047, 45905129 L I
GE <55: VEL 15 mg 30U 143(046, 441)[05376] O B
AGE <55: VEL 30 mg 3029 0.98(0.33,290)[0.9698] - S
AGE >=55 VEL 5 mg 19 27 189{051,6.95)0.3385] -
AGE>=55 VELL5mg 19 17 065(0.17, 2.58)[0.5439 T —
AGE>=55VEL30mg 19 22 045(0.38,552)]0.5893 1
0 2 4 b
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WEEK4GCOI 240 PLA  VEL ODDS RATIO [55% CI) FAVORG PLACEBO  FAVORS
RESPONDER NN Ip-valug] , VELUSETRAG
HISTORCAL VELAmg 20 20 1.75(050,6.21)0.3829]
HISTORCALVEL®5mg 20 17 1.13(0.30, 4.19)[0.8598)
HISTORCALVEL0mg 20 17 085(022,318)0.8038]  tabmem
PROSPECTIVE: VELSmg 35 37 1.75 (085, 476)0.2700) :
PROSPECTIVE: VELLI5mg 35 31 057(022,153)0.2660] ot
PROSPECTIVE:VEL30mg 35 36 057(0.22 151)0.2597) ___ rort |
0 2 4
WEEK17GCS1 240 PLA  VEL ODDS RATIO 05% G} EAVORGS PLACEBO  FAVORS
RESPONDER NN [pvalug] ) VELUSETRAG
HISTORCALVELAmg 19 17 1.01{0.26, 3.58)[0.9858]
HISTORCALVELf5mg 19 13 270062 117204858) T~
HISTORCALVEL30mg 19 16 1.41(025 43808823  Ho——i
PROSPECTIVE VELSmg 33 33 2.85(0.80, 10.19)[0.1066]
PROSPECTIVE: VELLI5mg 33 28 061(021, 179103657  +or
PROSPECTIVE: VEL®mg 33 35 130(0.43, 390006430 —pbibormmemmmt
0 25 5 15 {0

FIG. 128
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WEEKAGCST 240 LA VEL ODDS RATIO (0% C) FAVORG PLACEBD — FAVORS
RESPONDER NN [p-value] iy VELUSETRAG
GEBT VELS mg 2 W 08102300087
GEBTVEL1Smg 22 20 0890072080407 1
GEBTVELMmg 2 28 0S0(015165[02%68]
GES: VEL5 mg B30 296(102 860)0.0460]
GES: VELLI5 m BB 072025200540 et
-\;‘ES:\/EL%mg BB 0820282407 ke
0 2 4§
FIG. 13A
WEEK120C0I 200 BLA VEL ODDS RATIO [65% Gl EAVORG PLACEBD — FAVORS
RESPONDER NN [p-value] VELUSETRAG
GERT: VEL5 mg 2N B 1801047, 6,850,368 o
CERTVEL'5my 22 18 O047001317302543)  tob—s
GERTVEL30mg 2 26 138(0.39,4%5)06167]
GES: VEL5 mg 07 1520050, 4610463 .
GES: VELL15 mg 0% 176(055 56803434
GES: VELY0 mg N % 105(034308009085) by
0 2 4 6

FIG. 13B
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WEEK4GCSI24H  PLA  VEL ODDSRATIO(35%Cl) FAVORSPLACEBO  FAVORS
RESPONDER N M [p-value] VELUSETRAG
MILD: VEL5 mg 1747 269(084, 113901775 !
MILD: VEL15 mg 713 0750016350040 M
MILD: VEL 30 mg 713 048010, 24803867)  vop—
VODERATE:VELSmg 26 25 148(046,477J05113] ot
MODERATE:VEL1Smg 26 17 1610044 50404714 ooy
MODERATE: VEL30mg 26 20 0.50{0.47,1.97[0.3884]  rob
SEVERE:VELSmg 11 12 2421034, 13.1204174]
SEVERE:VEL15mg 11 18 034(007, 167)0.1837] teds
SEVERE:VEL30mg 11 16 088043 34606417 roby
0 5 10
FIG. 14A
WEEK12GCSI244  PLA  VEL ODDSRATIO (95%Cl) FAVORSPLACEBO  FAVORS
RESPONDER M W {p valug] VELUSETRAG
MILD: VEL 5 mg %13 713(1.19,4258)0.0313)
MILD: VEL15 mg %12 0N ’c 435900881 %
MILD: VEL 30 mg B 12 A81{084 276700783
VODERATE:VELSmg 25 23 242(052 137[02624] ot
MODERATEVEL15mg 25 15 0.21(0.38 175)0.4130) He—
MODERATE: VEL30mg 25 19 038(0‘0“1){?1466] !
SEVERE:VELSmg 10 12 0.40(0.06, 255)[0.3349] -
SFVERE:VEL15mg 10 14 @7;0‘24A1)[07303 2 -
SEVEREVELIOmg 10 16 1.02(0.16, 6.55)[0.9865] ,
(I [/ R )

FIG. 14B
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FAVORS VELUSETRAG

FAVORS PLACEBO

PLA  VEL ODDS RADIO (85% CI)

WEEK 12 GCS! 24H RESPONDER
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W
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WEEK4GRSTOTALSCORE  PLA VEL DIFF(35%Cl)
CHANGE EROM BASELINE N M pvalue] FAVORS VELUSETRAG FAVORS PLACERC

MALE: VEL 5 mg B 13 0581210060076 +———mmn
MALE: VEL 15 mg 10 051(119,0170.1428) H———1pH
MALE: VEL 30 mg 159 0.14(057,085)0.7013] —to——
FEMALE: VEL Smg 4 4 033(070,004) [0.0767] ——
FEMALE: VEL 15mg 438 047055 020)10.3681] F—oH
FEMALE: VEL 30 mg 40 4 003(-034,039 0.8936] —
2 1 ¢ 1 2
FIG. 18A

WEEK12GRSTOTALSCORE  PLA VEL DIFF (85% Cl)
CHANGE FROM BASELINE NN [pvalue] FAVORS VELUSETRAG FAVORS PLACEBO
6 13

MALE: VEL5 mg 6 046 (447,026 [0.2089]  ———1f—
MALE: VEL 15 mg 610 Q40(1.17,037)[0.3078] ——e—t—
MALE: VEL 30 mg 6 8 0200061 100067  —e—
FEMALE: VEL 5 mg ¥ 0080004007 —e—h
FEMALE: VEL 15 mg B3 010054 0.33)[0.6453) —
FEMALE: VEL 30 mg ¥ 43 0000830220363  —ir
7 0 2

FIG. 188
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WEEK 4 GRS TOTAL SCORE
CHANGE FROM BASELINE

GEBT: VEL 5 mg

(

GEBT. VEL 30 mg
GES: VEL 5 mg
GES: VEL 15 mg
GES: VEL 30mg

PLA VEL  DIFF(95%C)
NN [o-value]
)

21 -0.40(-0.89, 0.09) [0.1078]
0.35(-087,0.16 [G 756]
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FIG. 22A

WEEK 12 GRS TOTAL SCORE
CHANGE FROM BASELINE

GEBT: VEL5 mg
GEBT: VEL 15 mg
GEBT: VEL 30 mg

NN fp-value] FAVORS VELUSETRAG FAVORS PLACERO

PLA VEL  DIFF (55%Cl

223 0371093 0.18)10.1873)
218 0011059058 [0.9829
2% 0130088042 (0642
027 038(086,0.10[0.1165
0B 02607502029
025 04061039 06655

L]
e
O

FIG. 22B
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