TJLAN) Y
1)1y h®h T+l 25 mg
)1y H®Hh T+IL 75 mg

1)) H®%h F&IL 150 mg
(FIRIEE AR

FT2E (EPa1—J)L2) CTD OHB=E
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271  HEMEFZHBRE S UBET S0WE
2711 BRBEIUVHEE

RAHPEFR IR IR E PSR ) 2 20HE « RV & T DGR LARE, -2 8GHIT VTl 69, Tk
PEEMAIE ] 2200 - 2R ETDARHGEICRB N T, "M AT TV T 1, RFEOREL X
OEYERR BB 287 2 RI3 72 v, TR B I | 2 200E - 2R T2 7 LAY
> DGR IE IR HAGR B GG BN L7 TH W F o —&E 4 42 11T,

&1 BERTHERLEHA

B% |BAA| 6% No. o A O
B [AEA| Doy | TIROTA wa | an | a2k BRI
B % FH LA @ C 75 mg
BAN/| A0081107 75 & RKIR B % FH LA @ C 150 mg
AEA | (535110 R MRAIA | C | 25mg | 200 FIA20IIELA
BA 3¢ R A C 300 mg
1008-12
SAEA (50;)85125) ToeRAE | WEARA | C 1smg | 20~ e
% B A LA C 75 mg
3/3b/4 .y A0081252 R % A A @ C 150 mg 2010 429 A~201243 A
1A M 53520 . B i 1 C 225 mg
- BA % P sl C 300 mg
1008-202 B A LA C 75 mg
M| (53520 BEARA® | C | 150me 2l b~
A0081063 B % FH LA @ C 75 mg
SAEA (5.35.13) 75 BRI R B % FH LA @ C 150 mg | 2006 4+ 8 H~2008 49 A
T e C 300 mg
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Crnax T v LT P R

CLer IVTF= VT TR
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272 EREREBEGER
2721 BESIUHEEH

[ORAG MR B B MR | 2 20RE « IR & 9 D RGRIF LU, 37 7= 72 e PR SR EE R BR 13 550 L C s
59, THRFEEMIIE | 208 « B & T HARHFEICB O TL, @ER AT 2 EyEiRec i
ERAY N A D A B AN

AR e R o M R B I BT A EEENREIC SWC, BIET TOMRE L iz, 2.7.2.3 HHIZ
EE LT,
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2722 (EAROFABRGEROEN
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2723 2HBREELTCOFEROLLE & @EFT

PR R T PR R IS 38 1T 2 BRI STV W e, BUEE TOMRZ b &
(2, PR VAR 23 7 L TN ) DF BRI RIFE IS OV T FICE RS 5,

U

T LI ANY AT AT GHELPITRINE I, AL T ATV T 0%, HKH RO
PN TIE, FEICED ST, F190%Ths 2 ENMRENTND), £/, EHREEBREZHSRE L
TRFOFELZRFLIERABRICHE T, B%RELE CITERERR G LI LT LAY ORI
WEDRIE L2 b DD, WILORREICE BT -7 Y,

HOAX MR R R YRR DJR R O — -2 CTh 2 FREHBE OB 1B WL, HILFEEH MK T T 5
ZENHMOLNTEY, FHMBEGEE IR 2 LEERL, FHEREGOm, BER X OHEEE
OFHIERIC L - T, WBEZIT5ZERMLN TS, WLEESMET L2EBHICBNT
X, FVANRNY ORI 5 Z I Ko T, REmERRE (Chw) PMET L, fm i
HPIRFERIERFRT (tha) DIEBIET D EBZONDD, TR OWIUIREFTHD Z D,
PRI I T LAY U EREBEG LTEGE ERRIS, WRINEIZITRE PRI VWEEZ S
N5, £77, HWEEENTE LZBEICOWTL, TV IR vORL FT A Z e )T 10
fREE 2 PBRE 12 BV THH 0% TH Y, WUTESCHTH D Z &b, T LAY OIEYERE
WCRE BT VWEEZLND,

i

TUHNY AFMFEEAIZIZEAEREE LN &b, LN v oEyERe i miEE A
EEESE LR OEBEZITICWEEZOND, LOLRNRL, FLH AU TRKS 2K
AT HEEZLNDZ LD, LAY L OEMEREI AR BEOEE O ELZ T 5]
REVED B D, K S BTN IR 3 K OHIRaSMR 2 DR S 412 2%, FBERERF ICH VT,
FHTEBMEZRE OB X o T, BT J ONdas o Al i 2 - e Nk s 3asd U, 7R
ORI L - T, MRSt &2 RS HRAERIZMNT 5 L B2 oh T 5", THERE
DERFTIE, HAEMETL, RIBHSEINT 25 Z LIk -, REFEHERHE & ik LTk y &
PAT D2 ERMENTEYY, SFRHLERE TR 15%MA T2 L W WiERH 5 Y,

F72, BB L TEMEORAKSEDLHR 208N EARESNTEYY, Kol — 3
¥ PK T ORESR, TV HANY CORMNTOSERE (VAF) Ik LTh MR 2EE R
HEELTROOLNTND (BRHEEFTIRAEICTE 5 IFARRE CTD 2.7.2 B ), LinLen s, ERIKEE
FEERBR OFE RISV TR LITBIT 57 LAY OIEYBIIE A e U7-fE5,  iEhRE Iz K
ERETRD LT CRIFMEMR R EMERAGREE CTD2.72 ), A= L— = PKARIT
DFER, BYEKT H2ZMED VAF Ok (95%(EHXH) 1, 0.916 (0.877~0.955) Th o7 &
DD, WERNE VAF I BZ RIEE 720 b0 LB 2 Hivd (BRHETIRIEIZ L 5 KR &GEIF CTD 2.7.2
ZHR), Lo T, RKDED 20%REOEEL, T LAHNY CORMEREIC KX B4 b
ZHHDTEHRNEEZEZD,

5>
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(A}
FVUVHNY v OHEKERITERTH 570, EHEEOLZE N T LT NY v ORI K
HEIISDOTNThDEEZLND,

H%

T UANRY X EICEYRIIC Ko TREEE LTRFEENOIERL, 207 V7T 7 RX
VT F= VT T A (Cler) EHHIT DI ENHERSNTND, LEED->T, BHEENK
T U 7 AR AR R B T R B 1T B W T b, R MR I AR B & AR, BHEREIR T
OREISCTHEZRET5 2 LICk - T, BHENIERREH LRREOMEH 7L
VIRENEOND EEZDND,

Lo2Ledn, BUE, &6 5 BEEMICKIT 5 BEHEEL EMIC TR 2HEE kTSN
TEHT), FHREEHFICBONTH, REICHT2HRNEOEAMETL, mi§s v7rF=
DFELEBENADT DT NG, MIE7 VT F=AZEESWIHEEJT1E TH % Cockeroft and gault =
EHWDE CLer ZMAFMELCLE S ZEnMBATNS 'Y, LieitoT, Bt X o T
BEHANOERT LT VAN 2T HRICE, BEREOHEETEORRAEZEZE L LT, &
JRIZFES< CLler DHEER, Cockeroft and gault 72 & OHEE S VEICHIEREE WD 2 & 2Kt
L, £V ERREEIELZ THT2LERHDEE2LND D, T LAY o ORI
BRI N OREIZL U TN 22 L h, R IEMRE SRR B 1RG5 T 2882, Bhkee
ZERECEHE L7 B¢, ARHEN GRS, BEZEICREBL 2B L, EEICRGT 50
WhHDHEBEZD,

PLEX Y, PR IR B ISRV T, BRRELIN DR 727 LAY v O3 EhREIC
RERELE G2 HRIETRWEEZ OND, F7z, RN, #RRIEE %Pk MR B
F, BERIFICAE O MR E R 2 A T 2 B B L OWHERRE R F TR W, EEEIC AT
RO DTV (BRMEFFTRAE 2 FE 5 EIRAREIE CTD 2.7.2 ZR), L7o-> T, BH¥ENSKTL
7 FPAR R AR B TR R ISRV T b, IEMEICBHREIR T O 2 HEE L, RS PEp R
P B L RIRRIS, BHERRIN T OREIS U CHIE - HREZFAEIT 5 2 &Ick- T, B ER
BELFREOMBETRENGOND EEXOND,
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BESSUVRENEE—R

ANCOVA Analysis of Covariance : 373 B HT

ASIA American Spinal Injury Association : KEHFHHEEFS

Cl Confidence Interval : {5 %8 X 4]

CLer IVTF= VT TR

CMH Cochran-Mantel-Haenszel

DAAC Duration-Adjusted Average Change

GABA Gamma aminobutyric acid : y-7 I/ B&FE

HADS Hospital Anxiety and Depression Scale : 7% & 9 DIRBEZ TN 7~ 5 A 2
ITT Intent-to-treat

LOCF Last Observation Carried Forward

mBOCF Modified Baseline Observation Carried Forward

mITT Modified Intent-to-treat

MMRM Mixed Model Repeated Measures : #&FEEIH: 0 & LIIEE T )V

MOS-Sleep Scale

Medical Outcomes Study-Sleep Scale : E RS H - FEIRFAZ

PGIC

Patient Global Impression of Change : & (2 L 51

PPI Present Pain Intensity : FL{E DR A DFEE

SD Standard Deviation : 12 ¥ (F 75

SE Standard Error : FE#ERAZE

SE-MPQ Short-Form McGill Pain Questionnaire : £8#ER McGill Jf& 7 & {2
VAS Visual Analogue Scale : B2 = 7 /T Fa J Alr—)L
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273 ERERESEINME

PRRRRE AR 1L, TR R IR 2 HRECEBOEENRE R E LTEL TV DK &
TEFE I NPSIR0D CRRe (SOEMERR) &R0, FIKE e 5 BBOBEE L HIZHEIRET,
TR HEE T % SRR E OB PR Td 5 25,

PR B MR [T kk 2 720 R - B CRRO DL, JRIA & 72 DR OBEAIC LV, KiEEd
BT PR EMR & L OB SN S EED UL, FRBRER-TH, AL HEH
oK T B | TR B SRR OV 245 D, B 2 o — D DRRE & L T TE 5250,

ENOHEZIE, AR E IR O 725K B 2 RIS R AR B X O R R MR
FY PR BRI D S, AR R B O R 72 IR R A B BER G2 M b X OMze 1%
VIR L X TN D BRI e RN FS 1T B R R E KRB SR OB T A KT A v Tl
PPt R MER R BB PR F5 L OV AR PE AR BB M) O 2 B35 7291
TR R BEEEIR O 2 DL EOIRRBICKTT 2 A RMEN R Sz BT, 5121 >OHHk
PEARR IR TR DI RBI 6 L CHIMEZ R T 2 B H D & STV 5,

ARIKTT T TRIYREEEMEER ) O - WEDER I TRV, A, iR mEE
PEVIR ORFHIZRIFIEE T L CTh 2B MHHREGHREREE 235 & L “HERHAER (HEEERR
BR) LAEBEREGHREE, AR R X OB RIEMAVIERR B & 55 & L R 555
WZBWCTT VAN COEINER LOLZEMEHER TE LI &0, TTRREEMILR] 2 20h8 -
R & T DK FH AR ARPFHELIT O L & L,

2731 BERBEIUHE
EREREIAEDER

PR E PR OB & LTI, RICIEE L2V E A0 (A89E) &, B
iz Lo BRSNS T T 0 =7 (BUEEE) 12K S RIBGEHE R MR & o 7o 2 FREEO
VIR DRI T dp 525100, 6

AARICBT 2 RGBT, TRk 18 FH RRF - FFEERAEM LT 12X b &, &
B 1 GFE0) LRG0 (U E0) 248 T 57000 AMFET 5, TR EZ 5%
IR A ECDBHICONTE, AAEEPWREICL2HRICLD L, ERICKEE2 &30
B RO BB IIHRERGEE D 260%L WO KRR TH o7, PHMEMREEMIR A28 L L
WA O TIE, FREHR TG4 (S PR PRI EMEOR 2 R4 2, FBEREEAL (= E5mhr)
L0 AL DI ER R EVERE 3 R E L O 2 BB IR RE O 10~19% L HE S5 25e
B89 E7m, CHRTIE, MMAETP B D 1~49%2 550 10 - L SRR (VIE D 23.6%2 512 28 i
PRI EMER 2 AT 5 LS Tn o,

AASA 7 ) = 7 22 O EMNIIR O T A KT A BE0N Gz ko7 b iR pp e
PSR OFEMIEY, R R E VR O - JRREIC )T D 3L O HESE SR IE I HE T
TIRIERT O ENEYTHLEEINTEY, MREEMRERIET VT AL E LT8R
OO (TI NV TFVY, JAVRNITFV Y, A3T7T730) BEOAALT T LF ¥ FLboy-d
UK (HAXRF o, FUHANY ) PEBRIELE S TWD, U7 V=T U (LA
R RIS GG, TandtFr, AR LT U0 SRR, FREEMESRE RN =%
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PEELE STV D, L L, AFBTIEHARPEMRERE E MR 3 K OIS & 002 FrE DR REIC
X9 D IE 2 UG L TV D AN <, EIEMIRE, IEEMIRIEO WG, SRR
FMEIF T 2 AT T ITHRES LTV RN Linh, L AANY IR SREAITH S
EEZBND,

FZEDZE

T VAN Y VIO EWE TH Dy-7 X/ Filk (GABA) OFEARDO DL OTH Y,
BNARIFE D NV T BF X RAVOMB T 7T 2=y N CThH D87 2= b & @B S LT
FRATS T AR DIV T AOTFRAZIKT S, A0SRm0 E O Rt % Bl 3%
Zlicky, EREREZRET I EZEZ LN TVD,

201247 HBUE, LAY VTEA, KE, BONESHEE, PEARLMELZIILOETS
TR 120 OE & HIZ I W TR FEFE MR GRIEMER JORXE), CTAmA GRaRIEICxT
T D OFRPRE), SRMERZREE, BHERRIE R & OMISE CAR I N TS,

EWNIZIBWTIE, 2010 4 4 A2 TR %) O RIERFTEAGR A IS L, 2010410 A
(2 TRV E IR | OFRGRFIE A T OARAE IS L7z,

HRAR PR B MR L DD T, 200 Il IR SE L R R AR S s & b Bh S 2170,

IR covemansricanaac 0
L0 FHHREREIRRE 255 L U EHEEIER 7 2 AR B (755 No.A0081107), [FA4F 9
H X0 FHER G HIR, 2e P& IER 3 X O FPERE(LAE (20 © ¥ & x5 & L [EHNRH# 5
AR (TR No.A0081252) Z 3 L, AKRIFH AT AGRHFE 21T o7,
7235, 201245 6 AIC THRMERIRIEIC ML 5 9] OARGRIH — AT ORGE & I LT,

27311 HETHA U

T U TN L DO HRR AR R R Sk D A A T A e O I W RO — B A &
WAL,

HRRPE R B MR 22 7 L AN  OFINEDFGIC Y, BHREREHR KM ER L L
7o E B R 7 Z B AR kG (1557 No.A0081107) 35 K OYME 7" 7 & A 5 ek (1557 No.1008-125)
AR U CHW 2, 55 3b/4 AHFRER C & 2 A 123K % XIS L T2AME 7 7 & 7R kIR
(R No.A0081063) 1ZBEEEIE L TR L, WTFhomBi b Sl dtE, 77 wRx|, %
E2fb, —EEMH, WATHMEEER L U CHl Lz, BRSO FIMEOTHNIC IR 5%
VIR, MM IR, ZRPEM LIERR 2 x5 & L [ENEER 538 (A5 No.A0081252) ¥
FOFBER GBI 2 5t 5 & LT ANE R 5355 (JA5k No.1008-202) 4 FHli& kL & L7,
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x 1 PREMEESHEERBICRT SENMETMICALRER : 75 RTBRER
(ﬁfﬁﬁ No. _ :_zﬁ.\
X43| (CTD No.) | BRFEHH [l 505 8B f? 2@ - kil s B R
SLAf/B =7 R | MR R | B Rt
A0081107 et N
[ FRERG | - : N 16 | v |7 L H3Y 2 150~600 mg/H
iy (5.%.?5{%.1) 3 | | 1721 438 12 3 Tl LR N
1008-125 e i
FRaE L . . . 12| _ |ZVANY 2 150~600 mg/ A
(535.12)| 3b i yers 138 3iH 93 i AN
A
0 A0081063
MgzEmite) . y . 12| w0 |[FLARY 2150~
(5.3.5.1.3) [3b/4 4 rgﬁi@ 23 43 8 | 18 ;‘oii%)/ 50~600 mg/ H
B
x 2 PREEHREESHEBICNT 2EMEFMICAVEER - REKRSHR
1R5R No.
X5 (CTD No.) | BAZEAH X BRI R BRI Beh & FEATRER
/55
A0081252 FHEEE IR
EH (5.3.5.2.1) 3M | MR R 5238 150~600 mg/H | 145 No.A0081107 "
ATl 2 SRR LREIE IR
1008-202
ShE (5.3.522) | 3b#H |HFEEEEZRLW HEET 9 | 150~600 mg/H 1R5% No.1008-125
A

a) MEFEH (4 8H), MERFHEWY 8 BRH), MEFHEMR T RICEEN (2 1112360 2 A& 300 mg/ B UL EO#ERE

DF, 1 M) ZRE LT,

b) JAH No.A0081107 # 58 T L7z A AR ANHEERE 12N A, HHLICRMZER IR £ 72132 LRI £ 5 M 2 F 5 5 H AR AR
HE AT,

¢) ARFRERIL 200544 A 13 BICHEME (A—A STV 7T) IZTTLANY CORFEAEBATE LI-BICKT Lz,

BESHEE I WNERA S ¥ 2 —L

1~2 B MDA Y —=2 7 W 2T CTHERE OFIF A 27 2/ L, WMAO HiEEihE 7 B
DHH 4 B EHEUNCRRALTEY, KHA 27 OFHN 4 LLETH - I RE 2 EE1EAE 0 )
JL, TEERFCTUVINY VERER T T RERE L,

T HEEMRWIBAMGE 3~4 B A AR E U, ARSI TS, MREAECBITL, A
B CIRE LEEEHAEO T L AN 3T TR e #E L, IR o5,
12~16 WfE & L7e (£ 1), SBRETIZERL, 1R5 No.A0081107 35 K T A0081063 Tl 1 #Hf# D
R 25T 72 TRBR No.1008-125 T EHI 55U (JA5 No.1008-202) (AT L2V ik 1c
LTI, 1 HEMORBBIZEMEZZR T, fBRe2k T2 8L,

TBBRA r ¥ 2 — L O A 4 11238 LTz,
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K1 ABBRAXT7D1—ILOHE

AT Y — TR b =L 2) X IBER FE ] D)
=27 | e e P 3 W | | T
U~ (3~4 5mpm) (8~12 #A )
T (RS L R 5B~ T ©

a) 1A%k No.A0081107, A0081063 Ta%i}7=,

b) 7A%5% No.1008-125 Ci, E#IF 5B (A% No.1008-202) |ZHAT L7isWBRE DAt & LT,

¢) 1A% No.A0081107 TiE, 1 HEMOKBBENZIR-%, HARAERE OARMEERER (A5 No.A0081252) ~BAT L7z,
1RB% No.1008-125 Tl, EH#HERBR (A% No.1008-202) ([ZBATT 2 9EaE 13 1 B OB 2 2 &R I8 IT LT,

ik - A&

ML, WTFhoRis 1 B 2EEEGE L,

FEIFEIER 7 Z 2 AR xR (75 No.A0081107) DIRERT A &K 2 1ZR Lz, I &FHEi
Ti, 150 mg/ H L 0 852 Bhh L, Ak LOREMEIZIS U T 600 mg/H F CTOHIPH T 150 mg/H
PR A Z & & L MERFHEINCIIEEH &7 L)Y (150 mg/H, 300 mg/H , 450 mg/ H
F720E 600mg/H) X7 T eREHRETHIEE L, WEIIAR, FEITIIRFTERVWAEE
HENRAE LA 11 BB (150 mg/H) ORATREE Uiz, AT THIE 1 R o
Tl L, #52%&T L, WMEMOBREA YV a— %R 3IITRLE,

2 BERTHY4 > (AR No.A0081107)

ZoY)—=v T —EERA RBRRY
1EMAR
ABMPRIAIN - 12EMERARY BRH
Pregabalin 600 mg/H
> >
Pregabalin 450 mg/H T I
Pregabalin 300 mg/H I
\ 4
A
Pregabalin 150 mg/H I I
N A 4
F5 -tk R . >
21 2 3 4 5] 6] 7 8
B2 0 1 2 3 4 8 12 16 17 18
BHi#|-14 1 8] 15| 22| 29 57 85| 113 116 118 (120 127

"ARRBRRGEIVBRMICEINTHET S,
T ABRTERVARERARELES R, #BFASHMPIIRBORAERELIRTICLATES,
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&3 BEHOKRER 71— (G&E&R No.A0081107)
. %113 H - - - - e e
Jok (=% 7) E114 A %115 H 2116 A 117 A % 118 H %119 H
X uz

7T kR 0/0 0/0 0/0 0/0 0/0 0/0 0/0

150 mg/H 75/75 75/75 75/75 75/75 75/75 75/75 75/75
300 mg/H 150/75 75/75 75/75 75/75 75/75 75/75 75/75
450 mg/H 225/150 150/150 150/150 75/75 75/75 75/75 75/75
600 mg/ H 300/225 225/225 225/225 150/150 150/150 75/75 75/75

1Bk No.A0081107 1RBRFE fi 51 i Tablel & ¥ 5|/ # (mg)/¥ (mg)

AME T T AR x RERER (JR5R No.1008-125) T, HAEFAHHICIB VT 150 mg/H LV # 5%
WL, AR L ORAEMEIZIE U T 600 mg/H £ TOHPHT 150 mg/H, 300 mg/H, 600 mg/H & 1
EEpET ORI 5 2 & & U, HMEFFHEMICIZE#EAEO 7 LA NY > (150 mg/H, 300 mg/H E
721k 600mg/H) EZ7 IR aekET L2 L E L, HEOHRBIIATLE L,

BEGELE LT2ANE T T B AR IR (AR No.A0081063) Ti, HEMEMIcHB AT, 1
HiZX 150 mg/H, 28 HiX300mg/H, 33 L0040 HIZADMER X OREMEIZIS U T 600 mg/H
TOFPHT 150 mg/H, 300mg/H, 600 mg/H & 1 BT Sk 252 L & L, WEIE 1 [BloAnA]
REE L7, MEFFHEMICIZE#EAEO 7 LAY > (150 mg/H, 300 mg/H £7-1% 600 mg/H) =
X7 7 eREkb5T52 L L, HEOHEBIIA R & U EHIZIHB N T LAY 150 mg/
AELIITT78R%E 1 G Lictk, &52/& T Lz, 2%, ARBR T Cler 28 30 mL/min
LI E DY 2 A AFUATEE & L, CLer 2% 60 mL/min A O WERFE 12OV CU, #5578 300 mgy/
HEx e L,

ENEWB G RE (A5 No.A0081252) TiE, HEFMEHIH 150mg/H X V&G E2BBL, A
ks L OEENEIZIS U T 600 mg/H £ CTOHIPHT 150 mg/H 2325 2 & & L7, HEFFH &
HIIZEBEHEO 7 VAN > (150 mg/H, 300 mg/H, 450 mg/H £7213 600 mg/H) D54 %
o2 e e L, AR XOREFEICHEENR S D56 O A 1 B (150 mg/H) 3720 H &%
AlRE & L7,

SEE I G558k A%k No.1008-202) TiE, 150 mg/H X v &G 2BitA L, Aotk L OER
PEIZES T 150 mg/ H ~600 mg/ H OFEPH T H =i alaE & Lz,

27312 XR&EH

FREFEGRER AR L Uo7 7 AR cHEEER 2 3B clL, Wih s AfEE DT, 18 Ll k
OB (Tt L O 2 BR<) x5 L L, BIEATiD 7 BREO S BRAO Hik% 4 B
PLEFERL TR, o0 7 HEOEHAa TN 4L ETHD, 3 » ALLERiE213 6 » H
LU ETafR & FERED e\ N T D B RER G IR 2 A3 2 R E 2 A AT, iR 5% W & xt
Gl L7277 AR RO E A ANIEAEE K 4 [TR LT,
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F4 BURBEREREARE LTI ERABHRICES T ELHEAANEE

$48% No.A0081107 (5%{f), 1008-125 (FTfh)

1552 No.A0081107

155R No.1008-125

- IEAEBEUSRIO 7 BHREID 9 BITFEAD A 5
24 BLLEFESR S TR, 11 FEAIC K
DIRFFEA AT OIYIN 4 LU ETH 5 HBE
12 » AUEREBELTWAREFELIIARE
EFFIEG 2N S, MRFENZENC
X 2#EESAM (NLD 25 C2-T12 Th DA
#

- EIRITHE IR ERICEIEL, 3 0 AL
BT A EIT 6w AU TR L B
N AN GAY-Y:E

- Bryce / Ragnarsson FHEHE 5% /7 fA1E
DEA T 14 FT0F 15 T4 T D, FAL

c EABIRTO T HBO S HITHRAD B

N4 B ERSINLTRY, 11§58k
DA AT DELN AL ETHDHBRE

- BRI BA A s do L ONRIE I BA 44 s D 9 7

D VAS 7S 40 mm L ETH 5 B

- FEIRITERIREGZ G ICRIEL, 3 4 AL

LT D FE20F 6 v A DL RAR L TS
BFEN TV D BE

- EBEERSFS (IASP) THARMRE OB E

ROMREREEF IC L DA L ERE SN D P
PEDIRPRBD LD BE

L~UL (below-level) DM JE A3
D B H BRE

BEGELE LT M2e PR 2 x5 & U= 7 7 2R 5 EEER (7357 No.A0081063) T &[RRI,
NHEZ DT, 18 LB 4 (s K ORI ZBR<) T, ®iEALD 4 » ALLERTICKES
HOBEERSH Y, A7 V—=2270 3 5 ALLERID D PR AR IR 2 L0 DR %
&L, £72, BEERERTO 7 B O 9 BIFA DO BFEL 4 BREILL ERRER L T Y, »noZ0D
7T HMOER AT N4 L ETHY, JFEHD VAS A 40 mm LU EOWERE 2 A ATz,

ENEWIEERIC OV TS, 5179 51858 No.A0081107 35k ) & RIEBRICBAT L - iR E %K

i BE B L OARRIIE GRS D I i, I8 MR LIEA TR O I AR NS
gl Lic, BATHIR KOWHISIGI 0 Ll AL R 5 1R LT,
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®5 BERARMKREHARICETSBAANEE  J5ER No.A0081252

SEATRER D & DR A ATLE

B AL

Bl 258 T LI

PEZ BT D REM S 58 T L 7o fBRE

< A0081107 HBRICIHBWT, HE I35

PLF a, b DWWTFRNITEEY L, BIZHiBHA
BB K OB IR AARS | 2D VAS fE2Y 40

+ A0OS1107 RERDIRIFEHKE T E CORES) |mm LA ETH 2 BHE

a. FRUCHIESND, MMz
MEEMER A AT D BE
© MEEHR OB MR AEN G

BE~R~EE) BEENTHDHZ
oy, W% (CT £721X MRD BX O
TR 2RI AT RO 5 0> B RE & T
BY, HRRPEARE E MR O BT
&L FIENEN
FARPE R R E MR Y, IMZE T
Ko TRBREENAE U TOBENLIC
FELTHD
Jibd 7 H % PR T e R o T R % B
JELTD,6 » AU ERBL TS

b. FTRUICHESND, ZRMLIEICED

AR IR B R & T D RE

« McDonald OZWrE#E (2005 FE&ET

FR) 12X 0 ZIRIEEAGIE & 2 S
A
6 # ALLEAREENZZE U Tz FPAR e
REEEEFEEFT D
EDSS (MREFEEFEE) 6.5 Kl

& AP S

FHEEGRERBEE 25 L LAEEBRE (85 No.1008-202) 1%, itk (bR
No.1008-125) S OBATHI 2 %% L U TERM LT-, 7277 L, BRI L OREEZRZ GE TX 20
HERAEREDRD DI HERE B L OEATRER O TEER FIEIZESF AR B Ch o 7= g 13/ 24

AfLL7enwz & & LT,

27313 FA»HEOFH

%77 1A RERER O A PE ORI H OB 2% 6 (R L, ATHIZARHIE H OFM 2R L
2o TNENOFHEEH OFFHARNT 71513 2.7.3.1.4.2 THIZREH LT,
AR MR PR R T MRV ORI L 5 1) D BRI F X, A0 B 57~ SR L 7 KR X =

7 O(LAF, EwAaT) &L,
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£ 6 HHABROAMMEOFTEEER

1R%R No.A0081107 (FTAfh) 165 No.1008-125  (FF{f) 1RBR No.A0081063 (£%)
FEFHE B JEIRA AT DR—AFA 5 | BEFEMREOE|m A 27 | & FFMEEOE R A 27
D OEZELE (DAAC) (LOCF) (LOCF)
ZOMOFHHEE [ERAITOR—AT7 A2 [ERA=2T (BOCF) JEJE A =217 (BOCF)
Mo DOE[|E (mBOCF, |LVARSEZ—DEE YR A AT DR— A5 A )
BOCE, LOCF) MEARREE 2 =7 b D)L E (DAAC)
L AR —DEE PGIC VAR Z—DEE
MEARPEE X 27 HADS MEARFEE R =27
PGIC MOS-Sleep Scale PGIC
HADS SF-MPQ HADS
MOS-Sleep Scale SWLS MOS-Sleep Scale
NPSI Q-LES-Q SF-MPQ
mBPI-10 BSI-18 NPSI
QANeP CGIC
QANeP
EQ-5D

BSI-18 : fii G AERFHEEE 18 THH, CGIC : EAfilC L 5HIZ, EQ-5D : Euro Quality of Life, HADS : "% & 9 DIREEZR FFAli 9~ 5
FHEEE, mBPI-10 : (EIERE SR AA 10 T H, MOS-Sleep Scale : FEFRFAAS F - MERRFAZA, NPSI : R MR MR
=, PGIC : BT L HHIG:, QANeP : MR M O F AVFFM, Q-LES-Q : Ai& D% L A3 K OVl & - M ZE, SF-MPQ :
FEAERT McGill 8 A2 RIZE, SWLS : AT 5 e REE

273131 EERQT

PEBRE T BRI, ik 24 B O A% 0 A7 L) ~10 (ZHLLERWRA) @ 11
EeBECREMI L, JmA0 HEEIZREEk LT,

EE 24 B ORADOREZ KL ISR LTV DIETERATLLEEZY, (O&20 5% 51 1 o720 LTl
7ZEW,)
0 1 2 3 4 5 6 7 8 9 10
- hilE
L AV P

ZOWADHFEL Y, B HMRTHEE LR A 27 OR_— 2T A b Ol & (Duration
Adjusted Average Change : DAAC), Hci&EHMiIF DSR2 27, WL O A a7 28 L.
F70, RAKTHIEE OFIE A 2 T INR— 2T A N5 30%LL EB KON 50%LL R L-iRE & L
ARVHE—LERL, 30%L AR A —BLRN0% L AR A —2ZNETREH L,

273132 MEEEEXI7

MEAR [ SE 2 o 7 (X IEIR o A 354 B CE A B L 7=,
WeERE 134 H R, 2 24 BT D 7= OIZIR 0 8T S - fafE %, 0 (IR Y 1305
SN oTz) ~10 [BERITF o E0HE VRN -72)] O 11 P TRl L 7=,

B2 24 R T, Famt IR BT N BREARD IS B L TV AKFELRATLIESY, (0%
HEFL 1 DT L TLIEEY,)

0 1 2 3 4 5 6 7 8 9 10

IRV I35 & SEEICHIT bz

Niginoiz FEobE VRN
TRno7z)
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273133 BEIZLBHNE (PGIC)

BRI Z, S MR AR & iR L - BfE ORISR A2, 1 GEFICEL o Tn)
~7 GEFICEL 2oT2) O 7 BEPETEHm L 7=,

1:3EFICBL oo Tm 2: B otz 3: VLR 2otz 4: Ebblnoiz
5: 0 LEL ol 6:Fl ol 7 EFITELS 2ol

273134 EERAEHR-EEHRHZE (MOS-Sleep Scale)

MOS-Sleep Scale |%, HEIRD FE G 25432 12 THE OERB O S D, EHRIZ 9
H Oy 22 MEIRFEE OFFE & L bz, MERFEE, WX, B2 XD B Coim, R
&, o eREIR, Ao iER, SR 7 EEICHSEI ATV D,

2.7.3.1.35 HADS

HADS (%, R~% (HADS-A) B LU 2k (HADS-D) @ 2 DDV TR —/Linb72bH
CRAXNEMETH D, BT Ar— VT THANGRY, WTN SRR 271X 0~21 OfifH &
2%, O~TIXIER, 8~10 [TEEOREE, 11~14 3P EEORE, 15~21 [ TEEOREL V) 4
DDEKAFIHE > TRIRT 5,

27314 fREHEEMT
273141 BHEXNREH

T ONTETRTOWRED > HAR &b 1 ENEREEZRA L, HE5#ICDRED
1 [E A DA 23 T Ao A 7= 9Bt 421 % Intent to Treat (ITT) D L& L7=,

185k No.A0081107 T, 1RBRFEMGTHIEOLET (2008 42 A 12 H) LAANCEERL STz 8
Bl % 1TT 2> 5 B\ 72 2 [ % modified Intent-to-Treat (mITT) & U, AZWEMATIC IS T 2 FZ /2 fifdT
RIBRAEMIE mITT & L7z, 165 No.1008-125 35 KL OV A0081063 Tk, ITT Z A ZhMEMATICHIT 5 E
BLIRfRAT R AEER & L7z,

273142 @BWAE

SR & L7185k No.A0081107 35 X UNEER No.1008-125 (2331 2 2T 157 1 DN % T4
HHILICETITRL, 2SS A0MET oz LICHFIcEE#E L, SR e, LA
UL 7T BARREE ORI ZITV, BREITH BEAUE 0.05 OMMIRIE % Z L ZEH 0,

1) 765% No.A0081107 Tk, RBRIEAZ/D7a< &b 1 BIRA L7-#BrEa £ % ITT & Lz,
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RT7 BNAE HE

FHE B R S K UEEBTRER (G588 No.A0081107, 1008-125)

. - . PRz, AR R FEARHT

AT TE WERT R y - : T S .

A B BEITTE i | xrmme | SRR | arsEE Y
B 5 I CRREE L7 A =27 O ] PSRN B
Bk (DAAC) ANCOVA | FLHARY | FTER B ITT
BT O A 2T OR— R F N L -

%% NI N A B
S Ui OB (mBOCE, Lock)| ANCOVA TVUANRY N T TR | Ffh iR ITT
WL OEfFAaT MMRM {E | LB | TR | &5l S ITT
LR A — S REATAYTN sy | S5 | e | T
[lFET L
PGIC CMH £ TVUARY | T TR | BA&TE ITT
BRI OREIR [ E X 27 D~— 2 o s e -
%% AU RN B A B
S 4 ob DR (LOCF) ANCOVA | FVHANY T TRR | BAEFHR ITT
. ANCOVA/ N ol

\n: ﬁr.; 5 O]/ NN ' N i 5 /'AJ_:—'\
B OREREE 2 a7 MMRM 1 TVHNY N T TR | Kl ITT
MOS-Sleep Scale ANCOVA | Z L ANY | 7 TR | BKeElE ITT
HADS ANCOVA | T UL HARY | P8R | BT ITT

a) {65 No.1008-125 TiE, Wi b RKFEMRED 2 27 Z5HEE & L7,
b) 7A% No.A0081107 TiX mITT & L7z (B Z L OMEIRESE 2 27 Z:<),

FHEFAEH TH 23K A 2 TIZONTIE, &5 G L7 IBRINOKIR A 2 7 O~_— 2R
FA IO R (DAAC) 3 L0 mBOCF iE#) %7213 LOCF 1% 12 X v Kl A 458
LT e GBI OIS A 27 DR—RA T A U inb OB bEE RN Lz,

DAAC (Z, A AT DRX—=ZF7 A DT XTDAAT OFEENOXR—=AF L DAY
Z 7 Lo W2 B2 b ils, S o EEBREIc T 258G 4 R Ui Lz,

I AEFHAMRF OO SR A 27 DR— AT A b OZE b, K {E% mBOCF %3 X O'LOCF
EICTHiisE L, FHH L7c. DAAC B X O FHEiRF O A 37 DRX—Z T A L inb DL &
(mBOCF, LOCF) DWW T, F Gt KO &2 K+, N—2A T A U OEJFA 27T B LN —
AT A ORRACET D BEOFE O A 27 25l L3 5 HSHSEZ T, LA
WY UREE T TR E DO AEITo T2, £7, I L OFEPEF A 2 7 LRI ONVTIE, 4
0 LREM OfENTTE  (Mixed Model Repeated Measures : MMRM) % /e,

30%F LN 50% L AR F—IZ oW TIE, BEHBLI MR ER 1L L, X—R2T A1 OKJH
237 BILOEACET 2 EEOFEORA 2 7 2 LR LT V2T v 7 ERET L,
BEICLDHIZ (PGIC) [ZHoWTIE, Mgz E@RlNF &3 2EIEY ¥y FE#Z v /- CMH 4
k0T VANRY UREE T T ERBEE O EITo T,

Fe A& FTAR B O BEAREE 2 =27, MOS-Sleep Scale, HADS (22T, #&5-#EF X Otisk & K+,
N—=RATA L DAAT B E LT DWFBANTEZHNT, VAN LT TR EL DL
AT T2,

HD) AEERICIAZFUIEFITIEIRN—2T 4 AT XY, ZofodikfciddikmET (7 BRE) O X v Kl
AT L,

#2) HubEF I IEERET (7 BRI OIS XY RIENE A5 LTz,

13) VRER No.A0081107 D 7
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2732 ALXOHABRBEROERN

AR PR AR P 2 M L 2 )b A G ZME ORI UV 7= 23 BR I DU T, BB B0 B A ATE
IR L, RBRo—EE2R 1 BLO276 (1) OEFERR -ELIR L,

27321 TFStRxBHAR
273211 HHIBERERE
$4E& No.A0081107 (5.3.5.1.1) EFfi

KRIBBRIL, FREEEG% O PR R EEERFRE 205 L LT, EBEafk, —EEHR, 77
TARRI, ZhERRIEFERERE LCHEM L, 2 B0R7 Y —=0 JHIk T, MHAANIEREIC
BB U E T EEIC T TR RBEE T T LAY VB (150~600 mg/H) (280 11T B
7o 4 EMOMAEFH M O%, HFFAEMICBITL, AEREGcOrE LEHEZ 12 8% S
THZEE LTz, ARt 16 ORI T, 1 BRI OBEMICCTHEZNK L, 52T L,

77 R/R107 B, T LAY N2 BISIRBRIEOR 5250, 7T v RO 91 B, LN v
D 93 FINTRBRZE T Uiz, 1RIRRIICE ) 5 P 58T 13, 7T ARBE4113mg/H, LA
NY UHE357.0mg/H CTh o7,

P 5 W CIEE L7EIR A 27 D_— 2T A Vb OYE LR (DAAC) Ol Fe 21T,
7T REE-1.07, TV URE-1.66 THY, TTEREHILLRT LAY CREO L ENR K
L, MHMICHEBERZENZED LI (p=0.0032), FEFAGRFICBIT DM AT D_R—2 5
A NS OEALEO /N F L, mBOCF Tl 7 B AREE-1.22, 7L H/NY U #£-1.92, LOCF
TIXT 7 BARH-1.25, LAY U202 THY, 7RI T VAN UREOE b
NRE L, HRHICHEERZENED Bz (mBOCF : p=0.0066, LOCF : p=0.0028), #xi&aFfi
RRCERBWT, JERA I TRR—RAT A > L il LT 30%LL B L= gE oBlax, 7788
HET 31.4%, TLHNY UHET 457%TH Y, 7T BRBECHAST LAY URICBIT 2FE R
m<, MAMMICHEBRZEN RSN (p=0.0390), HRAEFHBRC I 2 A2 X D515 (PGIC)
DT EEFED T T 2 6T B EREE ORI BN T, F LAY CECB O THREHICEE
RUGENURENTE (p=0.0006), HALFEGIFIZIS 1T DIEIRFEE 2 27 OR—RF 4 b DL
BOR/N_F Y (LOCF) 1%, 77 BRBEL R LT LN UHETREL, HtiicaE
7RFEMFRD BTz (p<0.0001),

78E% No0.1008-125 (5.3.5.1.2) 5l

ARIRBRIE, FREHEE% O PRV EM R BB 255 & LC, BER, —E MR, 77
TR, ShEakItERABRE UCEM L, 1 BfOAZ U —=2 ZHk Tk, MAARIETEC
BB U E I TIEELIC T T v RBEE 2137 LAY U (150~600 mg/H) (#0117 B
7z, 3 WO A EREGIO%, MHREHEMICBITL, HAERECREL-HEZ 9 B
THZEELT,

FED IRBRIFEMR S 2 GT (TEMBRBRALHE) DANSHAAN DAL 8 Bl 2Bk <

PFIZER CONFIDENTIAL
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7T wARRE 67 Bil, LI NY UHET0 BIRSTEBEE OG22, 7T ' ARE 3T B, LN
U UHE A9 BRI Z 2T Lz, RIS T 2 F&G-E1%, 77 B A#£4382 mg/H, 7L
NU R 387.6 mg/H TH o7,

e 5 CIEE L7 A 2 7 DO_X— R T A Vb O LR (DAAC) D/ —He 21T,
77 vAREE-039, TUHNY 151 THY, TTRREICHATVHTANY CHEOZELER KR
=<, MEHNIICHEEZRZDRBH Bz (p<0.0001), HEFHGIRFOERA 2T ORX—ZA 7 A )b
DEALE DI/ F L, BOCF T 7 7 v AR#E-0.38, 7' L A3V U H#$-1.38, LOCF Tix~7'7
B AREE-0.433, T LAY UBE-1.967 THY, TT BRIV ANY UHOB(LEN KX
<, WEHIICHERZNRD DI (WD p<0.001), HfEFEAMGIR I SRR A 27 B3 — R
T A &R LT 30%0L B LI gRE OFIGIE, 7T B AREE 16.4%, LAY URE 42.0%
THY, 7T RRBHERTT LAY VREOBIG 03 E <, SEHICE B 2222058 Bz (p=0.001)
BASTHIEREZ 381 2 BEIC X 515 (PGIC) @ 7 EBEDH 7 =) —IZx4 2 G REM O gz ks
WC, LAY BBV TGS H BERUGED R S L7 (p<0.001), e f&RFAMiRE o MEAR 5
FBERAATOR—=RF A b D% (LOCF) Of/h "R WENE, FI7REHKLTT LA
UUHETRE L, BEHICHERENRD b7 (p<0.001),

273212 WKNERERERE
#4E% No.A0081063 (5.3.5.1.3) &

AIRERIT, MATRIREE 235 LT, BEXMML, —HER, 77 AR, ShidkFE
A e LCHEM LT,

2 WROAZ ) —=2 7R T, MABANIEREICE B ERE B ESIC T T e R EE
X7 LAY R (150~600 mg/H) (ZEI0 A1 Bz, 4 B O RAEFREO%, HeReH
CRATL, MEGEESICCRE Lo EE 8 MRG58 & Lie, MERIESI THE, 18
I OBEGIC CHEZW L, #h52/K&T L,

T VAN R0 B, 7T R ARRE 109 BRSNS STz, 2D h, TN R
93 fil, 7T EARRE 90 FINEREZTET Lz, T LAY CEEOIRTEIC I T 2 PR 5 &1,
356.8 mg/H ThH o7z,

Be G CIEE L7y A =2 7 OB L (DAAC) O/h " FE, 77 B RRET-09,
TUANRY CET-14 THY, TTERBITILART L HANY CREOLALBARE o 7223, Hitat
WA 7R ZE LB BAVR D5 72 (p=0.055) o FeEFFAM I 381 DI A =27 Dfie/ ) P,
BOCF 8 X U'LOCF OWT b 7' 7 EARHES0, LAY V48 THY, 77 ARFHILERT
LAY REDEEIR A 2T DN E o T2, RTINS B 22221358 8 HAL7e7» - 72 (LOCF : p=0.578,
BOCF : p=0.654) , HcHFFAMIIRF O A 2 7 BA_— 2T A AT 30%LL B U7 g,
7T RARE 324%, TVANY RE 444% THY, TTERBITHAST LAY VO VAR
B —DEIG D E D To W, FERHICA B 222213580 b e - 72 (p=0.087) . & 12 X HHIZ (PGIC)
3 KON REAR R OMEREE T 2 =2 771238\ T, e G- HE ] CREGGHAVIC A B 2213580 b o7z,
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27322 RHAKRSHER
273221 HHBEGRER REDRERE SHRUEECELRRE
JAER No.A0081252 (5.3.5.2.1) ¥

ARIBERIE, 1735 A0081107 #iH O AIRBRICIEAT L 7 B Bl 15514 O HAR A 00 e 5 4 Y0
B K OKIBER D B U SINT 2 A % 70m, SR M LIERR O H AR NBE 255 & L
T, S3HM (REMAZET) OIFERABRE L THEE L,

FATHERAL T4, 150 mg/H XV %5246 L7, 150 mg/H % 1 @M G#%, 2tk LA
NI DEABE L, AE HERFAHE 150 mg/H, 300 mg/H, 450 mg/H 7213 600 mg/H) % 1
BP9 oM U 7=, RPN T, 1 EMoBEMIC CHEZERL, #5528 T LA,

AIEERTIE, 103 BIRT LAY Db 25T, 84 FlpRAET L, 19 Fadik Lz,

VAS [ER L PPI 227 D=2 T A ) )b &G G £ ToZE b CE¥ME) 1%, ThZ
Nn-20.1, 0.7 THY, WTFNHLERRD Hivlz, T O, SF-MPQ DJFADRBIFEDK A 27
(R A 2T, [FEA 27, A7) BV THMENR I,

273222 HHIBERERE
$4ER No.1008-202 (5.3.5.2.2) i

ARIRBRIE, FHRE % O PR EMRRBE 23R E LT, 77 BARcREE (55
No0.1008-125) DIFEMUER #BR & L CTHEfE L7z,

SeATRlR (JEBR No.1008-125) #& THRFDOZZ2 Ok, IEFEM FIZ T, Mk EIC 7 L A7/ 150 mg/
H (75 mg BID) OG54 L7z, BB BAFRIREBCRRODEEGH 20, LEIDST
T UHNY O EE 150~600 mg/ H OFEPANCTHEIT5Z & & Lz, LN COIEERK
B, 3 » AZ LIRS 230 ET 5 2 & & Uiz, R oBthIE, L) v
DEGZFERITRIE L2 & L, FEIROFEREIRD SRS LI 28 BFGEIF S TR T
L7z, R ICHRENRO DN ERE T TV ANY VG 2L, 5123 » AR
Hafke & b0l L, WRIEHIFPICHERDFRD SIeh o BRE Ic >V Tkl g F ik
TH &L Uiz, KSR AAAT £ 72 13965 TP IEERE, 1~2 B 2 &12 100~150 mg/ H 4" L
NBEETBEENTTTLINY v ofkhG eI L LT,

KRB ZH A AN BT 104 Bld 5 5, JedTakliR (JRBR No.1008-125) (23T, 51 filild7 v
TR v 3BT T ROEBEEEZIT T, RBREET LIZgRE I 60 Bl T - 7=,

VAS 35 KON PPL 2 7 D_R— 2T A L1 s b e kG £ TOZ(L CE¥E) 1%, #hE
n-19, 03 THY, WIFNHLEENRO BNTZ, T O, SF-MPQ DADRBGED K AT
ERAaT, FEHMAa7, BAa7) BV THLEEN RSN,

D) ARBROBEREEX—2T (L LT,
H2) SefTERBR (JRBR No.1008-125) DEEEEi 2 R— 25 A & LTz,
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2733 2HBREZEL TORBEDOLLELBENT

FBERE SR 255 & LI EE IR 7 7 B AR5 R (JA5R No.A0081107, M) 35K Ok
E7 7 B A (B8 No.1008-125, FHli) 72 b NI IR & xt5e & LISNE T 7 &
R PEEER (755 No.A0081063, %) IO\ TR LTz,

AARN (T Z7'RRE27 B, T LANY CRE326) BB LEEEIE Y 7 R xHEER (06
B No.A0081107) (Z2WTIE, HARANE HARADSOER ORI —EMWENG 22D, B8R
No.A0081107 DB AT A EZ HARNICHH TE 2 b0 Ll L7z, 2.7.3 HIZITREMORERE
AL, BARNE BARANDSOEMOFEFIZONWTIE, 2.7.3.33.2 THB L OV 2.7.6 THIZFEH 2R L7z,

27331 HERIREMH
2.7.331.1 HHiBEHRARE - ;888 No.A0081107 (FF{fi), 1008-125 (5Fffh)
2733111 HWEBREORHR
EEILE 7T B AR SHERER (JA5R No.A0081107) 1CBIT A& ONR A% 8 Ix Lz,
AR TIET 7/ HREE 107 6, T LAY R N2 BIRNRBRIEOR 52272, 77 B REED
91 Bl (85.0%), LA /NU EED 93 il (83.0%) NEERZET L, 77 AR 16 il (15.0%),
TVUHNY EE19 B (17.0%) 23PIE L7z, TP IEBBRITEERS (X7 REESH, LA
N RES ), TREBRIEMEEFEIED S O (X TR REE3 G, LAY RES B, [EE R
(7B REE3IH, FTLHRNY U EE3H) THoT-,

&8 MWEREDMNR : JAER No.A0081107

7R FLHNRY D

TRBE 5451 107 112
58T 91 (85.0) 93 (83.0)
B MEREAT X © mITT 105 (98.1) 106 (94.6)
FR k51 16 (15.0) 19 (17.0)
FOkBEE
BEREG GBI OBEH Y 5(4.7) 6 (5.4)
TRERIR & DRFE L 3(2.8) 2(1.8)
TRERSFERE R E ) & O 3(2.8) 5(4.5)
Ek=xii{E] 3(2.8) 3(2.7)
HERAA53 2(1.9) 1(0.9)
Z Dt 0 2(1.8)
REH A E 7A% No.A0081107 Table 13.1.1, 13.1.3 X v 5| B3 (%)

a) PR 1D 11081001 137 7 B AREEICEI Y (115 723, MIEA(LAITC IR (7
LAY V) BIRALCWo, REFFTHET LAY VEICED TR, 273
HIZEB T D HHREE B LOEDIEOEH TILT T L RBIZE DT,
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SE T 2R HEERER (BBR No.1008-125) ([CBIT H2HBREDNREHE 9 (TR Lz, ARBRT
X7 T R/ARRE 67 B, TV NY RE 70 BINRBREOR G 2% T, 205 b7 T RARED 37
Bl (552%), T LAY URED 49 i (70.0%) BNIRBREET L, 77 8RR 30 6] (44.8%), 7
VAR CRE21L B (30.0%) 2SI L7, ERPIEFRIIAEFRS (X7 BRG], SN
ULEEIS ) BIOWIEAYD (FT7BRBE20 6], LAY RSB Thoiz,

x9 WEREDNAR : ;A5 No.1008-125
7T R TUHNY

TR B 5.1 67 70
58T 37(55.2) 49 (70.0)
BT R85 (ITT) 67 (100) 699 (98.6)
FF k51 30 (44.8) 21 (30.0)
FOEBRE
FEER 9(13.4) 15(21.4)
NEAR+53 20 (29.9) 5(7.1)
Z DAt 1(1.5) 1(1.4)
FRREHREE 1A% No.1008-125 Table 9.1.1.1, 9.1.4.1 X v 3|/ Bl (%)

a) T LAY UEEO 1BNE3 A BIRRIEOR G &% T 720, 5% OB T —
2N ITT BRI STz,

2.7.33.1.1.2 AOffEtZFa0%HE

EIFRIL[R 7 F 2 A BGERER (A5 No.A0081107) 35 K UMKE 7 7 & A3k B 5k (155% No.1008-125)
BT D NAHFEHFRRREDER 2K 10 1IZR LT,

1557 No.A0081107 Tlix, BHEOREGN T T vAREE852%, FLHNY TS I%THY, W
NOBEREZB TS BHED ED D EENE Do =, EYFERIT T 7 B R EE45.6 5%, 7 LAY >~
BE46.1 I CTH Y, 65 L LOYWREOEEIXT TR EE93%, FLHNY VR 81%TH -7z,
NFEIZT U7 N (FZ7BREE 49.1%, T LHANY URE 51.4%) BEOBEAN (77 BRE 39.8%,
T U HNY B 37.8%) OEIGNE NPT, KEOVMEITT 72 REE73.5kg, T UANY U
69.9 kg, CLcr O FHMEIX 7 T 2 ARRE 142.99 mL/min, 7 L 43V V8% 137.04 mL/min TH - 7=,

1857 No.1008-125 Tlix, BIEOEIGN T 7 2 HREE 80.6%, 7L HNY U 857%TH Y, Wi
DOEEGEIZEBWTHBMED 5D AEENE DT~ FHERIIT T B REE498 5, LAY v~
BES03mTH Y, 65 LA EOWERE OEIAIXT 7 2 AREE 13.4%, 7L AN VR 157% CTh o7,
NFEIL 95%LL ERANTH o7, REOVLEIZT 7 B AREET77.2 kg, LAY UHET79.4 kg,
CLer OE¥IMEITX T Z B AR 153.13 mL/min, 7L /3 Y L Ff 148.03 mL/min TH - 7=,

W ORERICIBVT S A OFEF IR O WD TR GRER TR & R AR /2 o 72,
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& 10 AO#EtZe0%14E - 7888 No.A0081107, 1008-125 CABRZERZ54I)

1A% No.A0081107 1A% No.1008-125
7R FUHNY 78R TUHNY
(N=108) (N=111) (N=67) (N =170)
PRI B% (%)
i 92 (85.2) 84 (75.7) 54 (80.6) 60 (85.7)
otk 16 (14.8) 27 (24.3) 13 (19.4) 10 (14.3)
FEiln R : Bl% (%)
18~44 53 (49.1) 52 (46.8) o o
45~64 45 (41.7) 50 (45.0) 58 (86.6) 59 (84.3)
65 LIk 10 (9.3) 9(8.1) 9(13.4) 11(15.7)
¥ [SD] 45.6[13.8] 46.1[12.7] 49.8[14.2] 50.3 [14.3]
i 19~81 22~72 21~80 23~78
N il (%)
HA 43 (39.8) 42 (37.8) 66 (98.5) 67 (95.7)
BAD 8 (7.4) 6 (5.4) - -
TYTNO 53 (49.1) 57(51.4) 1(1.5) 2(2.9)
Z DAl 4(3.7) 6(5.4) 0 1(1.4)
& (kg)
SE¥IE [SD] 73.5[17.8] 69.9 [16.0] 77.2[17.6] 79.4 [17.2]
i 38.6~134.0 40.0~117.9 41~140 50~126
CLer (mL/min) ¢ :
E¥IE [SD] 142.99 [59.02] 137.04 [62.56] 153.13 [64.52] 148.03 [56.32]
ipH 60.2~386.1 60.1~423.8 74.0~377.0 50.0~380.0

ARG EE JR% No.A 0081107 Table 13.2.1.1, 13.2.1.2, A% No.1008-125 Table 9.1.2.1, 2.7.3.6 Table 2.1, 2.2 L v 5[/
a) 1A%k No.1008-125 DB T =V —| % 18~64 & & L7=,

b) 755 No.1008-125 Tl AT T Y —IZE DRI -T2,

¢) 5%k No.1008-125 TlE, KB REZE DT,

d) 1552 No.A0081107 TIE 7' T LREEN=104, LAY B N=105,

2733113 FDHOR—RSA U4

EIFRIL[R 7 F 2 A BGERER (FR5R No.A0081107) J5 K UME 7 7 & A3k B Gk (1555 No.1008-125)
WCBITDHEDOMDN—2F 4 2R 11 IR LT,

155k No.A0081107 Tix, FHEHEOMPWIH (hifl) 1377 B ARHES8.6 » A, LAY
#E793 » A TH Y, FHEEGHAROMWHIM (hRE) 177 8 R #E60.0 » A, LAY &~
B 540 » A THoTz, FHBEOFRITFLDN DT NOHEGHICBNTHH 75% kb %<,
ASIA BRERE 2 r — )L CREHE L D SNT-OI, 77 B REE53.7%, 7L AN R 46.8%
Tholo, N—=AT7A VIFOEIRA 2T (FHHE) X, WThoibHb 6.5 Tho7z,

185k No.1008-125 TI%, FHHBEEGORIFIHIH (hIfl) 177 v AR R 1484 n H, LAY &~
1238 » HThH Y, FHBEZMOMRMEIE (PR 177 X84 » A, LAY~
FE97T » A Th o7, FHHEOFRIZTHND 80%LL % 58, ASIA BERERE 2 77—/ CTea
BENEENTZDIE, 7T BREE 50.8%, FLANY LB 478% Th -T2, N—AT A LVEEDK
AT CEME) 1%, 77 'R EE6.727, LAY VR 6.540 ThHhHoTo,

WTFRORBRICB N TS, ZNHDOR—R T A EHEEIZBW T, BHHEM TR E e R ik
o,
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=11 ZTOMDOR—XF 4 UHE : JAER No.A0081107, 1008-125 (RERZEIRGHI)

TR5% No.A0081107 1R5R No.1008-125
7R FUHNY VAN FULHNY
(N=108) (N=111) (N=67) (N =170)
FHEEEGORA « Fd (%)
i Y 84 (77.8) 84 (75.7) 59 (88.1) 57 (81.4)
Z Dih 17 (15.7) 19 (17.1) 8(11.9) 12 (17.1)
Fiph 7 (6.5) 8(7.2) 0 1(1.4)
TEGRE O © Bl (%)
Pop/a¥i 58 (53.7) 58 (52.3) 38 (56.7) 41 (58.6)
U] fi SRR 49 (45.4) 52 (46.8) 29 (43.3) 29 (41.4)
ASIA HEREREE 2 r — )L« S (%) ©
5249 58 (53.7) 52 (46.8) 33 (50.8) 33 (47.8)
o4 50 (46.3) 59 (53.2) 32 (49.2) 36 (52.2)
IR DA - IR (%)
Frtry 722780 92 (85.2) 92 (82.9) 59 (88.1) 62 (88.6)
LRy IRT 16 (14.8) 19 (17.1) 8 (11.9) 8 (11.4)
FREBE ORI (v A)
E [SD] 128.8 [126.1] 126.0 [113.6] 187.7 [153.1] 154.6 [114.2]
R 88.6 79.3 148.4 123.8
&R 0.6~609.9 1.1~557.4 16.7~586.8 22.6~470.2
FREBE R ORFHE (v A)
EE [SD] 97.5[105.0] 97.8[100.2] 125.2[118.0] 119.8 [91.8]
R 60.0 54.0 84 97
i 3~497 5~396 14~552 4~480
g A a7 D
S [SD] 6.5 [1.41] 6.5 [1.45] 6.727 [1.446] 6.540 [1.253]
R fiE 6.4 6.6 6.857 6.571
b 3.4~10.0 3.3~10.0 3.857~10.000 3.571~9.571

AR E TR No.A 0081107 Table 13.2.2.3, 13.4.1.1, {45 No. 1008-125 Table 9.1.2.3.1, 9.1.5.1.1, 2.7.3.6 Table 3.1, 32, 2.7.4.7

Table A2.2.2 L VW 5|H

a) BREAFRL

b) 185 No.A0081107 D7 7 EAREE 1 fli LT LAY V1 BlITFRE S e ho Tz,

¢) ThBR No0.1008-125 TIX 7T B AREEN=65, 7L H Y H N=69

d) ASIA BEREFEE X 7 —L A

e) ASIABEREREE X/ —/I' B, C, D

f) 145 No.A 0081107 TIX7 7 EAREEN=106, 7L H/3U L H#EN=105, 745 No.1008-125 TIL7 7 L REE N=67, FLHY v
¥ N=69

2733114 5=

EIFRIL[R 7 F 2 A5 BGERER (A5 No.A0081107) 35 K UME 77 & A3k B Gk (155% No.1008-125)
BT DR bGaRs LOEHRGEER 12 1R LT,

TR No.A0081107 DIREMI EIRIC T 27 L AN UREOE G- RO EEIE, 357.0 mg/H (i
PH:140.2~537.7mg/H) Th o7, 7 LAY CRHICBT D& 5-81%, 600 mg/ H 73 41 14 (38.7%)
Eleb %<, W T 450 mg/H 28 30 1l (28.3%), 300 mg/H A3 23 B (21.7%) TH Y, 150 mg/H
F 1261 (11.3%) LRbDeholz,

1757 No.1008-125 DIRIFMIERIZI T 2 7 LAY UREOER G- 8O FE)EIL, 387.6 mg/H (i
PH:112.5~546.7 mg/H) Th o7, 7L AN UREZE T Dim& 5-&1E, 600 mg/ H 73 54 4 (77.1%)
Elctb %<, 300mg/HIiE 11 6 (15.7%), 150 mg/HIZ 561 (7.1%) Th-o7-,
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£ 12 RERS5EOARE I UVTHIREE : /588 No. A0081107, 1008-125

1R No.A0081107 1R5R No.1008-125
AV N FLHNY 7SR FLHNRY
(N=105%) (N=106 ) (N=67) (N =170)
EE&EE (HlE (%)
150 mg/ A 3 (2.9%) 12 (11.3%) 3 (4.5%) 5(7.1%)
300 mg/ A 19 (18.1%) 23 (21.7%) 5 (7.5%) 11 (15.7%)
450 mg/ A 22 (21.0%) 30 (28.3%) NA NA
600 mg/ 61 (58.1%) 41 (38.7%) 59 (88.1%) 54 (77.1%)
¥R (mg/H)
ELSD 411.3£125.98 357.0£131.01 438.2+122.2 387.6+144.2
i 148.8~533.3 140.2~537.7 150.0~555.6 112.5~546.7

FEEEE JA% No.A 0081107 Table 13.3.1.2, {55 No.1008-125 Table 9.1.3.1.2 X ¥ 5| H

a) TRBRFENFEES 2 IEGET (AIZAERBA~ZE) DENcHAAN DN WERE 8 6l (F7vREE3 Fl, L
TN EES B EERLS, #EBRE ID 11081001 X7 LN Y U EHICE DT,

NA : MERFRE L LCRE LR -T2

2.7.331.2 REPHZESRE : JAER No.A0081063 (&%)
2733121 MWEREDOAR

SME T 2 AR xR (TR5R No.A0081063) 1Z81) D #lE DR Z K 13 1R LT,

77 /AR 109 B, LAY R 110 BINEBRIEOR 5 2% T, 205 b7 T BAREE 90
Bl (82.6%), F'LH/NU HE93 B (84.5%) MIRERZET L, 77 BARRE19 Bl (17.4%), 7L
HNY EENT B (15.5%) NESREPIE L, ERPIEEAAEER (78R40, 7L
NN AREB), [FEORMEIEITESARE (78RN 6, LAY U6l Tho
77

& 13 WEREDMNER : JAER No.A0081063

7R TVITNY v
TRER R 5.0 109 110
5E T 90 (82.6) 93 (84.5)
BEWEMENT R 25 (ITT) 109 (100) 110 (100)
k5 19 (17.4) 17 (15.5)
FOEBEE

HEER 4(3.7) 9(8.2)

R O HlEl & 72 13BN EE 11 (10.1) 6 (5.5)

NEAR+53 1(0.9) 0

Z DAl 3(2.8) 2(1.8)
BFEEREE TA% No.A0081063 Table 13.1.1, 13.1.2, 13.1.3 LYV 3|H BilE (%)
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2.7.3.31.22 AOfftEa4E

SNET T ' AR EEER (JR5% No. A0081063) TliE, BHOEIGE T 7 B AR 64.2%, 7L AN
U URE 60.9%, HMEOEIGNT T 2REE 35.8%, S LAY UEE 39.1% THh o2, EHWERRIT T
TR REESTIRE, TV H AU URESO4RETH Y, 65 ML EOWERE OEIA XY T & ARRE 22.0%,
FULHNY UBE2.1%ThH -T2, ANEITH 90%NT V7 N Th o7, IKEDOFEEIZT T &R EE
68.1 kg, 7L /Y B 66.2 kg Th o 7o, HHGHED Cler DXL 77 & A 81.83 mL/min,
F LAY R 78.89 mL/min T - 720, WD N DFEFHAAEHEIC SV T b G RER TR &
IR T2 Do T,

& 14 AOHEHEPREHE - JBBR No.A0081063 CHERZEIZ5HI)

TR FLANRY v
(N=109) (N=110)
PERI : B (%)
St 70 (64.2) 67 (60.9)
i 39 (35.8) 43 (39.1)
FEiln %) Bl (%)
18~44 12 (11.0) 6(5.5)
45~64 73 (67.0) 72 (65.5)
65 LA 24 (22.0) 32(29.1)
E¥)ME [SD] 57.1110.2] 59.4[9.8]
i 35~84 34~85
N : Bl (%)
HA 10 (9.2) 9(8.2)
TUT AN 99 (90.8) 101 (91.8)
E (kg) :
SEEIE [SD] 68.1[13.8] 66.2[12.8]
Eniii) 35.4~126.9 38.0~117.7
CLer (mL/min) : N=106 N=105
SEHAME [SD] 81.83 [26.82] 78.89 [24.80]
i) 34.5~179.0 31.4~192.1

RS 1R5 No.A0081063 Table 13.2.1,2.7.3.6 Table 2.3 £ ¥ 5| H

2733123 ZOMDOR—R5A U4

HME T T AR IRERER  (7ABR No.A0081063) [ZHIF 5 F DD _—2F A kA F 15 | TR
L7,

Jib 25 FR AL R O TR IR O Il 7 7 e ARE 154 v A, LAY U122  ATHD,
R—=RATA VO A 2T CEHE) 1%, 78R EE63, LAY 6.5 Tholo, WT
NOFBHRIZBWTYH, ERFEIITRICER 26T 58 RE ORIE N EroTe, ZhbDR—
AT A VEEEIZBWN T, BGHEHTRE AT o T,

1E1) AHBRTIX Cler 2 30 mL/min UL EOWERE A AN TREEL LT,
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& 15 TOMDR—R 51 E#AE : JAER No.A0081063 CRERZEZ54I)

75BN FLHARY
(N=109) (N=110)
MMZE R ORI (» A)
EHIME[SD] 30.3 [34.4] 26.2[33.0]
A 15.4 12.2
i 1.9~169.6 1.7~212.4
EFA T
E¥)E [SD] 6.3 [1.66] 6.5 [1.69]
R 6.3 6.4
i 1.9~10.0 3.7~10.0
JEIE DEAL - B (%)
F: BEEITEER N=91 21(23.1) N=95 28(29.5)
H N=91 22 (24.2) N=95 18 (18.9)
= N=90 25(27.8) N=97 26 (26.8)
a3 N=90 36 (40.0) N=97 48 (49.5)
R E 7213 N=90 24 (26.7) N=95 24 (25.3)
B REIR & 7 1 N=91 25(27.5) N=95 22(23.2)
T N=91 35 (38.5) N=95 41 (43.2)
A BAETIIEEE N=94 24 (25.5) N=96 24 (25.0)
H N=94 17 (18.1) N=96 16 (16.7)
=l N=95 32 (33.7) N=97 27 (27.8)
is}3 N=99 47 (47.5) N=97 39 (40.2)
R E 7213 N=97 35(36.1) N=96 22 (22.9)
B SEIR & 7o 1B N=96 29 (30.2) N=96 19 (19.8)
T N=96 42 (43.8) N=96 37 (38.5)

Hath RS E 1A% No.A0081063 Table 13.2.2, 13.2.4.1, 13.4.1.6,2.7.3.6 Table 3.3 L ¥ 5|/

2733124 5=

ERERIZIIT 27 LAY UREOHR G- EOF-E)EIL356.8 mg/H (#iPH:125.0~539.7 mg/H)
T o7, At 5-:1% 300 mg/ H LA 1 400 mg/ H A 2% 48 4 (43.6%) , 600 mg/ H 7% 57 51 (51.8%)
THY, 150 mg/H LLLE 200 mg/ H AR 1d 5 61 (4.5%) THo7-,

£R16 TLANY VEIZBT3REEBRE5E0HRRE L UVTEYEEE : jA8 No.A0081063

FL AN (N=110)

wEGE [ (%) ]

150~<200 mg/ H 5(4.5%)

300~<400 mg/H 48 (43.6%)

600 mg/ A 57 (51.8%)
5 (mg/H)

I E£SD 356.8+134.78

i 125.0~539.7

5.3.5.3 Safety Table 3.2.c. & ¥ 5| H
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27332 2AMMHBROBROLERE

273321 HHIBSHESRE A5 No.A0081107 (FF{fi), 1008-125 (5Ffh)
2733211 ®ERAT

(1) DAAC

EFRIL[F 7" F 1 A5 BGERER (TR No.A0081107) 35 L UME 7 7 & A3 B EABR (1557 No.1008-125)
IZ3I1T B EGHIM TR LR A 37 OR_R— 25 A b DO EE (DAAC) %3 17 125
L7,

125 No.A0081107 (23T DIKIFA 27 DX—RA T A4 )b DY bR (DAAC) D/ 5
WX, 7T BARRE-1.07, TV ANY URE-1.66 THY, TLANY UREOR—RAT A IINDD
AT T 7 B ARBEICHARRELS, T vREHEELE T VI UL ORICHEHNCH B RZED7R
Sz (p=0.0032),

1RBR No.1008-125 IZBIT DIEIFA 27 DX—RA T A )b OV E (DAAC) DR/ 5
WX, 7T B ARRE-039, LAY UREE-1.51 THY, TLANY UREOR—RAT A UINDD
ZALEIX T 7 B AT ARKRE L, T BRHELE U IAY VL OMICHEIICH B R ZD00R
Sz (p<0.0001),

=17 BEHIIBITA2EBERAITDOR—IZ3A4 UM bDFHEILE (DAAC) :
JAER No.A0081107 (mITT), 1008-125 (ITT)

TG No. R=RAFGA VW R=RFA LD R YD 75 REE L O ¥
Bl N  HiFEY) (SD) N /) V¥ (SE) 7 (SE) 95%(EHEIXM  pfi
A0081107

75 v R 106 6.5(1.41) 106 -1.07 (0.149) - - -
TUANY Y105 6.5(1.45) 105 -1.66 (0.157) -0.59 (0.198)  (-0.98.-0.20)  0.0032
1008-125

PA AN 67 6.727(1.446) 67 -0.39 (0.167) - - —
TLHAD L 69 6.540(1.253) 69 -1.51(0.165) -1.12(0.222)  (-1.56,-0.68)  <0.0001

FEHAE JR5E No.A 0081107 Table 13.4.1.1, 13.4.2.1.1, A% No.1008-125 Table 9.1.5.1.1, 5.3.5.3 Efficacy Table 3.3 & ¥ 5]/

a) WEHEBIOREZRT, N—R T4 VOERA2T BLOSRACET 5 BEZOFEOKR A 27 (A5 No.A0081107 D F)
B LT DGO L D,

b) ADEALITERER NS E L2 Z & 2R T,

(2) mBOCF

EIFRIL[R 7 F 2 A5 BGERER (A5 No.A0081107) 35 K UMKE 7 7 & A3k B 5k (155% No.1008-125)
21T 5 KAfEA mBOCF VEIZ X 0 ffi5e U 72 e &R TAIRF O A 27 D_R— A T A b DAL
EER I8N LT,

185k No.A0081107 ([ZEBIFT DA AT DRX—RA T A4 )b D2 ki (mBOCF) D/ 3
N7 7R HE-1.22, VAN U192 THY, TLANY UHOR—ZF A 2 inb DAL
BIXT 7B RBICHARKREL, T BRBELE T LAY UREE ORNCHFHCH B R ZEIRE R
7= (p=0.0066) .

1557 No.1008-125 IZ BT DIEIA 2T DRX—RA T A D O b (mBOCF) O/ V-
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1377 B ARRE-040, LN URE-154 THY, TUHNRNY UBFEOR—RT A b OB
X7 T EARBEICHANKREL, TTBREL T LI UL ORICHREMIICAEERENRENTZ
(p=0.0002) ,

*® 18 BREFMBOEBEAITDOR—IAS5A4 UM5NDELE (MBOCF) :
J8E& No.A0081107 (mITT), 1008-125 (ITT)

155 No. N— 2T A W N—2 5 A b DI LR DY 75 B RREL O
&5 N FfliEY (SD) N /) — 3 (SE) 7 (SE) 95%(SHEIXH  pfi
A0081107
77 kR 106 6.5 (1.41) 106 -1.22 (0.192) - - -
VAT 105 6.5 (1.45) 105 -1.92 (0.203) -0.70 (0.255) (-1.20, -0.20) 0.0066
1008-125
77 R 67 6.727 (1.446) 67 -0.40 (0.219) - - -
VLAY 69 6.540 (1.253) 69 -1.54 (0.216) -1.14 (0.291) (-1.71, -0.56) 0.0002
KRB A ET55% No.A0081107 Table 13.4.1.1, 13.43.8.1, A%k No.1008-125 Table 9.1.5.1.1, 5.3.5.3 Efficacy Table 3.2 L ¥ 5|H

a) BEHBL R EZRT, X—AT7A VOEBAATBIORACETEEOFMOBRA 27 (7% No.A0081107 D Z)
BB LT HISHOIICL D,
b) BOEALITEIFER NS E L= Z & E2mT,

(3) LOCF

[E BRI (R 77 2 A BERER (T35 No.A0081107) 36 K UM E 7 F 2 78 B EAER (13%5) No.1008-125)
[ZFB1F %, KHMEA LOCF YEIZ K U #i58 L 72 e dFHIlIIRF OIS A 27 DR— R T A L inb DAL
BAER 19K LT,

A5 No.A0081107 231 DI A AT DR—ZF A L inb DR (LOCF) Dy 5y
X7 7' ARHE-125, VLAY UHE-2.02 THY, TLHNRNY CHEON—RAT A b DE{LE
X7 TR RBECHERKEL, TTRAFE T VAN UL ORICHFHMNICAEBERZEZN RSN
(p=0.0028) ,

TRHR N0.1008-125 (Z81T DIKIH A 2T DRX—A T A v b D2k (LOCF) D/ Fe 1%
7T B AREE-0.433, VAN UHE-1.967 THY, TLHNY CHEOR—RT A b DR
X7 TR RBECHERKEL, TTRAE T VAN UL ORICHEHMICABERZEZN RSN
(p<0.001),

£ 19 FERFHEFOEBBRATDA—RXF4 UhbDE{LE (LOCF) :
;AER No.A0081107 (mITT), 1008-125 (ITT)

TRBR No. R—R2F A VI NR—=2FA DO DY 7T REEE DR Y
et N F#FE¥ (SD) N e/ —F ) (SE) 7% (SE) 95%{E HH X [f] p fE
A0081107
7T kR 106 6.5(1.41) 105 -1.25(0.193) - - -
TVHNY 105 6.5 (1.45) 105 -2.02 (0.203) -0.78 (0.256) (-1.28,-0.27) 0.0028
1008-125
7T kR 67 6.727 (1.446) 67 -0.433 (0.235) - - -
TVANY 69 6.540 (1.253) 69 -1.967 (0.231) -1.533(0.312)  (-2.150,-0.916)  <0.001
FERE A ET55% No.A0081107 Table 13.4.1.1, 13.43.2.1, A%k No. 1008-125 Table 9.1.5.1.1 X v 51

a) MBI R EZRT, X—RAT7A VOERAITBI ORI 2 EBEOFMORA 27 (JA% No.A0081107 D7)
IR LT HISHOITICL B,
b) BOEACITIERRIER U L= 2 & &2RT,
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4) AZEDERFRQT

EERILR 7 Z 1 A BERER (125 No.A0081107) 36 K OSNE 7" F 1 7t BtekliR (12757 No.1008-125)
DR SIC BT DT E ODEFRA AT OR—AT A U inb OB (B 3 V1)) 2320
WCERL, HBEZRBRIT LI 3 BXOX 4R LT,

TR No.A0081107 \ZBIF 2 T L OIEIFA 27 IL, FE1HL Y 7T RBHCHE L T LA
U TR, WTNORRIZEBW T BRI HBERENRE O biv/e (p<0.05),

1R8R No.1008-125 THIEERIZ, LAY UHEOERA 2 7138 1 HEL Y 77 B RBEC T
K<, WTFNORFRIZHE N T HRFIICHERZNZD bz (p <0.05),

%20 EILDEFERATDODR—RASAUHhEDELRE DD .
$4E% No.A0081107 (mITT), 1008-125 (ITT)

1R5% No. ¥, OF £ O 5 O O£ £ O H £ & F O H O K B
B 5t 138 28 38 438 5#E 63 73 8@ oM 104 1138 1238 138 1458 158 168
A0081107

IR N=105 N=104 N=104 N=102N=100 N=98 N=97 N=96 N=96 N=90 N=89 N=90 N=90 N=91 N=91 N=90

0.39 -0.61 -0.84 -1.02 -1.05 -120 -132 -1.30 -133 -1.30 -139 -142 -136 -128 -136 -1.32
(0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17)
FLH Y N=105 N=104N=101 N=101 N=99 N=99 N=97 N=95 N=92 N=91 N=90 N=90 N=88 N=88 N=88 N=88
0.88 -128 -138 -1.67 -1.86 -1.92 2.01 -1.96 -1.97 -198 -2.01 -1.92 -193 -1.94 -2.05 -2.08
(0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18)

1008-125
TR N=67 N=64 N=62 N=51 N=47 N=47 N=44 N=45 N=40 N=36 N=36 N=34
-0.17 -026 -042 -0.55 -0.38 -0.58 -0.47 -0.47 -0.68 -0.65 -0.53 -0.40
0.21) (0.21) (0.21) (0.22) (0.22) (0.22) (0.22) (0.22) (0.23) (0.23) (0.23) (0.23)
FLANRY L N=69 N=67 N=63 N=62 N=55 N=55 N=56 N=55 N=52 N=51 N=49 N=46
-143 -1.62 -2.05 -195 -2.08 -2.03 -1.94 -1.87 -2.04 -193 -2.02 -1.92
(0.20) (0.20) (0.21) (0.21) (0.21) (0.21) (0.21) (0.21) (0.21) (0.21) (0.22) (0.22)
273.6Table 4.1, 42 X 03[ /N (SE)
a) BEHBE, MRk, FRMEREAR, BREEECFREROZEERERT L L, N—X54V@;ﬁrx:7}si(ﬁﬁm:&h‘éﬁ%®
PO A 27 (185 No.A0081107 D7) % 258 & 24 1 3K LI EE OfEHTIEIC
b) ADOELITERIER D SLE L= 2 & 2RT,
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3 BZLDEFRAATDR—RAFAUMhoDELE (RDZFEFHE KLU SE)
DR : B& No.A0081107 (mITT)
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—2.8 * p-value < 0.05 ** p—value < 0.01 *** p—value < 0.001
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5.3.5.3 Efficacy Figure 4.1 X ¥ 5| H

4 BETEDEFBAATDR—RSAUNLDNEILE (HIN_FTFHHELUSE) O
#eF% - SBER No.1008-125 (ITT)

0.2
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5.3.5.3 Efficacy Figure 4.2 1 0 5|
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2733212 LARRUHT—DEE

[E B[R 77 & ARkt BEaER (1558 No.A0081107) 38 L OWKE 77 & A5 %) B EER (755 No.1008-125)
WCBWT, mEFHERF OISR A a7 N_X—2 T 1 )b 30%LL Eiid L-fBRE (30%L AR
2—) BLO50%LL B UI-giE (50% L AR A —) OFEGZE21ICERLN L TRLE,

30%L AR H—

1R N0.A0081107 12351F 5 30% L AR X —DEIGIE, 77 B ARRE31.4%, 7 LT3 U HE45.7%
ThO, TV RRHIBIT D 30% L AR X —DEIGIET 7 B RFEICHETHREHIICHEEIC
w7 (p=0.0390),

1R N0.1008-125 123517 5 30% L AR U X —DHIGIE, 77 B ARHE16.4%, 7 L TN Y UHE42.0%
ThO, TV URRHIBIT D 30% L AR X —DEIGIET 7 B RFEICHETHREHIICHE R
mro7o (p=0.001),

50% L AR H—

1R N0.A0081107 IZ351F 2 50% L AR X —DEIGIE, 77 B ARBE15.2%, 7 LAY U HE29.5%
THY, TUHNY FHIZEBITD 50% L AR X —DEIGIET 7 B R TREICAE RIS
mroTe (p=0.0256),

TR No.1008-125 12351F 5 50% L AR Z—DEIGIE, 77 B AREE 7.5%, 7 LAY U#E21.7%
THY, TUHNY RHZEBITD 50% L AR X —DEIGIET 7 B R TREICAE RIS
w7 (p=0.027),

£ 21 30%HBELUV50%LRARFA—DEIE : /AE& No.A0081107 (mITT), 1008-125 (ITT)

1Rk No. 7T RRREL D

e 51 N VARTT ) o o ok p IR
A0081107
7R 105 33 (31.4) - - -
30% TN 105 48 (45.7) 1.85 (1.032, 3.328) 0.0390
VARV A — 1008-125
7T &R 67 11 (16.4) 0.235 (0.098, 0.563) 0.001
FULHNRY v 69 29 (42.0) — — —
A0081107
7Tk 105 16 (15.2) - - —
50% TUHNRY 105 31 (29.5) 2.24 (1.103, 4.546) 0.0256
VAR~ 1008-125
A N 67 5(7.5) 0.285 (0.094, 0.865) 0.027
FLHNRY v 69 15 (21.7) — — —

KRB EE JA% No. A0081107 Table 13.4.4.1.1, 13.4.4.2.1, A% No.1008-125 Table 9.1.5.1.2 L v 5[H
a) MEHBLOMRERTLE L, X—RAT7A VOERA 2T BLOHAIET 2 BEZOFHMEORA 27 (155 No.A0081107
DOR) EHERETHOVAT 4 v 7EIFETVICE D, 1R5 No.A0081107 TIXT LAY VO T T B AREEHCHT 5
Gy R, 165 No.1008-125 TIX T 7B REEO T L AN Y VBT 54 > k&R LTz,
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2733213 BEIZLBHZ (PGIC)

[E 4L [ 7 T 2 AR BRERBR (TR No.A0081107) 35 X USME 7T & AR ek BBk (755 No.1008-125)
\ZBIT D, PGIC DE AT TV —DHIE L OEI&EERK 22 (TR LT,

1R N0.A0081107 (2B W, IFEFICR < 7o 7o) LM L 7= OFIE 1L, 77 B R EE2.0%,
TUHNY BE T.0%, [BL72o72) CRHlL-BRE 0BG, 77 BARRE 253%, 7 LA
U UHE33.0%CTH Y, WTIUCB T H T TR T LAY O OEIE R Eh -
7o Fiz, 7 BMEONT Y —IZT D EGRER O RICEB W T, MEHNICEBERZERRD b
7= (p=0.0006).

1A% No.1008-125 128\ C, [FEFIZE L 7o 72 ) LFHl L2 #E OFIGIE, 77 B REE 1.5%,
VIR RET2%, B IRoTz) LRl L7gBE OBIGIE, 77 BAR R 4.6%, 7L Y
H27.5%CTH Y, VTICBOTH T T BRI T LAY UREOPRE OEIE R E -T2,
£, 7T BEBEONT I —CRT 2 EEHMOREIZEW T, HtIcEBERZNRD b

(p<0.001),

=22 PCIC&ATI—DEE : /588 No.A0081107 (mITT), 1008-125 (ITT)

1752 No. 1R%R No.A0081107 1A% No.1008-125
laeg i 7R TVUHNY v 7T ¥R TLUHNY v
FF A 55 99 100 65 69
FEFIZRL o Tz 2 (2.0) 7(7.0) 1(1.5) 5(7.2)
BL 2otz 25(25.3) 33 (33.0) 3 (4.6) 19 (27.5)
HYLBRL ol 24 (24.2) 38 (38.0) 10 (15.4) 15 (21.7)
Ebbiginol: 40 (40.4) 19 (19.0) 31 (47.7) 18 (26.1)
D LELS o Tt 5(5.1) 2(2.0) 6(9.2) 9 (13.0)
B o 3(3.0) 0 9(13.8) 2(2.9)
FEFIZEL I o 0 1(1.0) 5(7.7) 1(1.4)
X R o N 1) 7 a)
;é ERBLT LAY YROLRE - 0.0006 - <0.001

FEEREE JR%R No. A0081107 Table 13.4.12.1, A%k No. 1008-125 Tables 9.1.1.1, 9.1.5.7 X ¥ 5|
a) ik & BT LT HEEY ¥y RE#EZ FHAW- CMHIEIC XKD 7TEEO DT 3 —I281) 5 ik,
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2733214 [EREEXQ7

[E 4L [ 7 T 2 AR BRERBR (TR No.A0081107) 35 X USME 7T & AR ek BBk (755 No.1008-125)
DI HERHRIF OREIRBEE 2 27 OR—R T A Vb OZ L& (F/h ) 23K 23 128K L,
I Z & OMEIRIEE 2 27 ON—2F 4 U inbOEbE (/3 VY) 2K 24 1R LT, £z,
RER T L ICH T OB ZK S BXOK 6 12- LT,

155k No.A0081107 1T 3517 2 i A&RTATIF O BEIRFE T 2 =27 D_N— 2T A L inb O b (/b
TN X, T EREE-1.02, TVLHNY U210 THY, TTERFRHHETT LAY o
PO EIIRE L, 7T BRBEL T LAY OB ZZIIHE RIS A B TH - 72 (p<0.0001) .
1Rk No.1008-125 (23517 2 Aol EDIRIEE R 27 ORX—2F 1 b OB E (R 3%
¥ 1%, 77 EARRE-0.109, LAY URE-1.478 THY, TUHNRNY URBEOEBLREIZT T
RHICHARTREL, 7R HEE T VAN RO ZEITHFHNICH E TH - 72 (p<0.001),

TR No.A0081107 33 X OYASR No.1008-125 DWW T OREBRICB W TH, F1#H LY 772 REE
IZHE L CT U HNY TR LS, WO RICEB O CHORRHICE B 2220588 Sz (p <0.05)

%R 23 EKRFMBFOEREZEXAT7OR—ISAUoM6DZELLE (LOCF) :
J8E& No.A0081107 (mITT), 1008-125 (ITT)

55 No. N2 T U R— T A DL YY) 7T REEE DR Y
51 N HFFE (SD) N e/ 3 (SE) 7= (SE) 95% ({5 FE X [H p &
A0081107
TR 106 5.2(2.24) 104 -1.02 (0.201) - - -
TLHAY Y 105 4.9 (2.48) 105 -2.10 (0.206) -1.08 (0.265)  (-1.60,-0.56)  <0.0001
1008-125
7T R 66  4.981(2.588) 66 -0.109 (0.231) — - -
TUANY 69 4215(2.552) 69 -1.478 (0.223) -1.369 (0.305)  (-0.765,-1.972)  <0.001

BFEER & E 7R%R No.A0081107 Table 13.4.1.7, 13.4.7.1, 1A%k No. 1008-125 Table 9.1.5.2 X v 3|
a) EHEBHBLOERARTFE L, X—AT7A VlEEHEE LT HES5EOITICL S,
b) BOE(LIIHEREE N GELT-Z & 27T,

#24 BCLOEREFRAT7OR—IXTAUNODELE 2 :
JAER No.A0081107 (ITT), 1008-125 (ITT)

"B No. B B B F B ®© B B F ®H B F B H ® B
1% 55 138 238 3@ 438 58 63 73 8@ 9@ 108 113 1258 1338 1438 1588 1658

A0081107
75 AR N=106 N=104 N=104 N=102 N=100 N=98 N=97 N=96 N=96 N=90 N=89 N=90 N=90 N=91 N=91 N=89
025 -049 -061 -0.88 -090 -096 -1.06 -1.06 -1.06 -1.04 -1.11 -1.11 -1.10 -1.08 -1.01 -1.10
0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17)
L7730  N=111 N=110 N=107 N=107 N=105 N=105 N=103 N=101 N=98 N=97 N=96 N=96 N=93 N=93 N=93 N=89
2105 -137 -141 -1.64 -1.84 -1.89 -197 -1.97 -2.00 -2.13 -2.04 -2.03 -2.03 -2.04 -2.09 -2.17
0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17) (0.17)

1008-125
TR N=66 N=62 N=60 N=49 N=45 N=45 N=42 N=43 N=38 N=34 N=34 N=32
-0.030 -0.244 -0.241 -0.475 -0.326 -0.347 -0.188 -0.401 -0.383 -0.566 -0.280 -0.423
(0.168) (0.206) (0.207) (0.253) (0.232) (0.258) (0.261) (0.260) (0.295)(0.319) (0.311) (0.312)
TUANRY 2 N=69 N=67 N=63 N=62 N=55 N=55 N=56 N=55 N=52 N=51 N=49 N=46
-1.123 -1.273 -1.635 -1.458 -1.727 -1.723 -1.517 -1.634 -1.714 -1.675 -1.708 -1.638
(0.162) (0.195) (0.200) (0.227) (0.216) (0.241) (0.237) (0.239) (0.259)(0.271) (0.267) (0.275)

KRR E JABR No. A0081107 Table 13.4.7.2, 7A%% No. 1008-125 Table 9.1.52 XV 31 &/ _FFH (SE)

a) 1A% No.A0081107 Tk, HRE, sk, FEMMEES, 5B EFFMESOREEREZRTE L, X—RAT7 A V% E
LT 540 IR UIEMOMHTEIC L D, 165 No.1008-125 TiE, #EHB I R EZRFE L, "= T4 Uz
TR LT HIESWOIICL D,

b) AOZELITMEREE NS E L2 & 2R,
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5 BZEDEBREEXAT7DAR—XFA4 UNLDELRE (RIN_"FTFHE LU SE)
DHEFE - J5ER No.A0081107 (ITT)
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2.7.3.3.21.5 MOS-Sleep Scale

EFRIL[F 7 F 1 A5 BGERER (TR N0.A0081107) 5 L UME 7 7 & A8k B 5Bk (7557 No.1008-125)
D F AT 0 MOS-Sleep Scale D_— A T A L )b DAV (/s 3 1)) 2 % 258 LU 26
BRI L TR LTz,

175 No.A0081107 T, HEIRMEE I L OB 2IERFEEFIZOWT, LR Y VHETTT®
AEE L el U TSR B R IEIRPEE OGBS R Sz, BRI DO BYINCHFERS L O
MEREICOWTH T LAY UHECT T B AR L bl U CREHNICA B RS E RO bt

%25 BRIRETHEEFD MOS-Sleep Scale DR—RX 54 UMb DELE :
;AE% No.A0081107 (mITT)

HE Tl N—RTA DO LR YD 7SR E DY
P FSE /b3 (SE) = 95S%EHEIXH  piE

R s 25

7T R 97 -7.33 (2.272) - - -

A% PaING 100 -16.00 (2.308) -8.67 (-14.55, -2.78) 0.0041
AYON-S

7T R 97 -4.87 (2.665) - - -

A% PaING 100 0.83 (2.704) 5.70 (-1.20, 12.61) 0.1048
B2 &b 7- B B0

758 R 98 0.38 (1.837) - - -

VLN Y 100 -4.76 (1.873) -5.14 (-9.91, -0.37) 0.0347
AR

7 ®R 98 0.21 (0.145) - - —

TUHNY v 100 0.60 (0.146) 0.38 (0.01,0.76)  0.0436
|43 73 iR

7R 97 4.70 (2.660) — - —

VLN Y 100 10.48 (2.701) 5.78 (-1.11, 12.66) 0.0998
TR

7T ®R 97 -3.22 (2.103) - - -

VLN Y 100 -0.19 (2.143) 3.02 (-2.44, 8.49) 0.2761
9 TE [ 0> 4 Y 73 AR s

F5 ¥R 95 -4.83 (1.667) - - -

VLN Y 100 -9.72 (1.678) -4.89 (-9.19, -0.59) 0.0262

HOFEHRAEE Table 13.4.9.1~13.49.7 X v 3|
a) EHEBHBLOEHRARTFE L, X—AT7A VlEEHEE LT HIES5EIITICL S,
b) FEAR & & 445 R MEIR 2 bR < THE CIXAOE(bITkEA R L, MEIRE S 552 MER CIXEOELITER O ELE =T,
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T65R No.1008-125 Ci, MEIRFEE R X ORI Z2IEREEICOWT, LN U T I
ARE & Rl U TR B 7o EIRFE = O #E R S iviz, EREIC S W TH LAY VT
7T AR L s U TR A B R EN R B,

% 26 RIRET{HEREFD MOS-Sleep Scale DR—RX 54 UL DELE :
;AE% No.1008-125 (ITT)

THH FE N—RT A DR DY 7T RR LDk
58 it 5215 /Y] (SE) 7 95% 5 #E X [ p fE

REEAR e

7R 65 -3.937 (2.803) — — -

FLHNY 68 -17.218 (2.710) -13.281 (-20.667,-5.895)  <0.001
YO

7R 62 -4.420 (3.190) — - -

FLHNY 65 -1.441 (3.128) 2.979 (-5.504, 11.46) 0.488
B2\ & - B CER

75 ER 65 -1.195 (2.523) — — —

TLHNY 68 -3.359 (2.459) -2.164  (-8.789, 4.461) 0.519
REEAR &

7 ER 64 0.017 (0.183) — — —

TLHNY 68 0.582 (0.178) 0.565 (0.084, 1.046) 0.022
+43 73 BEHR

75 ER 65 2.979 (3.253) — — —

TLHNY 68 10.519 (3.178) 7.540 (-1.034, 16.11) 0.084
fEHAR

78R 65 -1.898 (2.457) — — —

TLHNY 67 3.696 (2.413) 5.595 (-0.886, 12.08) 0.090
9 TH H 2R 75 MR [

75 ER 65 -3.001 (2.039) — — —

TLHNY 67 -9.405 (1.994) -6.404  (-11.809,0.999)  0.021

165% No.1008-125 #AHEH 52 Table 9.1.5.4.1~9.1.5.4.4,9.1.5.4.6~9.1.5.4.8 X v 5| H
a) MEHBLOMEZRERTFE L, N—AT7A VLR LT HI-DWMOITIC I D,
b) BEIRE &+ 72iER % bR < THE TIXROE(LITSEEZ R L, MERE &+ 70 lER CIXEO B ITER Ot #E % R~ T,

2.7.3.321.6 HADS
(1) TR (HADS-A)

EIFRIL[R 7 F 2 A5 BGERER (FR5R No.A0081107) J5 K UMKE 7 7 & A3k B Gk (155 No.1008-125)
DIHEFHIRED HADS-A A 27 DR—RA T A b O (B ) 2% 27 ICEHL
T L7z,

TA5% No.A0081107 T, HRAEFHMIIFD HADS-A 2 7 DR_R—ZF A b DB E (/"5
P 1377 B ARRE-0.82, L HNY UEE-1.50 THholo, MAMHIRAEZEITRD LT
HLOD, TLHNY RO EITT T BRI AR TRE N7 (p=0.1164),

TRER No0.1008-125 Tld, HA&FHIFED HADS-A A 37 DR—RZ T A U inb OB R (/) 3R
¥ 13T T v AREE0.663, LAY UEE-1.724 THY, TLHNY UHOEEIETT TR
BRI AR THFIICAEEICRE Do 72 (p=0.043),
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® 27 REFERED HADS-ARQAFDR—RS54 UNLDELLE :
78R No.A0081107 (mITT), 1008-125 (ITT)

155 No. Al N—RT A D DOEE YD 7SR E DY
B ERE ek 2a 1) /NI (SE) £ 95%IEHE X p il
A0081107
75 ER 99 -0.82 (0.329) — — -
FLHNRY 100 -1.50 (0.337) -0.68  (-1.54,0.17) 0.1164
1008-125
75BN 65 -0.663 (0.386) — — -
TLHNRY 69 -1.724 (0.376) -1.061 (-2.088,-0.034)  0.043

TR REE 1A% No.A0081107 Table 13.4.10.1, 1A%k No.1008-125 Table 9.1.5.6.1 XV 5| H
a) WEMBIOMREZEFE L, N2 T A VEEXEERE LTI L D,
b) AOEALITERDPSELTZZ L E2RT,

(2) #15 DIkEE (HADS-D)

EIFRAL[R 7 F 2 A FGERER (FR5R No.A0081107) 35 K UMK E 7 7 & A3k B 5k (155 No.1008-125)
DEAEFHRF D HADS-D 2 27 (/3 V)) ORX—RA T4 b OEbEE R 27 ITER L
TrLTe,

185 No.A0081107 TIZ, A #&aHlil D HADS-D A 27 D_R—2 T A b O bR (/3R
YY) 1377 B AREE-0.10, LAY UEE-1.09 THY, TUANY UHOBLEITT T v AR
IR THFNCAEEICRE o7 (p=0.0279),

TR5R No.1008-125 Tl, HA&FHIiFED HADS-D A2 17 D_R—Z T A L inb OB bR (/R
¥ 1T T ' ARRE0.215, LAY UEE-0.577 Thotz, TVANY VHOBLEIZT T
REEE I L TRE D20, 7T B AR L OMICHREFICERRZIIR SR o T,

= 28 BIEFHEREFD HADS-D RaAT7DR—RX A UMb DEILE :
JAER No.A0081107 (mITT), 1008-125 (ITT)

Y25k No. Tl N—AT A D DEE YD TR L DY
P 51 PSEl! B/ (SE) = 95%[SHE X[ p fE
A0081107
7SR 99 -0.10 (0.339) - - -
FLANRY v 100 -1.09 (0.344) -0.99  (-1.87.-0.11)  0.0279
1008-125
TSR 65 -0.215 (0.387) - — -
FUHNY 69 -0.577 (0.375) -0.361 (-1.374,0.652)  0.482

Hath A E A% No.A0081107 Table 13.4.10.2, 1A%k No.1008-125 Table 9.1.5.6.2 L v 5|
a) MEHBLOMERERTLE L, =2 T7A MaziEE LTS EIIICL D,
b) BOBLITERN LE LTZZ L ERT,

UboriBy, FEEERILRBE 2% E L THEM LA No.A0081107 3 LT 1008-125
IZBWT, FEFHHEE TH D& A =27 (DAAC, mBOCF, LOCF), 30%35 LT 50% L AR
X —DEIGDTZ AL T VAN VHEORKRICEWNT, MEHICHEERENRD LI, T
HoNY BT DI OIS R ST, £, BEIRFERE A 273 L OVMOS Sleep Scale DFF
ZIBWNT, U HNY FEIZRIT 2 MEIRREE 25 2 UGB R STz,
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2.7.33.22 MEPHRESRE : JAER No.A0081063 (&%)

B G LTIEIR A a7 OR_R—2 T A b OBk (DAAC) D/ T S-H1%
7T v ARRE-09, LN 14 THoTo, MEMIZITAEERZEZTIE o7 b0D, 75
TARRHIEEART VAN OB EmENKRE o T (FR29),

&29 ERAIATDR—RXS4 UhbDFEHE{LE (DAAC) : JAER No.A0081063 (ITT)

N=ATA LW R=ZAFTAUPOLOEEYY TR EDHE Y
5 51 N BT ¥ (SD) N /N 3 (SE) 7= 9S%EMEXE  pfE
IR 109 6.3 (1.66) 108 -0.9 (0.16) - — —
tfvﬁﬂu>/_ 110 6.5 (1.69) 108 -1.4(0.16) -0.4 (-0.8, 0.0) 0.055
SRR E 1B5 No.A0081063 Table 13.4.1.8 £ v 5| H

a)&ﬁﬁ%i@i%l%@? N—ATA L DOEFA AT B ET HIGEOIICE D,
b) ADELITERAER P SE L2 & 2R T,

AT OISR A 27 (/N FEY)) 1%, LOCF 38 X O'BOCF oW Tz WnWTh
FEREES.0, LT R 48 THY, T ERBICHT U IANY VEOERA 27 /NS
Motz (57 30),

% 30 HRFHBEBEDOZEFEADT (BOCF, LOCF) : jAE& No.A0081063 (ITT)

N—R T A Bk aTAmEE ¥ TR EDHEY

5 51 N  Hff ¥ (SD) N H/h Y (SE) 75 95%(SHEXM  pfE
BOCF

75 &R 109  6.3(1.66) 108 5.0 (0.21) - — -
TVUANRY v 110 6.5 (1.69) 108 4.8(0.21) -0.1 (0.7, 0.4) 0.654
LOCF

7R 109 6.3(1.66) 108 5.0 (0.21) - - -
TVLINRY v 110 6.5 (1.69) 108 4.8 (0.21) -0.2 (0.7, 0.4) 0.578

TG H S = 1Ak No.A0081063 Table 13.4.1.1, 13413 LV 81
a) WEHBIOERELRT, R—RATA VOERA 2T 2B L THHSEOITICLD

W DEmA a7 (/N V) 1I2BWTIE, LAY UEEOK A 2 7 13 IRE a2
ZBUTT 7RI VKL, H3,5,6, 8 CIEMBERICHHIICAE B REZNRO LT (£ 31),

%31 BAILOEERTT Y B8 No.A0081063 (ITT)

T E3 E3 E3 E3 E3 £ E3 E3 E3 £ E3 £
1 2 i 3 438 5 3 6 i 7 i 8 i 9 i 10 11 38 12
7T R N=108 N=106 N=105 N=102 N=102 N=102 N=98 N=97 N=97 N=94 N=94 N=92
6.0 5.8 5.6 54 5.5 5.4 5.2 5.3 5.2 5.1 5.0 49

(0.18)  (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.19)
ZLH AU [ N=108 N=104 N=102 N=100 N=99 N=97 N=96 N=98 N=98 N=97 N=93 N=92

5.6 53 5.1 5.0 49 49 48 4.7 48 48 4.7 4.7
(0.18) _(0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18) (0.18)
e Th A TABk No.A00S1063 Table 13.4.1.7.1~13.4.1.7.12 £ U 511 T/ 3 W) (SE)

a) %ﬁgﬁ%ﬁiﬁﬁ:%,é&ffﬁk%Wﬁﬂv*r,ﬁmﬁﬂf’ﬁﬁ% ERFEL, R=ATA v OERHA T 2 IERETH0E LHAE
Z DA F 72 BIREHmEE B OfE ROV T 2.7.6 THIZ/R LTz, 30%3 K UN50% L AR &2 —D
FIEE, RIS HE ERZITRD SN2 o 7o)y, 77 BRI T LAY UEETEID - f:o
MOS Sleep Scale DHER &, |57 72 HEAR, }_ﬁ%’ﬂiﬁﬂiﬁﬁ HEEOFIZIBNT, LAY SRR
D REHIICA B R UGENRD AL, MEIRFEE 3 Hd8GEN R Sz,
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27333 BHAEHICHEITHHEROLE

FHIERLE L7277 AR IEERR (JA5R No.A0081107 38 X 1Y 1008-125 DHFE) Z%tEic, 1,
Ell, NFRIC OV TR S BIARNT 2 32056 L 7=, F£7=, EEEEFRET T AR BEER & LT3 hE L
7218%% No.A0081107 IZ2W\W T, HAANE HARAUSNOEMIZOW T 21T o 72,

2.7.3.3.3.1 EHEMARIEN

B 5 CIEE L7 A 27 O_X—R2 T A4 inb O LR (DAAC) & 32 BLUX 7
WL, AEGTHERF O A 2T D_R—RA T A4 b OE{LE (mBOCF) %% 33 BLO 8 (2
~ LT,

i 0 55 LA N OWEBRE 1L T T AR 68.6% (120175 i), 7L A7NU U 68.3% (123/180
Bi), 56 Ll EOWERE X7 7 2 AREE 31.4% (55175 651), LAY B 31.7% (57/180 i) T
Hote, TUANY UHEZEITD DAAC OF T vAREEE D% (/N _H W) 1%, 55 L FD
PBRE T-0.63, 56 LA EOWERHE T-1.13 TH Y, WPFHOEMICBWTH T 7 BRI T
LAY CREOEEE LRI R E Do Te, RAEFHIEIREFOEIF A 27 OR—RF A )b DZE{b i
(mBOCF) 128\ TH, [FERICT L AN RSB IT 2R OUERZE O b,

PERI : BHEOFIGIL T 7 B AEE 83.4% (146/175451), 7"V 7NV B 79.4% (143/180 fiil) T
0, IR BEOEIG N E ST, TV AN UEHZEBIT S DAAC O T B ARREEE D% (B
INT ) X, BEET-0.84, LtET-0.58 THY, WITHOEMIZBWTEH T T EARRECHEA
TUHNY CREOFEE LRI R E <, R OUEDRRD bl BAEFTHMRE OEIF A 27 O~ —
2T A b DZEAbFE (mBOCF) (2B WTH, [AERICT LAY U T 2R OUGEDR R
LT,

NFE : BEANOFIGIET 7 B ARE 623% (109175 6i), 7L A3 U VR 60.0% (108/180 f51), H
NUADOENEILT 72 ARRE37.7% (66/175 f51]), 7L 778U R 40.0% (72/180 i) ThH o7, 7
LAY RIS DAAC OF ZBARREE O (/b F V) 1%, AAT-0.88, HALSL
T-0.64 THYH, WTNOEMIZIBNTH T TR ART LAY RO LEITRE
<, EIFHOUGENZD bivle, BHEFHERFOIEIFA 27 DX—2F A4 )b D% kE (mBOCF)
IZBWTH, RRRICT LAY CRECET DKM OWENRD b,

UbDrBY, WFROERIZEWTH 7 LAY VRSB 2 OSENRD B, A%
PEREAM I B 2372 B % RE TN b o 7,
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&332 N—=RFAUHbDFEHEILE (DAAC) :
;8ER No.A0081107 & 1008-125 Mfif&E (ITT)

R—=2AF 4 U NHDELE TTRREEL DE
N /D TFEFY (SE)  Hm/ADTHERFE (SE)  95%(EHHIX R
el Bk
7SR 146 -0.75 (0.116) — -
FLHNY 143 -1.59 (0.117) -0.84 (0.163) (-1.16, -0.52)
ok
7SR 29 -0.74 (0.257) — -
FLHANY 37 -1.32 (0.230) -0.58 (0.344) (-1.25,0.10)
S 55 LT
7SR 120 -0.88 (0.128) — —
TLHNRY 123 -1.50 (0.127) -0.63 (0.177) (-0.97, -0.28)
56 mLh 1
7SR 55 -0.48 (0.188) — —
TLHNY 57 -1.61 (0.183) -1.13 (0.261) (-1.64, -0.61)
PN HA
75 ER 109 -0.72 (0.134) — —
TLHNRY 108 -1.60 (0.136) -0.88 (0.189) (-1.25, -0.50)
EPNDICIS
7SR 66 -0.80 (0.193) — —
TLHNY 72 -1.44 (0.185) -0.64 (0.236) (-1.10, -0.18)
5.3.5.3 Efficacy Table 1.9.1, 1.10.1, 1.11.1 LY 5[4

K7 R—=XS4UhoDFHZEILE (DAAC) DERE :
JBER No.A0081107 & 1008-125 DS (TT)

QOverall ——
Males
(N=289)
Females N
(N=66)

Age >55 years
(N=112)

Age <= 55 years
(N=243)

Caucasian ‘
(N=217) -

Non-—Caucasian , .
(N=138)

<—— Favors Treatment
Treatment Difference of Pregabalin vs Placebo with 95% CI

5.3.5.3 Efficacy Figure 5 £ v 5|
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X 33 BRKXFEBOEKBEBRAATORN—RSA4 UhbDEI/{LE (MBOCF) :
;AE% No.A0081107 & 1008-125 MmH+&E (TT)
R—=RATA VInbOELE T RRHEL DFE
N /NI (SE) /b IR (SE)  95%f(E HE IXTH]
sl B
7R 146 -0.77 (0.148) - -
TVUHNY v 143 -1.75 (0.148) -0.98 (0.207) (-1.39, -0.57)
Qi
7T 'R 29 -0.95 (0.326) - -
FLHAY 37 -1.25 (0.292) -0.30 (0.437) (-1.16, 0.56)
Filin 55 ML T
77 ®R 120 -0.93 (0.163) - -
TV v 123 -1.61 (0.162) -0.68 (0.225) (-1.13,-0.24)
56 LA b
77 'R 55 -0.52 (0.239) - -
TVHNY v 57 -1.73 (0.233) -1.21 (0.333) (-1.86, -0.55)
N HA
77 'R 109 -0.74 (0.170) - -
TN v 108 -1.66 (0.173) -0.92 (0.240) (-1.39, -0.45)
B AL
78R 66 -0.93 (0.246) — —
TV v 72 -1.66 (0.236) -0.73 (0.300) (-1.32,-0.14)
5.3.5.3 Efficacy Table 1.9.2, 1.10.2, 1.11.2 XY 5[4
8 ERFHEFFOANA—XSA UhoDEILEDEMEZ (MBOCF) :
;AE% No.A0081107 & 1008-125 MH+E (TT)
Overall I S—
Males
(N=289)
Females o
(N=66) -
Age >55 years . .
(N=112)
Age <= 55 years
(N=243)
Caucasian
(N=217) -
Non-Caucasian
(N=138)
—;,Ov —; —1[0‘ .—(‘).5' . '0.0‘ 'O.K:B‘ . VIIO. . 1?5 z.‘o

<&—— Favors Treatment
Treatment Difference of Pregabalin vs Placebo with 95% CI

5.3.5.3 Efficacy Figure 6 & ¥ 5|
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273332 EEXRTSERIEHE CAE No.A0081107) IZH TS5 BAE L UVBEERLUNDEE
RO

FBERE IR 2 x5 & LT-[EE IR 77 R 5 R (A5 No.A0081107) X HAZETe 10
HETHEM SN, RETIE, HARABIOCHARADSOFEIECOW TR L7z, HARANE H
ARNLISOFER O HEZ DFEIC DN TIE, #RE T B L OL S E 0 2.7.6 HITR LT,

EFELR 77 A HEEER (JA5R No.A0081107) TEEFHHHEHE & L72EHA a7 DRX—R 7
A 6 OVEENRE (DAAC) 2% 3412, HRMEFTHIREFOIIFA I T DR—RF 1 b DOEL
# (mBOCF) ## 351217,

T VN BT DG TR L2 2R k& (DAAC) O T RARHEE DE (R
TR 1L, HAANT-093, HARALAT-051 THotz, T LH N RS 2 Fck&aTfl
REDR—RF A b OZELE (MBOCF) O 7 Z & ARk & 07 (/3 F-4) 1%, HANT-0.90,
AARNLST-0.69 ThHolz, WTFNOFETH F LAY UFEOE(EN T T B ARREICH AT
K&, FHMT-ELIEMETHo T,

R34 ERAIATOR—XF4 hbDFEHE{LE (DAAC) : JAER No.A0081107 (mITT)

R—RT A R 2T AN DR Y 75 ER LD

N EffiE® (SD) N BN (SE) Z  95%[EFEIXH
HAN
TR 27 6.59(1.49) 27 -0.29 (0.27) — -
FUANY v 32 6.76(1.37) 32 -1.21 (0.24) -0.93  (-1.64,.-0.21)
H AN LISk
7R 79 6.46(1.39) 79 -1.33 (0.16) — -
TUANY 73 6.37(1.48) 73 -1.83 (0.17) -0.51  (-0.96, -0.06)

2.7.3.6 Table A2.3, A42.1.1 X V5
a) N—RATA VOEFAAT BLORACET 2 BB OFBOMA 27 246258, H5E, Hik (BARA, A
ARANLUSL) B L OMEHE &k (HAN, BARANDSIN) OREERZEF LT 25BN L 5,

®35 FKRBMAATDR—RASA ML DECE (HR#EFTHF - mBOCF) :
JAER No.A0081107 (mITT)

NR—ZF5 A NR—RF A DI EY 7T R R E DL

N HIFFE¥ (SD) N /N5 (SE) = 95%(EHE X R
HARN
7R 27 6.59 (1.49) 27 -0.34 (0.34) — —
FLHNRY 32 6.76 (1.37) 32 -1.25(0.31) -0.90 (-1.82,0.01)
H A AL
75 R 79 6.46 (1.39) 79 -1.48 (0.20) — —
FLHNY 73 6.37 (1.48) 73 -2.17 (0.21) -0.69 (-1.27,-0.11)

2.73.6 Table A2.3, A422.1 X V3|
a) N—ATA UOERA T BLOHACET 2 EEOFMOKRA 2 7 25, R, Hugk (AAAN, BARA
PN B RO G L ik (HARN, BARALULN) OZEAEREZRT L3258 E D,

FOM, ERAT DRX—RAF A4 6O bE (LOCF) X ORI B W TH HA
A& AARANUACRIBEDOFE RGO Dz, £72, #HREYRBIOLEMICONTH HAAR
FOHARANUNAT—E LIZRERNRO b,
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2734 HERZ - AECET SBKEROEN

AID T EEMEAIR | ST 7 LAY COHEERE - HRE232ET 2 CHY, Hbb
5% O PHE AR RR R VR & x5 & U2 EHER IR 777 2 A kGRS (755 No.A0081107), 4+
E 77 A EER (A5 No.1008-125), FREFRGEIIN, MA LI, ZRMEELIELSE O
HRRX PR AR B MR 2 x5 & L2 [ENE IR 530 (7R No.A0081252) D&% HlsZ FEAM
L7z, 7eds, #RRIEIB AR 35 L OWEIRIPIPER MM F I D R a2 xR & LISNE Y T &
AxHEER (JABR No.1008-155), #HA{RIEBZ MR 4 Xt 4 & LI2[EN T 7 & A< s (7R
No.A0081120), ENEWZHEGRE (A5 No.A0081121), BERIFIEARRY MRS E 2 FE 5 5 % %t
G L LEENT 7 R (55 No.A0081163), ENEM#HGRE (A% No.A0081164) %
HEL L THW:,

FEIFEIER 7 Z 2 R xR (A5 No.A0081107) Ti, HX Mk b fE & O AR R M 72 g g
Th HBBRERKIRBEICBIT 5T LN OFEE « ZEMEIZHONT, HARANE HAALL
SO — B HERE ST, R EEER I, RAME « PR AR R LB S E T
WAHHOD, FRREFHICIZTI DOFEE LTIRAONTWD Z &b, EHEREILFE T 7 2R %
RERTZT T <, RRMEMRBEE MR 2 558 & Lol 2 50 C, ARIBOMREE
BT DT LANY oML - HEE B L,

27341 FAXE ()

PLITFIZ, THRREEMEIR | 12T A5 7L AN o fE - HEICET 2R 30E ()
o LT,
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e - MR

it e T M P R

B - A=

W, RANITOEHREE LT LAY 1 H150mg 2 1 B 2[NS0 TR S5 L, 0
B1BEMLLET T HHEE LT300mg £ THIET 5, 728, i, FERIC X 0
208, 1 HicmAEIZ 600 mg #2722t e L, Wb 1 H 2B TROKST 5,

R - HEICEET SFERALDEE

() KFl OG- A2HIET 256120, A2 e b LEMU ENT CTlRe &S 2 L, [[E
B2 AR OIES ]

(2) AANTEE UTREMENRPICHEIE S 5729, BHEENKT LTV A BE T, i
EPRENE L 2 VBEWERABRRI LT 22 BTN S 5720, BEOREEZ /7
BIEL, HEICKRGT2LEND D, BEEESEBE AR ZRET2581%, TRIC
AT I VTF=v 7 VT T AMEESELE LTARRIOR S BRI OG- MEEZFE 25 2
L, F, MEEN2ZTCOHLRETIE, ZLT7F=2 27077 AEICGC 1 H
MBI AT, MET 2 Ik LI AR OB G217 9 2 &, HEOMENRE
ENTVBEAIIE, EHENLBBL, BAMDHR S, DERHOREAICHE
THZE, B, TTTORLTVWOIHE - HEIZY I 2 b—ra URERICESS DT
HHZ LD, FRFETLIHEBEICBE LN S, ALk HEZHAEGT2 8, [y

g | OIS ]
JVvrF=y S b
YT TR >60 >30 - <60 >15-<30 <15 ML 00
. 7 2
(mL/min)
1 HfG&E 150~600 mg 75~300 mg 25~150 mg 25~75 mg
1[7] 25
1 [5] 25 mg 1A ]lnEllg
o 1 [8] 75 mg 1 H 3[H, 1 [B] 25 mg
WA & L H 2@ i 1 [E 75 me %l;<%i2lﬁl, L 1@ 25 X% 50 mg
1E1[E X% 1 18] 50 mg
1 H 1Al
1 [5] 50 mg
et 1 18] 150 mg 1 A 3[HE, 1 [E] 75 mg 1 [5] 25 X% 50 mg
HER 1 A2 4% 108 75 mg 1A 1 1A 1 50 75 me
1 H2IH
1 [5] 100 mg 1 [5] 75 mg
S 18] 300 mg 1 B 3, 1 H 2, 1[5 75 mg 100 1%
R - 1 H2A X 1150 mg | XX 1 18] 150 mg 1 H 1A 150 mg
1 H 2 [A] 1 H 1

¥2 AIC 1A, ARG 6 BREH %D 4 FEMEENT 2 FMi LB E DY I 2 L—va VRERICES<,
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27342 ZhHEE - MROFRERM

PR FEMELTE  (neuropathic pain V) 1%, EFSERTRICE Y 1994 1 TR O — IRk
T HWITHRERTIC I VR Z 2K EERSNFIINY ] 2008 FI2iE MEEEERICHT S
BECHEBOBESENER L LT U TOAPIR™ | ICHET SN0 2 7= 2011 4EICiE,
ARNS 7Y =y 7 %amnb, REEWERIEMIIETA T4 2] BARINTEY,
HAIZEB O T b FIRBOGMANLN > TWHEE D) gk & LT, A (RIENEAR)
LR, RN ERBIRBORE L & BICHEE T, RRICERS 2 EAME OB IR Th 524
KRS ARTRRENY, MEROBEBAIC LY, KM D DI PR R R R & L oS
% BHELD it MR & R AR & LTI, BRI R AR, AR PR PR I b
RSN, AR BIEE 213 U, ZOMIC bE~ 2B IRIE TR0 b 5 2 aLin, 16
L L, FRRBRESTH, fERE L TAE L 2EHCME R TR R OEE 2 R b, &
FHINLE MWD —ODORRIE L L CHMT& 5250

PR P MR AR DB IS 5720, BRINICIZBRR A FT A U MEE L TEB Y, whikkEsE
PRV OO0 A U3 5 72 OIS VIR RS AR B MR D 2 D PA L D RE LT ek 9~ 2 A 0 I A3 e
ENTz BT, EBIT 1 DO PHPERRRRBEE MR OB L CA M2 R T D NERH B &
ENTWD, FIHFA FTA4 2 TlE, WIRIEBHRR, FERIPE AR RS 1 5 R D3 AR
PERR R i MR OIS 2 BT 5 ECORBHIRIFIETT L L LTHRSNTEY, #Y72aH
ORI A R 92 Z ENARETH D B2 bivle, ZAVE TITHES C 3 X 7o b e
PEVIR 2 B3 2 IEAE A LB 2 T2 &, BBl BT RIS % mhiRin & B IRIE MR
TR AL D YR & kPR L LT B Cdp o 7o 25D

F7, AR EEMIR IOV TIE, BINO T A R T4 > CIEMZE %R EET L
ELTET LTV e, AR SR 2 x4 & U 72 B RBR O F2h kP, Finnerup ©
DFR I £ 5 L BAARID - A s S A3 3 skt U, R EHRIM I 10 BHBEs Sh Tk
D, FRERGHIER & x5 L LR 2 < Eii Sh Tz, B REBEFOBNTYH,
BER TR CIL, PHXPEM R ENIER A AT 501, FHBREBRED S H, 10~19%Th D
DIIH L, MR TIIMETBRERIRD 1~4%DHTH -7, LnL, MENOMAEEHET D
BEOEIGE, MREERFRLZ AT 2EBFORE L0 0720 E <, TS Tl 60%, MM
HFTIX 30~50%& 0, BERINZIT LCIE, MRSV LN OISR (B # i O < ik
e L) & IREE MR & OERINEE L e L Bbivs, AT CIE R MR T
EHTDHENRCDRL, EMREEN LY PR TE L TWD I, MfEEN %
AU D DENLDIREL T D T &0 G, PR EMEE O 2 HEITIT O WERHH LB 2 BN,
ARt R 10 b R REHR SRR TR O M A2 B LT WIREBE T L Th D L F 2T

HED BASAS V7Y =y 75 MFEETIE, neuropathic pain) O HAGERRIL, [HhfepEE (R) LR, —=—n
Ry 7 XA (2004 4R 12 A 1 BRAT 5200 1, TRRBEEE, FRIRMEEMZRE (2010 422 A 10 R RIT &
3D EESNTND,

2) MRRREEMEERRIL 1994 FEDOERICE Y, MIRROEE - MRERERHNIL, BEZEBEI L OFEA SR
R TCTHRMKFEOREL UCHET S Z LB LN, REZEMILR (nociseptive pain) & DX BIA3H
eIl oTc, ZD%, PWIFRRMER X OREI R EMIEICIR-ED & 5 & i S 41, 2008 FITH LWERIC
BRI &7z,
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Do PRI T O HHEME 2 & ok B E MM O IE CO HFERICI VT, FRiRE SR O/
RS, PR R EMER N AE D Z ERHALNTH D 2 LB IR EZ AR E O
RN G Tl D Z L D bR G H IR & PR R B MR ORREE T L & T 5 2 L DIE
LHEZBBA L, EMA X 0 AGE A,

KETIEHTA BT A IFAEL TV, 2005 Il
WT FDA XV

H® FDA £ Meeting (235

& D RIRE ST, PR E MR 2RI DWW C O RIERS O 72D DR REE T
JAZ DWW TR S AU TV e A, FDA 1X 2010 FEICT o v & F U HEERIEIC % LT chronic
musculoskeletal pain & V9 i NE CRRBEZR O TE Y, JAROEIZOW TR D L AfifZ "1 X
NI TETWND,

HAIZH W T, 200 H JjH (2
FHRR 21TV,

b BT PSR A MRS O R 182, 7 O AR
GBI PEPERR 12 SV T I, 2000 €6 8 F ICHERIEIS (AR5 & OSBEBRAPER RS MR IE R |
P DR PR BE B I & % 2 505 B H RGN i L7 E R 170,
2010 4 10 Aok s, Pietkabesrtemc v, 20 e

FHAR 21TV,

EDMEERT, NDHEBEZTET, AFITENT, FHMRGROFRE LR E L
—HERAE (HERILFERER) TT LAY OGN L R EVED R S, SRS,
BEPRIFVE AR IR IR (A D VO, FRERGRIIN O 3 SO EVER ONIEE 7 /L IZEk
THMME, ZetrRShiz, £z, FEGRONESE, MAEP RGN L USRI LIER
BB EZRG L LT RMIRGRBREZ T L, LAY CoRBEGIZET 2 A9MEB L O0Ze
PEE2MER TE 7,

LibDZ Lnh, THgEMI ) 2906 - 2R L Lz,
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TLAN 2 NeP

27343 RE - BEOHRTERMN

(1) #EERE

1) BERE#RFEBRSMNOZER

AAHPEARAR B AR IR O BT, HRRIB 1 AR & x5 & LT EN T 7 & AN PGSR (UG
5% No.A0081120) (BT, 'L AN 150 mg/H, 300 mg/HFB X 600mg/H (1 H 2 [A#%5)
Z 13 MG L, AOMER L OLeE R L, TOME, 300 mg/HFER X OV 600 mg/HEET
77 B AL D FENCAE B RER RO b (£ 36), FANCT Y v T v TiRTEHEIEC
THUE LTo FIEICHE - Tl L7255, AARANEAAEAN E O CHEEMER RSN, TV v
DSRRNE LT &l S du iz,

%36 ERIIEMBOTHEERTT Y . 328 No.A0081120 (FAS)

ST %%{sﬂﬂﬁﬂ?f@ Nex SO 75 R & DOH
S K PR A =T e DL R = p fiE
(AR 72) ' [95%f5 X [
75 R 97 5.12 (0.19) -1.12 - —
7L 778 > 150 mg/ H 86 4.81(0.20) -1.43 -0.31 [-0.85~0.23] 0.262
7L AR L 300 mg/ H 89 4.26 (0.20) -1.98 -0.86 [-1.39~-0.32] 0.002
LAY 2600 mg/H 9 97 4.49 (0.19) -1.75 -0.63 [-1.15~-0.10] 0.019

5/ : P-NePCTD 2.5.6 3 74

a) F/h R (58, CLcr Eio FOR—RAF A % IER LT HIDEOIICL D)

b) FAEFEMIIE O A 2 7 1L, 1RBREE ORI 5 B Al 7 A MO A0 B #E» %Jziﬁfﬁ%%itlj L7,
) A EhERT 545 369 B2 m‘ HR—AG AV OEEPEFEA DT ¢ 624

d) 7L H Y2600 mg/BEETHE, FEYE CLer 8 (CLer >60 mL/min) O#ERE1Z1% 600 mg/H,

f CLer B (30 <CLcr <60 mL/min) O#FERE 2% 300 mg/H % #5- L 7=,

Z D%, PERBERMMEEEICHEOERFEZNRE LZENT 7 A BB (G5
No.A0081163) (23 C, 300 mg/HHEER LTN600 mg/HEE T 7R X VIS H B 72 8%

RO B (F37), HIREZB% AR Tl E S iE - A& ERFE : 300 mg/H, fE

Behi 600 mg/H) EFRIERTH D Z L DMER STz,

% 37 BIRETERFOEERDT P A8 No.A0081163 (FAS)

) T — SR L DR
. Wﬁ%ﬁﬂﬂﬁji@ PRI 7 ;Jm“ & D
s | NN E G
AEOE | myeanzey | POORER s ey | P
75 v R 135 4.83 (0.21) -1.20 - -
LR 2300 mg/ H 134 4.20 (0.22) -1.82 -0.63 [-1.09~-0.17] 0.0075
LA R 600 mg/ H 9 45 4.08 (0.32) -1.94 -0.74 [-1.39~-0.09] 0.0254

5IH : P-NePCTD 2.5.6 % 75

a) /N (e EEE, CLor @B L OW— R T A MEA LR L4 5 58
, TRBRIE O RAL 5 A AT 7 BREIORMAD B & ﬁ\bq:f@fﬁ%ﬁ:ﬁth‘ L7z,
BIFDER—=AT A4V OEPEIFEA 2T : 6.02
d)y VAR > 600 mg/ HEETIE, =Y CLler B (CLer >60 mL/min) O#EERE 121 600 mg/H,

b) HAEFTAMRE DI A =2 7 (%
c) AR 8451 314 B2

& CLer J& (30 <CLcr <60 mL/min)

DOWERE T 300 mg/H &2 H%5-L7-,

%)

Tl 551 f%ﬂ%&bt@%Aﬂ77?Tﬁ%ﬁ%(é%Nmm%HW)®%M ZEEL

2dl$l

(2 A0081107 ikBR DFRER T VA N2 DOV T D FDA & D
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& DRMRZ R LTc, £ DOFEF A0081107 75k T 150~600 mg/
HOMZERECER SNz, HARNTIBWT b ARSI OB R0 6 B AN & SME A
DTV DT RN LTS Z EB X OB EOHFMBEREmEZ MR E LI-AMNET T AR
B (AR No.1008-125) iR & ARFH MR REFE FEMEIR 268 & L72AME 7T & A Bk
FERBERECH T2 &0 D, FHRERIEREF BT 27 LAY o H B ARE FT6e
EF %, A0081107 sRERIZE&IN LTz,

2) ERARGERRLIE
(a) EFRFIEER

FEANERERCH D EEEFE T 7 £ A HRB (7558 No.A0081107) (2R C, FHGHER
D AR R B E PR A 2 724 ) 29 5 BEZJBIT LA 3 > 150 mg/H ~600
mg/H (1 B 21[\) % 17 @E™ (4 @R o F R, 12 BRI OHMER AL, 18R o f R
o) 5L, Aotk IO et e B Lz,

ZORER, 2196 (7RSI O LAY UEEENEN, JEFIE 108 6, 11161, HA
MNIEGIEL - 27 B, 32 B, “FHI4ER : 45.6 1%, 46.1 m%, PEBI 0 B 85.2%, 75.7%, #ik 14.8%,
24.3%, FRPHIRIAAE : 60.0 » H, 54.0 » H) IQIRBRIE (7 LAY REHER FH B 258 5
4097 mg/H) G STz, ARMEORIEE, mITT Z eS8 & L TiTyy, EEEHihHE
HTHHEGHM THE LKA 2T ORX—R 74 )b OEZE{LE (DAAC) X, 7 7F
A, VAN Y URETENEN, -1.07, -1.66 TH Y, FLANY UREHCBWT T 78RR L I
NCHFHNCA B RER DR BB D bz (R 38),

% 38 EEAATODR—RS5A4UMEDFEHELE (DAAC) 2
$4E8 No.A0081107  (mITT)

R—RAFTA LB R=RTA U PEDOE? 7T R AR E DR Y
N EFFEY (SD) N R/ TR (SE) 7% (SE) 95%f5 HE X [H p fiE
7R 106 6.5(1.41) 106 -1.07 (0.149) NA NA NA
TVUVHNY Y105 6.5 (1.45) 105 -1.66 (0.157) -0.59 (0.198)  (-0.98, -0.20) 0.0032
B MG EIABR No.A 0081107 Table 13.4.1.1, 13.4.2.1.1 SD : fE¥E(RZ  SE : fFEERzE

a) BEHBIOHERZRET, N—AT7A L OKFEATRBIORAET 2 EBEZOFM OB A 27 24758 L3 5 5%
Hric ks,

FEEHARANIBWTYH, KRAIT DOR—RZAT A b O E{LE (DAAC) 1%, 77K
BE, LR UBEETENEN, 029, -121 TH Y, REREIRORGE & FERIC, 7L BT R
DR—=AFTA UNEDOEEIZTT T BRBELEERTREL, —BLEMERETHoT-, (F39),

D KR AaT - WhERE N BR824 BRI OR A2 2552 RSB EH L7z 1HARB O % o
TTHY, BT (AR L) ~10 (ZHLAERVEAR) O 11 B TR S iz,
H2) AOMEFHEIC IR B TR (16 /) FToOTF—FEHWiz,
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=39 HARAHEBREBICEITAEB/AATDA—RXF74 U oDFEHEILE (DAAC) :
;AER No.A0081107  (mITT)

N—=ATA BEWOR—Z2 T A L6 DFHELE
) P PO) 4
N | EffFH (SD) | N [/ "3FFH (SE) —
P 7 | [95%(Z HE X [E]
HARN
PAZA N 27 6.6 (1.49) 27 -0.29 (0.27) - -
TLUINY |32 6.8 (1.37) 32 -1.21 (0.24) -0.93 | -1.64,-0.21

51 :2.73.6 {14k Table A4.1.2A42.1.1
a) N—ATA UORBAITBIORACHET EEOFMOMA =7 24708, HE5H, Mk (AAN, BAALS B
FOMGRE LR (AARN, BARALSN) ORBEIERZRT LT 5085k

@4

MBI LT, LAY (150 mg/H~600mg/H) % 1 H 218, 17 #E&ES LA,
LM LORBREICKE MBI S o T,

TRBREE & O ERERE BE TERWHEESRGI T 7 2RO 107 FilF 50§ (46.7%) BLO
LAY RO 112 B 75 B (67.0%) IZRBSH bl (R 40), S LAY VHETRO bV E
RRERRE GE TE WA FERGUY, BIR, FEED E UV, RKEEEE, ONEg, %5 CTho
oo WEBRESEECTERVEEOEEFRIIT T EREETIH 2.8%) BLOT LAY Ut
T3H (2.7%) (CHBLL, EERAEFGIT T ERETOH, LAY EETI1H] (0.9%)
WIZRH b,

& 40 ARBFRZEETELVAEETER : A5 No. A0081107

75w AREE FLHANY R
AR R 5151 107 112
HEFSRBK 79 218
HERSRBMEK 50 (46.7) 75 (67.0)
B EFRRBBHIE 0 (0.0) 1 (0.9)
BEOFEFRREBHIE 3 (2.8) 3 (2.7)
BHERERI LD IEFI% 5 (4.7) 6 (5.4)
ERHEFESY (MedDRA 14.0)
fEAR 14 (13.1) 37 (33.0)
FEED E N 6 (5.6) 20 (17.9)
HREYPE IR 3 (2.8) 13 (11.6)
F PN Ez 4 3 (2.8) 9 (8.0)
I 57 1 (0.9) 8 (7.1)
T 0 (0.0 7 (6.3)
T NE 1 (0.9) 6 (5.4)
EILR R 2 (1.9) 5 (4.5)
HRE 3 (2.8) 4 (3.6)
U 3 (2.8) 4 (3.6)
GIEEE 2 (1.9 4 (3.6)
CITN 1 (0.9) 4 (3.6)
B @ 4S5 =55k No.A0081107 Table 13.6.3.1, 13.6.3.3 Bl (%)

Q)7 LI RY UBET 3%, RICHE
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AARNCRBWTIE, R E ORRBEARE GE CERWAEFRLITIT 7 2RO 27 Fl4 10
Gm%)E;U7vﬁﬂj/ﬁ®3mﬂ¢mﬁﬂwm%)_nght(%4n KR BEER 2 15
ETERVWEEOAEFRGIIT T AT OBIBLIOT LAY VHET 1] (3.1%) IZHRBLL,
BELAEFRILLLOBETHLRD N7,

X4 BEANEBREICRETIRRBFEZEETESLVEEER : /8% No. A0081107

AAN

57 75 ARBE TN R
BRIBSEIE 27 32
HEFERIBHIE 10 (37.0) 23 (71.9)
BRI EFERREBHIE 0 0
HEOREFLRIHEBIE 0 1 3.1)
HEFERRICE D FHIEGIE 1 (3.7) 3 (9.4)
EEEHESE Y (MedDRA 14.0)

fEEAR 1 (3.7 18 (56.3)

FEaED E N 1 3.7 8 (25.0)

FRIY PR 0 2 (6.3)

F PN 74 0 0

95 57 0 1 (3.1

T 0 1 3.1)

TIE 1 (3.7) 4 (12.5)

[BIEEMED F U 1 (3.7) 0

RHRAE 1 (3.7 0

G 1 (3.7) 1 3.1

GEp 0 0

G 1 (3.7) 2 (6.3)

B3I : 2747 {1k TableA6.3.1 A633 BilE (%)

a) TLHNY R BRBRER) T3%LULEICHRB LIZFRIIHONT, RBREETOEEIRICIRT Lz,

BRI B IS 2 EE R LOEERAHEFRIL, S VRV T, (RMEEED 1
BIFED DAL=, EERMRAEM R ORBMEE T, 78R REEE T LI ANY UEECTHL MR
HLEEITRO bivieno T,

REIE, HEFFHEME TRICBWT, RX—=2 74 0D T%LL EOKREREMN T Z B REET 6
Bl (6.7%), LAY UFETAH] (4.1%) IZRD DL,

mr%;wwmﬁ’%ﬁéiﬁkioiﬁkﬁ$$%i FLHANY VBB WT, RIMERN
1 BICFED b, ikl 6 KO H AR NEERE I , N AT A b MERE R T
i?@mE&WM§®$QQM§_Ome,77t$ﬁkfvﬁﬂuyﬁfwgwﬁﬁwﬁ%
DN T,
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(b) EREHRSHER

N BB 538 (J755% No.A0081252 : 155k No.A0081107 D IERER) (BT, LY >~
150~600 mg/H (1 H 2 [\ 5) % 53 #fH] (EHM 52 WM, BEy 1 EE) &5 L, Zaetts
FOEDMEZ G LTz, ZofER, 103 61 CEAFHE - 57.9 %, MR @ B 78.6%, 2tk 21.4%,
PR - 64.5 kg) (TIEBENR G- S, AMERHEEE Th 5 AD VAS fEIFN—AF 1
Wf, Ff&REIRECZ 24, 67.1 mm, 47.0 mm (WX—R 7 A 02 H O LEIE-20.1 mm) TH Y,
EWEGICBT 2T VAN COBERIEP ARSI NI, EERERER, Mg,
SR LIESLIR OV T IICE N TH VAS EOIK F 3580 b/ (& 42),

& 42 fEAHD VAS {E : AE No.A0081252°

ST B A FHEREZIER AR zE 1% R ZFE MR AL E S TR AR X 245
N Ja D VAS {2 N D VAS i N a2 D VAS 2 N S D VAS i
SEHIE (SD) E¥fE (SD) SEY)ME (SD) EHfE (SD)
~N—25 4 |38 66.1 (16.8) 60 68.0 (16.7) 5 62.8 (16.2) 103 67.1 (16.6)
R AT 38 53.9 (24.1) 60 41.7 (27.6) 5 58.2 (28.7) 103 47.0 (26.9)
;g 2 ifl:b/) 38| -122(20.5) |60 -26.3 (26.1) 5 4.6 (29.1) 103 -20.1 (25.2)

Bl ;MRS ETRSR No.A0081252 Table 13.4.2.2

a) #iH 1 0~100 mm GXEAE VT ETRANFRNZ & Z2R-7)

b) BDOEAITIIIER S E L = & 2T,

ZAVEICRE L TE, LAY 2 150~600 mg/H (1 B 2 Al 5) % 53 @& L-fEE, 16
BRI L O FRMR 2 I E T WA EFSIT 103 Fild 90 il (87.4%) ICRD BN, ThAEHRES
VI, (IR, ARERN, FREE D F U, RRSMETEIE, B, M, 08, KT Tho7n (3 43),
INHDOFERDOETEE (204229 1) THY, PEEOFEFLIIDRL (21229 ), HE
DAEFRRTAMHRD Nz, BWRGICLDIERLAEEFGON - 2RO RITEO Hh
R o T,

x43 FLARBRZEZEETELVEETER : /AER No.A0081252

TN v
ARk 5451 103
B EFERREBGIE 90 (87.4)
HEOREFRIBHIE 4(3.9)
EELRAEFELRBUIIEL 1(1.0)
HERERICE DT 515 13 (12.6)
FhAEFSLY (MedDRA14.0)
fEEHR 50 (48.5)
IR 29 (28.2)
FEED F 23 (22.3)
A M 18 (17.5)
FLH R 7 (6.8)
f i 5 (4.9
1 5 (4.9)
IR T 5 (4.9)
1A SRS ERR No.A0081252 Table 13.6.3.1, 13.6.3.3 B (%)

a) 3%LL IC3EE

PFIZER CONFIDENTIAL



FLAHNY 2 NeP 2734 #EAE - AEICET IEKIEROBEN Page 49

(c) SETZRxIBHER

HE T T B R R (A% No.1008-125) 128\ C, BHiIRE% O Pt E K m 0L
AT 24 ) BETHBEEMBIZT LAY > (150~600 mg/H) % 1 H 2\ 1288 (3
WO ERE, o EMOMRHEY) &5 L, AR X O0LZeERet Uiz, EEFEE
H Tdb D A& EHIIF O IR A 2 7128\ T, T LAY R 150~600 mg/ H

(1 B 2EEE) 1377 v REEL 0 HRCHE B RERIENRD bz (& 44),

* 44 RRFHERFOEERT (LOCF) @ : ;A8 No. 1008-125 (ITT)

- B G D . - . TR E D
At e R o T P g =
% % S S OB &= Z R
xSRI (e O POEEREY o ) p I
75w R 67 6.199 (0.235) 20,433 - -
T HNRY 69 4.665 (0.231) -1.967 -1.533 [-2.150~-0.916] <0.001

SIH : RFEHEETASR No. 1008-125 Table 9.1.5.1.1

a) EHBLIOMERZRT, XN—ATA L ORFA T B8 LT 55O ITIC L D,

ZAVEIZB LT, AMET T A B (JBHR No.1008-125) (Z8W\W T, KRR Z D72
WHERGILIT T B REET 74.6% (50/67 ), 7 LAY UEET 95.7% (67/70 f51]) (238D BTz,
TLHNY UETELRO N AFERGE, IR, FEEDE VN, DN, 57, R, #
JECHY, TNOOHEEFZEOT VI NY UEHCBIT 2 BBRITT 7 BRI TR o T2,

Ubo Ly, EELRETZ 2R (65 No.A0081107) I K USME 7 & A8 %I H ek
(125k No.1008-125) (23T, FFBEHREE O PR RE S IR 42 7 LN Y &
150~600 mg/H (1 H 2 [H4%5) OMEHHMTHEMEIN RSN, ZOMERHICIIT 5% et
BROBEMEZ DWW T, ENEWE 535 (55 No.A0081252) & &8 THFtZ{To7c & 2 A,
RERMBITEO ol

HD ERAaT  W5RENE B ERRCEE 24 B O A2 %2 3G 2 AREDEH Lz 1 BB O KR A =
TTHY, BRI AR Ll) ~10 (ZHLAERVEAR) O 11 B FE TR S iz,
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3) MHMRELITEEARXICEY 1R

FEBEIEE 77 2R xR (755 No.A0081107), #MET T &A% EER (755 No.1008-125)

DFERD D, FRRMEAPR R E R O R EW 2R CH 2 TG Z IR IS B W THERIMER
ST VAT ANY 2 150~600 mg/H (1 H 2 [\l#5) 1220\ T, fIHIH&ES L O EFEICET
HIRETEAT o T2,

gL 7 F & R e BEER (755 No.A0081107) T 7 L A Y O YA E% 150 mg/H (9]
HOANFIZ 75 mg BeHNHRME) L, 8541, 2, 3BIO4HEKEO 4 [1I2h0, #x 0Pk
BB ORI LA ZE L ETHEME 21T 2 L & Le, HEFHEIIC W T
T& 5 MEIT 150, 300, 450 BL 600 mg/HDOWFHng L, HE - Beld 1 1 B
THZEMTEDLZ L L, MERAENT, 4 HEF (22 4 B TREShEZAETERS
BATolc, 72720, MEFFHEINCAR CERWAEEFSEORI LA, 1 BEREO#EEZ 1
HOAHTEHZELELE (K9),

M9 AREOCAEREBR7 U 1—IL: jRER No.A0081107

A== “EERARN EaERY

1AMAE
4B AR - 128 AR BEH

Pregabalin 600 mg/H

Pregabalin 450 mg/B

Pregabalin 300 mg/H

Pregabalin 150 mg/H I I I

>
PN > > .
221 2 3 4 5 6 7 8
Atkl-2 of 1| 2| 3 4 8 12 16 17 18
A#]-14 1] 8] 15| 22] 29 57| 85 113] 116 118 [120 127

* AREBRERRISESUBRMICEINTHET S,
* BRTERVATERSRALLS S, HFAENRPIBEORERBE1EITICEATES,
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At O EIC CTHERET 217 - 728558, EERILRE 77 2R B (755 No.A0081107) (21
W, AANOBERENSHERE S SR 5 (X 10),

10 BT EDEFERIT DR - JAER No.A0081107 (mITT)

©
1 5
c
&
w
g
&
o
- .
5] ~ .
e —1.04 “% - {
g é "'.._‘
= o-1.2+ ~
3:‘: . - — _
En-141
oL
= 318
E e - -
w @ -18-
£3 - {
g S—E.D— 1 —
-]
m -224
E » ET
E —2.4 - =+ .
g 2.8
g
& —2.8 * p-value < 0.05 ** p-value < 0.01 *** p—value < 0.001

—SIO_ I T I I T I T T I I I T T I I I I

Baseline 1 2 3 4 5 ] 7 B a 10 11 i2 13 14 156 ie
Week
*—+—* Pregabalin *—o—% Placebo

5IH 273 3

4) HERERLURSAEICEYT HRE

A0081107 FER DRGSR, HRIRIEZ 4, FEIRIMER R IR E S 1 © Y98 Ol & [AERIC 3
B IMERAT IR T, LN UREC T 7 B A X 0 SEHRICH B R ERIR 1RO Hh,
FRRR PR R 5 AR D ARFR AU 720 B C db 2 B R HR G12 0K 12632 7 L /8 ) 2 150~600 mg/
B (1828 ofFottismRsnz, £/, ZethiconTh, AEFKT 07 7 AL
RERAERITRDONRDN -T2 LD, FHBERKRTH, T LAY oM E#PHITHR
FIZ AR, BERIAIER AR R I DI LRI U Th 5 2 L 1R S L7,

ERRIEE 77 2 A xRS (755 No.A0081107) TO HARAN & HARANLSD T LTS D
B G- BB OPRE IOV T, @GR 300 mg/ HEL ETH-72D1E, 7 LAY VB 106
Bl 94 5] (88.7%) (9 LHARNT LAY R 32 filH 30 5, 93.8%) Tholz, AR TIX
%E%%ﬁ?@@i@,ﬁ%%i%?@ﬁi%ﬁméﬂétb,%%&ﬁghkt%;ﬁ%ﬁg
HOHRE L ITHBTTE 2200, < OWERE TIE, RGN 300 mg/HLLEE o Tn DT
W, e & BT 300 mg/H LA EIZEE R LT (3 45),

PFIZER CONFIDENTIAL



TLAN 2 NeP

2734 HERE - AEICEY HERK

KRR D ARAT

F45 TULANYVEIZEITH&

S 5EDAR : 788 No. A0081107

kE&5 2 (mg/H) HARN (N=32) HARANLSE (N=74) A5 (N=106)
150 2 (6.3%) 10 (13.5%) 12 (11.3%)
300 5 (15.6%) 18 (24.3%) 23 (21.7%)
450 13 (40.6%) 17 (23.0%) 30 (28.3%)
600 12 (37.5%) 29 (39.2%) 41 (38.7%)

S5IH :2.74.7 {+§k TableA3.1.2

o, WA

No.A0081107, 1008-125) I K OV IIEIZ 14t B X OV IR
%L L2 1 3RABR GNET T AR5 RS : 755k No.1008-155) D 03 3 B T

RELice 25 (R 46), FHHEGRREZ IR E LISET 7 A6 R (R8R

TYA 2R TR Sz, FHEGRARZGSRE Lz 2
TNE A pe e

wE (R
EITPE D IR &%)
5 EON

No0.1008-125) Ti, 450mg/H Z7%E Liao 7728, %< OWlRE 2 600 mg/H O 52515 T
WS, [ERRRR T B AR BERER (J55R No.A0081107), HRIEIZ# R 3 K ORI PEARRY
PR O VIR &2 X5 & LT-AME 7 AR IRERER (JA%BR No.1008-155) T, &KEhL-#IC
BT DB IO AT L Tz,

F46 TLANY U

=SRS5S ERNDWEBREH

(;AE% No.A0081107, 1008-125 &L U 1008-155)
A0081107 1008-125 1008-155
BAIBSEIES (N=106) (N=70) (N=141)
A AN WEE T N
150 mg/H 12 (11.3%) 5(7.1%) 9 (6.4%)
300 mg/ H 23 (21.7%) 11 (15.7%) 31 (22.0%)
450 mg/ H 30 (28.3%) - 38 (27.0%)
600 mg/ H 41 (38.7%) 54 (77.1%) 61 (43.3%)

Flo, BHEROKKR T LA, T UHANY UEORGEIE, WM (HEREE5T)
DI HESR No.1008-125 TlX 387.6 mg/ H, {554k No.A0081107 TiE 357.0 mg/H, ‘{ﬁ%ﬁ No.1008-155
TIX3722 mg/H Th V), HEFFH B 021, 755 No.1008-125 Ti 460.1 mg/H , {75 No.A0081107
TI% 409.7 mg/H, 1A% No.1008-155 TiX 457.0 mg/H CTH Y, KM, AR E HIo K& =R
RBOLNRD T, EBEGREOFMIZIBNTS, W HIEFE 9 FIOHERE ) 300 mg/HLLE
IR L T e (£ 47),

D R EEMEER (FREB SRR £ 7o MR R ARSI DK R) 2832885277k
REE, TUAANY CRZERE (150~600mg/H) B, 600mg/ElE$0)3E¥ ElFHFL, VAN H2
Bl 12 @ (4 BEEOHEFEHH, S EHOMFFHER) BELITV, AR XL OReM 4 e L7 Bk
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FA7T TULANY DOLABRPMB I UVHBERAEHICE T THREELEEREEDSH
: 78E& No.1008-125, ;AB% No.A0081107 & & U/AER No.1008-155

TR5% No. 1008-125 A0081107 1008-155
TR b R D TR FRRC AR B AR | AR PR B MR | A MR R S M T
\ o N PR, o N o o | TVIRY
EitaRiic TISERI|FLHINY | IR |FLHARY | TTERY T R
e 151 3% 67 70 105 106 65 141
O ) (mg/H) 438.2 387.6 411.3 357.0 382.0 3722
B AT R
MeRr H 2 - 122.2 144.2 125.98 131.01 135.0 123.1
(mg/H)
e 54 62 102 101 46 113
e L ;;2 {%;g/a) 564.5 460.1 469.1 409.7 512.0 457.0
- 91.4 169.8 153.82 160.37 143.7 137.6
(mg/H)
kb 150mg/ HUF | 345 5(7.1) 3(2.9) 12 (11.3) 6(9.2) 9 (6.4)
D53AR .
F% (%) 300mg/H LA E | 64(95.5) | 65(92.9) | 102(97.1) | 94(88.7) | 59(90.8) | 132(93.6)

BIA ;WS EIR%R No.1008-125 Table9.1.3.1.2 1A% No.A0081107 Table13.3.1.2 7A%% No.1008-155 Table9.1.3.1.2
ARG ENTET TR D TN EEENSHIETH TV ANRNY VBEHEL, ThET I EROBREEL LT,

NS ORBOFMEREN S, £ < OWBRE N, 300 mg/H, 450 mg/H, 600 mg/H % fm % 5
ELTHRY, EHENOWEHEED /DA b AR Z O AR MR B E R 2 x5 & U7 3Bk
M CRERERITRO RN oT,

A RO AR PSR B ENER R GRIE0N, MR 2, SR MEm(LiER) & xi4 L
L7z [EWNEE 5B, 5 X O RIS I S - B % e, BERIEPE R RS R b o
DI B x5 & LT ENEER 5 RERICB W T, 150~600 mg/H O R[ZEHET A & HnT
FhSNTEY, EmEGEOSMEZRE Lz, ZORE, %< OHBREN 300 mg/HLL ETH
v, ZOMEmEIRMME, PREERb PR CTh o, £, TRE TR LIEAE T T 'R
xf HRGERER, [EBEIEA 77 B AR EEER & HEEL L CTh o7z (K 48),

F 48 ERARMKBEHRICE T SHSR5ERN DIESIK

T VAN Ui E (mg/H)
TBBR No. / XIS HE N 75 LA E | 150 LA E | 300 LA E | 450 LAk 600
150 R | 300 AR | 450 K3 | 600 A
A0081121
BRI s MR 126 0 12 (9.5) 55(43.7) | 22(17.5) | 37(29.4)
A0081164
8 R A R o G B L L 5 P 123 0 10 (8.1) 39 (31.7) 118.9) | 63(51.2)
A0081252 103 0 6 (5.8) 24 (23.3) | 29(28.2) | 44 (42.7)
R pe R B MR T ’ ] ’ ’

SIA : RFEERE RS No.A0081121 Table 13.3.1.3 #AFH#E 1A% No. A0081164 Table 13.3.1.3 #aFEHEEIAER No.A0081252
Table 13.3.1.3 ¥ (%)

IO ORERFER NG, ERET VA 2 ORI D imE balE, Ky oBE
IZBWT 300 mg/HELETH Y, RIPEMREFR S IR, PR R ESR OV hickn
Th, ELHARN, BRADSIOWFTHOHEERE T HEL LI-Mm 235380 b,

RIS BN, BRI PER I AR R 5 L0k O PR, BRI O W4 b bR 12
FLIR U CHRIEFETE 23 Z > TV D SIS — B L 72w 3 38R L, ok B 5 L LR AR A L [R) AR
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ODWEEFF-TWAZ NG, 1 ODWETHD LB Z LD, AR CHGE S v &
1, HRIRIEIZ LR, BRI PR R AR R L 0 5 SR, IR G REOR T L T\ a7z,
RAE AR IR SR 2 BUATO AL - HEEFRIERIC 150 mg/H A2 &E S L, MR
13300 mg/H, fcmAREIZ600 mg/HNZYThd WLz, LEoZ Lnd, ik EL
1 COMM - AR, BRICAR SN TWD TR R ENER ) SR—& Lz,

(2) ®’E5EH (BHE, BRK)

H AR NARERGR T 2t 5 & U 7o REIRFEFIEER (75 No.A0081119) ZH W\ TR HED B Z Gt
L7cfEds, 7V AN 150 mg/ H 2 BRI L2 & & D tya [ XZEREIRFIZEL TR 2 IFRERAE L
Conax [T ZEMEIRFIZ LE TR 35%(K720 > 72, AUC IXZEMERFIZ LR TR 8% T L7223, “E¥EO kD
90%(EHE X M 1T 80~125%DHFPHNICH > 7=, L7z2i-> T, BEELS TII T LAY > OWRIGHEE
IXZEREIRHE B AR TRRIE T o 723, WRINEIZEEI I N2 L AR Sz,

TUANY D AUC IZHT HREFORBIIRNEB 2 N2 Lnb, [EHEEKER T 7 2AR%)
HEER  (JRBR No.A0081107) TiX, BHidH 2 WIIEZOBLEITRIT 2ol

HAR AR S 2t 5 & L CRERIFRS KOV L TN Y % 150 mg BRI O # 5 L7
ABE (JABR No.A0081119) (2B W\ T, HEMED TV ORILRIL, BHEYS 53% (1/19 ) &~
MR IFEE 5 30.8% (12/39 i) TEin->722y, AHEFROREBRITMERIR G [94.9% (37/39 i) ]
ER%EG [94.7% (18/19 fi) ] TRIRRE TH -7z,

it,kﬁ@%%iiﬁﬁf%ﬁ%&Lt@ﬁf%ﬁﬁﬁ%ﬁﬁ(%%@%%%ﬁﬁ:ﬁ%
No.A0081120, HEFRIFPEARRFHRRIET 1M © VI - 1B No.A0081163) TlE, &iHlid 2 WITR%E
OBUENTR T 2202 7208, B G- BRAARTIC W 0 2 18R U CRlBRII M T A — o 55k & Lz,
ZORER, BT G-OBEEE N Db 0D, 7 L3 2300 mg/ H 3 X OV600 mg/ HIZH T H_—
AT A I DA 2T OELEIE, BREG EBERGOWTIZEBWTHE T 7 2ARRELY
R&Mhotz, £, KRR EGE TCERVWAEFRLORBRL LU HFFLICI 2 IERICS
WTC, BRMEE & B%REG OIEBIZIB W THIKIICERD & 2 2130t B 2 b,

INOORERND, IRMAGE () 2BV TIE, 5 (B, &%) Z2HE Lol

() BEHIKICEITIBERZE
ER IR~ 7 2 AR SR (A% No.A0081107) TlX, MBa K T2, BERTFCI1EMO
ﬁg%%ﬁf&@%%Tthgéaﬁﬁﬁﬁ®&5%7%it HIEIZER D D7z [N B BR
ERETERVAFEFRR (BEMZRTICERGE T LegRE oWms 2 5) ORBLRIL, 77
BAREE, LAY URETENEI 84% (9/107 ), 14.3% (16/112 f51) THV, FLAHNY v
T2 BILL EICRRS O A FEFRIIMUESR, AIRAE, &, [ CPK ¥, Mt Tho7m (&
49), Fiz, EREEITKMPHEOEE 1 flaRE T CREL LIIPSEEThH T2,
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X 49 —EERABRPOBRERTEHELITPLERICREERELE
AREFRZEETEHRVEETER : A58 No.A0081107

A N £ FUINY R
B MERTAM R G451 107 112
AEFRRFEBL 12 26
HEFSRBHEL 9 (8.4) 16 (14.3)
HEDOFEFLRIMIE 0 1(0.9)
EELAEFLHEBLIE 0 1(0.9)
ERFEFESY (MedDRA14.0)
DU JEe g 2(1.9) 2(1.8)
RHRSE 2(1.9) 2(1.8)
IR 0 2(1.8)
14 CPK #470 0 2(1.8)
A 0 2(1.8)
3IM 2747 {H§k Table32.1,322 fil% (%)

a) LAY T2 EILL ISR

FEFEIEE 7 Z 2R xR (755 No.A0081107) Tix, Bz k3 2%, 1 HEOREZ
ﬁf7vﬁﬂ)/®&5%¢mbfwt_e#6,&5%¢m¢5@*%%%m%%3&5i5
REEVE EOBREITRO LN o, Lo, IEE (R) 128V T, KER KO
INTOBRMSCGE L RIERIZ, LAY oG 2R IET 556120, 27 es 1 ERE ENGT
TIRAICRET D EERE L,

(4) BREETEEEHLIVEMABNERTTVSEHICEITSRAERE

EHRIR T 2T LY o OIEWEIHE 2T U 72 0 E AR SE PR R (T55% No.1008-049)
IZFBWT, CLF 1L Cler (2B LT, L7z TH LAY o 1 Bi5-51%, CLler 23 60 mL/min
Z FEl D PERE IR U CUTIE S 2B ERE L ~L 2 63 288 OF) -5 & L, CLler 3 30 mL/min
% FIal 5 W o6k LTI 1/4 5, CLer 23 15 mL/min & F[E] % #28R# 12 LTI 1/8 £ & Cler
IS CCHEEZRET 2 2 LRSS (£ 50),

MBS EE RIS T & 25 RIS 7 L N o D3R EIRE 2 Wit U 7= 4 [ AR S 3 B
(RBR No0.1008-121) (BT, B2 V7 T A1E 192 mL/min TH Y, 4 B OBFEHTIC L - T
M TP B 135K 50% £ TR LTz, L7223 - C, MRS 23 B 72 B RS REIR R & 1B L I

1 BHEICMZ, 4 BRI OBITERICE SO IR LIk 54175 2 & & Lz,

HRRX PR B PR R IS B T 2 BB I I ST W nb oD, T LN DY)
BRI A BT 2 &, PR MR IR E MR B E IZ B W TH 7 LN Y 0 CL/F X Cler Itk
BlToLEZLND (272 M), LA ->TC, Cler B U CHE- HREAZHFHES T Lick-
T, BEHREDMET U7z PR MR fe MR A 1S 3 W O b BB RE A 1B 72 B & AR oD if
LN AREPFGOND EBZ LD,
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x50 BHEETEIIHNTIRAZE - AESLULRERBEICHT HETRAE
LT F=r B
IYT TR >60 >30 - <60 >15 - <30 <13 MR
. Hifi e A B
(mL/min)
1 H#&58 150~600 mg 75~300 mg 25~150 mg 25~75 mg
1[=] 25
1 [5] 25 mg IE'IH 1 g[g
. 1 [5] 75 mg 1 H 3[H, 1 [5] 25 mg
WA & LB 26 1[5 75 mg HL<iE2mE, - 25 X% 50 mg
1 8119
1 [5] 50 mg
. 1 [A] 150 mg 1 H 3[H, 1 [B] 75 mg 1 [A] 25 X% 50 mg
SR 1 A 20 i3 1[E 75 mg 1A 10 1A 1[E 30 375 me
1 820
1 [5] 100 mg 1 [5] 75 mg
B 1[5 300 mg 1/ 31, 1 H 2lH, 1 [E] 75 mg 100 XiZ%
PCTE 1 B2 IE1[E 150 mg | X 1[E] 150 mg 18 1[E 150 mg
1 H2I[H 1 H 1[5

*2 [T 1A, AFERE 6 BFfH% A D 4 B MLEENT 2 i L 72 HBE DY I = b—a VRIS,
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2735 HEDOELK, mEHE

FHER R, A PR I L O H R (LAES R & x5 & L7z ENR %538 (h5R
No.A0081252) I L OB EZ IR 2 x5 & LIANEE MG RBRORERIC OV TR LT,
ENEHHEGHER (85 No.A0081252) 1%, FHIHEEERIM 2545 & LI ERRLR 7 7 & A%t
HRERER  (JRBR No.A0081107) (2SN L7 H AR NGB 1T %, Biiz T hdze hig ik i, 238k
TSR R A Ay, 53 M (eI 1 EM 2 &) oIERRABRE L CEiiL 7,
SME R 550 (7B No.1008-202) | AFBEHRIG IR & xt5: & LT-AMNE T 7 & A kR
(1251 No.1008-125) 7> & OBATHI & %t G & U CHENE L 7= HEBERIER R TH 5, KRB TIL, 3 »
HZ LRSI (L ANY v o—RiIkIE) ZRET L L L L, $£7z, FHHEREL9 » A
DIFERFE (CHERRAR L IEERABRE IR CEF 1 ER) & L7, IRBREEERMNZY &
FIWE L7235 A cid 1 FERGEG bR Ak CE D 2 L L LTe, ek, ARIRBRITRBREME (44—
A N7V T) I THRFEARZ B LItk T L,

27351 HiiEGEER KEDRER SHRMUECEERRE A5 No.A0081252 (FFi)
273511 WHEREODAR

ENEHIE5RBR (A5 No.A0081252) DHBRE ONiRE K 51 1R Lz, AIRBRICIE 104 i
PHAAN S, 2095 103 BN T LHAY O G-250F, 161 (#5RE 1D 10021004) 735
PRERA I IR U 7= 7= O BN iRBR 2 ik L=, 84 BIANEBRZ5ET L, 19 FlAdik L7,
HIEBREE, TRBRESE L BN B 5 A E RN 13 1 (12.6%), [RIEMIE 2 6 (1.9%), ZhEA+
016 (1.0%) Thoilz,

& 51 WEREDMAER : /AER No.A0081252

T VTN v
F YN ] 104
& 5151 103
SET 1 84 (81.6)
o1k 451 19 (18.4)
R PR
TRERIE & BEE A 220
HEER 3(2.9)
Eh=xii{E] 2(1.9)
TRBRIE L BE N B 5
FEFS 13 (12.6)
NEAA57 1(1.0)
RFEMEE 155 No.A0081252 Table 13.1.1, 13.12 XV BIA  f#il¥k (%)
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273512 AO#EHFROEE

EIN BB G35 (6% No.A0081252) D AN LEaHEIEHEE £ 52 IR Lz, 1RO
EZATIZ103 G055, BYEL 81 Bl (78.6%), LIEIX 2261 (21.4 %) THoto, FHO T
13 57.9 1%, #PAIZ29~80 R TH Y, 28 6 (27.2%) 78 65 KL ETHh o7z, THRMErREEE K
TR OWERIZ, FRETREZIEIRE DS 38 i, I rP 2K/ 05 60 i, 25 MERE(IERR Y 5 Bl T - 72,

F& 52 ADO#RETEFHHEE - JABR No.A0081252

TN v
(N=103)
el F 81 (78.6)
etk 22 (21.4)
Fn (k) 18~44 15 (14.6)
45~64 60 (58.3)
>65 28 (27.2)
¥ [SD] 57.9[11.2]
i 29~80
&EH (ko) FEIfE [SD] 64.5[10.7]
i 43.0~98.6
HE (cm) E¥JE [SD] 164.1 [8.5]
FmlEE| 140.0~181.0
IR O JRUIR P R FHEE S 38 (36.9)
bz 60 (58.3)
23 MEREALIE 5(4.9)
HIE S 1A%k No.A0081252 Table 13.2.1 X v 31 H B (%)

2735121 BHEOHER

[E N R 5308 (A% No.A0081252) @ SF-MPQ DJifi DI (VAS fifl) 35 K OHLLE DY A
DR (PPL 2 =21 7) DPHINEA SR 53105 L, =2 F A VO PHIEIL, VAS 7% 67.1 mm,
PPl A2 77325 TH Y, HAKFHERFOFEIMEIT VAS fEAY 47.0 mm, PPl A7 R 1.8 Tholz,
NR—=2 T A )b &Rl £ CoZ ki CE¥IE) 1%, VAS{E23-20.1 mm, PPl A =27 53-0.7
THY, WTHHE X=X T A A L, EROBENRD bz, VASEI LNPPI 2 =
TOWTNEE 2 WL VO RRD SN, F 52 WETR—RT A UMlixk B D L1372, %)
RORFGEN RS S Tz,
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& 53 SF-MPQ MEADEE (VASE) BLUVREDREADEE (PPIX37) :

EREHARSHER (58 No.A0081252)

VAS {E ¥ PPl 2 =27 )
N SEEE (SD) N SEXJfE (SD)

N—RF A 103 67.1 (16.6) 103 2.5(1.0)
50238 103 54.7 (23.6) 103 2.1(1.0)
5458 102 48.9 (24.6) 102 1.9(1.0)
% 88 99 47.4 (25.6) 99 1.9(1.1)
12 98 443 (26.9) 98 1.8 (1.1)
#5020 ¥ 95 43.5 (25.4) 95 1.6 (0.9)
% 28 ¥ 92 46.3 (27.1) 92 1.9(1.2)
%36 1 91 443 (26.9) 9] 1.9 (1.1)
a4 98 87 46.2 (26.9) 87 1.9(1.2)
552 9 85 44.9 (27.0) 85 1.8 (1.1)
B FTAtI @ 103 47.0 (26.9) 103 1.8(1.1)
N=Z T UPBEDERY 103 -20.1 (25.2) 103 0.7 (1.1)
MBS E A% No.A0081252 Table 13.422 L VW 5| A

a) 0~100 mm CEENE T ERANHRN D & 27T Cakff

b) 0~5 (AT HRBWMEEHADEEENEGN T & 27T) Tl

¢) AIEERD 1 B H LT O BT O 0

d) ATEBRO R - HEREIC BT 2 BT

¢) BOELIIFRER A GE L7 L e sRT
11 SF-MPQ (VAS{E, PPIRa7) O#FH (Fi{E) : ;A5 No.A0081252

VAS (mm)

0% T T T T T T T T T T T T T
Baseline 4 8 12 16 20 24 28 32 36 40 44 48 52

30
. R/\ﬂ

05

PPI Scores
- o
P =

=3

00 T T T T T T T T T T T T T T
Baseline 4 8 12 16 20 2 28 32 36 40 44 48 52
Week

2736Figure 111, 112 XV5H
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[E N 53R BRI 35 1) 2 708 OJR IR BRI D VAS EOEYE A 3K 54 (R L=, FEEHEER
VI, B 2, 22 MERRLIESIR DX — 2 T A IR VAS il CEAME) 1%, Z4LE4 66.1,
68.0, 628 mm TH ¥, BB TRN—2 T 1 AMEICKE REITRD > T, IAEFHERFIZ 31T 5 —
AZTA b DO CEAME) 1%, FREEERERE, MAEh &R, ZRMEE(LELRE CEne
-12.2, =263, 4.6 mm TH Y, WTHNDOFEBIZIHBN TS VAS EITHA L, KR OEJHGFE D

LT,

=54 EEORREEMNDREAHDEE (VASE?) : ;AE& No.A0081252

FHR BRI AR 2= 4 R EZieidlgn 2 2k

(N=38) (N=60) (N=5) (N=103)
NR—RF A D 66.1 (16.8) 68.0 (16.7) 62.8 (16.2) 67.1(16.6)
B A& G RF 53.9 (24.1) 41.7 (27.6) 58.2 (28.7) 47.0 (26.9)
NR—R2F A NG DI -12.2 (20.5) -26.3 (26.1) -4.6 (29.1) -20.1 (25.2)

HFEHRAEE 755 No.A0081252 Table 13.4.2.2 X W 51 H

a) 0~100 mm (KENFEmWIE ERANTRNZ & 2R T) CRE
b) ARiEERO 1 B HLARIOELL O 20

c) ADEITERERNSE L= Z & &R

F¥)fE (SD)

27352 HEEBEGH%ERS - A8 No.1008-202 (5E{fi)

WERE DR

SME R 550 (B8 No.1008-202) DO#HERE DNFRAZ R 55 127 Lz, RIGBRICHAANL S
I ERE 104 B0 5 B, 103 BIANRBRIEOEK 52517, 1 FllIESREL &Gk L,
103 Bl 5 5, 60 il (57.7%) MNiRERE5ET L, 4361 (41.3%) Npik U7z, FIERRdEE, AEF
L0316 11 (15.4%) , DVRAA5373 15 1] (14.4%) , IRFEAEST 23 3 6] (2.9%), £ DAY 9 1] (8.7%)
THol,

273521

& 55 WHEREDMER : JAER No.1008-202

1R%% No.1008-202

J YN W] 1042
#5527 B 60 (57.7)
5 k) 43 (41.3)
FRIEF

FEFSR 16 (15.4)
R+ 15 (14.4)
if8 S SESE 3(2.9)
Z Dt 9(8.7)
Beh7e L 1(1.0)

HEhMERTM R S5 (ITT) 102 (98.1)

2 A RN R S 451 103 (99.0)
B E R TAN X 5201 103 (99.0)
b A 9 A R A ot 52 451) 102 (98.1)

BFEEREE 7A%R No.1008-202 Table 13.1.1, 13.1.2, 13.1.3 LV 5[ H Bil¥ (%)
a) JATHRER (BB No.1008-125) CTO#E : S1FINT LAY >, S3FI08 T 78R
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273522 AO#EHFROEE

AMEE IR G- RER (785 No.1008-202) D N OfEaHERIEEZ R 56 (R L=, 103 BilD 9 b,
ML 85 Bl (82.5%), ZMEIX 18 (17.5%) T o7, FEliDFEHIMHEIT 49.8 %, #FAIX 21~78
MTHY, 156 (14.6%) M 65l ETH -7,

= 56 ADO#fETFER94FMH - 7858 No.1008-202
FL AN (N=103)

451 Bk 85 (82.5)
T 18 (17.5)
PN HA 99 (96.1)
TIT N KEFEHEER 3(2.9)
Z DA 1(1.0)
i (k) 18~64 88 (85.4)
65~74 13 (12.6)
75~ 2(1.9)
¥ [SD] 49.8 [14.1]
R fE 51
il 21-78
HE (cm) E¥IE [SD] 173.2[9.7]
e fiE 174
ipH 145.0 - 193.0
K& (kg) E¥IE [SD] 77.5[16.5]
o fE 76.5
il 44.3 -128.0
RS E TR%% No.1008-202 Table 13.2 L ¥ 5| BilE (%)

273523 HEMEDHER

SF-MPQ DJfi D HRME (VAS i) 8 L OBHEDIRADIEE (PP A2 7) ONV-HIfEEF 57 (2R
Lz, N—RA T A EEOFHEIE, VASEZ 61.2mm, PPI 22722 TH Y, Hi&alfliiFo 7
YIEIE VAS 28 53.3 mm, PPl A2 78 1.9 Thoto, _—RAT A ) Dii&aHlilg £ To VAS
EOELRIZ-7.9 mm THY, N—ATA R Z2aT7 BN L, KIROLENBD Sz,
R—=RA T A )b EA&FHIIRE £ TO PPL 2 27 O ki CEXfE) 13-03 THY, XR—RXF7 A~
ZHAIBD 3 ER D H LTz, VAS EIB L OVPPL 2 a7 DWW G 4 1 K 0B 03380 B, &k
FEMREE CR—RA T A UMz EmD 2 & 1370 <, SRORMEINRIE ST,
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& 57 SF-MPQ QA DEE (VASE) B LUVREDREADIEE (PPIXO7)
: ;BE% No.1008-202
VAS fi ¥ PPl 2 =17 )
N FHIE (SD) N T (SD)
N—=2FA 102 61.2(23.7) 102 2.2(1.1)
%498 100 50.7 (23.9) 99 1.8(1)
%8I 89 492 (222) 88 1.8(1)
W12 89 51.9 (23.6) 89 1.8(1.1)
%24 77 48.8 (23.8) 77 1.8(1.1)
%536 1 68 50.5 (24.8) 68 1.8 (1)
548 64 53.1(20.7) 64 1.9 (1)
5 60 3 58 51(22.7) 58 1.8(0.9)
%72 38 59 51.2(26.2) 59 1.6 (0.9)
%584 1 42 495 (24.7) 42 1.7 (0.9)
%596 1@ 40 51.7 (24.7) 39 1.8(1.2)
#5108 3 38 49.4 (23) 38 1.8 (1)
5120 8 29 54.9 (24.5) 27 2.1(12)
13238 23 54.3 (23.7) 23 2(1.1)
144 8 13 51.9 (23.5) 13 1.8(0.9)
5156 10 54.5(25.7) 10 22(12)
% 168 i# 2 51 (8.5) 1 2(-)
Tt AT R 102 53.3 (25) 102 1.9(1)
N—ZFA U PHDOERY 102 -7.9(25.2) 102 -0.3(1.2)

RS2 1R No 1008-202 Table 13.42 X v 5

a) 0~100 mm (ZRESEIE AN & Z2oRT) CRHE

b) 0~5 (A7 REWIEERADOERENENZ & & T) Crkfi
¢) HEATRBR (JA%R No.1008-125) D FAEFEAMRE O A

d) AOELITERIERPSLE L2 & 2RT,

12 SF-MPQ (VAS &, PPIRO7) D% (FHE) :

) \/\/\__\/\/\/
50

Baseline 12 24 36 48 60 72 84 96 108 120 132

PPI Scores

o

05

0.0

144 156

Baseline 12 24 36 48 60 72 84 96

2.73.6Figure 121, 122 LV 514
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Table 2.1 Summary of Creatinine Clearance - A0081107, Western Study

Table 2.2 Summary of Creatinine Clearance - 1008-125, Western Study

Table 2.3 Summary of Creatinine Clearance - A0081063, Western Study

Table 3.1 Summary of Spinal Cord Injury History - A0081107, Western Study

Table 3.2 Summary of Spinal Cord Injury History - 1008-125, Western Study

Table 3.3 Primary Diagnoses and Durations - A0081063, Western Study

Table 4.1 Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 16 in Weekly
Mean of Pain Score - mITT - A0081107, Western Study

Table 4.2 Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 12 in Weekly
Mean of Pain Score - ITT - 1008-125, Western Study

Table A1.2.1 Discontinuations from Study by Region

Table A2.1.1.1  Demographic Characteristics - mITT: by Region

Table A2.2.1 Summary of Spinal Cord Injury History - mITT: by Region

Table A2.3 Baseline Mean Pain Score and PCS Total Score - mITT: by Region

Table A3.1.1 Treatment Maximum Daily Dose and Average Daily Dose - mITT: by Region

Table A4.1.1 Exclusions from the Analyses: by Region

Table A4.1.2 Summary of Weekly Mean and DAAC of Pain Rating Scale - MITT: by Region

Table A4.2.1.1
Table A4.2.1.2
Table A4.2.2.1

Table A4.2.2.2

Table A4.2.3.1

Table A4.2.3.2

Table A4.2.4.1

Table A4.2.4.2

Table A4.2.5

Figure 1.1.1
Figure 1.1.2
Figure 1.2.1
Figure 1.2.2

Figure B1.1
Figure B1.2

ANCOVA of the DAAC - MITT: Single Model for Region
ANCOVA of the DAAC - MITT: Separate Model by Region

ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (mBOCF) - MITT:
Single Model for Region

ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (mBOCF) - MITT:
Separate Model by Region

ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (LOCF) - MITT: Single
Model for Region

ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (LOCF) - MITT:
Separate Model by Region

ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (LOCF) - MITT: Single
Model without PCS Score for Region

ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (LOCF) - MITT:
Separate Model without PCS Score by Region

Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 16 in Weekly
Mean of Pain Score - mITT: Separate Model by Region

SF-MPQ VAS Scores at Each Time Point - A0081252, Japanese Open-Label Extension Study
SF-MPQ PPI Scores at Each Time Point - A0081252, Japanese Open-Label Extension Study
SF-MPQ VAS Scores at Each Time Point - 1008-202, Western Open-Label Extension Study

SF-MPQ PPI Scores at Each Time Point - 1008-202, Western Open-Label Extension Study

LS Mean Changes From Baseline in Weekly Mean Pain Score - mITT: Japan - A0081107
LS Mean Changes From Baseline in Weekly Mean Pain Score - mITT: Rest of the World - A0081107
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27362 EERABICERAIN-ICAEENDRESEET (A5 No.A0081107)

# 1 FEMICET 2ANA%E : mITT

2 ANAFIEOMEHOF R OES A 27 DR—R T4 b OZE : mITT

&3 AlRAE O BRI O A 27 OR—RA T A b OZELE  mITT

F 4 PRERABIOT TR 72 OGN OEIRA 2T ODR_R—AT A 2 inb DR
& mITT

xS SERAEH ORI AT OX—RAF7 A VinbOE{bE : mITT

#6 HICANAFMEROFEEROEHA 2T DR—RF A b OZE : mITT

KT RV TUTRBEVEBEROFERNOEFEA T ODR—RAF 4 ) bOELE : mITT
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Table 2.1 Page 1 of 1
Pregabalin CTD 2.7.3
Summary of Creatinine Clearance - A0081107, Western Study

Placebo Pregabalin
Number of Subjects N=108 N=111
Creatinine Clearance (mL/min) N 104 105
Mean (SD) 142.99( 59.02) 137.04( 62.56)
Median 139.96 118.93
Range 60.2-386.1 60.1-423.8

PFIZER CONFIDENTIAL Date of Table Generation: 10FEB2012 (16:43)
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Table 2.2 Page 1 of 1
Pregabalin CTD 2.7.3
Summary of Creatinine Clearance - 1008-125, Western Study

Placebo Pregabalin
Number of Subjects N=67 N=70
Creatinine Clearance (mL/min) N 67 70
Mean (SD) 153.13( 64.52) 148.03( 56.32)
Median 141.00 147.00
Range 74.0-377.0 50.0-380.0

PFIZER CONFIDENTIAL Date of Table Generation: 10FEB2012 (16:43)

PFIZER CONFIDENTIAL
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Table 2.3
Pregabalin CTD 2.7.3
Summary of Creatinine Clearance - A0081063, Western Study

Placebo
Number of Subjects N=109
Creatinine Clearance (mL/min) N 106
Mean (SD) 81.83( 26.82)
Median 79.19
Range 34.5-179.0

PFIZER CONFIDENTIAL Date of Table Generation: 10FEB2012

Page 1 of 1

Pregabalin
N=110

105

78.89( 24.80)
79.55
31.4-192.1

PFIZER CONFIDENTIAL
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Page 4

Table 3.1 Page 1 of 1
Pregabalin CTD 2.7.3
Summary of Spinal Cord Injury History - A0081107, Western Study

Placebo Pregabalin
N=108 N=111
SCI Type, n (%) Paraplegia 58 (53.7) 58 (52.3)
Tetraplegia 49 (45.4) 52 (46.8)
Unspecified 1 (0.9) 1 (0.9
Classification of central neuropathic pain, n (%) Pain has continuously persisted 92 (85.2) 92 (82.9
Pain has persisted with remissions and relapses 16 (14.8) 19 (17.1)
Duration since Spinal Cord Injury (months) N 108 111
Mean (SD) 128.8( 126.1) 126.0( 113.6)
Median 88.6 79.3
Range 0.6-609.9 1.1-557.4
Duration of Pain (months) N 108 111
Mean (SD) 97.5( 105.0) 97.8( 100.2)
Median 60.0 54.0
Range 3-497 5-396

PFIZER CONFIDENTIAL Date of Table Generation: O03FEB2012 (16:30)
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Page 5

Table 3.2 Page 1 of 1
Pregabalin CTD 2.7.3
Summary of Spinal Cord Injury History - 1008-125, Western Study

Placebo Pregabalin
N=67 N=70
Duration since Spinal Cord Injury (months) N 67 70
Mean (SD) 187.7( 153.1) 154.6( 114.2)
Median 148.4 123.8
Range 16.7-586.8 22.6-470.2

PFIZER CONFIDENTIAL Date of Table Generation: O03FEB2012 (16:30)
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Page 6

Table 3.3 Page 1 of 1
Pregabalin CTD 2.7.3
Primary Diagnoses and Durations - A0081063, Western Study

Placebo Pregabalin
Central pain syndrome N=109 N=110
Duration since First Diagnosis (months) N 109 110
Mean (SD) 30.3( 34.4) 26.2( 33.0)
Median 15.4 12.2
Range 1.9-169.6 1.7-212.4

PFIZER CONFIDENTIAL Date of Table Generation: 03FEB2012 (16:29
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Table 4.1
Pregabalin CTD 2.7.3

Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 16 in Weekly Mean of Pain Score - mITT - A0081107, Western Study

Baseline

Week

Week

Week

Week

Week

Week

Week

Week

Week

Week

Week

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin

105
106

105
106

105
106

105
106

105
106

105
106

105
106

105
106

105
106

105
106

104
104

101
104

101
102

.9 -0.71 1.
.4 -0.14 2.

L1 -1.14 1.
.7 -0.29 2.

.1 -1.43 3.
.0 -0.57 2.

.3 -1.29 3.
.5 -0.79 2.

.9 -1.57 2.
.1 -0.93 3.

.0 -1.57 1.
.9 -0.86 3.

.0 -1.71 1.
L1 -1.00 3.

.3 -1.79 2.
.4 -1.00 3.

.0 -1.79 2.
.9 -1.00 3.

.0 -2.00 3.
.3 -1.00 3.

-0.85
-0.37

-1.24
-0.60

-1.35
-0.83

-1.65
-1.00

-1.87
-1.04

-1.93
-1.20

-2.02
-1.31

-1.96
-1.30

-2.01
-1.35

-2.04
-1.29

(SD) LS Me
(1.45)

(1.41)

(1.03) -0.88
(0.90) -0.39
(1.20) -1.28
(1.28) -0.61
(1.33) -1.38
(1.32) -0.84
(1.59) -1.67
(1.49) -1.02
(1.74) -1.86
(1.47) -1.05
(1.87) -1.92
(1.71) -1.20
(1.85) -2.01
(1.74) -1.32
(1.85) -1.96
(1.82) -1.30
(1.80) -1.97
(1.74) -1.33
(1.75) -1.98
(1.79) -1.30
(1.83) -2.01
(1.83) -1.39
(1.83) -1.92

an (SE) Difference

(0.18) -0.49 (0
(0.17)
(0.18) -0.67 (0
(0.17)
(0.18) -0.54 (0
(0.17)
(0.18) -0.66 (0
(0.17)
(0.18) -0.81 (0
(0.17)
(0.18) -0.72 (0
(0.17)
(0.18) -0.69 (0
(0.17)
(0.18) -0.66 (0
(0.17)
(0.18) -0.64 (0
(0.17)
(0.18) -0.69 (0
(0.17)
(0.18) -0.62 (0
(0.17)
(0.18) -0.50 (0

.23)

.23)

.23)

.23)

.23)

.23)

.23)

.23)

.23)

.23)

(-0.94,

(-1.11,

(-0.98,

(-1.10,

(-1.26,

(-1.17,

(-1.14,

(-1.11,

(-1.09,

(-1.14,

.05)

.22)

.09)

.21)

.36)

.27)

.24)

.21)

.18)

.23)

0.0295

0.0033

0.0185

0.0040

0.0004

0.0018

0.0027

0.0041

0.0058

0.0031

0.0076

N is the number of subjects in the mITT population for the given treatment group. n is the number of subjects with data for analysis.
Mean - Mean change from Baseline

based on this model.

Effects for treatment,

PFIZER CONFIDENTIAL

(or mean of Baseline),

Pooled Center,

time

SD - Standard Deviation,

SE - Standard Error,

CI - Confidence Interval.
A longitudinal analysis of weekly mean changes using repeated measures mixed models which compares treatments at each week and the last scheduled study week

Page 1 of 2

(week), baseline score, Baseline Pain Catastrophizing Scale Total Score and treatment by time interaction are
included as covariates. The covariance structure is compound symmetric.

Date of Table Generation: 03FEB2012

(16:40)
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Table 4.1 Page 2 of 2
Pregabalin CTD 2.7.3
Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 16 in Weekly Mean of Pain Score - mITT - A0081107, Western Study

Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI p-value

Week 12 Placebo 106 90 -6.7 -1.21 4.0 -1.43 (1.94) -1.42 (0.17

Week 13 Pregabalin 105 88 -7.0 -1.71 0.9 -2.03 (1.78) -1.93 (0.18) -0.57 (0.23) (-1.02, -0.11) 0.0150
Placebo 106 90 -7.1 -1.14 4.0 -1.39 (1.93) -1.36 (0.17

Week 14 Pregabalin 105 88 -6.9 -1.57 0.7 -2.03 (1.78) -1.94 (0.18) -0.66 (0.23) (-1.11, -0.20) 0.0048
Placebo 106 91 -6.4 -1.00 4.0 -1.32 (1.89) -1.28 (0.17

Week 15 Pregabalin 105 88 -7.0 -1.86 0.7 -2.16 (1.81) -2.05 (0.18) -0.69 (0.23) (-1.15, -0.24) 0.0030
Placebo 106 91 -6.4 -1.14 4.0 -1.40 (1.86) -1.36 (0.17

Week 16 Pregabalin 105 88 -7.0 -1.86 1.0 -2.19 (1.78) -2.08 (0.18) -0.76 (0.23) (-1.22, -0.30) 0.0011
Placebo 106 90 -6.4 -1.08 4.0 -1.36 (1.87) -1.32 (0.17

Overall Pregabalin 105 -1.80 (0.16) -0.65 (0.20) (-1.04, -0.26) 0.0013
Placebo 106 -1.16 (0.15)

N is the number of subjects in the mITT population for the given treatment group. n is the number of subjects with data for analysis.

Mean - Mean change from Baseline (or mean of Baseline), SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

A longitudinal analysis of weekly mean changes using repeated measures mixed models which compares treatments at each week and the last scheduled study week
based on this model.

Effects for treatment, Pooled Center, time (week), baseline score, Baseline Pain Catastrophizing Scale Total Score and treatment by time interaction are
included as covariates. The covariance structure is compound symmetric.

PFIZER CONFIDENTIAL Date of Table Generation: O03FEB2012 (16:40)
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Table 4.2

Pregabalin CTD 2.7.3

Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 12 in Weekly Mean of Pain Score - ITT - 1008-125, Western Study

Baseline

Weekl

Week2

Week3

Week4

Week5

Weeké6

Week7

Week8

Week9

Weekl0

Weekll

Weekl2

Overall

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

Pregabalin
Placebo

69
67

69
67

69
67

69

69

67

69
67

69
67

69
67

69
67

69

69

67

69
67

69 -8.4 -1.05 0.
67 -3.6 -0.14 3.

67 -6.3 -1.14 0.
64 -2.6 -0.31 4.

63 -6.3 -2.00 0.
62 -3.6 -0.40 2.

62 -6.0 -1.50 1.

51 -4.4 -0.43 2.
55 -6.6 -1.71 1.
47 -3.3 -0.57 1.
55 -7.6 -1.71 1.
47 -3.7 -0.57 1.
56 -6.9 -1.57 2.
44 -4.4 -0.43 3.
55 -7.6 -1.43 0.

45 -4.1 -0.17 5.

52 -7.6 -1.52 0.
40 -3.9 -0.65 3.

51 -7.6 -1.71
36 -4.1 -0.57 4.

[

49 -7.6 -1.29 .
36 -3.7 -0.43 4.

—

-1.42
-0.23

-1.50
-0.29

-1.97
-0.52

-1.89
-0.65

-2.06
-0.51

-2.01
-0.71

-1.89
-0.62

-1.83
-0.59

-2.01
-0.86

-1.93
-0.81

-2.07
-0.70

-1.93
-0.56

(2.
(1.

-1
-0

-1.
-0.

-2
-0

-1.
-0.

-2.
-0.

-2

-1.
.47

-0

-1.
-0.

-2
-0

-1.
-0.

-2.
-0.

-1.
-0.

-1.
.46

-0

Me.

.43
.17

62
26

.05
.42

.03
-0.

58

94

87
47

.04
.68

92
40

91

an (SE)

(0.20) -1.26 (0
(0.21)
(0.20) -1.37 (0
(0.21)
(0.21) -1.62 (0
(0.21)
(0.21) -1.40 (0
(0.22)
(0.21) -1.70 (0
(0.22)
(0.21) -1.45 (0
(0.22)
(0.21) -1.47 (0
(0.22)
(0.21) -1.40 (0
(0.22)
(0.21) -1.37 (0
(0.23)
(0.21) -1.28 (0
(0.23)
(0.22) -1.48 (0
(0.23)
(0.22) -1.52 (0
(0.23)
(0.18) -1.44 (0
(0.19)

.28)

.28)

.28)

.29)

.29)

.29)

.30)

.30)

.30)

.30)

.30)

.31)

.25)

.81,

.92,

.18,

.97,

.27,

.03,

.05,

.98,

.96,

.88,

.08,

.13,

.94,

.71)

.82)

.07)

.84)

.12)

.88)

.89)

.82)

.78)

.69)

.89)

.92)

.95)

<0

<0.

<0

<0.

<0

<0.

<0

<0.

<0

<0.

<0

<0.

<0

.0001

0001

.0001

0001

.0001

0001

.0001

0001

.0001

0001

.0001

0001

.0001

N is the number of subjects in the ITT population for the given treatment group. n is the number of subjects with data for analysis.
(or mean of Baseline), SD - Standard Deviation,

Mean - Mean change from Baseline

A longitudinal analysis of weekly mean changes using repeated measures mixed models which compares treatments at each week and the last scheduled study week

based on this model. Effects for treatment, Center, time (week), baseline score and treatment by time interaction are included as covariates.

The covariance structure is compound symmetric.

PFIZER CONFIDENTIAL

Date of Table Generation: 03FEB2012

(16:41)

SE - Standard Error,

PFIZER CONFIDENTIAL

CI - Confidence Interval.

Page 1 of 1
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Al.2.1
Pregabalin CTD 2.7.3
Discontinuations from

Region : Japan

Study by Region

Page 1 of 2

Discontinuations

Relation to Study Drug not Defined

Other

No longer willing to participate in study

Insufficient cl
Protocol violat

Related to Study Drug
Adverse event
Not Related to Study

Adverse event

inical response
ion

Drug

Placebo
27
3) 2 (7.4)
1) 0
1) 0
2 (7.4)
0
4) 1 (3.7)
4) 1 (3.7)
2 (7.4)
2 (7.4)
6) 5 (18.5)

PFIZER CONFIDENTIAL

Date of Table Generation:

Pregabalin
32
2 (6
1 (3.
1 (3.
0
0
3 (9
3 (9
0
0
5 (15
20FEB2012 (19:37)

PFIZER CONFIDENTIAL
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Al.2.1 Page 2 of 2
Pregabalin CTD 2.7.3
Discontinuations from Study by Region

Region : Rest of the world
Pregabalin Placebo
Number (%) of Subjects 74 78
Discontinuations
Relation to Study Drug not Defined 9 (12.2) 6 (7.7)
Other 1 (1.4) 0
No longer willing to participate in study 2 (2.7) 3 (3.8)
Insufficient clinical response 1 (1.4) 0
Protocol violation 5 (6.8) 3 (3.8)
Related to Study Drug 3 (4.1) 3 (3.8)
Adverse event 3 (4.1) 3 (3.8)
Not Related to Study Drug 2 (2.7) 1 (1.3)
Adverse event 2 (2.7) 1 (1.3)
Total 14 (18.9) 10 (12.8)

PFIZER CONFIDENTIAL Date of Table Generation: 20FEB2012 (19:37)

PFIZER CONFIDENTIAL
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A2.1.1.1 Page 1 of 2
Pregabalin CTD 2.7.3
Demographic Characteristics - mITT: by Region

Region : Japan
Pregabalin Placebo
MALE FEMALE TOTAL MALE FEMALE TOTAL
Number (%) of Subjects 24 8 32 25 2 27
Hormonal Status:
PREMENOPAUSAL 4 (50.0) 4 (50.0) 0 0
POSTMENOPAUSAL 4 (50.0) 4 (50.0) 2 (25.0) 2 (25.0
Age (years):
< 18 0 0 0 0 0 0
18-44 5 (20.8) 2 (25.0) 7 (21.9) 9 (36.0) 0 9 (33.3)
45-64 13 (54.2) 5 (62.5) 18 (56.3) 13 (52.0) 1 (50.0) 14 (51.9
>= 65 6 (25.0) 1 (12.5) 7 (21.9) 3 (12.0) 1 (50.0) 4 (14.8)
Mean 55.0 52.0 54.3 51.1 67.5 52.3

Height (cm) :

Mean 168.7 155.3 165.4 168.8 149.9 167.4
SD 6.8 9.1 9.4 5.1 8.6 7.2
Range 153.6-181.0 142.8-171.5 142.8-181.0 158.0-180.0 143.8-156.0 143.8-180.0
N 24 (100.0) 8 (100.0) 32 (100.0) 25 (100.0) 2 (100.0) 27 (100.0)

BMI is defined as wt/(ht*.01)**2
PFIZER CONFIDENTIAL Date of Table Generation: 20FEB2012 (19:39

PFIZER CONFIDENTIAL
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A2.1.1.1
Pregabalin CTD 2.7.3
Demographic Characteristics - mITT: by Region

Page 2 of 2

Region : Rest of the world
Pregabalin Placebo
MALE FEMALE TOTAL MALE FEMALE TOTAL
Number (%) of Subjects 55 18 73 65 14 79
Hormonal Status:
PREMENOPAUSAL 10 (125.0) 10 (125.0) 8 (100.0) 8 (100.0
POSTMENOPAUSAL 8 (100.0) 8 (100.0) 6 (75.0) 6 (75.0
Age (years):
< 18 0 0 0 0 0 0
18-44 34 (61.8) 8 (44.4) 42 (57.5) 37 (56.9) 7 (50.0) 44 (55.7
45-64 21 (38.2) 9 (50.0) 30 (41.1) 25 (38.5) 4 (28.6) 29 (36.7
>= 65 0 1 (5.6) 1 (1.4) 3 (4.6) 3 (21.4) 6 (7.6
Mean 41.4 46.3 42.6 42.4 46.6 43.1

Height (cm) :

Mean 174.6 164.4
SD 9.2 6.2
Range 150.0-193.0 150.0-174.0

N 54 (98.2) 18

150.0-173.0
(96.9) 14 (100.0) 77 (97.5)

BMI is defined as wt/(ht*.01)**2
PFIZER CONFIDENTIAL Date of Table Generation: 20FEB2012 (

172.1 175.1
9.6 9.3
150.0-193.0 150.0-203.0
(100.0) 72 (98.6) 63
19:39)

PFIZER CONFIDENTIAL
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A2.2.1

Pregabalin CTD 2.7.3
Summary of Spinal Cord Injury History - mITT: by Region
Region/

Tratment

Duration Since Spinal Cord Injury (months*)
n
Mean
Median
Range
Unspecified (n)
Duration of Pain (months)
n
Mean
Median
Range
Unspecified (n)

Pain Has Continuously Persisted

Duration Since Spinal Cord Injury (months¥)
n
Mean
Median
Range
Unspecified (n)
Duration of Pain (months)
n
Mean
Median
Range
Unspecified (n)

Pain Has Persisted With Remissions And Relapses

Duration Since Spinal Cord Injury (months*)
n
Mean
Median
Range
Unspecified (n)
Duration of Pain (months)
n
Mean
Median
Range
Unspecified (n)

Japan
Placebo Pregabalin
(n=27) (n=32)
27 32
100.3 124 .4
77.4 75.5
12.8-271.5 14.3-403.6
0 0
27 32
87.5 121.3
45.0 74.5
10.0-271.0 14.0-396.0
0 0
27 29
100.3 127.2
77.4 71.7
12.8-271.5 17.4-403.6
0 0
27 29
87.5 124.7
45.0 71.0
10.0-271.0 16.0-396.0
0 0
0 3
- 97.0
- 105.7
14.3-171.1
0 0
0 3
- 88.7
- 82.0
14.0-170.0
0 0

N is the number of treated subjects for the given treatment group.
n is the number of subjects that can be analyzed for the given endpoint.
* It was assumed that the duration of month is equal to (365.25/12) days.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:41)

Page 1 of 2

Combined Classification of Pain

Placebo Pregabalin
(n=79) (n=73)
79 73
136.1 122.6
89.3 85.2
0.6-609.9 1.1-409.8

0 0
79 73
100.0 91.5
60.0 48.0
3.0-497.0 5.0-385.0
0 0
64 58
147.6 123.9
91.4 83.5
0.6-609.9 1.1-409.8
0 0
64 58
105.9 99.2
60.0 50.0
10.0-497.0 5.0-385.0
0 0
15 15
87.2 117.7
89.3 85.2
3.5-282.3 26.7-358.2
0 0
15 15
75.1 61.6
76.0 33.0
3.0-192.0 18.0-263.0
0 0

PFIZER CONFIDENTIAL
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Page 15

A2.2.1 Page 2 of 2
Pregabalin CTD 2.7.3
Summary of Spinal Cord Injury History - mITT: by Region

Region/ Japan Rest of the world
Tratment Placebo Pregabalin Placebo Pregabalin
(n=27) (n=32) (n=79) (n=73)
SCI Type
Paraplegia, n(%) 12( 44.4) 13( 40.6) 45( 57.0) 42( 57.5)
Tetraplegia, n(%) 15( 55.6) 19( 59.4) 33( 41.8) 30( 41.1)

Neurologic Lesion Level
Complete,  n(%) 11( 40.7) 11( 34.4) 46( 58.2) 40( 54.8)
Incomplete, n(%) 16( 59.3) 21( 65.6) 33( 41.8) 33( 45.2)

Primary Symptom Descriptor

Allodynia, n(%) 1( 3.7) 6( 18.8) 7( 8.9) 11( 15.1
Burning Pain, n(%) 9( 33.3) 8( 25.0) 49( 62.0) 43( 58.9
Shooting Pain, n(%) 4( 14.8) 7( 21.9) 11( 13.9) 8( 11.0)
Other pain, n(%) 13( 48.1) 11( 34.4) 12( 15.2) 11( 15.1)

N is the number of treated subjects for the given treatment group.
n is the number of subjects that can be analyzed for the given endpoint.
* It was assumed that the duration of month is equal to (365.25/12) days.
PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:41)
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A2.3
Pregabalin CTD 2.7.3

Baseline Mean Pain Score and PCS Total Score - mITT: by Region

Page 1 of 1

Region/

Tratment

N

0 -1, n(%)
1<- 2, n(%)
2<- 3, n(%)
3<- 4, n(%)
4<- 5, n(%)
5<- 6, n(%)
6<- 7, n(%)
7<- 8, n(%)
8<- 9, n(%)
9<-10, n(%)
Mean

SD

Median

Min - Max

Pain Catastrophizing Scale (PCS) Total Score

N
0 - 5, n(%)
5<-10, n(%)
10<-15, n(%)
15<-20, n(%)
20<-25, n(%)
25<-30, n(%)
30<-35, n(%)
35<-40, n(%)
40<-45, n(%)
45<-52, n(%)
Mean
SD
Median
Min - Max

PFIZER CONFIDENTIAL

Japan
Placebo Pregabalin
(n=27) (n=32)

27 32
0( 0.0) 0( 0.0)
o( 0.0) o( 0.0)
o( 0.0) o( 0.0)
1( 3.7) o( 0.0)
4( 14.8) 5( 15.6)
7( 25.9) 6( 18.8)
5( 18.5) 6( 18.8)
7( 25.9) 10( 31.3)
2( 7.4) 5( 15.6)
1( 3.7) o( 0.0)
6.59 6.76
1.49 1.37
6.29 6.86
4.0 - 10.0 4.1 - 9.0

27 32
0( 0.0) 0( 0.0)
3( 11.1) 1( 3.1)
2( 7.4) 2( 6.3)
3( 11.1) 6( 18.8)
3( 11.1) 8( 25.0)
8( 29.6) 5( 15.6)
1( 3.7) 5( 15.6)
4( 14.8) 2( 6.3)
3( 11.1) 1( 3.1)
0( 0.0) 2( 6.3)
26.11 26.13
11.17 9.78
27.00 24.50
6.0 - 44.0 8.0 - 50.0

Date of Table Generation:

21FEB2012

Placebo Pregabalin
(n=79) (n=73)
79 73
0( 0.0) 0( 0.0)
o( 0.0) o( 0.0)
o( 0.0) o( 0.0)
5( 6.3) 2( 2.7)
9( 11.4) 14( 19.2)
18( 22.8) 19( 26.0)
18( 22.8) 15( 20.5)
20( 25.3) 12( 16.4)
8( 10.1) 9( 12.3)
1( 1.3) 2( 2.7)
6.46 6.37
1.39 1.48
6.43 6.29
3.4 - 9.6 3.3 - 10.0
79 69
5( 6.3) 8( 11.6)
7( 8.9) 5( 7.2)
5( 6.3) 8( 11.6)
7( 8.9) 9( 13.0)
13( 16.5) 9( 13.0)
18( 22.8) 10( 14.5)
8( 10.1) 8( 11.6)
8( 10.1) 2( 2.9)
5( 6.3) 6( 8.7)
3( 3.8) 4( 5.8)
25.30 23.28
12.04 13.26
26.00 23.00
0.0 - 51.0 0.0 - 52.0

PFIZER CONFIDENTIAL
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A3.1.1
Pregabalin CTD 2.7.3

Treatment Maximum Daily Dose and Average Daily Dose -

Maximum Daily Dose (mg/Day)
150
300
450
600

Overall Average Daily Dose (mg/Day)
n
Mean
SD
Median
Range

Average Daily Dose (Days 1-7) (mg/Day)
n
Mean
SD
Median
Range

Average Daily Dose (Days 8-14) (mg/Day)
n
Mean
SD
Median
Range

Average Daily Dose (Days 15-21) (mg/Day)
n
Mean
SD
Median
Range

Average Daily Dose (Days 22-28) (mg/Day)
n
Mean
SD
Median
Range

151.

27
135.
8.40
139.
107.

27
278.
41.2
300.
128.

27
382.
84.9
417.
150.

26
509.
107.
557.
150.

7

3
1 -

0
3
0
6 -

7
4
9
0 -

531.4

139.3

310.7

492.9

mITT: by Region

(n=32)

32
139

.2 - 532,

.3

4.71

139
128

32
249

.3
.6 - 160.

L1

71.90

300
139

31

331.

106

300.

150

30

401.

133

450.

150

.0
.3 - 310.

.48

.0 - 471.

.04

.0 - 600.

Placebo dosage was designed to match the Pregabalin dosage for treatment blinding

PFIZER CONFIDENTIAL Date of Table Generation:

21FEB2012

(16:38)

79
400.2
131.59
457.9

1 148.8 -

79
141.1
13.39
139.3

7 125.0 -

77
249.2
63.01
278.6

7 150.0 -

77
351.8
98.34
396.4

4 150.0 -

76
425.3
143.35
450.0

0 150.0 -

in this study.

533.

250.

310.

471.

PFIZER CONFIDENTIAL

(n=7

73
350.
135.
376.
140.

73
141.
7.18
139.

Page 1 of 2

3)

4

3

117.9 -

73
236.
68.2
278.

8
2
6

125.0 -

72
316.
115.
300.
112.

71
369.
163.
310.
150.

537.

171.

321.

492.

Page 17
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Page 18

A3.1.1 Page 2 of 2
Pregabalin CTD 2.7.3
Treatment Maximum Daily Dose and Average Daily Dose - mITT: by Region

Japan Rest of the world
Placebo Pregabalin Placebo Pregabalin
(n=27) (n=32) (n=79) (n=73)
Average Daily Dose (Days 29-112) (mg/Day)
n 26 30 76 71
Mean 497.5 441.6 459.4 396.2
SD 131.96 139.20 160.26 167.60
Median 576.3 448.7 569.9 445.5
Range 147.6 - 600.0 147.3 - 600.0 150.0 - 600.0 75.0 - 600.0
Average Daily Dose (Days >=113) (mg/Day)
n 22 27 66 61
Mean 277.3 224.2 268.5 228.7
SD 73.93 72.17 93.77 83.35
Median 316.1 225.0 285.4 200.0
Range 150.0 - 365.6 150.0 - 391.7 112.5 - 482.8 128.6 - 437.5

Placebo dosage was designed to match the Pregabalin dosage for treatment blinding in this study.
PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:38)
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A4.1.1
Pregabalin CTD 2.7.3
Exclusions from the Analyses: by Region

Page 1 of 1

Region/

Tratment

Number of Subjects Excluded from Intent to Treat Population (ITT)
Reasons for Exclusion from ITT Population
Did not receive study medication

Number of Subjects Excluded from Modified Intent to Treat Population (MITT) [1]
Reasons for Exclusion from MITT Population

Not in ITT

Randomized prior to protocol amendment 2 (25 March 2008)

Number of Subjects Excluded from Per Protocol Population (PP)
Reasons for Exclusion from PP Population

Not in MITT

Did not complete the full double blind phase treatment
Did not meet the total medication compliance within 80
Had other significant protocol violations

120% condition

Japan
Placebo Pregabalin
(n=27) (n=32)
0 0
0 0
0 0
0 0
0 0
6 ( 22.2%) 6 (18.8
0 0
5 ( 18.5%) 5 ( 15.6
1 ( 3.7%) 1( 3.1
0 0

Rest
Placebo
(n=82)
1(
1
3 (
1
2
23 ( 28
3 (
11 (13
5( 6
4 ( 4

7%) 6 ( 7.6%)
.4%) 13 ( 16.5%)
.1%) 4 ( 5.1%)
.9%) 5 ( 6.3%)

Pregabalin
(n=79)

2%) 0

2%) 0

.0%) 28 ( 35.4%)

N is the number of subjects randomized. All percentages are calculated using N in the denominator.
[1] Subjects excluded from the ITT Population are by definition excluded from the MITT Population.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:39

PFIZER CONFIDENTIAL
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A4.1.2

Pregabalin CTD 2.7.3
Summary of Weekly Mean and DAAC of Pain Rating Scale - MITT: by Region

Page 20

Page 1 of 4

Region/

Tratment

Baseline
n
Mean (SD)
Median
Range

Week 1
n
Mean (SD)
Median
Range

Week 2

n

Mean (SD)
Median
Range

Week 3
n
Mean (SD)
Median
Range

Week 4
n
Mean (SD)
Median
Range

Week 5
n
Mean (SD)

Median
Range

Placebo
(n=27)
27
6.6 (1.49)
6.3
4.0 - 10.0
27
6.4 (1.51)
6.4

4.0 - 9.3
27

6.5 (1.65)
6.9

3.0 - 9.1
27

6.4 (1.69)
6.7

3.3 - 9.4
26

6.3 (1.81)
6.7

3.0 - 9.4
26

6.3 (1.93)
6.9

2.9 - 9.9

Pregabalin
(n=32)
32
6.8 (1.37)
6.9
4.1 - 9.0
32
5.7 (1.60)
5.5
1.9 - 8.6
32
5.6 (1.71)
5.4
2.7 - 8.7
30
5.4 (1.60)
5.4
2.6 - 8.4
30
5.2 (1.72)
5.0
2.0 - 8.3
29
5.2 (1.95)
5.0
2.0 - 8.9

Japan
Placebo Pregabalin
Change from Baseline Change from Baseline
(n=27) (n=32)
27 32
-0.2 (0.88) -1.1 (1.06)
0.0 -0.9
-2.4 - 2.0 -4.9 - 0.1
27 32
-0.1 (0.91) -1.1 (1.12)
0.0 -0.9
-2.1 - 2.0 -3.3 - 1.1
27 30
-0.2 (0.97) -1.3 (1.13)
0.0 -1.4
-2.9 - 2.0 -3.7 - 0.6
26 30
-0.2 (1.20) -1.5 (1.22)
0.0 -1.5
-2.7 - 2.9 -4.1 - 0.7
26 29
-0.2 (1.40) -1.5 (1.56)
-0.1 -1.6
-4.1 - 3.0 -5.1 - 2.7

Placebo
(n=79)
79
6.5 (1.39)
6.4
3.4 - 9.6
78
6.0 (1.45)
5.9

2.6 - 9.9
77

5.6 (1.79)
6.0

1.3 - 9.7
77

5.4 (1.77)
5.1

1.0 - 9.7
76

5.2 (1.87)
5.1

0.4 - 9.6
74

5.1 (1.88)
5.1

0.7 - 9.9

Pregabalin
(n=73)
73
6.4 (1.48)
6.3

3.3 - 10.0
73

5.6 (1.79)
5.7

2.0 - 8.8
72

5.0 (1.96)
5.0

1.0 - 8.6
71

4.9 (2.02)
5.0

1.0 - 8.7
71

4.6 (2.16)
4.6

0.0 - 8.9
70

4.3 (2.09)
4.2

0.0 - 8.4

Placebo Pregabalin
Change from Baseline Change from Baseline
(n=79) (n=73)

78 73
-0.4 (0.90) -0.8 (1.01)
-0.2 -0.6
-3.4 - 1.3 -4.0 - 1.6
77 72
-0.8 (1.34) -1.3 (1.24)
-0.4 -1.1
-4.7 - 1.3 -5.1 - 1.1
77 71
-1.1 (1.35) -1.4 (1.41)
-0.9 -1.4
-5.0 - 2.0 -5.1 - 3.0
76 71
-1.3 (1.49) -1.7 (1.72)
-1.0 -1.3
-6.5 - 1.6 -6.3 - 3.4
74 70
-1.3 (1.40) -2.0 (1.79
-1.0 -1.6
-6.1 - 2.1 -6.9 - 1.7

corresponds to the last 7 days of diary data up to and including Week 16 and applies if the Week 16 assessment is missing.
is implemented for subjects who discontinue for any reason or who have no post-baseline observation.

Endpoint (LOCF)
Endpoint (BOCF)

For Endpoint (BOCF)

Endpoint (mBOCF)

N is the number of subjects in the MITT population for the given treatment group.
n is the number of subjects that can be analyzed for the given endpoint.
MITT - Modified Intent to Treat. SD - Standard Deviation. DAAC - Duration Adjusted Average Change.

DAAC = (Weighted Post-Baseline Mean - Baseline)*(

PFIZER CONFIDENTIAL Date of Table Generation:

(Total Post-Baseline Days)

21FEB2012 (16:53)

if patient completes the study but has no Week 16 assessment then Endpoint (LOCF)
is implemented for subjects who discontinue due to an adverse event or have no post-baseline observation, otherwise, Endpoint

PFIZER CONFIDENTIAL

applies.

/ Planned Study Duration) .

(LOCF) applies.
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A4.1.2

Pregabalin CTD 2.7.3

Summary of Weekly Mean and DAAC of Pain Rating Scale - MITT: by Region

Page 21

Page 2 of 4

Region/

Tratment

Mean (SD)
Median
Range

Week 7
n
Mean (SD)
Median
Range

Week 8

n

Mean (SD)
Median
Range

Week 9
n
Mean (SD)
Median
Range

Week 10
n
Mean (SD)
Median
Range

Week 11
n
Mean (SD)

Median
Range

Placebo
(n=27)
25
.3 (2.07)
7.0
.4 - 9.9
25
.2 (2.14)
6.6
.6 - 9.4
25
.1 (2.15)
6.3
.7 - 9.4
24
.0 (2.06)
6.4
.9 - 9.0
23
1 0(2.12)
6.3
.3 - 9.1
22
.0 (2.07)
6.1
.3 - 10.0

Pregabalin
(n=32)
29
5.1 (2.09)
4.7
0.9 - 8.7
29
5.1 (2.08)
5.0
1.6 - 9.0
29
5.2 (2.02)
5.6
2.0 - 8.4
28
5.1 (2.09)
5.2
1.1 - 8.1
27
5.2 (2.08)
5.3
1.6 - 8.4
27
5.3 (2.14)
6.0
1.4 - 8.1

Japan
Placebo Pregabalin
Change from Baseline Change from Baseline Placebo
(n=27) (n=32) (n=79)
25 29 73
-0.2 (1.64) -1.6 (1.75) 4.9 (1.98)
-0.1 -1.4 5.0
-4.6 - 3.0 -6.0 - 1.6 0.0 - 9.6
25 29 72
-0.3 (1.76) -1.6 (1.71) 4.7 (1.94)
0.0 -1.7 4.8
-5.4 - 3.0 -5.9 - 1.1 0.3 - 9.4
25 29 71
-0.4 (1.78) -1.5 (1.62) 4.8 (1.96)
-0.1 -1.6 4.7
-5.3 - 3.0 -5.7 - 2.0 0.4 - 9.4
24 28 72
-0.5 (1.65) -1.5 (1.66) 4.8 (1.93)
0.0 -1.3 4.8
-5.1 - 3.0 -5.6 - 0.9 0.0 - 9.1
23 27 67
-0.4 (1.70) -1.4 (1.30) 4.8 (2.03)
-0.3 -1.3 4.4
-4.7 - 3.1 -3.6 - 0.9 1.0 - 9.3
22 27 67
-0.4 (1.70) -1.3 (1.30) 4.7 (2.00)
0.0 -1.0 4.4
-4.3 - 4.0 -3.9 - 1.0 1.0 - 9.4

Pregabalin
(n=73)
70
4.3 (2.25)
4.1
0.0 - 9.0
68
4.2 (2.21)
3.9

0.0 - 8.7
66

4.2 (2.21)
4.0

0.0 - 8.7
64

4.1 (2.10)
4.1

0.0 - 8.4
64

4.0 (2.10)
4.1

0.0 - 8.6
63

4.0 (2.13)
4.0

0.0 - 9.0

Placebo Pregabalin
Change from Baseline Change from Baseline
(n=79) (n=73)

73 70
-1.5 (1.62) -2.1 (1.91)
-1.1 -1.7
-6.9 - 1.7 -7.0 - 1.6
72 68
-1.7 (1.59) -2.2 (1.89)
-1.3 -1.8
-6.1 - 1.3 -7.0 - 1.9
71 66
-1.6 (1.74) -2.2 (1.91)
-1.5 -2.0
-6.4 - 2.6 -7.3 - 2.4
72 64
-1.6 (1.68) -2.2 (1.83)
-1.7 -2.0
-6.9 - 1.4 -7.0 - 2.7
67 64
-1.6 (1.74) -2.3 (1.86)
-1.5 -2.3
-6.3 - 1.9 -7.0 - 3.3
67 63
-1.7 (1.76) -2.4 (1.94)
-1.6 -2.4
-6.6 - 1.1 -7.0 - 3.4

Endpoint (LOCF) corresponds to the last 7 days of diary data up to and including Week 16 and applies if the Week 16 assessment is missing.
Endpoint (BOCF) is implemented for subjects who discontinue for any reason or who have no post-baseline observation.

For Endpoint (BOCF)

if patient completes the study but has no Week 16 assessment then Endpoint (LOCF)
Endpoint (mBOCF) is implemented for subjects who discontinue due to an adverse event or have no post-baseline observation, otherwise, Endpoint

N is the number of subjects in the MITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

MITT - Modified Intent to Treat. SD - Standard Deviation. DAAC - Duration Adjusted Average Change.
(Total Post-Baseline Days) / Planned Study Duration) .

DAAC = (Weighted Post-Baseline Mean - Baseline)*(

PFIZER CONFIDENTIAL Date of Table Generation:

21FEB2012 (16:53)

PFIZER CONFIDENTIAL

applies.

(LOCF) applies.
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Page 3 of 4

Region/

Tratment

Week 12
n
Mean (SD)
Median
Range

Week 13
n
Mean (SD)
Median
Range

Week 14

n

Mean (SD)
Median
Range

Week 15
n
Mean (SD)
Median
Range

Week 16
n
Mean (SD)
Median
Range

Placebo
(n=27)
22
.1 (2.23)
6.3
.9 - 10.0
22
.0 (2.34)
6.3
.3 - 10.0
22
10(2.27)
6.5
.0 - 10.0
22
.0 (2.20)
6.0
.0 - 10.0
22
.0 (2.35)
6.1
.1 - 10.0

Pregabalin
(n=32)
27
5.4 (2.23)

6.0
1.7 - 9.3
27
5.3 (2.11)

5.7
1.6 - 8.3
27
5.3 (2.10)
6.0
1.6 - 8.0
27
5.2 (2.19)
5.6
1.3 - 8.3
27
5.1 (2.12)
5.6
1.6 - 8.6

Japan
Placebo Pregabalin
Change from Baseline Change from Baseline
(n=27) (n=32)
22 27
-0.4 (1.94) -1.3 (1.37)
0.0 -1.1
-5.1 - 4.0 -5.0 - 1.0
22 27
-0.4 (2.09) -1.4 (1.34)
0.0 -1.3
-5.7 - 4.0 -4.0 - 0.7
22 27
-0.4 (1.97) -1.4 (1.36)
0.0 -1.1
-5.0 - 4.0 -4.7 - 0.7
22 27
-0.4 (1.85) -1.4 (1.46)
0.0 -1.1
-4.7 - 4.0 -3.9 - 0.7
22 27
-0.4 (2.09) -1.5 (1.40)
0.0 -1.3
-5.9 - 4.0 -4.1 - 1.0

Placebo
(n=79)
68
4.6 (2.08)
4.3
0.0 - 9.1
68
4.7 (2.11)
4.5
0.0 - 9.6
69
4.8 (2.11)
5.0
0.0 - 9.7
69
4.7 (2.06)
4.7
0.0 - 9.1
68
4.8 (2.02)
4.7
0.0 - 9.9

Pregabalin
(n=73)
63
4.1 (2.17)
4.0
0.0 - 9.0
61
4.1 (2.26)
4.2

0.0 - 9.0
61

4.1 (2.22)
4.1

0.0 - 9.0
61

3.9 (2.20)
4.0

0.0 - 9.0
61

3.9 (2.27)
4.0

0.0 - 9.0

Placebo Pregabalin
Change from Baseline Change from Baseline
(n=79) (n=73)

68 63
-1.8 (1.82) -2.3 (1.92)
-1.6 -2.0
-6.7 - 1.9 -7.1 - 2.4
68 61
-1.7 (1.78) -2.3 (1.88)
-1.4 -2.0
-7.1 - 1.3 -7.0 - 0.9
69 61
-1.6 (1.78) -2.3 (1.88)
-1.6 -2.0
-6.4 - 1.6 -6.9 - 0.7
69 61
-1.7 (1.75) -2.5 (1.86)
-1.6 -2.3
-6.4 - 1.7 -7.0 - 0.7
68 61
-1.7 (1.70) -2.5 (1.85)
-1.8 -2.3
-6.4 - 1.4 -7.0 - 0.9

Endpoint (LOCF) corresponds to the last 7 days of diary data up to and including Week 16 and applies if the Week 16 assessment is missing.
Endpoint (BOCF) is implemented for subjects who discontinue for any reason or who have no post-baseline observation.

For Endpoint (BOCF)

if patient completes the study but has no Week 16 assessment then Endpoint
Endpoint (mBOCF) is implemented for subjects who discontinue due to an adverse event or have no post-baseline observation, otherwise, Endpoint

N is the number of subjects in the MITT population for the given treatment group.
n is the number of subjects that can be analyzed for the given endpoint.
MITT - Modified Intent to Treat. SD - Standard Deviation. DAAC - Duration Adjusted Average Change.

DAAC = (Weighted Post-Baseline Mean - Baseline)*(

PFIZER CONFIDENTIAL Date of Table Generation:

(Total Post-Baseline Days)

21FEB2012

(16:53)

(LOCF)

PFIZER CONFIDENTIAL

applies.

/ Planned Study Duration) .

(LOCF) applies.
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Region/

Tratment

Placebo
(n=27)

Pregabalin
(n=32)

Pregabalin
(n=73)

Endpoi
n

nt (LOCF)

Mean (SD)
Median
Range

Endpoi
n

nt (BOCF)

Mean (SD)
Median
Range

Endpoi
n

nt (mBOCF)

Mean (SD)
Median
Range

DAAC
n

Mean (SD)
Median
Range

27
.4 (2.27)

.1 - 10.0

27

.3 (2.22)

.1 - 10.0

27

.3 (2.21)

.1 - 10.0

32
5.4 (2.13)

1.6 - 8.6

32
5.5 (2.22)

1.6 - 9.0

Japan
Placebo Pregabalin
Change from Baseline Change from Baseline Placebo
(n=27) (n=32) (n=79)
27 32 78
-0.2 (1.94) -1.4 (1.44) 4.9 (1.99
0.0 -1.2 5.0
-5.9 - 4.0 -4.1 - 1.9 0.0 - 9.9
27 32 79
-0.3 (1.88) -1.3 (1.40) 5.0 (2.05)
0.0 -0.9 5.3
-5.9 - 4.0 -4.1 - 1.0 0.0 - 9.9
27 32 79
-0.3 (1.88) -1.3 (1.47) 5.0 (2.01)
0.0 -1.1 5.0
-5.9 - 4.0 -4.1 - 1.9 0.0 - 9.9
27 32
-0.3 (1.42) -1.2 (1.19
0.0 -1.1
-4.2 - 3.1 -4.2 - 0.6

73
4.1 (2.37)
4.1

73
4.2 (2.33)

Placebo Pregabalin
Change from Baseline Change from Baseline
(n=79) (n=73)

78 73
-1.5 (1.65) -2.3 (2.02)
-1.6 -1.7
-6.4 - 1.4 -7.0 - 2.6
79 73
-1.4 (1.68) -2.0 (1.94)
-1.0 -1.6
-6.4 - 1.4 -7.0 - 0.9
79 73
-1.5 (1.66) -2.2 (2.02)
-1.3 -1.7
-6.4 - 1.4 -7.0 - 2.6
79 73
-1.3 (1.37) -1.8 (1.54)
-1.1 -1.6
-4.7 - 1.0 -5.9 - 1.5

Endpoint (LOCF) corresponds to the last 7 days of diary data up to and including Week 16 and applies if the Week 16 assessment is missing.
Endpoint (BOCF) is implemented for subjects who discontinue for any reason or who have no post-baseline observation.
For Endpoint (BOCF)

if patient completes the study but has no Week 16 assessment then Endpoint (LOCF) applies.
Endpoint (mBOCF) is implemented for subjects who discontinue due to an adverse event or have no post-baseline observation, otherwise, Endpoint

N is the number of subjects in the MITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

Modified Intent to Treat. SD - Standard Deviation. DAAC - Duration Adjusted Average Change.
(Total Post-Baseline Days) / Planned Study Duration) .

MITT -
DAAC =
PFIZER

(Weighted Post-Baseline Mean - Baseline) *(
Date of Table Generation:

CONFIDENTIAL

21FEB2012

(16:53)
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A4.2.1.1 Page 1 of 1
Pregabalin CTD 2.7.3
ANCOVA of the DAAC - MITT: Single Model for Region

Region Treatment N n Min Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI

Japan Pregabalin 32 32 -4.2 -1.13 0.6 -1.24 (1.19) -1.21 (0.24) -0.93 (0.36) (-1.64, -0.21
Placebo 27 27 -4.2 -0.01 3.1 -0.28 (1.42) -0.29 (0.27)

Rest of the world Pregabalin 73 73 -5.9 -1.65 1.5 -1.82 (1.54) -1.83 (0.17) -0.51 (0.23) (-0.96, -0.06
Placebo 79 79 -4.7  -1.13 1.0 -1.31 (1.37) -1.33 (0.16)

N is the number of subjects in the mITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

LS Means from the single ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and region,
treatment and treatment-by-region interaction as fixed (class) cofactors.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:51)

PFIZER CONFIDENTIAL
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A4.2.1.2 Page 1 of 1
Pregabalin CTD 2.7.3
ANCOVA of the DAAC - MITT: Separate Model by Region

Region Treatment N n Min Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI

Japan Pregabalin 32 32 -4.2 -1.13 0.6 -1.24 (1.19) -1.23 (0.23) -0.95 (0.34) (-1.64, -0.26
Placebo 27 27 -4.2 -0.01 3.1 -0.28 (1.42) -0.28 (0.25)

Rest of the world Pregabalin 73 73 -5.9 -1.65 1.5 -1.82 (1.54) -1.83 (0.17) -0.51 (0.23) (-0.97, -0.05
Placebo 79 79 -4.7  -1.13 1.0 -1.31 (1.37) -1.32 (0.16)

N is the number of subjects in the mITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

LS Means from the separate ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and treatment
as fixed (class) cofactors.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:49)
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A4.2.2.1 Page 1 of 1
Pregabalin CTD 2.7.3
ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (mBOCF) - MITT: Single Model for Region

Region Treatment N n Min Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI

Japan Pregabalin 32 32 -4.1 -1.07 1.9 -1.27 (1.47) -1.25 (0.31) -0.90 (0.46) (-1.82, 0.01
Placebo 27 27 -5.9 0.00 4.0 -0.34 (1.88) -0.34 (0.34)

Rest of the world Pregabalin 73 73 -7.0 -1.71 2.6 -2.17 (2.02) -2.17 (0.21) -0.69 (0.29) (-1.27, -0.11
Placebo 79 79 -6.4 -1.29 1.4 -1.47 (1.66) -1.48 (0.20

N is the number of subjects in the mITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

LS Means from the single ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and region,
treatment and treatment-by-region interaction as fixed (class) cofactors.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:43)

PFIZER CONFIDENTIAL
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A4.2.2.2
Pregabalin CTD 2.7.3

Page 1 of 1

ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (mBOCF) - MITT: Separate Model by Region

Region Treatment N n Min Median Max
Japan Pregabalin 32 32 -4.1 -1.07 1.9
Placebo 27 27 -5.9 0.00 4.0
Rest of the world Pregabalin 73 73 -7.0 -1.71 2.6
Placebo 79 79 -6.4 -1.29 1.4

Mean (SD) LS Mean (SE) Difference (SE) 95% CI
-1.27 (1.47) -1.27 (0.30) -0.93 (0.44) (-1.83, -0.04)
-0.34 (1.88) -0.34 (0.33)

-2.17 (2.02) -2.17 (0.22) -0.68 (0.30) (-1.27, -0.10)
-1.47 (1.66) -1.48 (0.20)

N is the number of subjects in the mITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

LS Means from the separate ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and treatment

as fixed (class) cofactors.
PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:42)
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A4.2.3.1 Page 1 of 1
Pregabalin CTD 2.7.3
ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (LOCF) - MITT: Single Model for Region

Region Treatment N n Min Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI

Japan Pregabalin 32 32 -4.1 -1.21 1.9 -1.35 (1.44) -1.33 (0.31) -1.08 (0.46) (-1.99, -0.17
Placebo 27 27 -5.9 0.00 4.0 -0.24 (1.94) -0.25 (0.34)

Rest of the world Pregabalin 73 73 -7.0 -1.71 2.6 -2.26 (2.02) -2.26 (0.21) -0.72 (0.29) (-1.29, -0.14)
Placebo 79 78 -6.4 -1.64 1.4 -1.53 (1.65) -1.55 (0.20)

N is the number of subjects in the mITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

LS Means from the single ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and region,
treatment and treatment-by-region interaction as fixed (class) cofactors.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:44)
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A4.2.3.2 Page 1 of 1
Pregabalin CTD 2.7.3
ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (LOCF) - MITT: Separate Model by Region

Region Treatment N n Min Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI

Japan Pregabalin 32 32 -4.1 -1.21 1.9 -1.35 (1.44) -1.35 (0.30) -1.10 (0.45) (-2.00, -0.21
Placebo 27 27 -5.9 0.00 4.0 -0.24 (1.94) -0.25 (0.33)

Rest of the world Pregabalin 73 73 -7.0 -1.71 2.6 -2.26 (2.02) -2.26 (0.22) -0.71 (0.30) (-1.30, -0.13
Placebo 79 78 -6.4 -1.64 1.4 -1.53 (1.65) -1.55 (0.20)

N is the number of subjects in the mITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

LS Means from the separate ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and treatment
as fixed (class) cofactors.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:50)
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A4.2.4.1 Page 1 of 1
Pregabalin CTD 2.7.3
ANCOVA of Change from Baseline in Weekly Mean of Pain Score at Endpoint (LOCF) - MITT: Single Model without PCS Score for Region

Region Treatment N n Min Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI

Japan Pregabalin 32 32 -4.1 -1.21 1.9 -1.35 (1.44) -1.32 (0.32) -1.09 (0.47) (-2.02, -0.17
Placebo 27 27 -5.9 0.00 4.0 -0.24 (1.94) -0.23 (0.35

Rest of the world Pregabalin 73 73 -7.0 -1.71 2.6 -2.26 (2.02) -2.28 (0.21) -0.74 (0.29) (-1.32, -0.17
Placebo 79 78 -6.4 -1.64 1.4 -1.53 (1.65) -1.53 (0.20)

N is the number of subjects in the mITT population for the given treatment group.

n is the number of subjects that can be analyzed for the given endpoint.

DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation, SE - Standard Error, CI - Confidence Interval.

LS Means from the single ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and region,
treatment and treatment-by-region interaction as fixed (class) cofactors.

PFIZER CONFIDENTIAL Date of Table Generation: 21FEB2012 (16:52)
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A4.2.4.2
Pregabalin CTD 2.7.3

ANCOVA of Change from Baseline in Weekly Mean of

Page 1 of 1

Pain Score at Endpoint (LOCF) - MITT: Separate Model without PCS Score by Region

Pregabalin
Placebo
Pregabalin

Median  Max Mean (SD) LS Mean (SE) Difference (SE) 95% CI
-1.21 1.9 -1.35 (1.44) -1.35 (0.30) -1.11 (0.45) (-2.00, -0.22)
0.00 4.0 -0.24 (1.94) -0.24 (0.33)

-1.71 2.6 -2.26 (2.02) -2.27 (0.21) -0.75 (0.30) (-1.34, -0.16
-1.64 1.4 -1.53 (1.65) -1.52 (0.21)

Placebo

N is the number of subjects in the mITT population for the
n is the number of subjects that can be analyzed for the given endpoint.
DAAC - Duration Adjusted Average Change, mITT - Modified Intent to Treat.

SD - Standard Deviation,

SE - Standard Error,

given treatment group.

CI - Confidence Interval.

LS Means from the separate ANCOVA model with terms of baseline pain scores and baseline PCS (Pain Catastrophizing Scale) total score as covariates and treatment
as fixed (class) cofactors.

PFIZER CONFIDENTIAL
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A4.2.5 Page 1 of 3
Pregabalin CTD 2.7.3
Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 16 in Weekly Mean of Pain Score - mITT: Separate Model by Region

Region Rest of the world
Overall Baseline Pain Score 6.42
Placebo (N=27) Pregabalin (N=32) Placebo (N=79) Pregabalin (N=73

Time Point/ --- 95% CI --- --- 95% CI --- --- 95% CI --- --- 95% CI ---
Statistic# Least Squares SE  Lower Upper Least Squares SE Lower Upper Least Squares SE  Lower Upper Least Squares SE  Lower Upper
Week 1

Number of Subjects n=27 n=32 n=78 n=73

Mean 6.42 0.28 5.87 6.97 5.52 0.26 5.02 6.03 5.96 0.18 5.61 6.31 5.64 0.19 5.27 6.02
Mean Change -0.18 0.28 -0.73 0.37 -1.07 0.26 -1.58 -0.56 -0.44 0.18 -0.79 -0.09 -0.76 0.19 -1.13 -0.39
Difference from Placebo -0.89 0.38 -1.64 -0.15 -0.31 0.26 -0.82 0.20
Week 2

Number of Subjects n=27 n=32 n=77 n=72

Mean 6.53 0.28 5.98 7.08 5.48 0.26 4.98 5.99 5.61 0.18 5.26 5.96 5.07 0.19 4.70 5.44
Mean Change -0.07 0.28 -0.61 0.48 -1.11 0.26 -1.62 -0.60 -0.79 0.18 -1.14 -0.44 -1.33 0.19 -1.70 -0.96
Difference from Placebo -1.04 0.38 -1.79 -0.30 -0.54 0.26 -1.05 -0.03
Week 3

Number of Subjects n=27 n=30 n=77 n=71

Mean 6.43 0.28 5.88 6.98 5.37 0.26 4.86 5.88 5.33 0.18 4.98 5.68 4.99 0.19 4.62 5.37
Mean Change -0.17 0.28 -0.72 0.38 -1.22 0.26 -1.73 -0.72 -1.07 0.18 -1.42 -0.72 -1.41 0.19 -1.78 -1.04
Difference from Placebo -1.06 0.38 -1.80 -0.31 -0.34 0.26 -0.85 0.17
Week 4

Number of Subjects n=26 n=30 n=76 n=71

Mean 6.35 0.28 5.80 6.90 5.18 0.26 4.67 5.69 5.15 0.18 4.80 5.50 4.65 0.19 4.28 5.03
Mean Change -0.24 0.28 -0.80 0.31 -1.42 0.26 -1.93 -0.91 -1.25 0.18 -1.60 -0.90 -1.75 0.19 -2.12 -1.38
Difference from Placebo -1.17 0.38 -1.92 -0.42 -0.50 0.26 -1.01 0.02
Week 5

Number of Subjects n=26 n=29 n=74 n=70

Mean 6.35 0.28 5.80 6.91 5.10 0.26 4.59 5.62 5.10 0.18 4.74 5.45 4.40 0.19 4.03 4.78
Mean Change -0.24 0.28 -0.79 0.31 -1.49 0.26 -2.00 -0.98 -1.31 0.18 -1.66 -0.95 -2.00 0.19 -2.37 -1.62
Difference from Placebo -1.25 0.38 -2.00 -0.50 -0.69 0.26 -1.21 -0.18
Week 6

Number of Subjects n=25 n=29 n=73 n=70

Mean 6.32 0.28 5.76 6.87 5.06 0.26 4.54 5.57 4.90 0.18 4.54 5.25 4.34 0.19 3.97 4.72
Mean Change -0.28 0.28 -0.83 0.28 -1.54 0.26 -2.05 -1.02 -1.50 0.18 -1.86 -1.15 -2.06 0.19 -2.44 -1.69
Difference from Placebo -1.26 0.39 -2.02 -0.50 -0.56 0.26 -1.07 -0.04

N is the number of subjects in the mITT population for the given treatment group.
n is the number of subjects with data for analysis.
SE=Standard error; CI=Confidence interval.
# Based on the results of separate Mixed Model Repeated Measures Analysis
(including effects for treatment, week, treatment*week and the baseline pain score and PCS score as covariate).
The first-order autoregressive covariance structure is used.
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A4.2.5 Page 2 of 3
Pregabalin CTD 2.7.3
Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 16 in Weekly Mean of Pain Score - mITT: Separate Model by Region

Region Rest of the world
Overall Baseline Pain Score 6.42
Placebo (N=27) Pregabalin (N=32) Placebo (N=79) Pregabalin (N=73

Time Point/ --- 95% CI --- --- 95% CI --- --- 95% CI --- --- 95% CI ---
Statistic# Least Squares SE  Lower Upper Least Squares SE Lower Upper Least Squares SE  Lower Upper Least Squares SE  Lower Upper
Week 7

Number of Subjects n=25 n=29 n=72 n=69

Mean 6.28 0.28 5.73 6.84 4.98 0.26 4.46 5.49 4.75 0.18 4.39 5.11 4.28 0.19 3.91 4.66
Mean Change -0.31 0.28 -0.87 0.25 -1.62 0.26 -2.13 -1.10 -1.65 0.18 -2.01 -1.29 -2.12 0.19 -2.50 -1.74
Difference from Placebo -1.31 0.39 -2.07 -0.55 -0.47 0.26 -0.99 0.05
Week 8

Number of Subjects n=25 n=29 n=71 n=67

Mean 6.13 0.28 5.57 6.69 5.16 0.26 4.64 5.68 4.83 0.18 4.48 5.19 4.24 0.19 3.86 4.62
Mean Change -0.46 0.28 -1.02 0.10 -1.43 0.26 -1.95 -0.91 -1.57 0.18 -1.93 -1.21 -2.16 0.19 -2.54 -1.78
Difference from Placebo -0.97 0.39 -1.73 -0.21 -0.59 0.27 -1.12 -0.07
Week 9

Number of Subjects n=24 n=28 n=72 n=65

Mean 6.15 0.29 5.58 6.71 5.07 0.27 4.55 5.59 4.79 0.18 4.43 5.15 4.27 0.20 3.89 4.66
Mean Change -0.45 0.29 -1.01 0.11 -1.52 0.27 -2.04 -1.00 -1.61 0.18 -1.97 -1.25 -2.13 0.20 -2.51 -1.74
Difference from Placebo -1.07 0.39 -1.84 -0.31 -0.52 0.27 -1.04 0.01
Week 10

Number of Subjects n=23 n=27 n=67 n=64

Mean 6.22 0.29 5.65 6.79 5.26 0.27 4.73 5.79 4.85 0.19 4.48 5.21 4.16 0.20 3.77 4.54
Mean Change -0.37 0.29 -0.94 0.19 -1.33 0.27 -1.86 -0.81 -1.56 0.19 -1.92 -1.19 -2.24 0.20 -2.63 -1.86
Difference from Placebo -0.96 0.39 -1.73 -0.18 -0.69 0.27 -1.22 -0.16
Week 11

Number of Subjects n=22 n=27 n=68 n=64

Mean 6.31 0.29 5.74 6.89 5.37 0.27 4.84 5.90 4.72 0.19 4.35 5.08 4.05 0.20 3.67 4.44
Mean Change -0.28 0.29 -0.85 0.29 -1.22 0.27 -1.75 -0.69 -1.69 0.19 -2.05 -1.32 -2.35 0.20 -2.74 -1.96
Difference from Placebo -0.94 0.40 -1.72 -0.16 -0.66 0.27 -1.20 -0.13
Week 12

Number of Subjects n=22 n=27 n=68 n=63

Mean 6.34 0.29 5.76 6.92 5.42 0.27 4.89 5.96 4.67 0.19 4.30 5.03 4.16 0.20 3.77 4.55
Mean Change -0.26 0.29 -0.83 0.32 -1.17 0.27 -1.70 -0.64 -1.73 0.19 -2.10 -1.37 -2.24 0.20 -2.63 -1.85
Difference from Placebo -0.92 0.40 -1.70 -0.13 -0.51 0.27 -1.04 0.03

N is the number of subjects in the mITT population for the given treatment group.
n is the number of subjects with data for analysis.
SE=Standard error; CI=Confidence interval.
# Based on the results of separate Mixed Model Repeated Measures Analysis
(including effects for treatment, week, treatment*week and the baseline pain score and PCS score as covariate).
The first-order autoregressive covariance structure is used.
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Pregabalin CTD 2.7.3

Page 34

Page 3 of 3

Mixed Model for Repeated Measures of Change from Baseline to Week 1 through Week 16 in Weekly Mean of Pain Score - mITT: Separate Model by Region

Region
Overall Baseline Pain Score

Rest of the world

Placebo (N=27) Pregabalin (N=32)

Time Point/ --- 95% CI --- --- 95% CI ---
Statistic# Least Squares SE  Lower Upper Least Squares SE  Lower Upper
Week 13

Number of Subjects n=22 n=27

Mean 6.25 0.30 5.67 6.84 5.31 0.27 4.77 5.84
Mean Change -0.34 0.30 -0.93 0.24 -1.29 0.27 -1.82 -0.75
Difference from Placebo -0.95 0.40 -1.74 -0.15
Week 14

Number of Subjects n=22 n=27

Mean 6.30 0.30 5.72 6.89 5.28 0.27 4.74 5.82
Mean Change -0.29 0.30 -0.88 0.30 -1.31 0.27 -1.85 -0.78
Difference from Placebo -1.02 0.41 -1.82 -0.23
Week 15

Number of Subjects n=22 n=27

Mean 6.28 0.30 5.69 6.87 5.26 0.27 4.72 5.80
Mean Change -0.32 0.30 -0.91 0.27 -1.33 0.27 -1.87 -0.79
Difference from Placebo -1.02 0.41 -1.82 -0.22
Week 16

Number of Subjects n=22 n=27

Mean 6.25 0.30 5.66 6.85 5.15 0.28 4.61 5.69
Mean Change -0.34 0.30 -0.93 0.25 -1.44 0.28 -1.98 -0.90
Difference from Placebo -1.10 0.41 -1.91 -0.30

6.42
Placebo (N=79) Pregabalin (N=73)

--- 95% CI --- --- 95% CI ---
Least Squares SE Lower Upper Least Squares SE  Lower Upper

n=68 n=61
4.74 0.19 4.37 5.11 4.20 0.20 3.81 4.60
-1.66 0.19 -2.03 -1.30 -2.20 0.20 -2.59 -1.80
-0.53 0.27 -1.07 0.00

n=69 n=61
4.82 0.19 4.45 5.19 4.18 0.20 3.79 4.58
-1.58 0.19 -1.95 -1.21 -2.22 0.20 -2.61 -1.82
-0.64 0.28 -1.18 -0.10

n=69 n=61
4.71 0.19 4.34 5.08 4.01 0.20 3.61 4.41
-1.69 0.19 -2.06 -1.32 -2.39 0.20 -2.79 -1.99
-0.70 0.28 -1.24 -0.16

n=68 n=61
4.78 0.19 4.41 5.15 4.01 0.20 3.61 4.41
-1.62 0.19 -1.99 ~-1.25 -2.39 0.20 -2.79 -1.99
-0.77 0.28 -1.31 -0.22

N is the number of subjects in the mITT population for the given treatment group.
n is the number of subjects with data for analysis.
SE=Standard error; CI=Confidence interval.
# Based on the results of separate Mixed Model Repeated Measures Analysis
(including effects for treatment, week, treatment*week and the baseline pain score and PCS score
The first-order autoregressive covariance structure is used.
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Figure 1.1.1 Page 1of 1
Pregabalin CTD 2.7.3
SF-MPQ VAS Scores at Each Time Point - A0081252, Japanese Open-Label Extension Study
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Figure 1.1.2
Pregabalin CTD 2.7.3

SF-MPQ PPI Scores at Each Time Point - A0081252, Japanese Open-Label Extension Study
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Figure 1.2.1 Page 1of 1
Pregabalin CTD 2.7.3
SF-MPQ VAS Scores at Each Time Point - 1008-202, Western Open-Label Extension Study
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Figure 1.2.2
Pregabalin CTD 2.7.3
SF-MPQ PPI Scores at Each Time Point - 1008-202, Western Open-Label Extension Study
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B1.1 Page 1of 1
Pregabalin CTD 2.7.3
LS Mean Changes From Baseline in Weekly Mean Pain Score - mITT: Japan - A0081107
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B1.2 Page 1of 1
Pregabalin CTD 2.7.3
LS Mean Changes From Baseline in Weekly Mean Pain Score - mITT: Rest of the World - A0081107
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27362 EEABICERAIN-IVAERERNORERNSEE (GAE No.A0081107)

F1 BSEHICHTIECAERE : mITT

AAAN A AR AL
0 5 ekET % %5 5 ST A %5 G
B 58 TR FVANV | TTRER VUYL TTRE TLHARY
RS n=27 n=32 n=29 n=28 n=50 n=45
AR IESE O F 1%
HY 21(77.8) 26 (81.3) 27 (93.1) 24 (85.7) 22 (44.0) 24 (53.3)
2L 6(22.2) 6(18.8) 2(6.9) 4 (14.3) 28 (56.0) 21 (46.7)
AN D4y
FLANRY 0 0 0 0 1(2.0) 0
TR F 2(7.4) 3(9.4) 7(24.1) 3 (10.7) 2 (4.0) 1(2.2)
#7577 4(14.8) 11 (34.4) 16 (55.2) 17 (60.7) 9 (18.0) 13 (28.9)
FRIER] B IO 17 (63.0) 19 (59.4) 9 (31.0) 4 (14.3) 7 (14.0) 7 (15.6)
TN Tz
SRl @ 2(7.4) 2(6.3) 12 (41.4) 11 (39.3) 14 (28.0) 8(17.8)
15 A 3(11.1) 2(6.3) 1(3.4) 3(10.7) 2 (4.0) 1(2.2)
PCAMAIR 4(14.8) 9(28.1) 8 (27.6) 4(14.3) 3(6.0) 1(2.2)
RV TUTEY 5(18.5) 7(21.9) 1(3.4) 2(7.1) 0 0
Z DA 9(33.3) 15 (46.9) 6 (20.7) 2(7.1) 6 (12.0) 6(13.3)
AR O e 5 1R *
X5 (H#0
1-45 3(11.1) 7(21.9) 3(10.3) 1(3.6) 4 (8.0) 6 (13.3)
46-90 1(3.7) 1(3.1) 1(3.4) 1(3.6) 3(6.0) 3(6.7)
91-180 3(11.1) 2(6.3) 3(10.3) 5(17.9) 4 (8.0) 2(4.4)
181-365 5(18.5) 1(3.1) 3(10.3) 3(10.7) 3(6.0) 1(2.2)
>366 9(33.3) 15 (46.9) 17 (58.6) 14 (50.0) 8 (16.0) 12 (26.7)
a) FRAE MBI IR 1% (%)
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#x2 HIABREOFEAOEERNDEEAATDODR—RASAUNMLDELE : mITT

&
7 8

Ei

A
3 48 58 61

B

# ® &# ® # ® # H DA
B 1038 1158 1258

B
oA
O

&
1 2

—
\S]

AMTBREE A & Y

77 =21 n=21 n=21 n=20 n=20 n=20 n=20 n=20 n=19 n=18 n=17 n=17 n=17 n=17 n=17 n=17 n=21

R -1 -01 -2 -03 -03 -03 -04 -06 -6 -05 -05 -04 -05 -05 -05 -06 -04
(0.95) (0.92) (1.05) (1.27) (1.51) (1.77) (1.91) (1.93) (1.78) (1.81) (1.89) (2.11) (2.30) (2.14) (2.01) (2.29) (1.55)

TUH n=26 n=26 n=24 n=24 n=23 n=23 n=23 n=23 n=22 n=21 =21 =21 n=21 n=21 n=21 n=21 n=26

Ny 11 -1 -14 0 -15 14 -15 <16 -13 -15 -13 -11 -1 -12 -12 -13  -13  -1.1
(1.14) (1.11) (1.20) (1.30) (1.71) (1.94) (1.82) (1.72) (1.79) (1.31) (1.26) (1.44) (1.38) (1.38) (1.45) (1.48) (1.28)

AITEIRIEE R 22 L

77 n=6 n=6 n=6 n=6 n=6 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=6

R -03 0.1 0.0 00 -0.1 0.1 0.1 01 -.1 00 -01 -0.1 0.0 0.1 0.1 0.1 0.0
(0.64) (0.91) (0.71) (1.00) (1.02) (1.10) (1.03) (0.92) (1.09) (1.29) (0.90) (1.30) (1.20) (1.27) (1.20) (1.23) (0.90)

VA n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6

Ny 08 -14 -09 -14 -18 -18 20 -22 -18 -18 -19 -19 20 -19 -18 21 -17
(0.60) (1.21) (0.72) (0.94) (0.84) (0.71) (1.25) (0.98) (1.08) (1.30) (1.38) (0.91) (1.06) (1.23) (1.54) (0.92) (0.51)

AMTBREE A & Y

77 n=27 n=27 n=27 n=26 n=25 n=24 n=24 n=24 =24 n=22 n=22 n=23 n=23 n=24 n=24 n=23 =27

TR -5 05 -07 -11 -13 -15 -15 -13 -14 -10 -12 -11 -1 -1 -1 -1.0 -1.0
(0.89) (1.33) (1.33) (1.55) (1.52) (1.71) (1.61) (1.86) (1.80) (1.53) (1.47) (1.35) (1.08) (1.39) (1.33) (1.27) (1.25)

TUH n=24 n=24 n=24 n=24 n=23 n=23 n=22 n=21 n=20 n=20 n=20 n=20 n=19 n=19 n=19 n=19 n=24

Ny 09 -14 -14 20 24 22 25 26 28 28 30 -28 -30 -30 -30 -28 -21
(0.77) (0.97) (1.19) (1.76) (1.92) (2.16) (2.09) (2.18) (2.04) (2.20) (2.15) (2.16) (2.10) (2.10) (2.19) (2.11) (1.76)

ANRREHEER 2 L
77 n=2 n=2
'R 20 -19
(2.02) (2.02)
7V n=4 n=4
Ny 18 -19
20) (1.72)

n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2
35 34 33 35 43 43 45 41 45 45 41 35
(1.31) (0.91) (0.66) (0.91) (1.01) (1.21) (0.91) (0.71) (0.91) (0.91) (1.52) (0.76)
n=4 n=4 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=4
-30 -28 -08 -18 -21 -23 -24 28 27 -31 -32 20
(2.24) (2.82) (2.28) (1.20) (1.70) (1.54) (2.23) (1.49) (1.86) (1.07) (0.70) (1.15)

AMTBREE A & Y

77 n=22 n=22 n=22 n=22 n=22 n=22 n=21 n=20 n=21 n=20 n=20 n=20 n=20 n=20 n=20 n=20 n=22

R -2 -10 -13 -14 -13 -15 -18 -17 -19 -18 -21 23 21 -17 20 -19 -15
(0.56) (1.33) (1.45) (1.62) (1.46) (1.77) (1.81) (1.77) (1.55) (1.78) (1.99) (2.05) (2.27) (1.94) (2.02) (1.99) (1.39)

U n=24 n=23 n=23 n=23 n=23 n=23 n=22 n=22 n=21 n=21 n=20 n=20 n=20 n=20 n=20 n=20 n=24

Ny 06 -13 -14 -17 20 20 22 21 20 23 24 23 21 21 23 24 -17
(1.12) (1.30) (1.38) (1.58) (1.92) (1.96) (1.86) (1.78) (1.88) (1.63) (1.84) (1.89) (2.04) (1.97) (1.93) (2.10) (1.53)

AITEFRIEE R 22 L

77 n=27 n=26 n=26 n=26 n=25 n=25 n=25 n=25 n=25 n=23 n=23 =23 n=23 n=23 n=23 n=23 n=28

TR -5 -09 -11 -12 -13 -14 -17 -17 -15 -17 -17 -18 -18 -19 -19 -19 -13
(0.98) (1.30) (1.06) (1.30) (1.29) (1.38) (1.41) (1.64) (1.68) (1.71) (1.63) (1.78) (1.72) (1.81) (1.69) (1.62) (1.37)

ZUH n=21 n=21 n=20 n=20 n=20 n=20 n=20 n=20 n=20 n=20 n=20 n=20 n=19 n=19 n=19 n=19 n=21

Ny 06 -11 -12 -13 -16 -18 -17 20 -19 -18 -18 -1.7 -18 -19 21 21 -16
(1.05) (1.41) (1.73) (1.83) (1.53) (1.53) (1.49) (1.68) (1.59) (1.74) (1.82) (1.60) (1.42) (1.50) (1.45) (1.39) (1.39)
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JL AN 2 NeP

£3 HMEFEROBENDEEAIATDAR—RASA UNLDELLE : mITT

5 % ® B £ B OB FE B OB F OB B ¥ B % DA
18 28 38 48 508 68 7@ 8 93 108 1158 128 138 148 158 16 AC

rsbAERIE I & v
75 n=4 n=4 n=4 n= n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=4
iR 05 03 01 02 03 06 05 03 03 03 03 03 03 03 03 03 0.2
(1.27) (0.50) (0.70) (0.73) (0.58) (0.54) (0.91) (0.58) (0.58) (0.58) (0.58) (0.58) (0.58) (0.58) (0.58) (0.58) (0.53)
Fa n=I1 n=11 n=9 n=9 n=9 n=9 n=9 n=9 n=8 n=8 n=8 n=8 n=8 n=8 n=8 n=8 n=l1
Ny -7 -06 -1.1 -10 -1.1 -09 -09 -08 -07 -04 -03 -02 -05 -07 -06 -05 -05
(0.76) (0.87) (1.32) (1.00) (1.18) (1.50) (1.53) (1.51) (1.38) (0.83) (0.71) (0.92) (0.88) (0.74) (1.26) (1.32) (0.89)

rBAEAIE A 722 L
75 n=23 n=23 n=23 n=23 n=23 n=22 n=22 n=22 n=21 n=20 n=19 n=19 n=19 n=19 n=19 n=19 n=23
R -1 -01 -02 -3 -03 -04 -04 -05 -06 -06 -05 -05 -05 -05 -05 -05 -04
(0.81) (0.96) (1.02) (1.25) (1.46) (1.72) (1.83) (1.87) (1.73) (1.79) (1.80) (2.06) (2.22) (2.09) (1.97) (2.22) (1.52)
Fa n=21 n=21 n=21 n=21 n=20 n=20 n=20 n=20 n=20 n=19 n=19 n=19 n=19 n=19 n=19 n=19 n=21
Ny -3 -14 -13 -17 -17 -19 20 -18 -19 -18 -17 -1.7 -17 -17 -17 -19 -l6
(1.15) (1.15) (1.07) (1.28) (1.69) (1.81) (1.72) (1.61) (1.67) (1.23) (1.28) (1.29) (1.33) (1.46) (1.43) (1.22) (1.19)

rsbAERIE I & v
75 n=16 n=16 n=16 n=15 n=15 n=14 n=14 n=14 n=14 n=13 n=12 n=13 n=14 n=14 n=14 n=14 n=16
R 06 -07 -07 -1.1 -12 -5 -16 -5 -14 -09 -11 -10 -10 -09 -1.1 -08 -1.0
(0.80) (1.45) (1.62) (1.95) (1.89) (2.09) (1.86) (2.05) (2.08) (1.50) (1.72) (1.53) (1.24) (1.52) (1.37) (1.32) (1.47)
A n=17 n=17 n=17 n=17 n=17 n=17 n=17 n=16 n=15 n=15 n=15 n=15 n=14 n=14 n=14 n=14 n=17
Ny 08 -12 -15 23 -26 26 -27 29 31 -32 32 32 32 -32 34 -32 24
(0.58) (0.90) (1.22) (1.81) (2.12) (2.33) (2.28) (2.36) (2.12) (2.30) (2.34) (2.32) (2.26) (2.27) (2.36) (2.22) (1.91)

falAEAIE A 22 L
77 n=13 n=13 n=13 n=13 n=12 n=12 n=12 n=12 n=12 n=11 n=12 n=12 n=11 n=12 n=12 n=I1 n=13
R -5 -04 -11 -13 -15 -17 -16 -15 -6 -17 -17 -17 -17 -18 -1.7 -18 -14
(1.26) (1.34) (1.41) (1.12) (0.86) (1.34) (1.42) (1.73) (1.57) (1.97) (1.66) (1.67) (1.40) (1.69) (1.79) (1.61) (1.28)
FAS n=11 n=11 n=11 n=11 n=10 n=10 n=9 n=8 n=8 n=8 n=8 n=8 n=8 n=8 n=8 n=8 n=I1
Ny -3 -18 -16 -17 -19 20 -22 -13 -18 -1.8 -23 20 -24 -24 -25 23 -16
(1.15) (1.27) (1.25) (1.62) (1.24) (1.84) (2.00) (1.51) (1.29) (1.46) (1.34) (1.49) (1.38) (1.51) (1.29) (1.38) (1.12)
77 =9 n=9 n=9 n=9 n=9 n=9 =9 =9 n=9 =9 n=% =9 n=9 n=% =% n=9 n=9
R 02 -10 -5 -15 -14 -18 -21 -18 20 -18 22 26 =22 -17 20 23 -17
(0.62) (1.52) (1.66) (1.65) (1.22) (1.81) (2.19) (1.96) (1.53) (2.15) (2.48) (2.58) (2.94) (223) (237) (221) (1.55)
AR n=13 n=12 n=12 n=12 n=12 n=12 n=11 n=I11 n=10 n=10 n=9 n=9 n=9 n=9% n=9 n=9% n=13
Ny 08 -1.7 -6 22 22 -9 23 24 22 27 25 25 21 -18 21 22 -17
(1.31) (1.55) (1.60) (1.89) (1.95) (1.93) (1.67) (1.92) (1.77) (1.59) (1.72) (1.33) (1.70) (1.56) (1.57) (1.59) (1.50)

falAEAIE A 22 L
77 n=40 n=39 n=39 n=39 n=38 n=38 n=37 n=36 n=37 n=34 n=34 n=34 n=34 n=34 n=34 n=34 n=41
TR 04 -09 -11 -12 -13 -14 -6 -6 -6 -18 -18 -19 -19 -18 -19 -18 -13
(0.86) (1.27) (1.15) (1.41) (1.40) (1.51) (1.43) (1.63) (1.64) (1.63) (1.60) (1.70) (1.69) (1.78) (1.70) (1.67) (1.33)
A n=32 n=32 n=31 n=31 n=31 n=31 n=31 n=31 n=31 n=31 n=31 n=31 n=30 n=30 n=30 n=30 n=32
Ny 05 -10 -12 -12 -17 -9 -18 -19 -19 -19 20 -8 -19 20 22 23 -16
(0.98) (1.22) (1.52) (1.56) (1.67) (1.72) (1.72) (1.65) (1.73) (1.68) (1.87) (1.85) (1.79) (1.81) (1.76) (1.85) (1.46)
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R4 RREFSELVCT7ELTI/ 7z 0FEAOBENDEBAIATDR—RAS/(4 UMD
FILE :miTT

s O% B % 5 ® ¥ B ® B ® B H DA
48 5 638 73 83 9 1008 11,8 128 138 140 158 16 AC
FREAB LT T I 7= B
77 n=17 n=17 n=17 n=17 n=17 n=17 n=17 n=17 n=16 n=15 n=14 n=14 n=14 n=14 n=14 n=14 n=17
TR 00 -1 -02 -04 -03 -04 -04 -7 -07 -7 -06 -05 -07 -06 -07 -07 -04
(0.88) (1.03) (1.16) (1.38) (1.65) (1.89) (2.07) (2.09) (1.93) (1.98) (2.08) (2.33) (2.53) (2.36) (2.21) (2.52) (1.72)
VI p=19 n=19 n=19 n=19 n=18 n=18 n=18 n=18 n=18 n=17 n=17 n=17 n=17 n=17 n=17 n=17 n=19
Ny 14 -14 -16 -17 -17 -18 -18 -15 -18 -16 -13 -13 -14 -14 -15 -16 -15
(1.20) (1.07) (1.16) (1.26) (1.82) (2.04) (1.93) (1.81) (1.83) (1.27) (1.30) (1.47) (1.39) (1.47) (1.46) (1.44) (1.32)
RIEAIB LT T/ 7= AR L
77 n=10 n=10 n=10 n=9 n=9 n=8 n=8 n=8 n=8 n= n=8 n=8 n=8 n=8 ~n=8 n=8 =10
TR -04 0.1 -0.1 0.0 -0.1 0.2 0.1 0.1 -0.1 00 -0.1 -0.1 0.0 0.1 0.1 0.1 0.0
(0.86) (0.68) (0.58) (0.81) (0.81) (0.90) (0.78) (0.70) (0.82) (0.98) (0.69) (0.99) (0.91) (0.96) (0.91) (0.93) (0.67)
7V p=13 n=13 n=11 n=I11 n=11 n=11 n=11 n=11 n=10 n=10 n=10 n=10 n=10 n=10 n=10 n=10 n=13
Ny -06 -08 -06 -10 -13 -1.1 -13 -14 -11 -1.1 -12 -12 -12 -3 -1 -13 -09
(0.51) (1.13) (0.75) (1.05) (1.03) (1.11) (1.30) (1.34) (1.26) (1.36) (1.38) (1.26) (1.30) (1.21) (1.50) (1.36) (0.93)
FREAB LT T I 7= B
77 n=9 n=9 n=9 n=9 n=9 n=§ n= n=8 n=8§ n= n=8 n=8 n=8§ n= n=8 n=7 n=9
TR 0.0 0.1 -5 -10 -11 -12 -10 -07 -09 -08 -07 -06 -08 -07 -06 -07 -06
(0.40) (0.34) (0.49) (0.81) (0.90) (1.26) (1.39) (1.72) (1.55) (1.72) (1.14) (0.96) (0.70) (1.07) (0.98) (1.02) (0.76)
TV =4 =4 =4 n=4 n=4 n=4 104 n=4 n=4 n=4 =4 n=4 n=4 =4 n=4 n=4 =4
Ny 05 -13 -18 27 40 33 35 -39 38 43 40 35 -39 37 -43 -39 33
(0.45) (1.35) (1.36) (1.67) (2.22) (2.79) (2.49) (2.19) (2.11) (1.93) (2.00) (2.33) (2.29) (2.37) (1.86) (2.27) (1.73)
HIERIB LT b T/ 7= AL
75 n=20 n=20 n=20 n=19 n=18 n=18 n=18 n=18 n=18 n=16 n=16 n=17 n=17 n=18 n=18 n=18 n=20
TR -8 -9 -10 -13 -15 -18 -19 -18 -18 -15 -18 ~-1.7 -15 -16 -1.7 -15 -14
(1.12) (L.57) (1.79) (1.87) (1.74) (1.93) (L.71) (1.87) (1.90) (1.77) (1.82) (1.75) (1.50) (1.80) (1.68) (1.63) (1.53)
TUH n=24 n=24 n=24 n=24 n=23 n=23 n=22 n=20 n=19 n=19 n=19 n=19 n=18 n=18 n=18 n=18 n=24
Ny 11 15 -15 20 21 22 24 21 24 24 26 26 27 27 28 26 -19
(0.90) (1.06) (1.21) (1.76) (1.67) (2.05) (2.11) (2.17) (1.89) (2.04) (2.05) (2.10) (1.92) (1.97) (2.05) (1.88) (1.61)
PRERBLIOTE T I 7= U fERHY
77 n=7 n=7 n=7 1n=7 n=7 n=7 n=7 =n=6 n=7 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=7
TR -0.3 -08 -0 -08 -08 -13 -16 -17 -18 -21 -24 28 -21 -12 -6 -18 -13
(0.73) (1.33) (1.08) (0.85) (1.42) (l.16) (1.41) (1.68) (1.60) (2.31) (2.42) (2.34) (297) (1.67) (2.04) (1.78) (1.03)
FVH n=7 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=6 n=7
Ny 04 -15 -15 -16 23 25 25 20 23 25 27 -30 31 29 30 -33 =20
(0.68) (1.06) (1.33) (1.05) (1.84) (1.98) (2.08) (1.37) (L.79) (1.79) (1.87) (2.20) (2.12) (2.16) (2.07) (2.09) (1.63)
HIERIB LT b T/ 7= AL
77 n=42 n=41 n=41 n=41 n=40 n=40 n=39 n=39 n=39 n=37 n=37 n=37 n=37 n=37 n=37 n=37 n=43
TR -04 -09 -12 -14 -14 -15 -17 -17 -17 -17 -18 -19 -19 -19 =20 -19 -14
(0.84) (1.31) (1.29) (1.52) (1.35) (1.62) (1.63) (1.70) (1.63) (1.64) (1.70) (1.83) (1.82) (1.88) (1.82) (1.80) (1.42)
TVA n=38 n=38 n=37 n=37 n=37 n=37 n=36 n=36 n=35 n=35 n=34 n=34 0n=33 n=33 n=33 n=33 n=38
Ny 06 -11 -13 -15 -17 -18 -19 21 -19 20 -19 -18 -18 -18 20 -21 -16
(1.14) (1.39) (1.58) (1.78) (1.74) (1.73) (1.64) (1.78) (1.73) (1.68) (1.83) (1.63) (1.64) (1.63) (1.62) (1.68) (1.43)
5 (SD)
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£5 BEKVERAOEEIOERRAIATDA—R5( UHNSOLELE : mTT
5 % ® B £ B OB FE B OB F OB B ¥ B % DA
18 238 338 408 53 638 70 838 93 10 1138 1208 138 140 158 16 AC
HERAEH D
75 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=1 n=1 - - - - - - 0=
TR 01 -01 03 04 07 06 1.1 07 00 07 - - - - - - 0.2
(0.61) (0.10) (1.21) (1.21) (1.41) (1.72) (1.52) (1.85) - - - - - - - - (0.45)
FAS n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=2 n=
Ny -04 03 -1 -01 -04 01 -01 01 -1 00 -02 01 -01 -04 -01 01 -0.1
(0.40) (1.21) (0.91) (1.21) (0.71) (1.52) (0.91) (1.11) (0.81) (1.21) (0.91) (1.31) (1.11) (0.61) (1.11) (1.31) (1.03)
SERRAIE A2 L
75 n=25 n=25 n=25 n=24 n=24 n=23 n=23 n=23 n=23 n=22 n=22 n=22 n=22 n=22 n=22 n=22 n=25
TR -02 -01 -02 -03 -03 -03 -04 -05 -05 -05 -04 -04 -04 -04 -04 -04 -03
(0.90) (0.94) (0.97) (1.21) (1.40) (1.66) (1.76) (1.78) (1.69) (1.72) (1.70) (1.94) (2.09) (1.97) (1.85) (2.09) (1.47)
FAS n=30 n=30 n=28 n=28 n=27 n=27 n=27 n=27 n=26 n=25 n=25 n=25 n=25 n=25 n=25 n=25 n=30
Ny -1 12 -14 -16 -16 -17 -18 -6 -16 -15 -14 -14 -15 -1.5 -15 -16 -13
(1.08) (1.07) (1.11) (1.19) (1.58) (1.73) (1.71) (1.61) (1.66) (1.26) (1.30) (1.35) (1.32) (1.38) (1.45) (1.35) (1.18)
HERAEH D
77 n=12 n=12 n=12 n=11 n=10 n=10 n=10 n=10 n=10 n=8 n=9 n=9 n=% n=10 n=10 n=10 n=12
R -6 -10 -13 -18 -19 20 -19 -17 -19 -1 -15 -14 -14 -19 -17 -15 -14
(1.22) (1.64) (1.46) (1.92) (1.82) (2.00) (1.95) (2.38) (2.29) (1.73) (1.53) (1.21) (0.86) (1.09) (1.35) (1.20) (1.43)
FAS n=11 n=11 n=11 n=I1 n=I1 n=I11 n=10 n=9 n=9 n=9 n=9 n=9 n=8 n=8 n=8 n=8 n=I1
Ny -10 -18 -1.7 21 -24 22 26 -28 26 -25 -29 27 28 27 30 -27 -21
(0.89) (1.10) (1.06) (1.99) (1.91) (2.17) (2.33) (2.44) (2.20) (2.46) (2.42) (2.38) (2.08) (2.22) (2.36) (2.04) (1.82)
SERRAIE A2 L
77 n=17 n=17 n=17 n=17 n=17 n=16 n=16 n=16 n=16 n=16 n=15 n=16 n=16 n=16 n=16 n=15 n=17
R -06 -02 -06 -08 -10 -14 -14 -14 -13 -13 -14 -13 -13 -10 -12 -1.1 -1.0
(0.89) (1.11) (1.53) (1.24) (1.20) (1.61) (1.45) (1.54) (1.50) (1.81) (1.82) (1.83) (1.56) (1.86) (1.72) (1.70) (1.36)
FAS n=17 n=17 n=17 n=17 n=16 n=16 n=16 n=15 n=14 n=14 n=14 n=14 n=14 n=14 n=14 n=14 n=17
Ny -0 -12 -14 20 -23 -25 -25 21 27 28 -29 -28 -30 -30 -31 -30 -21
(0.88) (1.03) (1.31) (1.61) (1.88) (2.19) (2.12) (2.14) (1.88) (1.97) (1.90) (2.02) (2.01) (1.98) (1.95) (1.99) (1.62)
FERAIER B 0
77 n=14 n=14 n=14 n=14 n=14 n=14 n=13 n=12 n=13 n=12 n=12 n=12 n=12 n=12 n=12 n=12 n=14
R 03 -13 -6 -18 -15 20 23 -24 22 24 29 30 31 23 -26 24 -19
(0.58) (1.52) (1.54) (1.76) (1.55) (2.00) (1.84) (1.69) (1.63) (1.93) (2.13) (220) (224) (222) (2.19) (2.23) (1.46)
A n=8 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 =8
Ny 02 -12 -13 -2 -12 -13 -12 -12 -12 -6 -6 -6 -15 -1.7 -16 -14 -12
(0.54) (1.12) (1.53) (1.13) (1.26) (1.21) (1.64) (1.54) (1.55) (1.44) (1.56) (1.43) (1.32) (1.17) (1.07) (1.52) (1.23)
FEEAE R L
75 n=35 n=34 n=34 n=34 n=33 n=33 n=33 n=33 n=33 n=31 n=31 n=31 n=31 n=31 n=31 n=31 n=36
TR -04 -08 -0 -1 -12 -13 -5 -14 -15 -5 -6 -17 -5 -l6 -17 -17 -12
(0.90) (1.19) (1.08) (1.27) (1.29) (1.31) (1.43) (1.62) (1.57) (1.61) (1.53) (1.67) (1.68) (1.68) (1.64) (1.56) (1.29)
EaT n=37 n=37 n=36 n=36 n=36 n=36 n=35 n=35 n=34 n=34 n=33 n=33 n=32 n=32 n=32 n=32 n=37
Ny 07 -12 -13 -6 -19 20 =21 22 21 =22 22 20 21 =20 23 25 -18
(1.15) (1.39) (1.56) (1.78) (1.81) (1.83) (1.69) (1.72) (1.73) (1.73) (1.89) (1.82) (1.84) (1.84) (1.79) (1.79) (1.49)
a) FREEME SR 2L -2 (SD)
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£6 HTANAEFEROAZEIDERBRITOR—RSA UNLDELE : mITT
5 % ® B £ B OB FE B OB F OB B ¥ B % DA
18 28 38 48 508 68 7@ 8 93 108 1158 128 138 148 158 16 AC
HTANAVEFER® Y
75 n=4 n=4 n=4 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=4
TR -12 -08 -10 -14 -6 22 22 -26 22 23 22 23 26 -25 23 25 -15
(0.99) (1.01) (1.39) (1.24) (1.41) (2.03) (2.08) (2.39) (2.04) (2.06) (1.94) (2.00) (2.34) (2.32) (2.05) (2.28) (1.74)
FAS n=9 n=9 n=9 n=9 n=8§ n=§ n=8 n=8 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=7 n=9
Ny -5 -05 -07 -10 -07 -04 -07 -07 -04 -04 -03 -03 -02 -02 -03 -04 -04
(0.47) (0.76) (0.75) (0.92) (0.84) (1.03) (0.98) (1.20) (0.97) (0.87) (0.80) (1.03) (0.84) (0.75) (0.73) (0.82) (0.69)
TANAEFERZ L
75 n=23 n=23 n=23 n=23 n=23 n=22 n=22 n=22 n=21 n=20 n=19 n=19 n=19 n=19 n=19 n=19 n=23
TR o0 0r 00 -1 -01 00 00 -1 -03 -02 -1 00 -01 00 -01 -01 -0.1
(0.74) (0.85) (0.85) (1.14) (1.32) (1.44) (1.59) (1.53) (1.49) (1.51) (1.52) (1.79) (1.89) (1.74) (1.68) (1.91) (1.28)
FAS n=23 n=23 n=21 n=21 n=21 n=21 n=21 n=21 n=21 n=20 n=20 n=20 n=20 n=20 n=20 n=20 n=23
Ny -3 -14 -15 -17 -18 =20 -20 -17 -19 -18 -16 -16 -18 -1.8 -18 -19 -l16
(1.15) (1.15) (1.20) (1.31) (1.67) (1.79) (1.79) (1.70) (1.69) (1.25) (1.29) (1.33) (1.25) (1.28) (1.45) (1.35) (1.21)
HTANAVEFER® Y
A n=8 n=8 n=8 n=7 n=6 0n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 n=5 =8
TR -1 -01 -02 -07 -10 -14 -15 -15 -14 -12 -0 -7 -07 -06 -06 -08 -0.6
(0.80) (1.07) (0.53) (1.03) (1.48) (2.02) (1.68) (1.42) (1.21) (1.68) (1.53) (0.99) (1.00) (1.51) (0.98) (1.30) (0.94)
AR n=4 n=4 n=4 n=4 n=4 n=4 n=4 n=4 n=4 n=4 n=4 n=4 n=3 n=3 n=3 n=3 n=4
Ny 09 -17 -15 20 -26 23 23 -24 23 22 -19 20 -21 -22 26 -30 20
(0.74) (1.36) (1.72) (1.36) (1.93) (1.33) (1.46) (1.64) (1.39) (1.43) (1.62) (1.35) (2.02) (1.81) (2.08) (1.57) (1.46)
TANAEFERZ L
77 n=21 n=21 n=21 n=21 n=21 n=21 n=21 n=21 n=21 n=19 n=19 n=20 n=20 n=21 n=21 n=20 n=21
R -08 -07 -11 -14 -14 -17 -16 -15 -16 -12 -15 -15 -14 -15 -16 -14 -14
(1.04) (1.47) (1.69) (1.73) (1.52) (1.73) (1.67) (1.99) (1.97) (1.81) (1.74) (1.71) (1.39) (1.66) (1.66) (1.56) (1.46)
FAS n=24 n=24 n=24 n=24 n=23 n=23 n=22 n=20 n=19 n=19 n=19 n=19 n=19 n=19 n=19 n=19 n=24
Ny -10 -14 -15 21 -23 -24 26 -24 -28 -28 -31 -29 31 -30 -31 -29 21
(0.90) (1.06) (1.15) (1.82) (1.88) (2.28) (2.28) (2.36) (2.08) (2.26) (2.13) (2.25) (2.02) (2.08) (2.10) (2.06) (1.73)
HTANAEER S Y
77 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3 n=3
R -03 -04 -10 -04 -08 -10 -0 -1 -11 -12 -13 -13 -13 -14 -13 -15 -10
(0.45) (0.56) (1.95) (1.02) (0.96) (1.45) (2.10) (2.24) (1.48) (1.82) (1.83) (1.90) (1.97) (1.91) (248) (2.54) (1.58)
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