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274 FBHRHESMH
IR L7 B R O s 0 2% Ak 2 7.4 hom T

% 2.7.4-1 BERUVHAZEOEE—&
W 7 M O G EF%
ALP alkaline phosphatase : 7V U KRR 7 7 X —E
ALT alanine aminotransferase : 7 7 =2+ 7/ h 7V A7 =7 —F
(GPT (glutamic pyruvic transaminase : 7 /L% I VEEE LV EVEE N T AT 2
F—+%))
AST aspartate aminotransferase : 7 A/NT X T I ) F T AT 2T —E
(GOT (glutamic oxaloacetic transaminase : 7 /L% X VA4 a g b7
AT IS—H8)
AUC L FE v — WD AR T TR A
Crnax e e ML PP R
ddQTel AR IE R - %458 > T ECCHIE L 72 QT (QTel) FEIBR D [F] UREZ| D~ —
ATGA DO DOEMBEOEER G L 7T AT G L D%
y-GTP y-glutamyl transpeptitase (y-glutamyl transferase) : y-27 /L% I )L k7 L AT F
=Y (-ZNVEINFT AT =T7—F)
MedDRA/J Medical Dictionary for Regulatory Activities/J : ICH [EIR5 [ 355 F 5546 H ANFERR
OAB overactive bladder : G BFEE
OCAS Oral Controlled Absorption System : £ INRER DR A T A
PT Preferred Term: JEASEH
QTc corrected QT : i £ QT
QTcF Fridericia 202 £ 0 #fi1E L 7= QT
QTcl 8 1A 1E K- 2 il > TR 2K THifIE L 72 QT (=QT/RR”)
SMQs standardized MedDRA queries : MedDRA 52 2\
SOC System Organ Class: %+ 'F Bl K53 48
TdP torsades de pointes : kL — K« R« KD
rMLFE Y ol v T Yy (BT S R20EE)

NS A= -3

WOl VT Y dmg it
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2741 EELK~DEHE
27411 HRENREUHTHHEGTER VL2 EHERO R
274111 REMFH@ICAVERREAER

WIS ENEERE (overactive bladder, LLF OAB) HBEICHIT 2 ZeME, EWNTHE L7- 3R Bk (B
I AREER [CL-045], 2 I AHEER [CL-048], EMifhLakER [CL-051] ; LAF, [EWN 3 ER) CT&F
L7 [Eorald), #o oML 2732 Be oRBEEOEL] 1o, nb 3 Rk
Oz, ENTERE LR A % xR L LB TR DSy Bhie s 4 3B, 1 oMk
TN L7 AR OSBRIk 17 3B CEWBRERR 6 BBk, BRI 2351 5 3K
Fhiealhn 3 AR, FEHE AR RER 6 38R, I 5alER 2 35 o465 21 MBRICB N TH I I
Ja DA AT L (2274000, T B IZEBER A S B\ LI B A 5 b L
F, E e LTHER G TORENIHETH S = L b, (274598 AR O3y iiEaR G
UEED 1cis 22 e zopiiarT. o8, 1R71 EWEAIEAR L 0BT 5 ik
SR LB, BEEEITH S I TT 1 OCAS LS OBIFE], +72b bR 2 52
7 IR B2 VY, AN T L7255 1 AHRER Kk OSSR @ iR 4 38 ([CL-001], [CL-002],
[CL-005], [CL-006]) (z>W\WTit, [274BakizZe st cizgwinot b Lz, 728, &
BIFID T Z7 71 OCAS §E) 1ILLF, R 9~_Umr ) L&KL T D,

E7m, BEGEE LT, WA CER S RN % 155 TSR [CL-044], KNS 1 AR
[CL-046], >K[EZ 11 AHFER [CL-047], V5= M # 5-3k [CL-049], QT/QTc #Afhimtix 2 [CL-077]
DRRE, Tnen NEasbisis &), raksasis @), Ereesssia]
)1, NEHEelasie &), EMEipB412 &) owd,

* 2.7.4.1-1 LEMEEH L1z OAB B&XMRHABRN—&E GHHER)

S, BB N
mpn] | RO - i T Be 51019 ZAAED
GRS ) i:f;;gﬁ FHA () FH{fizE B
X 1]
R (75 2R \ 1 A 1 B %N &S iﬁ%%%
wumse | s | carsmas | 00 S SRR
CL.045 839 YRR | nak 7T o | A
38 pope | 77 ENHM) 27sm2sme 12 L
SETIE TR Bl X771 50 mg TR
L 2T~ 1100 mg
e o | BEEBIL | 1A EEREEARS i Hg
mwggss |y | U TEN L Cme ‘ B i
048 1137 fé\f& TR - 77 R 123/ | S Z YA
1133 e FEHKF 1I 7B 50 mg 12 LR
BEMbEE | EEE AT BV 4mg PRI B
1 B 1 EIEI %R NS HEHRG
3 EEE N 204 ey - (RSN
[CL-051] 203 g;& ii;ﬁ 1771 50 mg SR | AT
202 § (8 JH B 54412 100 mg 12 8 LR
~HRATRE) PRI B
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+F274.1-2 REMEITMEL-F | R R VEYHEARBRO—E GHHEH)
S| MR | R P BB, PR
E
B OFERR 1 CL-064
i . BEOFBGER 2 CL-078
4 HK HEFE e —
H HAITNEAR B 1R, O 5 L0
FHE R IR R CL-066
XN T T XA TV T 4R CL-033
BHROPERAE CKE) CL-041
S e OCAS RIFIEIGAFR CL-030
6 RUBIER In vitro-in vivo fHB§ (IVIVC) &k CL-076
< AT L AR CL-007
S HE RS P AT I S P RAE £ 2 LRIRITAPH B -
HIBIER 3 | PRI ARY e 0 5 R | OL0%
HEsh Y FHSRERE = R IS B 1) D 3B REaER | CL-039
MM EEHRR (X ha)ry—n) CL-036
M E/ERRER (V77 B Y) CL-070
3% = M AEAERRR (Tr7 7Y ) CL-040
o | ROMAEHRER KBRS (775 3) | CL058
MM EEARR (PIx) CL-059
SR BAEFRRER (9% D BEER) CL-068
I QT/QTe EALFBR CL-037
2| BB R BERR CL-060

2.7.41.1.2 BRRHIREMHDETFRER

FRIRRYZZ 2PEOFHIEIZ 1L, OAB & xR L LIz[EN 3 Rk (5 1141

SER [CL-045], #5110

HHBR [CL-048] K OEHIH B [CL-051]) ORAEZMEH Lz, MEEITI U T i IREER 2
AER (5 N AERER [CL-045], & IIAHRBR [CL-048]) & LI T—42%2RL, £I-E

5B [CL-051] <Ti%, SJEFICHIT 5%

FHoinz, ¥EEOAF®ER (50 mg #EF5F], 100 mg

HER) OfEFEZED, EN 3 MBRICE T D IHEH TR G5-015 &% O R 2415

M2 2.7.4.1-3 VR,

LEVEOMNTIZIL, OAB BE Z XI5 & L-EWN 3 Bk (55 11 AR

ER [CL-045], &5 11 AHEER

[CL-048] M OEHFERER [CL-051]) (ICBIT D180 R 5413 2179 fld 5 B, %4
PEREHT SR 2173 151 % FAVN -,
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#£2741-3 OAB BEEXNRELEERBRRARICE T ARIALREREAURUVRE

AR AT RABI 2L
. wh | 77 A ML B}
A . S0mg | 100mg | & aat
il TR 25 mg 50 mg 100 mg SEFEDT | BORBTE | 25.100 me =R
% I fHEER [CL-045] | 123 | 213(212) | 210(210) | 208(208) | 208(208) 0 0 626(626) 0 839(838)
o5 L AHRAER [CL-048] | 1238 | 380(379) 0 379(379) 0 0 0 379(379) | 378(375) | 1137(1133)
LSRR EBROES A3 593(591) | 210(210) | 587(587) | 208(208) 0 0 1005(1005) | 378(375) | 1976(1971)
Ei# B [CL-051] | 52 3 0 0 0 0 153(152)§ | 50(50)7 | 203(202) 0 203(202)
EWRBRIHS A3 593(591) | 210(210) | 587(587) | 208(208) | 153(152)§ | 50(50)] |1208(1207) | 378(375) |2179(2173)

TR TR IR -0 (2R MERRT e 4L B11%0)

T URBR I E THE S N7 IRBR IR 5 ]

150 mg: $5-BRAA~F% 5-BALAL 8 I, 100 mg: & 5-BAAAH 8 H~1 5-B4AT: 52 8 (R & L TIRR& T IR £ CHY &% o & (100 mg)
BHEFEL, AHEFGERHREENROIRY BEIIThRVNb D& L)

§ WEEOHWRNCE G P2 o7- 8 il E e

 AEFZIHIOTD 50 mg ~WE L2 flzETe

Source : CTD ik, 32274 01 001, # 274 01 002, # 274 01 003, # 274 01 004

2.7.41.1.3 BRRMR M DFTMA E

OAB BE x4 & LI-ENEKRRER (5 NAERER [CL-045], %5 HIAERBR [CL-048] K OVE
W EBR [CL-051]) (2B DR SMED T 715 %2 LLFIZRT,

1. BEER
(1) BEBROER

IR B SN HBRFICECTEH W E LI BRWVWER EOTE L2 AEFG L ER
L7, SRFTR (ARER, MEFTR) 21300, BRBRE, S 20FA 2, LEXOREE
LA EFSGLE LTIV, B, A XAV A ATIRREEER SUTIRBRHER DS, O
B OFBFEEGIZ OV TR LERHEZ B W ONSIEER EATEA X XIER D ER R R— 2 F A
NODOEMEFNL, ZOEEPHEARNLREREATLH20ENEZHEL, BKNRERIHD &
HE LT REESEZAERFRE L, o, BEABREICOWTOITR 2. BRRE] o7 [H&
WARBHIEDFERE] 1THE - THIE LT,

TR RRER I 5.4 (55 T AEEAEBR [CL-048] Tl Mz ade) ITH-ICBBL LT AEE
GUZHOWT, T4, FREBLH, FRETH, iy, BE (V—27K), HEE, A&, /BRI
L OREMEFEDREHRAINE LT, 72720, FEE (OAB) OFE(LITAEFER LTI L2 o7, 72
B, % UHRER [CL-045], 5 HIAHRER [CL-048] (2R THIZMIC 4 b F KA B K& O
BEMORFEESL, TBEMAERS) & LCllgERaiE L, 74 Bkmzen) <,
BRI RBRE 2 2 5-BA G2 DIE RN R B LA EFROHLEHEE LT,

(2) EEEROEEHIERE
BhEH 500 L) T 124 (BF6L) BE#EH Y | OWVWTNNICEY LT-AEFESR
Z, [EIWER] (BLF, BWER) &EF LI,
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CaERER & DREMHIEREE]
TR & o B AL ) R

X 7 BEFRGHE L EFE G L ORMICHERBEGE SRBEBERDH D £ 912/ E
o BN sE5E0, MOEAILAIHE « REHEREICZ VRPN TE 584

AEFEGRI L BAI G & ORICRFRIRIC 24 2 8BBR & 5 28, LU F DI
HOWFhNISES T 256

R L L THPHE « EERECHMOIANC L 2FHH L TE 225G

o - IR IZ B3 D 15 AR 5 5

B H 5000 Lt

HERLRI L A E & OB YL 2 MHBEBEREN H 256, LLT

DEBICEYS T HHEE

%0 (BZE6L) BEEHY o FI I HAZ X 0 BRI G- IR L 0 R IR R 2 R TG

o B HE « ZEFEEECMOIEA TITFBN TE RV, UTEN LI L 2D TEEME
MNEZ 1T WS

(B) EEEZRDEERHIEEE

AEFRGOBREOHFEICL TEELEORIEROBREBE SFIEMECONT) CE4F6 A 29
A3 80 75) D/ L— R&EHEL L, ZOREITHE SN TWRWEBIZOWTE, Lo [F
HFRROREORAR] 223 HE LT,

(EEFROEENER]

o T AFOIEENIIEN RV D
o HEE : HEOIEEIIIERH L H D
o HHE HEOIEEINARAREICR D H D

(4) EEFEERDER
HEDAEFLLIL, AFFROOIBUTOLDEEE LT,

o JIZEHLD

o EMEEHENTHLO (FOFERPEZ S TEBBICEEPEOMLRICE DL ST E W) ERT
HY, TOEZNRE-EHEERLDO TH TR BIIZE S TWZhE LIV E W ) GE
A2 EE Tl Y)

o KA SUTBHE R IEE - HRE R D b O

o EREFEKRTLO

o APBUIABMIMOER DN VLEL 2D b0 (FEFZVREROIER BIEE/ REDTZD DA
BElLEES & A729)

o ZTOMOEFHICEE RS

(5) BESRDAEN

AEFGOER, oI, BREBELEM IR HEER OFHEHFEZ MedDRA/ (Version
12.1) ICHEC THtAR L, 2B BIK ¥ (System Organ Class : SOC) & JAGE (preferred term : PT)
W, AEFEROBERME CIE, LEMICEET LG EFGIIET POV RRE A
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& Lot iew), Eie, W—PREICE TR 2 A ERH LIRS, REORLEN L0
AL, i, (2245959 UHEER CEYBIERE GEGZED (B 5% 4 1250
TIE, BRBRENMRFO MedDRA N— 5 22O E £ LT,

2. BRRRE

B & L CLUT ORAEEH Z2HE Lo, BB EECSOIIRBRHENL, ~—2AT7A

(55 T AHRAER Ko OV T AHARBR - 16 TRBRRAL T Iy, R 538 « (OSSR S TR BRI Ty
IF) (2980 S N To A & AL TE & UIBIRINC S0l S e MAEEIC DWW T, BRRIICERDOH 5
EH) (RELE) ORI L, BRELZEEEIE, FRiornd [REZREHEEDEE] 124E-
TATHO Z & & LT, 72720, TRiOBEREITHYE LRWGE T, BREEEMSUTIRERHEER
NS RATE B OWERA OAFER A BRI OCIRR 2 ERE 2 BE L, RELH [F) LHEL
ThELXARWE L, BELTEHWSNIZSEEE, AFFRLLTROVHE T

o IMRAILFME : AST (GOT), ALT (GPT), y-GTP, ALP, 7/ L7 F > FF—¥, 7L T7F
=, MY ULE L, JRFEEHE REE KEA, Kol ATo—, T/ILT7 I, Na, K
Cl, HbAt, I ke

o MIRFMA : RMMEE, BMmERE, ~Ervvr, ~~s7 U b, /M

o JRIRAE B (BN, A (B, EE1), R
(f: 26 M AHFEBR [CL-048], EMIBG#E [CL-051] O&)

(EELEHEDEE]

AE A

REEH H) ORHE

ARMERE, AR, ~Er/ery,

TEME A BFAE T, 05U L § 2 WE

Vi
[ R AT ~w R 2 U o R, I~ +20%L0 EAE L7556
AST (GOT), ALT (GPT), y-GTP, ALP, HIEME N RFE T, 2oEuE &+ 2 HIE
MreyLe s MBI~ +20%L0 BB L L2356
JVTFrxF—8, 7T F=r, REEFR, | WEMBBREMET, HhoLEL T 20E
MR L F AR REE, MEM, MalL AFo—/, Na, K, Cl, | EIZH~N+20%2L B LI=54
HbAc, A
T TEEAS BB T, oMU L+ 5 HE
MBI~ —20%LL BB L7255
TEEAS BB T, HoMUE L+ 5 HE
. . B e~ —BEpELL BEEAE L7235 A
R b GEtE), &R (EtH) 7;:4‘0‘, JREH ?E%) Lif)l/"ﬂi, £
EEHE ZITHR
PRI EHMNSRE IR 55

I 8 MAHRER [CL-045] TiT,
§ % 1 HHFER [CL-045] T,

FHIFEE S AR T, 2 0ikHE & 4 2 IEMIC A~ 20%LL EE(E L7256 & Lz
TR AT, 2oL T2 HEMN S 1 BB B L LG ) L L
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KRAY (- F| 2

AN I K OVIRFFIER & EE RSB WV CRBE B IS, E7RE B SIS X 0 BERRBE A OERT3 B
MCENZNHE Lz, IMBREAEEM IR HEERIL, N—Z T 1 > (G AR KL O 11
FRRRER - IR0 TR IR T, R G RR  TRBRRILTIE) (2 E S - RAEEE L L
BRI ENE S NSRBI OV, BKRMICEROH HEH) (BEFEE) OF B2 AW Lz,
BEEEHEER, TEELEORWEHOEBESFREICONT) (CERL 44 6 A 29 HIEZLH 80
) EBEBIL, RBRELEM IR EEMD, f#x OfERE ORBELZBREL TYTH> 2 L &
Lz, BEEABEHWINTHGAT, AFEFLE L TR o7,

4. 12 FELEH
(1) DERMR

12 FHELERNC BT 5 0BT R OHEILOERHEER BN L CEM L, LERHES
BIX, LEXT v — bR OFTEDHMICGLE SR B i A 2L, [EW ) TERRMICEE T
IREE ) TERRMICEZE R B 2 HEL, X—2T 4> (5B AR KOS I AHRER : 1h#
HIFGBRSRAL T, B #% 5 3BR - (OBERIE) D O EBRRE R & His L TR IIE L2 LB
IZOWT, FRRMICEROH BB H-TchE, AEFLL LTIV o7z, 72720, LEK
AT R CIEIAREE DM TR & & Lz,

(2) QTc fElfm (Fridericia #61E) (5 Il #85KE&% [CL-045] D &)

RO BRI (B HTEBRIAL T RE), N—R T 1 > (REHAIRBERILTTR), BE-&TRE (X
EHIERE) IZE L7 D BT — 2 06 QTe MR Z R U 7o RBRE LI M U LTRER o HEERT I,
FROBERIED QTe M@ DA MR L, £ _X—R2F A D QTe M@ 5, 1G5ke: D745 %
HIWF LTz (=R T A D QTe [HIB@AY 500 ms Z 8 2 TWIZGA Y, oM YiLiiireE OIE5R %
FEL72), N—=RA T A & ROGH& T CUTHIERE) o QTe FFAAY 500 ms Z i 2 TW e ima,
BEHEHL L TRV -T,

5. RRE

R, BERRE I T =T VBRI K D RE LA, B OB T LT, R
Wz C T, F—OFECIYIE L, IRBREEEMSUITBRHEMIL, ~—2AT7 1 (5
11 FEFRER M O T FHARER < 1R TR BRI Iy, R 558 IR T7Iy) CTHIE S vz
FRIR B & Pl U OB E S 2 FR R &S, BIR BRI & 72 5 B8RO b L2 B a1,
AEFEZ L LT F-T,



27412 £2RMETEHIINR

274121 OAB £F R E LI-EREERFAERIZEH T HBZH KRR
OAB BE Z x4 & L= [ENERR

W (5B
W HER [CL-051]) DBREFEEDIRN (&

TR 2.7.4.1-5 kR,

BHHIM A2 12 B & U7z bbig s iR

274

FRRM R £MH

11 AHEBR [CL-045], #5 IIAHERBR [CL-048] M OE
MEMNTRIEG) %, HRERIER 5 IR

BRI FAFRER [CL-045], 45 I fH#ABR [CL-048]) D&

I CEBME) 1X, 77 8REETILH, ST 08 (&) 805 H, M7 ua P #E79.7

HTHY, BERRTRE RERIIRN-T, FEHHZ 521

WH & LR G-8 [CL-051]

Tk, AAI (50 LN 100mg/B) D& E2Z T I-2IER O 5 5, 81.7% (165/202 1)) 73 48 #LL

DIFFELRBRL, Zo%E
1% 50 mg #MEFRFI 324.0 H,

1% 50 mg MERFB, 100 mg H &F CRIRE Th o7, HHHIM (CFAE)
100 mg 4 &5 340.9 H TH - 7=,

& 27414 OABBEZXWRE LI-LLEXHEEER [CL-045, CL-048] IZHITHBERR
ey e Y= .l
F 5 77 &R 25 me S0me 100 mg PN A=
T RS (H) | 79.1£15.68 | 82.4+£12.82 | 79.2+15.44 | 82.1£12.89 | 80.5+14.48 | 79.7£12.93
<4 19(3.2%) 4(1.9%) 20(3.4%) 5(2.4%) 29(2.9%) 8(2.1%)
4 18 < W] fH<8 @ 17(2.9%) 3(1.4%) 18(3.1%) 3(1.4%) 24(2.4%) 8(2.1%)
8 < Hiff<12 38 317(53.6%) | 52(24.8%) | 316(53.8%) | 45(21.6%) | 413(41.1%) | 260(69.3%)
12 5@ L - 238(40.3%) | 151(71.9%) | 233(39.7%) | 155(74.5%) | 539(53.6%) | 99(26.4%)
R 0 0 0 0 0 0
LEHIK 591 210 587 208 1005 375
filE (EE)
Source : CTD fi##T, 2274 02 001, 3 274 02 002

%= 2.7.4.1-5 OAB BFE# xR E LI-REKREHER [CL-051] IZTHITHEEKR
AV = 1V
B A ZAE D 50 mg HEFF 100 mg 54 Bt fi
EEME R E (H) 328.2 + 86.68 324.0£92.76 340.9 + 63.94
A <4 58 4(2.0%) 4(2.6%) 0
4 1 = 1Y) <8 i 2(1.0%) 2(1.3%) 0
8 T < HAf<12 ¥ 4(2.0%) 4(2.6%) 0
12 8 < Hif<24 # 6(3.0%) 4(2.6%) 2(4.0%)
24 ¥ < HAM<36 1 12(5.9%) 8(5.3%) 4(8.0%)
36 3 < H[#]<48 1@ 9(4.5%) 7(4.6%) 2(4.0%)
48 18 < HiR<52 57(28.2%) 50(32.9%) 7(14.0%)
52 LAk 108(53.5%) 73(48.0%) 35(70.0%)
Atk 202 152 50
B GEE)
Source : CL-051 #afEd Eulin, +£2

10
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274122 F I HHBRRUEMEEHER GHEER) (CTHITHBREIKR

2741221 ERNHER

R N 2 kg & U CEWN TSN L7255 1FERER &k OSSR EhRERER OTRBRIE&R 5451 (22 e fiF
Pt 123517 BB ORI A% 27416 o7

[EN TN L7255 TARRER & QSR EhEEER 4 50BR TlX, &K 25~400 mg 3 A5t 154 5l D9z
FloEhSniz, b 4 R BT, IBRIENE L SN2 T R CORER % 2T 26 & L
7o FemHENE, 8 VBRI R ORERGRER [CL-034] OH[EHET400mg/H, KEHKET
200 mg/H Toh o7,

£2741-6 ERNOE I HEHBRRUCEVEBERRICE T HEZRR

N = 77| 27~y I HEER (mg) | A=
& ads £35m AR 25 [ 50 | 100 | 200 | 300 | 400 | "
CL064 | O WERR 11 A PN
CL-078 | f2 0 B 25 5 21 B[] I I VI VI I N R )
N k } &1 8 B 0| -6 6|6 6 | 40
CL-034 | % 141 O P 5.7
CL-066 | f & il kBR g Hi[A] - 12 12 12 - - 12
RERT A

T IEESAL, EEMR, 7 u A4 — N —
1 RS, HER, 77 RRxR, R
§ FEER, ERNER

2741222 E5atER

{IZ4EES ) Lt% 1 FRRER K OSSR B REFBR O TR BRG] (2 ENERRAT )T B51) (21T L1

BRI AL 274174 R,

11
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BHOE | HABRRUEDIEHAR GHHEN (CHTHEZRR

iR KB4, B 51 R 77 IR nr | HREE (mg) ozt
F= (257w )4R][15]25[30[50]100]150]160]200]300
CL-033[fxf S A A7 ~A T U T ¢ kBt HA [m] =T =T=Tel =Te6|-]-1-112
CL-041 [ FORERABR CKE) 1 H ] — | =1=]-138]38|-|-|-1]-1 76
CL-030|OCAS B 8e A Bt g @HED | - |- -[-|-|-[-]-1]36[-]36
CL-076|In vitro-in vivo fAR (IVIVC) Bk H ] — | =30 {3031 |- |- | -] -] 91
CL-007 |~ A /3T v ARBRE HA [] — ===l =]=4]=-]-1| 4
CL-031 | fE# ., =Kk OE SRS }i?ﬁﬁ(lli(l)’ﬁf'aﬁ) 24 | —|—|—|24| 12| - | - |24]12]| 96
CL-072 V75K ONe i il g (THRED) | - |- [45]-]46| 50| — | - | - | = | 75
CL-038 "B Bk RERE 5 B H 1B 1T 2 B ey H ] — === 33|-|-]-]-1] 33
CL-039 | #hera B 5 1) 2 3B aE B HA[A] L 1 < i I )
CL-036 MM A AR (F Fa) Y —A) 1t Hi[a] — === = == =] 24
CL-070 3B HA/ERRER (V77 vy y) i HA[A] — === =24 =-]=-|=]=] 24
CL-040 | SEWAR ALAE RS (I V7 7 V) +1 K Q6 HRE)| — |—[— |- |- |24 || - |- |- | 24
CL-0S8 | MtH HAERABR (Y77 30) 1 [ Q9B — |~ |- |- |- |28| - |- | -] - | 28
CL-059 |3MtE EAER#ER (PaXT ) K QaprD] - [ =|-[-]-]25|-|-]-1]-1 25
CL-068 | 3EMHH BAF SR (R DT 38) 1 RE QOHBD| - |- |-|-|-]30| -] -] -] -1 30
CL-037|QT/QTe wFifizf#§§ e (TR |46 [ |- |- -[48] - | - [45] — | 48
CL-060 | b e 8 HE A BR Y B (23R ] 65 |- | —[-[70] 65| = [ = | = | = | 200
BB

RBRT A

T EERL, FEMR, e AF——

I HFEM

§ EAEZAL, —HEHEMR, 77 AR

o FEER, FERMILLE

t FEER, 7o AF—3—

it BEAL, “HER, ZuA4——
§§ MAEAL, “HER, TR - ERHE, oAt ——
W EfEA, —HER, 77 BR, BERLg

2.7.4.

1.3

REBRAREEFDAOMETZHFERVZ DMMORE

OAB BH Z x5 & L= ENEERHAER (5 IARER [CL-045], %5 I #H5BR [CL-048] K OVE
IR SRR [CL-051]) oA NEFEIIHE (2 2R R 4e)) A2 274187,

TEBRRH SR O N DA FH2RIRHEIX O T ORBR T HIZIEFETH Y, OAB BEZ XL L LTz
HRBRE OW FR IR E 2RI o T, ERNRBRIFG IR 2 A AFGEHARRETIE, &
PED DK 8 F (83.3%) &L @i<, 65kl Lo E il o 5w 5EIE 13K 3 # (34.0%) Th o7z,

2%, OAB HBEZ AR E LIEWERRRER (G5 I FHRER [CL-045], % I AHER [CL-048]

KM OEWEGHER [CL-051]) TiRE

=7,

L 72 BROMEYE & DEIERBUEIC OWTIE, (M 3 2.7.3.6-1
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%*2.7.4.1-8 OAB 8&Z xR & LE-ERNRRHEICETHIEBRHMEREFADHBEEE R
FUMRE | IR | RIS E NSRS
[CL-045] [CL-048] [CL-051] (RT_Tm v ft)
(n=838) (n=1133) (n=202) (n=1207)
e Bk 151(18.0%) 182(16.1%) 35(17.3%) 202(16.7%)
Eoq o 687(82.0%) 951(83.9%) 167(82.7%) 1005(83.3%)
SEBE SRR R = 55.9+13.33 58.5+13.93 55.8+14.54 56.8+13.86
o 57.0 60.0 58.0 58.0
i () (m/ME, HmKE) (20, 80) (20, 89) (23, 86) (20, 89)
65 A 570(68.0%) 697(61.5%) 139(68.8%) 797(66.0%)
65 milh |k 268(32.0%) 436(38.5%) 63(31.2%) 410(34.0%)
S AR R 7S 56.29+10.026 | 55.61£9.948 | 57.24+10.369 56.09+10.161
o 55.00 54.00 56.00 55.00
(5e/ME, fe i) | (32.9,105.5) | (33.9,105.0) (36.0, 95.8) (32.9, 105.5)
KE (K 40kg i 13(1.6%) 16(1.4%) 5(2.5%) 25(2.1%)
(ke) 40kg LL | 50kg K | 207(24.7%) 316(27.9%) 41(20.3%) 318(26.3%)
50kg LA I 60kg Aiifi | 350(41.8%) 473(41.7%) 85(42.1%) 484(40.1%)
60kg LA_E 70kg K | 181(21.6%) 230(20.3%) 47(23.3%) 251(20.8%)
70kg LAk 87(10.4%) 98(8.6%) 24(11.9%) 129(10.7%)
SERE SRR R = 84.7+83.93 73.9+78.33 78.8+94.58 79.5+80.63
e fE 58.0 54.0 48.0 57.0
(Be/IMilE, FRAE) (5,633) (6, 813) (6, 672) (6, 672)
(B BEES 1(0.1%) 0 0 0
) 6 71 A LLE 1 R 34(4.1%) 64(5.6%) 14(6.9%) 64(5.3%)
R AR (7 1) 1L E 3 R 209(24.9%) 315(27.8%) 57(28.2%) 300(24.9%)
3L L 5 R 176(21.0%) 273(24.1%) 38(18.8%) 274(22.7%)
54ELLE 10 4R 225(26.8%) 260(22.9%) 47(23.3%) 312(25.8%)
10 L F 172(20.5%) 214(18.9%) 42(20.8%) 234(19.4%)
A 21(2.5%) 7(0.6%) 4(2.0%) 23(1.9%)
10 [A] il 272(32.5%) 404(35.7%) 67(33.2%) 409(33.89%)
OAB DO (E¥) | 10 BILLE 15 EIBLT | 496(59.2%) 637(56.3%) 120(59.4%) 695(57.58%)
PRI + 15[ %25 70(8.4%) 91(8.0%) 15(7.4%) 103(8.53%)
KA 0 1 0 0
2L 68(8.1%) 111(9.8%) 14(6.9%) 94(7.79%)
JROEED R RE EREl N 495(59.1%) 717(63.3%) 108(53.5%) 713(59.07%)
IRA TR IEE 275(32.8%) 305(26.9%) 80(39.6%) 400(33.14%)
2L 269(32.1%) 345(30.5%) 52(25.7%) 356(29.49%)
PRIGEEDH ko)) 569(67.9%) 788(69.5%) 150(74.3%) 851(70.51%)
KM 0 0 0 0
BB SRR R = 9.77+15.180 9.43+14.478 8.07+12.027 9.38+14.272
PR (mL) e 3.60 3.60 3.60 3.70
(Be/IMiE, BekfE) (0.0,97.2) (0.0, 97.6) (0.0, 77.2) (0.0, 96.9)
B 2L 715(85.3%) 955(84.3%) 173(85.6%) 1014(84.01%)
- HY 123(14.7%) 178(15.7%) 29(14.4%) 193(15.99%)
P L 222(26.5%) 265(23.4%) 39(19.3%) 305(25.27%)
HY 616(73.5%) 868(76.6%) 163(80.7%) 902(74.73%)
IR 2L 357(42.6%) 397(35.0%) 67(33.2%) 475(39.35%)
AR Hb 481(57.4%) 736(65.0%) 135(66.8%) 732(60.65%)
e 2L 221(26.4%) 306(27.0%) 36(17.8%) 301(24.94%)
o HY 617(73.6%) 827(73.0%) 166(82.2%) 906(75.06%)

pil%k (FE)

T R—=RF A ORBRFHGEICHKSL
Source : CTD fftH, %274 03 001, 3274 03 002, 3 274 03 005, # 274 03 006

13




274
ERERRIR £ 14

2742 HBEEZR

27421 AEEZROMBH

274211 LEBHELK HONDEEER

) L < A BN 5 A EFGORBURLOMREHIER L, OAB EZ x5 L& Lz 12 Dtk
*FREEAER 2 3R (55 1 AEERBR [CL-045], Z I AHRAER [CL-048]) 2o\ THFA L7okiR% 1.
ek IEERER | (R d, BRI GRS [CL-051] TIIE 5N 52 & 85720, AFIORED
WELZHRHT 5 BN THERERH CH 2 S HE TL AR5 L CEF LHEREZ 2. Bk
5B 1SR T,

7k, ENRBRIFG ISR 2 EFFES, BWEMIX, 8k £2.747-1, 18 £2.74721R7,

2742111 BHEEZR

1. HeBxt BR AR BR

Felsse AR [CL-045, CL-048] 2B\ TC, WTNMORETRIK 2% L TH o= HEHSL
Ak 2742 1 Vord, HsERB [CL-045, CL-048] (51 5~ TORERSIIHE %
274731 L, AEFEZOBEBEBLRIG LR X 2.7.47-1 12577,

tegect FREkER [CL-045, CL-048] (2B 2 A EFROFHRIL, 77 BAREE 76.0% (449/591
), AH 25 mg B 80.5% (169/210 i), 50 mg #f 77.0% (452/587 f51), 100 mg #f 84.1% (175/208
B, b7 a TR 81.3% (305375 61) &, 100 mg BEDORBLRNLOE -T2, AFIOWT I
OHERECTHLRIERII T T v R E KERL, MTa Y e OBICBWUIRBRE TH -
7=

HRRNZHD &, KEEGHIEF (2T 10 25~100 mg &) TRERN 5% LETH-
TEAFEERL, M7 FUREEMN (19.7%), SHEIEK (18.7%), RILERT (12.7%), @mH 7 L
T FURART =B (125%), y-ZNAFIVET AT 27 —BHEM (10.1%), RTPEHA
Btk (9.4%), IR FOBEGME (5.3%) ERRBEICDEINOIAFERN L o1, ZbD
HRIT TR CHLRBEOREAFELZ R L TEY, AFESHIE 77 2RO TR &
ZEITRD LN o Tz, 7RE, OWNEEN LT a VU RECT 72 RREE s U\ WS BLEE R
LA, AAITIINTROABRLRERII T 7 AR LRBE Ch o7, o, HH5EOHEN
IPED FBRED LR b B Lo T,
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% 2.7.4.2-1 LEE T ERERER [CL-045, CL-048] IZHTEHHBE 2%ULDEEER
MedDRA/J Version 12.1 L . N2 VA= e
BEBIAE (SO0) sy | 2sme | some | tome | BAE |0 ae

SEARGE (PT) (n=210) (n=587) (n=208) (n=1005)
TRTCOEEES 449(76.0%) | 169(80.5%) | 452(77.0%) | 175(84.1%) | 796(79.2%) | 305(81.3%)
B
(B4 16(2.7%) 4(1.9%) 22(3.7%) 7(3.4%) 33(3.3%) 14(3.7%)
T 9(1.5%) 2(1.0%) 9(1.5%) 5(2.4%) 16(1.6%) 4(1.1%)
1 N R 12(2.0%) 4(1.9%) 13(2.2%) 3(1.4%) 2002.0%) | 53(14.1%)
A By [ N O B R TRR e
A 3(0.5%) 2(1.0%) 0 2(1.0%) 4(0.4%) 8(2.1%)
28 13(2.2%) 7(3.3%) 21(3.6%) 5(2.4%) 33(3.3%) 15(4.0%)
BFTE S 94(15.9%) | 43(20.5%) | 99(16.9%) | 46(22.1%) | 188(18.7%) | 41(10.9%)
Y RE
TI7=v T NTVAT . . . . . .
5 R 13(2.2%) 7(3.3%) 21(3.6%) 12(5.8%) | 40(4.0%) 13(3.5%)
TARGX BT I MT v . ) ) . ) .
27 = 5B 20(3.4%) 10(4.8%) 12(2.0%) 9(4.3%) 31(3.1%) 13(3.5%)
M e UL e s 18(3.0%) 5(2.4%) 11(1.9%) 5(2.4%) 21(2.1%) 11(2.9%)
M= v 25 o — L 45(7.6%) 14(6.7%) | 20(3.4%) 3(1.4%) 37(3.7%) 14(3.7%)
@;g% VT T RARFT 82(13.9%) | 25(11.9%) | 70(11.9%) | 31(14.9%) | 126(12.5%) | 57(15.2%)
fH 7 Ko bR 15(2.5%) 9(4.3%) 12(2.0%) 8(3.8%) 29(2.9%) 9(2.4%)
A= R o flEsE 109(18.4%) | 36(17.1%) | 119(20.3%) | 43(20.7%) | 198(19.7%) | 72(19.2%)
i H R 12(2.0%) 4(1.9%) 12(2.0%) 4(1.9%) 20(2.0%) 8(2.1%)
1. H PR SR N 16(2.7%) 6(2.9%) 13(2.2%) 2(1.0%) 21(2.1%) 4(1.1%)
y = NEINET AT = o 0 0 0 0 0
5 PR 45(7.6%) | 22(10.5%) | 54(9.2%) | 26(12.5%) | 102(10.1%) | 38(10.1%)
R R o BEG 25(4.2%) 13(6.2%) 30(5.1%) 10(4.8%) 53(5.3%) | 20(5.3%)
P Bk ) 7(1.2%) 6(2.9%) 21(3.6%) 11(5.3%) 38(3.8%) 11(2.9%)
F i EREEE N 17(2.9%) 7(3.3%) 11(1.9%) 7(3.4%) 25(2.5%) 11(2.9%)
1/ SREE N 13(2.2%) 5(2.4%) 15(2.6%) 8(3.8%) 28(2.8%) 3(0.8%)
SR R H B 40(6.8%) | 22(10.5%) | 44(7.5%) | 28(13.5%) | 94(9.4%) 15(4.0%)
fijj; THNRIBAZ 75 —F 30(5.1%) 8(3.8%) 30(5.1%) 9(4.3%) 47(4.7%) 12(3.2%)
=
SR B 66(11.2%) | 29(13.8%) | 74(12.6%) | 25(12.0%) | 128(12.7%) | 42(11.2%)
m%:q: I VT TR ARET 10(1.7%) 3(1.4%) 8(1.4%) 5(2.4%) 16(1.6%) 6(1.6%)
B
TR E
SER 10(1.7%) 9(4.3%) 14(2.4%) 6(2.9%) 29(2.9%) 10(2.7%)

FEBBE GEBLR)
Source : CTD fit#fr, 2 274_04_002
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2. REIBREHR

R 58 [CL-051] ([23BW\W T, SEFITRIEE 2%, ETH o> oA HFFR L HERH] (&
HBRtE D 8 WK, M), WEOG MR (50 mg #ERHF], 100 mg HEEF]) (2 Lr=teatalz
zao2kcm+. BB 5B [CLO05S1] 105 5T~ COHERRITIE % 2.7.47-4 (07T,

R G5-RBRICL-051 /12861 2 A FFROFRERIZ, KGR 8 R E TH 67.8%(137/202
), 2GR GRERRED 52 K TIiX93.6% (189202 fl) Th 7=, HIERF (8EKf)
DIRRIZ B K < A OB FFGIT, FICHBRES, BYYELROFENE, BRAREICHES
NHHEGTH-oT, WMEBEOAENORREEIL, 50 mg HEFFE] 91.4% (139/152 #1), 100 mg H &5
100% (50/50 f5il) Th 7=,

BN HD &, BIERITHREFEN S%LULETH - AEFGITMA 7 N BN (30.7%), &
MHEEZE (29.7%), JRIGERE (23.3%), IH 27 L7 F R AR T —88MN (203%), v-7 L%
SNVRT AT =T —BEINN(10.9%), BERER (7.9%), A MERER D (7.4%) , bR HH&E ARG (7.4%),
R T RUBEGME (6.4%), 8 (5.4%), M= L AT a— 8N (54%), 7= T3/
FNZ7 A7 27— (5.0%) Tholo, BERIIIZIEL 50 mg MR & 100 mg HE &6 THRILL -
FLROMBIIHL L TH Y, BEICLRERETRD bNRNoT,
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#£27422 REKRS5HER [CL-051] ICHEITHRBE 2%ULODFEEER
A=
. A 50 mg 100 mg
HAZE (PT) 8 é&%ﬁ;ﬁf‘aﬁ ﬁ%&%ﬁ;ﬁf‘aﬁ ﬁ%&%ﬁ;ﬁf‘aﬁ
(n=202) (52 38) (52 38) (52 38)
(n=202) (n=152) (n=50)
TRTOHEFL 137(67.8%) | 189(93.6%) | 139(91.4%) | 50(100%)
NS
FHM7a v o 0 5(2.5%) 3(2.0%) 2(4.0%)
El
HEEB A PR 0 5(2.5%) 4(2.6%) 1(2.0%)
5 A 7(3.5%) 11(5.4%) 9(5.9%) 2(4.0%)
T 0 9(4.5%) 7(4.6%) 2(4.0%)
N R 0 5(2.5%) 4(2.6%) 1(2.0%)
e 0 16(7.9%) 12(7.9%) 4(8.0%)
BFTE S 29(14.4%) | 60(29.7%) | 44(28.9%) 16(32.0%)
R AR A
TI=r T ) NIRRT =T —BHN 6(3.0%) 10(5.0%) 9(5.9%) 1(2.0%)
TANRTGXUERT I ) N TV AT =7 —EH 6(3.0%) 8(4.0%) 7(4.6%) 1(2.0%)
M= L 27 v — L 0 11(5.4%) 10(6.6%) 1(2.0%)
M7 L7 F ok AR ¥ —BHIN 20(9.9%) 41(20.3%) | 31(20.4%) 10(20.0%)
s L7 F = H0 0 6(3.0%) 5(3.3%) 1(2.0%)
M~ R o pEsg N 32(15.8%) | 62(30.7%) | 43(28.3%) 19(38.0%)
MJE 5 0 7(3.5%) 5(3.3%) 2(4.0%)
i H R FE 0 8(4.0%) 6(3.9%) 2(4.0%)
1 H R BN 0 7(3.5%) 4(2.6%) 3(6.0%)
Y= NNEIN T URT =T — PN 10(5.0%) 22(10.9%) | 17(11.2%) 5(10.0%)
SRR pERGE 7(3.5%) 13(6.4%) 7(4.6%) 6(12.0%)
1SR E R 0 5(2.5%) 4(2.6%) 1(2.0%)
i EREE 5(2.5%) 15(7.4%) 13(8.6%) 2(4.0%)
i RGN 0 5(2.5%) 5(3.3%) 0
SR A B 0 15(7.4%) 10(6.6%) 5(10.0%)
M7 AH Y RRAT 72 —EHN 0 9(4.5%) 6(3.9%) 3(6.0%)
PRI B 22(10.9%) | 47(23.3%) | 30(19.7%) 17(34.0%)
o7 L7 F i AR E S —BEd 0 7(3.5%) 5(3.3%) 2(4.0%)
B8 R B OV B kB P
1 R 0 9(4.5%) 6(3.9%) 3(6.0%)
PRI E
IEE) 0 7(3.5%) 5(3.3%) 2(4.0%)
KRR E
AIRAE 0 6(3.0%) 3(2.0%) 3(6.0%)
REORZR, FAEh R OMERR RS
T LL X — % 0 5(2.5%) 4(2.6%) 1(2.0%)
FEGE D RIAE 0 5(2.5%) 5(3.3%) 0
B B OVEE T ALk B
gz 0 7(3.5%) 6(3.9%) 1(2.0%)

FBLFIE BB
Source : CTD fif#, 3274 04 056, 7 274 04 057
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Fio, BHIEERE [CL-051] (28T, RERITHRELED 2% ETh oo A HEFL A R8EL
FIRIdER 27423 k0 R L, FRTOEEFSE MR £ 27475 (TRT,

SRR OB EFZIEBRIL, 1~88 (1~56 H) T 67.8% (137/202 ), 9~16 ¥ (57~112
H) T34.9% (68/195 1), 17~28 # (113~196 H) T 42.1% (80/190 f31), 29~40 1 (197~280
H) T522% (96/184 f5), 41 JALIRE (281 H~) T43.3% (74/171 f5l) ThH YV, EHHEEIZL -
THRBLENG L RAMEMITIA LN oTo, £, FHHNCADE, BRI THEAE

FHERPREAT DBA LA LNLD T,

18
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£27423 EHBSRR [CL051] ITBF3RBRE2%LULOFEER (HEREHIR)
MedDRA/J Version 10.0 : : RPAMER (1) ‘
saermi oy (SOC) 1~8 i 9~16 1 17~28 # 29~40 & 41~ e
HAEE (PT) (1~56 H) | (57~112 A) | (113~196 H)| (197~280 H)| (281 A~) (n=2u02)
(n=202) (n=195) (n=190) (n=184) (n=171)
TRTOEHES 137 (67.8%) | 68 (34.9%) 80 (42.1%) 96 (52.2%) | 74(43.3%) | 189 (93.6%)
Dl
HM7w vz [ 400%) | 0 [ 105% ] 0 0 [ 525%)
BBk E
15K 7 (3.5%) 2 (1.0%) 0 2 (1.1%) 0 11 (5.4%)
itk 0 2 (1.0%) 1(0.5%) 1 (0.5%) 0 4(2.0%)
T 1 (0.5%) 4(2.1%) 2 (1.1%) 1 (0.5%) 2 (1.2%) 9 (4.5%)
H N REJE 3 (1.5%) 1 (0.5%) 1 (0.5%) 0 0 5(2.5%)
EIEES 1 (0.5%) 1 (0.5%) 2 (1.1%) 0 0 4 (2.0%)
S 2 (1.0%) 3 (1.5%) 4 (2.1%) 3 (1.6%) 9 (5.3%) 16 (7.9%)
LI 0 0 0 1 (0.5%) 3 (1.8%) 4 (2.0%)
LGS 29 (14.4%) 10 (5.1%) 8 (4.2%) 15 (8.2%) 14 (82%) | 60 (29.7%)
BE, PR OE S DRE
RAf i 0 0 3 (1.6%) 1 (0.5%) 0 4(2.0%)
e 0 0 2 (1.1%) 2 (1.1%) 0 4(2.0%)
IR AR AR
TI=y T N T UVART =T — . ) . . )
e 6 (3.0%) 2 (1.0%) 1 (0.5%) 0 1 (0.6%) 10 (5.0%)
TARTXUVEBT I /) N TV ATz . ) , .
S 6 (3.0%) 1 (0.5%) 0 0 1 (0.6%) 8 (4.0%)
M e U e s #m 3(1.5%) 1 (0.5%) 0 0 0 4 (2.0%)
M= L 25w — L 4(2.0%) 1 (0.5%) 0 2 (1.1%) 4(2.3%) 11 (5.4%)
M7 V7 FURARF =B | 20 (9.9%) 5 (2.6%) 8 (4.2%) 9 (4.9%) 7 (4.1%) 41 (20.3%)
7 L7 F =8 2 (1.0%) 0 0 3 (1.6%) 1 (0.6%) 6 (3.0%)
I H 7 R o RN 32 (15.8%) 10 (5.1%) 8 (4.2%) 9 (4.9%) 9 (5.3%) 62 (30.7%)
M Y o L8 2 (1.0%) 0 2 (1.1%) 0 1 (0.6%) 4 (2.0%)
mJE F5 0 2 (1.0%) 2 (1.1%) 2 (1.1%) 1 (0.6%) 7 (3.5%)
ifi. H PR SR 4(2.0%) 0 0 3 (1.6%) 2 (1.2%) 8 (4.0%)
iR ZEHM 1 (0.5%) 0 1(0.5%) 2 (1.1%) 0 4(2.0%)
if R AN 4(2.0%) 0 2 (1.1%) 1 (0.5%) 1 (0.6%) 7 (3.5%)
M7 L7 F U RARFF—ERED | 3(1.5%) 0 2 (1.1%) 1(0.5%) 2 (1.2%) 7 (3.5%)
;f VANV BT AT =T R (5.0%) 4(2.1%) 2 (1.1%) 7 (3.8%) 3(1.8%) 22 (10.9%)
R T R o R 7 (3.5%) 3 (1.5%) 0 1(0.5%) 3 (1.8%) 13 (6.4%)
i NREGE D 0 1(0.5%) 0 2 (1.1%) 2 (1.2%) 5(2.5%)
M ifn ER s 5 (2.5%) 2 (1.0%) 4(2.1%) 1(0.5%) 4(2.3%) 15 (7.4%)
i BREE N 0 2 (1.0%) 1(0.5%) 2 (1.1%) 0 5(2.5%)
SRR A B 3 (1.5%) 1(0.5%) 3 (1.6%) 7 (3.8%) 1 (0.6%) 15 (7.4%)
M7 A Y RAT 7 2 —F N 2 (1.0%) 1 (0.5%) 2 (1.1%) 2 (1.1%) 2 (1.2%) 9 (4.5%)
PRUCTE S 22 (10.9%) 4 (2.1%) 14 (7.4%) 18 (9.8%) 11 (6.4%) | 47 (23.3%)
5B e R e O B LR e 5
HE [ 20.0% [ 1035%) [ 306% [ 3(1.6%) 0 [ 9(4.5%)
PR R R
SRS [ 305%) [ 105%) | 1(05% [ 3(1.6%) 0 [ 7(3.5%)
FERRIEE
RHYE | 0 [ 105%) [ 5026% | 0 0 [ 6(3.0%)
REk s, Bl M O E S
T LR —hmsk 1(0.5%) 3 (1.5%) 0 1(0.5%) 0 5(2.5%)
FRGEDORIE 0 2 (1.0%) 1 (0.5%) 3 (1.6%) 2 (1.2%) 5(2.5%)
B B OV Rk
15 [ 3(05%) [ 1(05%) | 1(05%) | 3(1.6%) 0 [ 7(3.5%)

FEHGIE (FE)

Source : CL-051 #FE#EE, #* 16, CTD fi#tr % 276_01_001
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Wio, EMBEERR [CL-051] 1ok 5 A =g e Bamseimsnalm 27421 om,
BN 5B [CL-051] TH, HEFEDL MEEHEIICRER L THY, $256% 28
BT AR CONETEER) AN B AT B 2 B L B AL TR B =

EEH IBEHEA

% %
1009

wo B

200
AERZORUAFTOBY

200
AEEROERFTHOOR

X 2.7.4.2-1 REIREHER [CL-051] IZTHRTHEEER WERIR) ORERTERME
Source : CL-051 #afE&E, X 12.51.1.1, [X12.5.1.1.2

2742112 EI{EA

1. LB IRERER

e BEEABR [CL-045, CL-048] (2B T, WINMDORETHREAL 2% ETh-=RIEHA %
B 27404k md, Has s [CL-045, CL-048] I35\ B4~ OEIEM I, 5 2.7.4.7-6
WL, BIWEH O RFERBRMR Ak X2.7.4.7-2 1277,

bt FERER [CL-045, CL-048] (281 DENWEM OFERIL, 77 B AREE 22.2% (131/591 #1),
AFH 25 mg #f 23.3% (49/210 f31]), 50 mg £f 24.5% (144/587 #1), 100 mg & 26.0% (54/208 %), b
T a Y URE349% (131375 651) T otz AROWTNOHERHETHREARITT 7 BARRFEL K
7270, M T e P UHTORBERENR b ENT,

FHPNHD &, RFFRGHIER (2 7712 25~100 mg &) THEN L A5 -E
EROFEIEIT T 7 B RREE B L T, 2ok, DWNEED M7 a P BETT 7 1 RRE & ik
LREWREBEREZ R L2, AFICIEWTNOAER L ERRERII T 7 R EARE TH 7=, £
7o, BEEOHIMHE S BBLRO LR LA LN T,

20



274
ERERRIR £ 14

27424 tEERELER [CL-045, CL-048] &[T HHIIREK 2% LU EDEIER

MedDRA/J Version 12.1 o . TR N,
RIS (SO0) TR T img | somg | 100mg | ZME | 0Z
HAGE (PT) (n=591) (n=210) (n=587) (n=208) (n=1005) (n=375)

T_TOFRIER 131(22.2%) | 49(23.3%) | 144(24.5%) | 54(26.0%) | 247(24.6%) | 131(34.9%)

B

15350 13(2.2%) 1(0.5%) 18(3.1%) 6(2.9%) 25(2.5%) 13(3.5%)

N Rz 12(2.0%) 2(1.0%) 13(2.2%) 2(1.0%) 17(1.7%) 50(13.3%)
DHREE RO SRPTEkRE

mp’>) 2(0.3%) 2(1.0%) 0 1(0.5%) 3(0.3%) 8(2.1%)
PRIR A

TI=v T ) NT AT =

5 B 7(1.2%) 2(1.0%) 12(2.0%) 5(2.4%) 19(1.9%) 9(2.4%)

TANRTX VBT I NT v

0, 0, 0, 0, 0, 0,
T 9(1.5%) 4(1.9%) 7(1.2%) 502.4%) | 16(1.6%) | 10(2.7%)

M7 VT F Y RAREF 23(3.9%) | 5(2.4%) 172.9%) | 524%) | 272.7%) | 8(2.1%)

EHn

g:i%;i”%37X7l 13(2.2%) 9(4.3%) 26(4.4%) 7(3.4%) 42(4.2%) 6(1.6%)
SR EE A RTE 6(1.0%) 2(1.0%) 8(1.4%) 6(2.9%) 16(1.6%) 2(0.5%)
%gﬁ”vﬁUdVZ775“ﬁf 13(2.2%) 6(2.9%) 16(2.7%) 5(2.4%) 27(2.7%) 6(1.6%)

FEIGIE (EBLA)
Source : CTD fift#fr, 2 274_04_004

2. REIEE5HR

EM 538 [CL-051] 128\ T, SERITHRELE 2% | Th - 72 EIVEM 2 &RpR] (&
HBAtGD G 8 WRE, G HIR), WEOFEN (BFERF, 50 mg HEFFE], 100 mg HER) & L7z
32l 27405 R, B GRB [CL0s1] 0B 5T ~C OREIERIZME % 27477
W2,

FW# 38R [CL-051] 12317 2 RIVEH OB, HEFT (500 8 k) £ T2 17.3%
(35202 f51]), G (BGBMGS 52 BRF) TiX32.7% (66202 ) Tholo, HEOH
MR DOFEBLHIL, 50 mg MERFE] 33.6% (51/152 1), 100 mg 4 &A5 30.0% (15/50 f5i) & [FIFREEC
HY, FRHNATY, 50 mg MEFFE] & 100 mg H & B CTHBL L 72 FHOFRE LK OBE TP L T
Wiz,
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REIIREHER [CL-051] [SHITHHEBRE 2%L LDOBEIER

& 27.4.2-5
IT_Ta
MedDRA/J Version 12.1 SR 50 mg 100 mg
HoA2E (PT) e G HE | 25 | 2555
(n=202) (52 1) (52 1) (52 1#)
(n=202) (n=152) (n=50)
T _TOFENEM 35(17.3%) | 66(32.7%) | 51(33.6%) 15(30.0%)
B IR E
5K 7(3.5%) 10(5.0%) 9(5.9%) 1(2.0%)
BRI A
I -5 0 6(3.0%) 5(3.3%) 1(2.0%)
H i R 0 5(2.5%) 4(2.6%) 1(2.0%)

FEEGIE (FEBLE)
Source : CTD fi#fT, 2274 04 066, 274 04 067

Wio, BEMEGRER [CL051] 1231 5 EIEM 0 RERS =i A% 27420 o7

R 58 [CL-051] TiE, BIEHOZ BEEGZRFIICHER L TRV, &51% 28 BEFLIE

WZEWER (FIEIFEEL) 238 & 23 2 EA b o7,

EEH

%

IBEHEA

—=— =750V 50 #16)

-3 - I5R50OV100m HER

%

200 B

100 200 300
ARRLOFFENEETELVATEROSRETOAR

X 2.7.4.2-2

Source :

100 200 300
ARRL OEEESERTERVARFROZRITOAR

REREHER [CL-051] IZHIT5EIMERA (WEHXE) ORBERIRFMMIR
CL-051 #e¥hepdsE, X 12.5.1.1.1, XK 12.51.1.2
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2742113 AEERDIERE

OAB & & xtg & LIEENREBRIFE 2RI 2 T X TCOREFRORENE 28k &
2.74.7-8, TXTORWEHORERNER 21k % 2.7.4.7-9 IZ7R7,

AFNBEGHIEFE (R 771 25~100mg £ &) CTHRIALLEEORFEFRIIIFMTHY,
FEAEDRERITIRETH o7, BEOAEFFGIL, & LHHRE [CL-045] TH LA 25 mg #
ORH L 151 (0.1%), E#FE5ER [CL-051] @ 50 mg MEFFFITH LAV - ISR, 100 mg &
B CH LN KEIREEEOS 161 (0.1%) THY, WINbEERAEFRTH-o7=, 72, b
NTa YU, BEOAEFERRNE MR [CL-048] @ 141 (0.3%) ([ZA Bz (K
BHEET)

274212 kT

OAB & % %5 b U7=ENEH BRI 35T 5 IG5 510 OFE -1, #5588k [CL-051]
™ 100 mg HEFN 1 FlH b (£2742:6), 2% LTSRS,

+27426 OABREEZXRE L-ERNERRKRARICETLHIETH—FE

AEg | EH = PRI/ WEER 2o A EES L )
&5 | B8 R i PT) 1 BSL | ECRL ) g
CL-051] S01503 | 2 77 12 100 mg ¥ &I | /59 RENRAERE 224 A § 237 H | HETEDHY

T MedDRA/J Version 12.1

I RO RGEAEZHE 1 HET D

§ F224 HAECTAAIZMIEL CNDZ ENRMERINTNDN, ZOHURKET A £ TOREBIRIIRATSH S,

IR REMONE, WRRIKEE L, WPEEIERE CORER O 7D FLRBFAOERN/A R L THY, BRIEE ok b H
ZHBL LA (CRERARAE) & OBTEMIIFERITITEE TE RV EHB L,

Source : CL-051 #fEHEE, # 17

BRA  KEARMFRE (GEGIRSELOERE - KEARARH)

FEBIFES S01503, TSRS 0O 100 mg EEH], 59 %, =it

AR E TR GHBAEAANRES, BREOERELZ E0FL Tl Y, BHHEXRN -7z,
AMERFNTIZI T X7 1 50 mg 235 1 H B8 56 A £ TG -S4, 5 57 B LR 100 mg (23 &
Iz,

36 BIE KRBT B IZ 872 D5 252 HICHEBRE DORPE L 2o 1o Te O RICEE LT & 2 A, FiED
DHERF 5 237 HIZFEL LT & O MESTz, FENDOFHRTIE, #iH £ TIT@EHFIZEEL
T2y, B, FESEIR Uz & S IEBRICHERF 1IN 7 RoTWe et D Z L ThoTo, #H
BRI TN o7,

FECDOFREIIKBARMFEIE CH Y, FIENOES THEICE T L HEE Sz, #RE O ML
ARENIOBERIH TORENP T b OO, FRIND/NIREBETHBE L T, 2258 L5
XA BN TN ehoTo, REIOMAPRENEWES 2 DD R (IRIE 6 FEfEH720) KO
100 mg ~OH EZIZIIT 2 MEIC S KERZRIFERO bIv T iehote, £, AEFIOELHIE
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CMBFERETET S £ O IERCHIE S BB SN T LT, BRREIIIZ SV T bR <&
LS R LT bR ST RN T, KBIRAEHED U %7 7 7 7 4 —[HEMETH D15,
LG FRORIIAAO MBI IR LTS L BELBNBRKN LIF Th o722 L b,
AR KBIRAREEE T LTz & 350, $72, KEIRARAED TG RIC 12 2 BRI DRSRIAS
PIBTERE, REWIMET S L, URFLORAERTEREMORREI 55 L EL BN
52 Linh, HBRHEEERCBINRREE & A & OB (HETE5) LHW Lz, —,
TIRIIEAE, FBEREIEC OGO D FRRBIEHOWRS TR L TH Y, WIIEL 20
SIS RBL LIRS ORIWRARHE) & o BN 58 2210 1A E © & 70 & N L7,

e

\l

k=11113

E, BEGEE LIS EARRER [CL-044, CL-046, CL-047, CL-049] ® 95 b, KON IIH
I FHFER [CL-044] ZFR< 3ABRCHREHIDED DTz, TNOHDORREHE LI TICEN L, FHM
& e 3513 B, NREMNERb3s.14 (3], RS F3.516 (B)) (0RT,

FETHNE, BN L AHERER [CL-046] O T B 15 (REZMERMENRIE, T5BREE & R
HE TEE S 200 Livev ), KIES HLARER [CL-047] O 7 vAREE1H] (OMfE1E, [HE
TE5]), AAI100mg #E 16 (BBMEREGE, [HETE2)), WAENREGHE [CL-049] @
AHI 50 mg #E 3 4 (flide, SMERELARS, ZhEs e, BHIRILRE R 7 R o BREHRUILE,
ffigeid TR S 2700 Livewy), MRS [RETEX 5] 0AR%E, [FETE 5] ; AR,
B S 5000 L), Mra Y 26 (EERER, [METE 5] ; MmERIELD)
WETMERIZ, Wb [ETE D)) AL, AFIBECHIT DT 4 FIOMIKIX, LT L
B ThHoT,

o CKI[EZH NI AHFER [CL-047] (AR 100 mg #f) : #BRE 1L 66 O LZMETH -7, AEFS (4
FEVERE i B OV IEIE) D725 49 HITIRBRIEDFE G ILIZE Y, B ~OFEIEBE % 1> 72
ralmE (G54 W) Ik V99 HITHT L, BIEEORERENEEBMIREE L TETL, 2
AUCTHTBE L 7= F%: (RIRMIMR K L) (2X > THREICES72Z &6, IBRIKEE IIA
A& ORhEN A [HETE 5] LA LT,

o SNEMIEGEER [CL-049] (A S0 mg #f) : HRE 1L 64 D LNETH 70, A RBEILH
85 HCTH Y, KEERIIAHTHoTz, 104 HITHiRZEZ L, 5 107 BRI A
W NCEE RS AE, BEFIRIIARE & O Ko EREHRUEICE Y, 5108 BIZET
L7z, IRBRERATERMIE, Wik &AL OBEELZ [BEH 5008 LitZev S, ftho
FLIZOWTL THETE D] LW Lo, BRKRENEIED A F U Uit 7 N ok
Ffig e —FH L QW2 b, RFEIChR ) BEEL BV, BT v~ T IHR O 7 b IEYIRH
BT TWEZ b, IBBREKIEE I CICE - - HR LAF L oBEEEZ N ThE [HE
TE5) LHEILT,

o EANEMIBEGAER [CL-049] (KA 50 mg #F) : #BRE L 2 kO LMETH -7, FH 190 H (B
KRG H) [CDAREERI L, FHEEICES T, § 10 ELL BT 0 BRSO IfLE %
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BoTN=Z &, HIRCEMEREMIEEREOFT ANED b2 L2 b, IRRIKES 1L OR
B LEAK EORENEY THETE D] &Lz,

o UHNEII LB [CL-049] (AFH| 50 mg #) : #BRE 13 27 iDL TH 7=, 105 A4 DIE
BRIEX > b ORAEEAT DD 93 HIEDE 359 HIZ, BOEROHIALZIE I/ n 7 BT maRAL,
FEL L=, (1) BEFEREE LT oW, SREASIEER NRLEH LT, (2) %158 HIZ
BEERECoh o729 DI EAL Lz, 3) FENEL 7o 72tk O 212 BITKMEE (EAfGLE
FIRE « MRREEIEMERE) NREB L, ) #EETAZLOEBE LTEE (1 1) &5k
TEALIE DRV E NN TWEEDIRIL TH 72 b DD, IRERIKHEE 13 H B & AHK & DR
AR [HRETERY) S,

274213 TOMDEELHEER

OAB BH & x4 & LIENRRIAIC BT 2 ERATERS GErmzat, DT Az
L7227, cnessmorohEREAEE RSO HaE2T408)oRT, £, WA
RIER Z {8k £ 2.7.47-10 1R L, BEELRAGEFS, EELEIEROREHERMRA ik
27473~ X 2.7.47-6 \Z”T, BELRAEERNAONIIEFAO—RIL, BRI L TIRA
grilsazl Bl on L, muEmomtE DR Easl, DR E3s12] RO TR
o R T

bt BEAER [CL-045, CLO48] IZB T 2 EERAEFZORIRIL, 77 2R 1.4% (8/591
), AAl25 mg #E 1.4% (3/210 ), 50 mg £ 0.7% (4/587 f51), 100 mg #f 0.5% (1/208 ), h~v
T R 11% 437561 ST, ABOWTNOHAERETHLRERILT T v R L FR
ETHy, MTrI Ul OBRIZBWTHRIRETH -, EH&EGHE [CL-051] 1Tk
L HEERAFEFROBBRIL 3.5% (7/202 f51]) [50 mg HEFFBI 2.6% (4/152 1), 100 mg H &A1 6.0%

(3/50 ) ] TIH -7,

ARBEGHEE (R 771 25~100 mg & &) ORI L-EELRAEFZT 156 (16 14)
<y [E27408), EWHEERER [CL-051] 02 Fllc b Bk 2B, BROMEHCR
B LRSI R o T2, AFEGFIGFCHRONEREZBWER I 26 TH-72, Zhbix, &
HIZH I AHFRER [CL-045] @ 25 mg BECA LM, 100 mg BECHDNIZAT 4 —T A -
Va Y AEBEREDOS 1FITHY, LIV, EHESHER S, 8 HLAERER [CL-048],
EW# 58 [CL-051] CTIXEERAERIZAON o7,
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+®2.7.4.2-7 OAB BEZXRE LEEREBRHESIZETSERELEEER
It FREBR [CL-045, CL-048] F 55k [CL-051] ENREBROFE
MedDRA/J Version 12.1 N2 VA =2 N VA=V DAV =4
Bt o [ g\ o e s
4“;3%’1;%) (50€) ZZ;;{T 25mg | 50mg | 100mg | & M(zz;;s)// A NE G ;;épgr:}% lg%;ﬁ LR
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) 152) | (0=50) (n=1207)
TRTCOEERAERS| 8(1.4%) | 3(1.4%) | 4(0.7%) | 1(0.5%) | 8(0.8%) | 4(1.1%) | 7(3.5%) | 4(2.6%) | 3(6.0%) | 15(1.2%)
LRI ISR e H 1(0.2%) 0 0 0 0 0 0 0 0 0
=y 1(0.2%) 0 0 0 0 0 0 0 0 0
Bl 0 0 0 0 0 100.3%) | 2(1.0%) | 1(0.7%) | 1(2.0%) 2(0.2%)
KGR 0 0 0 0 0 1(0.3%) 0 0 0 0
FAlIREFN DS 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
FEEAR Y —7 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
JIT B SR 0 0 0 0 0 1(0.3%) 0 0 0 0
L A VREBERE 0 0 0 0 0 1(0.3%) 0 0 0 0
RYYE & OVF 2R e 2(0.3%) 0 1(0.2%) 0 1(0.1%) | 1(0.3%) 3(1.5%) | 3(2.0%) 0 4(0.3%)
[ S 1(0.2%) 0 0 0 0 0 2(1.0%) | 2(1.3%) 0 2(0.2%)
ELCES 1(0.2%) 0 0 0 0 0 0 0 0 0
JE M A i 2% 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
R TR 0 0 0 0 0 1(0.3%) 1(0.5%) | 1(0.7%) 0 1(0.1%)
B PR E 0 0 0 0 0 1(0.3%) 0 0 0 0
%3 " R DL & 2(0.3%) | 1(0.5%) | 2(0.3%) 0 3(03%) | 1(0.3%) 0 0 0 3(0.2%)
SEEIT 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
BB BT 1(0.2%) 0 0 0 0 0 0 0 0 0
KIRE B E 4T 0 0 0 0 0 1(0.3%) 0 0 0 0
BT 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
BHEEEE T 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
A W EE 1(0.2%) 0 0 0 0 0 0 0 0 0
BUME, MR ORERARE
DOFEY (FN K OR] 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0 2(1.0%) | 1(0.7%) | 1(2.0%) 3(0.2%)
V—7%ETe)
FEJE g 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
T IR A 1(0.2%) 0 0 0 0 0 0 0 0 0
T PE RGO BB 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
G A4 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
iR R bR 2(0.3%) | 2(1.0%) 0 0 2(0.2%) 0 0 0 0 2(0.2%)
Jibd £ ifn. 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
JipiAs € 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
X AGENS 1(0.2%) 0 0 0 0 0 0 0 0 0
< BT H i 1(0.2%) 0 0 0 0 0 0 0 0 0
B2 B OV T L e 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
7;7/4/;@7%%7‘ R 0 0 |100.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
LB 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
RENNRAERE 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)

Bk (eHis)

Source : CTD fi##r, # 274_09_003
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#£2742-8 OABREEZEXNRELEENBRFARICETIEELGATER—E

R | REBI o PERI/ HEREG g Feb | BEBL | T i BREBRSE | BB L
Ty | BE A (PT) | By | B Ol | B
MR VY > RS
CL-045|P024717 T & R 12/59 |4 1 Wk (95 B |95 B | 202§ | IS (5w L %%izfj%
B
CL-048|P02917| h /LT 1 ¥ 4 mg /76 (R HAFEE| 25 A |25 A |35 A | EHE | Pk F%%i;‘;?:%’
CL-051]{S01302|3 72 12 > 100 mg H & %&/56 [l HR Y —7 HPEE|363 H 317 H[324 H | B4 | A#H R L| fETED
CL-051]S01303|3 72 1 > 50 mg #ERHF | /75 e M rE K28 PEE 8H | 8H | — | BHE | Hik | SETED
JHNH E R pEE
CL-048[P07717[F LT 2 VL 4 mg [ 6 [v o At [hssi] 19m (200 [528 [ [ e [ mETes
JEHE K OV A HUE
CL-045|P01643|7" 7 &R %/40 | PEEILH |120 (40 0 | 48 | KIK | SETED
CL-045|P01862|7" 7 &R %133 Bk WA |91 H [S5H |63 H | \IfE | {R¥E | HETED
CL-048/P07608|3 77 1> 50 mg #/38 [FORPERRIMI S PSR 90 H |31 H |38 H | BIHE | R¥K | HECTED
s T 1A A L TR 17H (288 | [E4E | ik | HECTED

CL-048|P04701| M LT 1o 4 /79 28

ho7me e dme K e el 0 [ (s 0 [ | e | mEcEs
CL-051]{S00202|2 77 12 > 50 mg #ERHF | /56 'hFEAk BT (358 A (245 A|248 A | [\I{E | K3 | HECTED
CL-051{S01906|3 T X7 1 > 50 mg #EFHF] | /72 AR B L PEEI364 H 132 H[149 A | [E4E | k3K | FETED
CL-051]S02504|2 77 1 > 50 mg #EFHF | %/28 th ik PEEREI364 H |35 H |64 0 | [ | R3E | ®ECTED
55, Tk OE A IHE
CL-045|P00864|X 721 > 25 mg F/50 BB T e 60 | S H s | ik | SETED
CL-045|P02114|2 771> 50 mg /74 R HEE A BT WEEEE 708 |S9OH | — [P | Ok | FETED
CL-048|P02808|~ 7 & 7R /45 |BEImE BT SR 83 H |91 H 104 H§| [FIES BXUE T | /RETE D
CL-048/P09302|7" 7 &R /61 |- H b E PEEIS4H 120 — | BE EHEARL| SETED
CL-048/P05512|X 7<7 2 50 mg /58 [T B 4920 [41H| — [REHE| ik | KETEDS
CL-048|P01308| F /LT 13 4 mg /72 I RBEE R e | EEE | 108 |[10H | — | ®EPRE | Ik | HETED
B, EEROEMARHOFAY (BREORY —7%&5T)
CL-048|P05510[7" 7 &R /50 | ViR R BEEIISH | 7H | — |REIE] Hik | SETED

=) HE M 3

CL-048{P03202|3 7=/ 12> 50 mg /65 EEEHW)‘”‘ME HEEI21H (220 | — |REIE] Hik | SETED
CL-051{S00904|3 T X2 11 > 100 mg HY B /72 |FEESHI B 196 H |174 HPO1 HE| B1fE§ | HiE | WETES
CL-051]S02504]3 <7 11 o 50 mg #eF5 051 | /28 (9B EM HhAEEE 364 H 238 H[286 H | [BIff |AHARL| FETED
PR R PR
CL-045P02361|3 52 1 > 25 mg 471 R | 7R | 7R | — |k | Bg%ig?i%
CL-045|P00601 |3 721 > 25 mg /69 |EZE FRaEE 40 H |40 H s | ik | SETED
CL-045|P00171|7 7 &R F/64 | < BT Hif PR 39 |38 H | —  [REHE| ik | HETED
CL-048|P07504(7" 7 & 7R 53/62 ERiH & TR | 66 A |26 A |26 A | [FfE |ZEH &L %%ﬁzéj%
B8 B OV T LRk b 5

TN A AT AT TR 4 BEDH D0
CL-045P00244|3 X2 17 > 100 mg /74 N rhasEEl 30 B O[26 H 196 B FIES | Hk Lizaus
1 P
CL-051]S01503[3 5~ 11 > 100 mg 45 £c/59 [RBhRARHE | i 24 A237 A[237 B[ 3610 | ik [mECx o1

T MedDRA/J Version 12.1

I BRI AR R ERERZE 1 A& T5

§ BRI CHERR S 7o iRl

T 24 HEETAFZMEL TVD ZERHERBINTNDY, ZOHLUKBIET HE TORFBRIUIAHATH S,

T IRBEHEEMOYE, WREEE L, FBEERERIEC OMER D7 O TR B AOHFRATE L TH Y, RREL zoHE
TUZHRBL LIRS (RIIIRAEEE) & OBBEMEI I 23R E TE 2 Ll Lz,

Source : CL-045 #aFE#E®, 6k 13.2.74, BIAS 1, CL-048 #MfEMHE L, £ 24, BIR 1, CL-051 #MFEREE, £ 17, £19,
B 1, CTD fighr, 2 2.7.6_01_001
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B, 2EGEE Lo ERRBR [CL-044, CL-046, CL-047, CL-049] TR b i-#HiE7
HEEGE EERE3515 B, RMEEbas13 @), Eerbasia &), Mk
fHEEHS3.5.1-6 (B TR,

RN B2 0158 1L ARRAER [CL-044] (2B D HERAEFROEBRIT, 77 AR, AHI25 mg
B, 50 mg #E, 100 mg BE, 200 mg B, MAT I BETENEI 0.6% (1/169 ), 0.6% (1/169
), 0.6% (1/169 1), 1.2% (2/168 f5l), 1.8% (3/167 fl), 1.2% (1/85 ) ThH o7z, 1F& AL
DOELRN 1V FIOIHIFELL, AFIEET 2 FILL EICA G- FHG IR (50 mg BE 1 4], 200 mg £f
261 THolz,

RN 5 T AHFRER [CL-046] (231 2 HEE A HFFROIERIZ, 77 LA 1.6% (8/494 i),
AFH 50 mg £ 2.8% (14/493 f51]), 100 mg Hf 2.4% (12/496 B]), T v P8 2.2% (11/495 )
Tholz, FLEAEDOHEGN | FIORTHEIL, AFIRET 2 FILLEICA SN FRITLEHE)

(50 mg &, 100 mg LA 1 1) L= FF (100 mg#E2 ) THo7e,

KIES M AHRABR [CL-047] I28 1 2 HERAFFRORERIZL, 77 BAREE2.0% (9/453 #i1),
AFH 50 mg B 2.5% (11/442 f51]), 100 mg £f 3.2% (14/433 §]) T o7z, 1TEAEDFELRN 1 HlD
FZHBLL, ARFBET 2 FILL RICA BN FLITHM™ (100 mg # 3 F), LFEME) (50 mg #,
100 mg #4551 f51) KORISZARE (50 mg #E2 ) ThoTo,

WA R 5508k [CL-049] I2B 1T 2 HELRAEFROIBRIL, A4I50 mg #F, 100 mg F¥,
MTa Y URETENEN 52% (42/812 1)), 6.2% (51/820 ), 5.4% (44/812 %) Th -7, 1T
EAEDFERP N BIORITHELL, ARFIFET 2 FILL EICA LN H3HIE (100 mg # 2 4),
Jifi DEENERT A (100 mg B 2 61), RISZAREE (100 mg #E 2 1), LEAIE) (50 mg &2 6), H%&

(50 mg #£, 100 mg #EA 1 6), EEWHALE i (50 mg #F, 100 mg #£45 1 61), =4 (50 mg
BE, 100 mg BESS 1 61), B (50 mg &E, 100 mg BE4S 1 451), B EIEI% (50 mg & 2 %1, 100 mg
E 1B, B A3 1E (50 mg B 3 61)), 7= A U —7(50 mg B, 100 mg #7451 61), BB (100 mg
RE2 010, mimE (50 mg #, 100 mg #4551 ) M OVTEEREM A SR H (100 mg #E 2 ) TH o7,

BEGEE LIRS RRBR b & 6, SR 80 5.0 2 5 6 THOMEIC X v [EA S #E ~H s
Ul w2 s g 2l 27409} n
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*27.4.2-9 EEFIFSOED2FCHICHESINTWWSEELEEER 20103831 H
IR7E)

EREH

| MER]| BE HERESR ST R TH IR
76 | L |\TAUD NS B SUEABEH [ O AL A3 0 2 [Egi) TRERH
62 | B |AAK =S A e ZOMOEFINETERNEE ki) iR
22 | 5B |BEAR T, UEE ABE AT ABERI ] DL R 23 WA B ki) TR
74 | & |BR AT N =T VA Va2 PEGERE | ABE ST AR 0O GE R 3 B [Egi) TR
60 | & |BR KB IR AR e FIZEDL HD BT TRBR
71 | & [AAR JjEqasgiil EmEE»THO B TRER

EIMESI

A | MR FEH[E o4 o R 15 IR
4 | &t MX VR fiti g% ABESUFABEHIF D IER A LBE EIE IR
72| & | 7TUA FODR AR B T ABE AT AR DIE R 28 LB [57S 1RER
76 | | 7T A R I ABESUIABE R OIE R 7S L 32 =118 1B

e FfLES ) —P . . o B o
63 | & |FA4Y T T ABE SR O IR 53 o BE AR R Ty B
50 | &z |Tr~e—72 |8 ANBE AT AR DIE R 28 LB [E1gi2) IR
9 | & | KA AL A ABESUIABE R OFE R A3 0 B2 B 1R
66 | |7 AUH AR ANBESAI B DIE R 28 B [F115 IR
82 | B |7 AUD AN ANBESAT AR DL 28 LB [E1gi2) TRER
76 | L | WA ELCES ABESUIABE R OFE R 7S L 32 =118 1R
63 | & |TANT K |IFREHR LA F OMOEFRNEE/RIRTE B 1R
62 | & |F = =IFE | ANBESAIABE A DIE R 28 LB [F115 IRER
43 | & | Zua X7 |ZS ABE AT B DIE R 28 LB [E1gi2) IR
52 | & |Am %7 | Bk RN b BT AR O FE R 23S LB [Eific BB
56 | & |F=adfE (IROE, FIREETEE ABESUIABE R DI R A3 0 22 B 1R
56 | & |Au %7 |[EfEMED E N ABESUFABEHIF D IER A L BE [EIEcS IRER
77| & | TTR Think ABESUFABEHIF O IER A LBE [EIES IR
N REETES A BT AR O FE R 23 LB B e
57 | & |TANT VR |ERE ANBESAI B DIE R 28 B H IR
86 | & |5 he7 Eigﬁ B S A O3 5 @@Ltiﬁgﬁbn g
48 | I |~ X — {RIEREE F OMOEFRNEE/RIRTE B 1R
56 | & | RAY PAZERE f Rk ANBESAIABE A DIE R 28 LB ENEI IRER
77 | B | Au AT LR, GO ANBE AT AR DIE R 28 LB [E1gi2) IR
60 | B |HFHx RS BT AR O FE R 23S LB [Eific BB
. DL EMmEBIT b0, B "
ol e ke D, TR, RRIE | AU AR O A R ki
7| & |\ TAUH SERARA, Bk ANBE AT AR DIE R 28 LB [E1gi2) IR
77 | B |\ TAUA FE Lol e ABESUIABE R OIE R A3 L 32 =118 1R
74 | BT AUL BelMiE ABESUIABE R OIE R A3 0 22 B 1R
58 | & |TAUH SEEEN IR AR FIZEDH LD T IR
3 | B | TAUA B+ % e ZF DO E SR EE R INE =118 1R
45 | B |\ TAV A THER ABESUIABE R DI R A3 2 B2 B 1R
58| & |TAUH I/ REE, PR IR 1 Z OO ESFHIZET/IRRE ENEI IRER
19 | & |7TAUH P i BRAB A 1 2% Z OO ESFHIZET/IRRE [B118 IR
28 | & |7TF VR EE3RE FEIZEDH D T 1B
43 | L | TAUD JEEDS ABESUIABE R OFE e A3 0 22 B 1R
N s P - N 4 e

6 | W [rrvn TR ABEX NSO R g [[TELLTTCIIED D |y

T RAMEEREAFL, RKIBRIZIALT DU, BRHRET 7R TH T Z LB L7272, 201044 H 7 HIZ
BT U s 24T - 72
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274214 ZTOMOEELEFEER

2742141 BERIEICESE-HEER

ZOMDEERAEEFLL LT, IRREOREGPILICE T FEFR (HEELRAEFREET)
WZDWTHRET LT,

OAB BF A xR & LIEWNRBRIFGICBIT 2 G5HILCE ST AEFLO S B, gt KR
DR, B S HRBOULE NSRS TRIR 0.5%0 Lo kg Az 2740 10k R L,
RCOBEHILICE -T2 EFR ek £2.747- 1117 F, /2, HEFILICESTZRIERO
96, kB OB G, BB RBOUIENRBROFS THRBLE 0.5%LL EOEG A ik
#274T-121R L, TR TOREPILICE > TZRIEH 2% £2.747- 13187, 5P LICE-
A ERER KL ORIWER O RFER BRI 2 (R X 2.7.47-7~FH% [X2.7.4.7-10 IZR~7, &5 1k
IZE S TEHHFERERD S LN BIEF OBORIE RATERE 5.3.5.1-1, NATER 53.5.1-2) RO TR
R 5.3.5.2-11 1R,

bt BEEAER [CL-045, CL048] ICBITHHEEH LB TeAEFEFLORBRIL, 77 R
2.0% (12/591 1), ASH 25 mg B 2.4% (5/210 1), 50 mg £f 3.2% (19/587 ), 100 mg £f 3.8% (8/208
B, tATaYURE32% (121375 61) Lotz AFOWTNOHERETHLRARTT 7
REELERERL, MTa YU EOlBRICBWCUIRERE Th - 7-, EHEERER [CL-051]
BT DFEGHICE - = HEFRORBRIL 7.4% (15/202 1) [50 mg #HEEFB] 6.6% (10/152 51),
100 mg #4541 10.0% (5/50 )] Toh -7,

ARBEGHEE (R T2 1 25~100mg £ &) THRE LT X TOELEFILICEST-FE
FHRITATHITHY, 205 BLERORERITHRE LI-F50%, 5, ®MENE 3 6, B, E#,
O, BRI, BBRE 26 TH-o7z (T £ 2.7.4.7-11),

#£2742-10 OABEHZXNRE LEERFRHBICETAIREDILICE-FEFR(REE

0.5%LLE)
Felee kB [CL-045, CL-048] R 53k [CL-051] EPNEEROFE
MedDRjA;/J\\%rsi(on 12).1 N =% NV =4 N A4
FEBIRSE (SOC) | 7T &R I o= - 50mg | 100 mg =
<=E (PT z 25mg | 50mg | 100mg | &M Z BREF | e A
LA (PT) (n=591) (0=210) | (n=587) | (n=208) |(n=1005) (n=375) (n=202) AERFD | S (n=1207)

(n=152) | (n=50)
ffz%gz%; 12(2.0%) | 5(2.4%) | 19(3.2%) | 8(3.8%) [32(3.2%)| 12(3.2%) | 15(7.4%) | 10(6.6%) |5(10.0%) | 47(3.9%)

GG

N R 0 0 1(0.2%) 0 1(0.1%) | 3(0.8%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
4B R R O G R T

3

[N 0 0 100.2%) | 1(0.5%) | 2(0.2%) | 2(0.5%) 0 0 0 2(0.2%)
PR R P

fEe] 0 0 100.2%) | 2(1.0%) | 3(0.3%) 0 0 0 0 3(0.2%)

Fl% GEBLE)
Source : CTD fift#F, # 274 09 006, 274 09 009
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2742142 FEIRZTHEEFTER . DOERODEETER

AETIX, BZARNREHEOERMTFNOEZ LN LNEROAHEFRRICHER L, ik #£
2747-1 I TEANRBRIFGICBIT 2AEELOP G, LEES, BARAE (OERSOLmE
IZBE T 2 6 0), MEREICHFEINAIAEFLELIE L, Y L LEROFEFRRDR
Bl 2l 0740 11 ooR T,

BRI BT 2 FH 9 (HR, BYE & OVDAEEE) OFELRT, il EEER [CL-045,
CL-048] TIIWTHNOEEGEHETHIRS, AH 3 HEEHETCORBRIINTNL 7 7R L RRE
Thotz, EHFGRER [CL-051] TIXEMED 50 mg HERFFIO 1 Bl DT, 7ok, IRHELD
T (22440010 21 ) 10RET

OIVE R OFEFGIEBIRIE, il REER [CL-045, CL-048] TIXAKOWTNOHERET
HIKS, T ERBLARE Ch o7z, RHIEGHRER [CL-051] Tb RERICHERIIK S, HE
DA MR THTH 50 mg MEFFBI & 100 mg ¥ & F] THRBLRICRKE 2213580 b o Tz,

:2742-11 OABEEZXNZRELE-ERFEBRHSIZEITADNERDEETER

LR EARER [CL-045, CL-048] ERBSRE [CLosl] | I
[MedDRA/J Version 12.1 NN [N N Y
e B A (SOC) - A b7 Aadad oy
HAGE (PT) 77 eR S T 50mg | 100m
: (=591) | 25mg | SOmg | 100mg | B | Too | RER] %E%{E,J B E,A{;ﬁ EiE
(n=210) | (n=587) | (n=208) | (n=1005) (n=202) é}1=i 52) (nfgo) (n=1207)
H@a‘&‘r DAEES  |449(76.0%)[169(80.5%)/452(77.0%)|175(84.1%)[796(79.2%)305(81.3%)|189(93.6%)[139(91.4%)|50(100%) [985(81.6%),
D
KB FAEAEIE 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
FEERER 2(0.3%) 0 0 0 0 0 2(1.0%) | 2(1.3%) 0 2(0.2%)
L) 1(0.2%) 0 0 0 0 0 1(0.5%) [ 1(0.7%) 0 1(0.1%)
F o EREI a7 1(0.2%) 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
RIR 1(0.2%) 0 0 0 0 0 0 0 0 0
R v > 7 0 0 0 0 0 1(0.3%) 0 0 0 0
P 3(0.5%) 0 1(0.2%) 0 1(0.1%) 0 52.5%) | 3(2.0%) | 2(4.0%) | 6(0.5%)
B 0 0 0 1(05%) | 1(0.1%) 0 0 0 0 1(0.1%)
RE R e 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
TE 2(0.3%) | 3(1.4%) | 5(0.9%) | 1(0.5%) | 9(0.9%) 0 1(0.5%) | 1(0.7%) 0 10(0.8%)
| R ey 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
TAVETIENR 1(0.2%) [ 1(0.5%) [ 2(0.3%) 0 3(0.3%) | 1(0.3%) | 1(0.5%) | 1(0.7%) 0 4(0.3%)
TATEZR R 2(0.3%) 0 1(0.2%) 0 1(0.1%) | 1(0.3%) | 3(1.5%) | 3(2.0%) 0 4(0.3%)
; FEVERISMIGHE 5(0.8%) | 1(0.5%) | 4(0.7%) | 4(1.9%) | 9(0.9%) [ 6(1.6%) [ 1(0.5%) | 1(0.7%) 0 10(0.8%)
SR 0 0 2(0.3%) 0 2(0.2%) 0 0 0 0 2(0.2%)
L= PEIGT ORI 3(0.5%) | 1(0.5%) | 1(0.2%) 0 2(02%) | 2(0.5%) | 3(1.5%) | 1(0.7%) | 2(4.0%) | 5(0.4%)
JEEIEN 0 0 0 0 0 1(03%) | 1(0.5%) | 1(0.7%) 0 1(0.1%)
EEREES
M E5 3(0.5%) 0 4(0.7%) | 1(05%) | 5(0.5%) | 3(0.8%) | 7(3.5%) | 5(3.3%) | 2(4.0%) | 12(1.0%)
DEX T R EERD 1(0.2%) 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
DB T s 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
AN 1(0.2%) 0 1(0.2%) | 1(0.5%) | 2(0.2%) | 1(0.3%) 0 0 0 2(0.2%)
DEXRE EARR 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
DR T 0 0 1(0.2%) 0 1(0.1%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 1(2.0%) | 3(0.2%)
QR SHIFEH 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
ﬁg%ﬁ?&ﬁ 0 0 0 0 0 0 1(0.5%) [ 1(0.7%) 0 1(0.1%)
.75
RENRTE 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
R IRFRFRE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) | 1(0.1%)
i fILJE 2(0.3%) | 2(1.0%) | 4(0.7%) | 1(0.5%) | 7(0.7%) | 3(0.8%) 0 0 0 7(0.6%)
R0 RS 0 0 0 0 0 0 1(0.5%) [ 1(0.7%) 0 1(0.1%)
[RE 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
[ESdl 0 0 0 1(0.5%) | 1(0.1%) | 1(0.3%) 0 0 0 1(0.1%)

B (FEHE)
Source : CTD fi##, # 274_09_001
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RIZ, OAB BBE # XI5 L L EWNEFKRFER [CL-045, CL-048, CL-051] (28T, Hix el
R ZE R BN O i R DR EFGRBLR A T LT,

FERRHI O LS R EFRREIRE ik £ 274725 (65 Ll L) ROfHE 3 2.7.4.7-26 (65
AT TR, iR RERER [CL-045, CL-048] 1281} 5.0 RA EHELFEHRIL, 65 WAk
IR 65 UL ECRholzb DD, 655k Lh B2 1T 2 BURICHE GHEM] TR E IEWIEA D
ieinodz (65wl b0 77 BARRE 4.8%, &Kl 25 mg & 7.9%, 50 mg & 7.1%, 100 mg # 8.2%,

MVvT a2V U BE 8.8% ;5 65 A - 77 B AREE 3.1%, AH| 25 mg B 2.0%, 50 mg #f 1.6%, 100 mg
RE3.7%, AT HRIURE2.6%), BHEEGRE [CL-051] (2T, 657%bh EE 65 ARl T
{2 OLLE R BEHFROBEHRICKE RENTRO SN2 h o7, Fi2, 65kl EIZBWT,
AFN ORI G L0 FBRPIN L2 F IR0 o T,

PERI DA B EERREBR 2 (R £ 2.7.4.727 (BME) RO #2.7.4.7-28 (&) (OoR
T, HeHREERER [CL-045, CL-048] (Z81F 2 L& R A EFRHBLRIL, BLMTRE B
HZ L3R, FEY T IIN—TOREGRB TCRIRE CThH-7= (B 77 8FEE5.9%, &K
25 mg B¥ 4.8%, 50 mg Af 4.4%, 100 mg B 5.7%, FLAT7 0P #6.3% ; &t 77 v REE 3.3%,
AH 25 mg #f 3.6%, 50 mg B 3.4%, 100 mg BE 5.2%, bATma Y fE48%), 7=, LMEICBT
D2 DL R EFZORRRIL, IR ARHETRBRETH -7, EHRGRAR

[CL-051] (23T 5 .LIMERA EFREERITHME (28.6%) IZHALME (12.0%) TS, KA

DI ERLRIF G XV RBLEIIN LT e o T,

IR E DM IS DAK OB Z T Lok R A2 8k & 2.7.4.7-29 (45 kg AKiii) KOk &
2.7.4.7-30 (45kg LL 1) 129, bR BEEAER [CL-045, CL-048] D ZMEiZisuT, 45 kg A,
45kg L & BT, BEEOHEMICHE 5 O lE ZA FEFLIEBROH 6 INTFE O bz o
7= (45 kg K35 : 77 L AREE 3.3%, AH| 25 mg Bf 12.5%, 50 mg £ 2.9%, 100 mg #f 8.3%, LT
7Y R 5.9% ;45 kg UL B 77T B AREE 3.3%, A 25 mg B 2.1%, 50 mg # 3.5%, 100 mg #f 4.7%,

MLTa Y RE4T%), £10, 45kg KRB W T 2 HILLEICA B 0ME REEELII D>
7o, B GHER [CL-051] OZtElzis i) 2 0 ME R A HFFLIEBLIRIL 45 kg LLE (12.8%) 1Ttk
45 kg Ky (5.6%) TS, AFIOHELCRBIR G X0 RBIRPEI L2 FRIT Do T,

m MLESE S OO AR OO MLE RA EFRBEE LAk 274731 (BILEESHHY) &k
UMk % 2.7.4.7-32 (GIMESES D2 L) 1R T, 2, #HBRE S ROGIHE S LT iLEED
FLH S ATV R & | I ESE S ORI & U7z, PRl BEERER [CL-045, CL-048] (Z451F 20l
ERAEFGRBIRIZ, SMEEAIFOE BN TRE REWVIA LN > (EIIERESOFbH
D . 7T R REE 4.7%, AFH| 25 mg B 5.6%, 50 mg Bf 7.6%, 100 mg Bf 5.5%, ST 0P R 10.3%,
EEESD R L 77 B AREE 3.4%, AHK| 25 mg B 3.4%, 50 mg B 2.4%, 100 mg & 5.2%, kL
Ty URE3.0%), EMEERER [CL051] 128 2 0IME R H FHEREHRICONTY, Mmifl
JEIEA PFOFER TR E B DIHR SN2 -T2 (EIELESIDH Y 16.7%, EIEEAD 2 L
14.3%), g EAER [CL-045, CL-048], KRG [CL-051] & &I, mLEESPHNC
BV TARAIOHE &R 512 L0 BERENEIN L FR3 720 o7z,
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FERREOF BN OO ME R EEFRIEE R L ok £2.74.733 EEMNLREESHY) K
Otk #2.7.4.7-34 GREMLDERZR L) (RT, SFENMEREZ AT 2HBRFICB VLT, L
EROAEERDAA 25 mg BEL 100 mg BEDS 1 HlICF80 HALIZ, 25 mgBETH LN T-FHLIT,
PeOEA OHBRE (IS B A IRE, JEEE AREME TH 0, AR GAkse P mliE L=, £72, 100 mg
FECH DN TGS, HIEFPYWTE, EIEFRREE R OB EZ &0 2B Ick i 25—
FEETay 7 RMMEEBEETHY, HETICES72R, Wb OERFTRICES FRTH-
77

Vb, BF LoD R A EFGEO Y A7 EHR (Fik, @IEE, FEROERE) ROKRAID
IRFEEL & LER (Fln, o, KAE) OF T, REEEG RS RAEFRIEBIEICH]
DNRIERE LY RITT HOITRBO Lol

2742143 FHIRETHESEZR  LAH) U EZEAFEREICEENEEEER
ARIETIX, BEFD OABIRIEIE CTH H LA U U FIRFEPEIRICFIN 2 A EFERICER L, £
Fk & 2.747- 1 TENEBRIFGICBIT 2AFFROT N OEET2AEFL ML L7, AR
B Y BRI R A E S L LR LR & 725 B WAl 2.740-10 )R
¥

DAT ) BRSSO E B RS (DN, R, B, PEREEE) oRBIRIT,
Heigeef HEERER [CL-045, CL-048] TIIAAIOWTNOMERHTHIRLS, 7T ¥R LFARE TH -
Too =7, MATaIUURRCET D NNEBEORBLERIL 14.1% (53/37561) &, 7T BRBEEN
ARG B OFB=R L A TRERP o T, BFEGHER [CL-051] THRBRICHEEEITMKS, HE
DA MR THTH 50 mg MERFEI & 100 mg B EH THRBBEICRE RZTRD bR oTz, 10k,
OAB B Z x5 & LIZ[ENEAREBR [CL-045, CL-048, CL-051] 128\ T, RENIRD LR
Mot (fHk £ 2.7.4.7-1),

+£274212 OABEEZXRELE-ERFHBHEIZEITALRAD Y U2BERERECHEM

LEEER
PRl AREBR [CL-045, CL-048] FEHB 535 [CL-051] E’gi“’ﬁ
[MedDRA/J Version 12.1 TS S N Y
%%Egg?gﬁ(iﬁ)(soc) - RTTmEY A IS Ey .
ANGE (PT AN oy
(0=591) | 25mg | SOmg | 100mg | & | o s | o0me | 100me | 4
(0=210) | (n=587) | (n=208) | (n=1005) ®=375) (n=202) FERTDL | S (n=1207)

(n=152) | (n=50)
TXCTOREHEG 1449(76.0%)]169(80.5%)(452(77.0%)|175(84.1%)(796(79.2%)|305(81.3%)[189(93.6%)[139(91.4%)|50(100%) |985(81.6%)
[RFEE

Tl 1(0.2%) 0 0 1(05%) | 1(0.1%) | 4(1.1%) | 1(0.5%) 0 1(2.0%) | 2(02%)
H phEE

e 16(2.7%) | 4(1.9%) | 22(3.7%) | 73.4%) | 33(3.3%) | 14(3.7%) | 11(5.4%) | 9(5.9%) | 2(4.0%) | 44(3.6%)
ERERES 12(2.0%) | 4(1.9%) | 13(2.2%) | 3(1.4%) | 20(2.0%) [53(14.1%) | 5(2.5%) | 4(2.6%) | 1(2.0%) | 25(2.1%)
[BEROREEE
| HERIA 0 0 1(0.2%) 0 1(0.1%) | 2(0.5%) | 1(0.5%) 0 1(2.0%) | 2(0.2%)

Bk (GEBLER)
Source : CTD fi##r, 2% 274 09 001

33



274
ERERRIR £ 14

2.7.4.21.5 SRE MR ITEIXEENEEZTERDMEM

OAB H# % %14 & L= ENRBRIEA I BT 28R E D & o EFGem R
PEFEREY = 8

AFIBEGHIEEE (L T2 12 25~100 mg HE) TRIED 10%2L EOSERIRDHEL,
IRIRAE (66.2%) [ZIRNT, JERYWER OVFAEDSE (28.7%), BIBREE (13.7%) Th-o7le, Zib
DB RIRDIENCHT-AEFZOFRBERIT, ol e [CL-045, CL-048] TIXAH OWT
OHERETLT 7vREEE, T MTr VUL DOERIZEBWTHRERL, <AL
BHRBECTH Tz, £z, BEEOHEIMIME S W SNREBRO LR LA LN T-,
#5388k [CL-051] TI%, 50 mg #EFFI & 100 mg &M CRe BRI RIS AT H EFERDOIHR
WCRERETRD LN DT,

F£2742-13 OABEEBZXNRE LEERNHERHEICETIRENRNECLDATER

bt BREABR [CL-045, CL-048] R 53 [CL-051] ENHERDFS
MedDRA/J Version 121 | . STRTHS N ‘:7;;7EV m STRTEY
FREBIRSHE (SOC) (oson | 25me | Somg | 100mg | AME | Tl Ak m%“}% @ir%ﬁ LR
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) 152) | (0=50) (n=1207)
FTRTOFEFSL  |449(76.0%)[169(80.5%) 452(77.0%) |175(84.1%) 796(79.2%) | 305(81.3%) |189(93.6%)|139(91.4%)| 50(100%) | 985(81.6%)
ik P AN INZAEA e H 1(0.2%) 0 0 0 0 1(0.3%) 0 0 0 0
U 16QR.7%) | 6Q2.9%) | 12(20%) | 6Q2.9%) | 24Q24%) | 10Q2.7%) | 18(89%) | 14(9.2%) | 4(8.0%) 42(3.5%)
H R Ok 5(0.8%) | 2(1.0%) | 3(0.5%) | 1(0.5%) | 6(0.6%) 5(1.3%) 525%) | 4Q26%) | 1(2.0%) 11(0.9%)
AR P 40.7%) | 3(14%) | 10(1.7%) | 2(1.0%) | 15(1.5%) 7(1.9%) 13(64%) | 8(53%) | 5(10.0%) | 28(2.3%)
I 68(11.5%) [21(10.0%)| 69(11.8%) |25(12.0%)| 115(11.4%) | 81(21.6%) | 50(24.8%) | 38(25.0%) | 12(24.0%)| 165(13.7%)

gﬁﬁﬁ%&w&g%ﬁ% 8(14%) | 3(14%) | 6(1.0%) | 6Q29%) | 15(15%) | 1335%) | 525%) | 4Q.6%) | 12.0%) | 20(1.7%)

I EL3E % i 0 1(0.5%) 0 0 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
e 1(0.2%) 0 0 100.5%) | 1(0.1%) 0 3(15%) | 3(2.0%) 0 4(0.3%)

YLE B O A UE [ 129(21.8%)| 64(30.5%) | 141(24.0%) | 61(29.3%) | 266(26.5%) | 78(20.8%) | 80(39.6%) | 59(38.8%) [21(42.0%)| 346(28.7%)

%, R OLES

Jeciad 8(14%) | 6(2.9%) | 17(29%) | 3(14%) | 262.6%) | 13(3.5%) | 18(89%) | 13(8.6%) | 5(10.0%) |  44(3.6%)
R AR A 371(62.8%)|142(67.6%)| 351(59.8%) |146(70.2%) 639(63.6%) | 241(64.3%) | 160(79.2%) | 116(76.3%) | 44(88.0%) |  799(66.2%)
NS 1002%) | 1(0.5%) 0 0 1(0.1%) 2(0.5%) 2(1.0%) | 1(0.7%) | 1(2.0%) 3(0.2%)
e 3 N A A pauN e

ﬂi’iﬁ*‘g%&vﬁﬁ%‘& 21(3.6%) | 6(2.9%) | 1322%) | 6(2.9%) | 25(2.5%) 71.9%) | 2009.9%) | 16(10.5%) | 4(8.0%) 45(3.7%)
Bk, BPER OFEAIAR

HOFAEY (FER LY 1(02%) 0 2(0.3%) 0 2(0.2%) 0 21.0%) | 1(0.7%) | 1(2.0%) 4(0.3%)
R —T &5t

iR R B 203.4%) | 11(52%) | 203.4%) | 6(2.9%) | 373.7%) | 14(3.7%) | 18(8.9%) | 12(7.9%) | 6(12.0%) |  55(4.6%)
AR 3(05%) | 3(14%) | 40.7%) | 1005%) | 8(0.8%) 0 8(4.0%) | 4(2.6%) | 4(8.0%) 16(1.3%)
B R OYR B R 8(14%) | 4(1.9%) | 11(1.9%) | 1(0.5%) | 16(1.6%) 6(1.6%) 3(1.5%) | 1(0.7%) | 2(4.0%) 19(1.6%)
CERH R M OVFLIE R 102%) | 100.5%) | 2(03%) | 2(1.0%) | 5(0.5%) 2(0.5%) 1(0.5%) 0 1(2.0%) 6(0.5%)

Eﬂ%& Mo S Ol 5(0.8%) | 9(4.3%) | 10(1.7%) | 3(14%) | 22(2.2%) 6(1.6%) 11(5.4%) | 10(6.6%) | 1(2.0%) 33(2.7%)

G O TRIRREEE | 18(3.0%) | 8(3.8%) | 26(4.4%) | 9(43%) | 43(43%) | 16(43%) | 18(8.9%) | 16(10.5%) | 2(4.0%) 61(5.1%)

1L P 2(0.3%) | 2(1.0%) | 4(0.7%) | 2(1.0%) | 8(0.8%) 4(1.1%) 42.0%) | 32.0%) | 12.0%) 12(1.0%)
B (FEHE)
Source : CTD fi##, # 2.7.4_11_001
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héﬁ%%%%ﬁﬁ%&74%1&ﬂ,%ﬁ%ﬂﬁ%%%zwmxmﬁﬁo

bt BEEAER [CL-045, CL-048] IZHBT DIREFICHF SN O LAEFEFLORERIL, I &
REE0.7% M691WD,19$25ngE$14% (3/210 f31), 50 mg & 1.7% (10/587 f41), 100 mg &£ 1.0%
(2208 f5l) TH YV, HEOWINIIES BEBEOWIMNITA LN roTe, FHBNHAD L, EHEF
FROFBHRIIT TR L RBIECRRRE CTh o 7o, £, BRANBEORBLIRD btk h o7z,
BB, WINOFEERLBETH T,

FEW# SR [CL-051] 1281 2 IREF IS IN 2 2H FHLOBBIFEIL, 50 mg HERFE] 5.3%
(8/152 #31), 100 mg &M 10.0% (5/50 ) T -o7-, FHERBNCHD L, 50 mg MR D IR
57 (361 KU100 mg HEGIOIRKR 2 #]) ZkrE, 2HL RICALNTFELIT ol F
7o, FENEORBUIRD b ote, 728, WTIWOEERELLBRECTH-oT-,

FENFE DA OHEZ A 28858 7 OAB FBF A x4 & L7 [EWNERARRER [CL-045, CL-048,
CL-051] OAFIBE 51 10 ] (Zh2h6, 2, 2 ) & EN TR (BRZhiffTae b5,
[5.35.12] [5.3.52-1| 08k 132.44), Eko k512, MPABEOELIEHRE STz,

WIZ, WSR3 [CL-049] CHELMRANED 2 fllE SN2 L0 b, HAFDH D
IXHENBE N EE DI D HEF RO BUR L% [E N K OIS C I L 72 ARK DT < T OERKHER T
AtL7c, AT 5AFFRO—E A ik £2.74.7351277,

MedDRA #E#fE 5 (standardized MedDRA querie(s), PL T SMQ(s)) [1] (2F-> % TEkNKEE] @
N7 AV =TS T DHEEFL AN LIofR, ARSI DI S FFFERN 12 4
(KA 1161, brTrds 1 4)) [Z8EO Iz, WTILHiEA O OAB B x4l T DJEfF| <
bole, TbOWERE OIRBIZZ iz BEFRA L, O ONTEMEIMBORBEME LS
DTHFHE L7z & 25, RNESTRBRII I IS4 U SATIRBRBALAREIZ & OF L T ik R
DIEBHI B Lz S SN0k, 12 B 3B CTh o7 (KA 261, LTy 14,
ZDL, KREESG LI 2HICAHAONEFRIVT N LEE ChoTe, £io, MAENIRERD
MR AE LT OB L 72 AT REME 2 S B CTE Do =D, 1261F 261 T o - 7= (RAI2 1) ,
AR EBE L2 201 CTHOLNT-FERIE, WTNbLIFRERE ThH-7, KV D THlIC WY, FF
HGE L L CORNEO ATREMIIE E S hviz,

AR DG ST RV A BRI 31T Dk NBE UL D S i 2 1 F F 4 O FBLHR
ZHEGMMBINC D &, 4~12 B OB 55388 T 0.04% (EWN R OVESOF 11 A L O 1T 8
Bk 4759 il 2 4511), 12 7 A RO BB GRER T 0.11% (EWN &K OSSO B 5308k 1835 i+
261 Thot,

7ed, [EANTIENE L4 LR B R O A8 5308 [CL034] TIF, S RIET AR O %
Bt 5720, BRI A 255 L GRMEsasi 10ssh). 2o, R
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PR OGEM AR OB AY (FERLORY —7 %2 5T) | ITHBInDHEFESR, UITREE 28k
#2.7.4.7-1 1287,

Heigeef HEERER [CL-045, CL048] (12 [ 5) I2361) DG O FBIRIL, 77 B AREE 0.2% (1/591
Bl), AAl25 mg & 0.0% (0/210 ), 50 mg & 0.3% (2/587 f51)), 100 mg #f 0.0% (0/208 ), h~v
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Fk £ 2.7.4.7-36), BRINZES I AHERER [CL-046] K UCKESR I FHER [CL-047] (& $IZ 12 H[H#
B) BT HEEORBLRIL, KFHOWTNOHERETHL 778 RHEXIL M T v Y R L AR
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B), 100 mg #f 1.8% (15/820 f5l), ~AT Y U 1.0% (8/812%1) ThH YV, AAl 100 mg # Thy
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bFRY 048) (n=873)  (n=374) (n=369) (n=361) (n=355) (n=371) (n=373) n=374) (n=368) (n=355)
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IIRY A 100mIE R 051 0) (n=50) (=50 (n=9) (n=4) (n=42) (150 ARG AL I00mIEER 05 (n=50) (n=50) (n=50) ) (n=47) (=) (n=42) (n=50)
B

SOmHRAAI05) SO 051)
T00rg 8 E A 051) cOnEi Z B 051)
o 704
™ o5
s ao]
o
o 06 = 55
£
0 50
w 4]
% e
TR P wEn @ & wa 7 oa 3 Fa
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27432 EEELBREKRREBEERSE
AEREAREERT & LT, BABREICBWT TEIEHOEERESEEE ] CERk4 446 H

29 HEZ2H 80 B HIMS) T/ L— R 3 IZN T AR MER Y (RmEE, AmikEk, ~€/ o

vy, /M3, eV re Ly, AST (GOT), ALT (GPT), ALP, RFEXEHE, /L T7F=, F

MDA, WY UL, MBE, REA) ITOWTRE LT,

1. LB BREAER
Eeigeoe BEEABR [CL-045, CL-048] OAFIFGHIEFH (2 T 1 25~100 mg /&) TH

bANTZ7 L— R 3 OABRAEMERT T, AmEREGED 2 6] (50 mg #, 100 mg #£TH 1 #), ~F
ra e g 2 6] (EHI250mg#), T RY A2 6] (& HI250mg #), BV T AHN3
B (25 mg B, S0 mg BE, 100 mg FETH 1), mbEEEm 2 61 (25 mg #%, S0mg BETH 1) T
Holz, BEGEIINTNOREHETHLLOHTHY, BEHBTRERERTIRO N2

(F2743-1).

e BRERER [CL-045, CL-048] IZH175 YV L— k3 (BHERDEREE D FRERE)

*2.7.4.31
DEEKRREERE
Frgese BEEAER [CL-045, CL-048]
SR RAT IR 7 L— NELH ° TR AT A F 730
L H k&R 7@2;921_;_ 25 mg 50 mg 100 mg L H & ]\/(Z;Sj/
(n=210) (n=587) (n=208) (n=1005)

M 1 Bk %L 2000 i (/ul) 0 0 1(0.2%) 1(0.5%) 2(0.2%) 1(0.3%)
~NES 8 A (g/dL) 0 0 2(0.3%) 0 2(0.2%) 0

Na 160 Ll = (mEq/L) 0 0 2(0.3%) 0 2(0.2%) 0

K 5.5 Ll I (mEg/L) 5(0.8%) 1(0.5%) 1(0.2%) 1(0.5%) 3(0.3%) 0
i3 301 LI E (mg/dL) 1(0.2%) 1(0.5%) 1(0.2%) 0 2(0.2%) 1(0.3%)

FEEFIE B (FBLER)
Source : CTD fifff, 3274 07 051, 3274 07 052, 3 274 07 055, % 274 07 056

2. REIEEHR
EW#R 535 [CL-051] THALN-Z L— K3 OERAEMEET L, AmEkERED 1 6] (50 mg

HERFED), B U o A8 2 61 (& H1Z 100 mg B &F]), MR 1 %] (50 mg #ERFE]) &, FEELH
B Ch o7 [(£27432).
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®27432 REKREHRR [CL-051] ITHIFHY L— K3 GIEADEEESEELE) DERIK

BREEER
N A=
B AR AL TH 7 L— RIEYE Exnll 50 mg #HEFFFI 100 mg 4 &4
(n=202) (n=152) (n=50)
i ifn Bk 2K 2000 i (/uL) 1(0.5%) 1(0.7%) 0
K 5.5 I (mEg/L) 2(1.0%) 0 2(4.0%)
ik 301 LI b (mg/dL) 1(0.5%) 1(0.7%) 0

O FIE (RBLER)
Source : CL-051 #affE#iEE, £ 24

2744 NAZNLYA Y, BEURERUZEMHICEET SN EEIER

27441 NAB)\LYAY

1. LB IRERER

FEBE R [CL-045, CL-048] 123515 B /31 L4 o (FEHSBINIE) O 23 2.7.4.4-1]
ik % 2.74.7-16, /51 2 A > (BREIE) O HE 27442 (27441} (4 2.7.4.4-2)
fHe% 3% 2.7.4.7-17 (R T,

Lot FEEER [CL-045, CL-048] IZ8IF 231 Z VA O CEHE EERE) 05 b,
ARBEGHEE (R 77 172 25~100 mg M &) (281 2 HBf&aFhR O WGHE L, SRR i
JEIR—ZAT A4 L LIFEAEEDLT, TR RELERRETH T, KEBGHIEFH ORI
FR—=R T A I DERASTHIIRS, EEREHEBIIIE T 71.8 bpm 726 74.2 bpm, #ERZE I E O K RF
T 69.63 bpm 75 7225 bpm, %5 6 KEfiI1% T 74.70 bpm 7> 5 76.35 bpm &I ZEEM L=, F
72, ABEIOWTHORBETY, 77 REEE il LG BEORNINTEE S WRFEE o BEIE i 23 2
BTN, EOZELEITHRRTD Sbpm K & KX 2 LD TIE R - T,

3% 2.7.4.4-1 e 3t BBERER [CL-045, CL-048] IZHITR /1A R ILY A > (EEZLBERE) O
i

NAVA=2%

T7ER
7 25 mg 50 mg 100 mg EiE s

[ al= g

N—=2 | gk | N A R | N2 R | N2 | e | N R B | R | R
TA v | FHERE | T2 | R | T2 | FEERE | T2 | BRI | T4 | BHERE | T2 | FRAMKE
(0=591) | (n=587) | (1=210) | (1=210) | (n=587) | (n=584) | (1=208) | (n=208) | (n=1005) | (n=1002) | (n=375) | (1=371)

UM E (mmHg)

TEE 1224 | 1215 | 1207 | 1216 | 1213 | 1215 | 121.6 | 1220 | 1212 | 1217 | 1234 | 1229
(= EfE) | (18.76) | (18.37) | (18.46) | (18.32) | (18.50) | (18.24) | (18.66) | (18.73) | (18.51) | (18.34) | (18.44) | (17.53)

PERMIME (mmHg)

EE 73.4 72.9 72.9 73.7 72.8 73.3 73.0 73.7 72.9 73.5 73.6 74.0
(EHEFE) | (11.66) | (11.24) | (11.31) | (10.90) | (11.58) | (11.49) | (11.19) | (10.74) | (11.43) | (11.21) | (10.71) | (11.08)

IkFE%c (bpm)

EE 72.2 72.8 70.6 72.5 72.1 74.3 72.0 75.6 71.8 74.2 71.6 73.9
(AR | (927) | (9.92) | (9.17) | (10.01) | (10.01) | (10.22) | (9.64) | (11.03) | (9.77) | (10.39) | (8.85) | (9.57)

Source : CTD fi#ht, 2274 08 006, 7 274 08 007
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*274.4-2 B xtEREER [CL-045, CL-048] IZHITH/ M1 2 I)LY A > (#ERERITE) DR
e N VA= s
77K Lra
7 25 mg 50 mg 100 mg A& N

N A L g | =R R | R | R | N | N R | e e
A | R | TA | B | T | BHERE | T | REMRE | T | PR | T | RRAR

ELREE IR IE  (mmHg)

n 586 577 207 203 585 573 205 203 997 979 375 367

S fE 125.89 | 12724 | 123.40 | 123.91 | 12535 | 127.17 | 12530 | 127.22 | 12494 | 126.50 | 125.86 | 127.34

(FEHE(F75) | (18.476) | (17.744) | (17.595) | (18.136) | (18.328) | (18.576) | (17.590) | (18.155) | (18.027) | (18.428) | (17.762) | (17.703)

R JLEMIE (mmHg)

n 586 577 207 203 585 573 205 203 997 979 375 367

S fE 77.18 77.60 76.05 76.20 76.90 78.14 77.08 78.14 76.76 77.74 76.61 77.56

(EHE(RE) | (11.428) | (10.933) | (11.013) | (10.741) | (11.519) | (11.257) | (10.946) | (10.740) | (11.294) | (11.063) | (11.278) | (10.690)

ELREE - IRF% (bpm)

n 586 577 207 203 584 573 205 203 996 979 375 367

S fE 70.12 70.57 70.11 71.15 69.40 72.15 69.79 73.66 69.63 72.25 68.90 70.83

(R ) | (8.988) | (9.050) | (9.117) | (9.697) | (8.399) | (8.216) | (8.495) | (8.707) | (8.569) | (8.673) | (8.378) | (8.849)

Beh 6 Refft% - IGFEHIME  (mmHg)

n 584 574 207 208 585 575 207 207 999 990 370 366

EE 124.05 | 12542 | 123.93 | 12520 | 124.19 | 125.21 | 124.47 | 126.90 | 124.19 | 125.56 | 123.71 | 125.65

(FEHE(EE) | (15.345) | (15.566) | (15.455) | (14.595) | (15.835) | (14.714) | (17.292) | (15.842) | (16.056) | (14.933) | (15.639) | (14.973)

$ 5 6 K% LEHIME (mmHg)

n 584 574 207 208 585 575 207 207 999 990 370 366

S E 75.03 75.83 76.37 76.50 75.38 76.51 75.27 77.42 75.56 76.70 74.79 77.04

(A7) | (9.758) | (10.023) | (10.096) | (9.723) | (10.087) | (9.291) | (10.756) | (10.097) | (10.229) | (9.553) | (10.313) | (9.744)

5 6 K% : IkFA%L (bpm)

n 584 574 207 208 584 575 207 207 998 990 370 366

S 75.07 74.36 74.76 75.29 74.61 76.09 74.91 78.14 74.70 76.35 74.09 77.21

() | (9.471) | (9.181) | (9.525) | (9.869) | (9.065) | (8.561) | (9.651) | (9.007) | (9.277) | (8.987) | (8.773) | (9.379)

Source : CTD fi#hT, %274 08 001, 274 08 002
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® w00
B 1o B
=} i H
g b
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S fﬁ 70.04
= =
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0.0
1000
S04 o ] 50,0
[EES ) AR AR 12RHEREA BT OBFERE ABFERE SEFERE 128 FEE AR
75 4ot 045, 048) (re5s) (56 (n=553) (n=510) (=571 7547045, 048) (n=564) (559 (n=546) (ne577)
570 2508 045) (n=207) (n=208) (n=202) (n=106) (n=203) e (ne209) (200 (n=196)
54/ B 50m( 045, 042) (ne585) (n=565) (i) (n=540) (n=579) (n565) (n=548) (n=540)
) (ne1eg) (re166) (net52 (n=209) (re208) (a=189) (n=196) (n=192)
) (n=365) (n=360) (n=350) (n=367) (375 (=365 (360 (n=354)
2] [cex)
80 0]
o
*®
el
.00
oS
&
=
0.0
50.0
BB E 4BxkEE e 128K kEE BT
75 47045, 048) (n586) (r=564) (ne553) (n=516) (5T,
510 25 045) (n=207) (n=209) (n-202) (n-208)
5R/B 0ng( 045, 048) (n=584) (res53) (ne504) (n=579)
25140 100m% 045) (ne205) (re199) (n=196) (re208)
(n=315) (n=a65) (n=360) (n=367)
B

2.7.4.4-1 EEExBREKER [CL-045, CL-048] IZHF5/804 2L 4 > (HEREBIE) DOH
% (ERREF)

SEE i AT A

Source : CTD fi##T,

274 08_051
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e oty
o 100.0
150.0
90.0-
140.0
® ®
aa & 80.0
& 1500 &
© ©
H H
=l =]
= 1200 =
& i no
-3 B’
0.0
60.0
100.0
0o el
omAmE BARE SRABE A REE B ORFIHE AATRE SBRRE 2ARRE U]
(n=584) (n=b8b) (n=b53) (n=b42) (n=514) (n=584) (n=565) (n=553) (n=542) (n=574)
(n=207) (n=205) (n=202) (n=199) (n=208) (n=207 (n=205) (n=202) (n=199) (n=208)
(n=585) (n=569) (n=548) (n=542) (n=515) (n=585) (n=569) (n=548) (n=542) (n=575)
(n=207) (n=202) (n=199) (n=196) (n=201) (n=207) (n=202) (n=189) (n=196) (n=207)
n= (n=366) (n=358) (n=354) (n=366) ) (n=370) (n=366) (n=358) (n=354) (n=366)
L2 2]
/s
o
0.0
SE 80.0
Eod
&
©
g
g no
600
50.0
o kRE HEEIEE BN d=) 1238 %R BT
75 4t 045, 048) (n=5e4) (n=566) (n=558) (n=642) (n=674)
) (n=207) (n=206) (n=202) (n=199) (n=208)
)45, 048) (n=584) (n=569) (n=548) (n=542) (n=575)
(n=207) (n=202) (n=199) (n=196) (n=207)
(n=370) (n=366) (n=358) (n=354) (n=366)
L2

27442  HEBXEREER [CL-045, CL-048] IZHITH/N\A ZILY A 2 HERERIE) D
% (%5 6 BfERk)

SR AR R 7=

Source : CTD 4T, 274 08 051

WIS, WRAAEHE AN DWW CHIZEERINC G2 BT, bl BREAER [CL-045, CL-048] 12
F % PRI PRI S HE 5 6 FEHI%1 100 bpm %88 % 7= B4 2 Bmm- s L7 [
27.4.43).

Hff@nﬂﬁﬁﬂ#@ﬁﬁﬂméﬁwﬁ PEFEIZ 100 bpm 22 - EIA1E, 77 B REE02% (1/577 i), A&
#l 25 mg B 1.0% (2/203 B) THY, 50mg#E, 100 mg FEL N MLT 1Y UREICE Y T HAERIIT
RO BRI o T, HrEa MR ORI E S 5 6 IR #£12 100 bpm 2 X 7-HIG 1L, 77k
REE1.2% (7/574 B1)), AH 25 mg B 1.0% (2/208 f51]), 50 mg #£ 0.9% (5/575 f511), 100 mg £ 1.9%
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cLTa P OB 0.8% (3/366 f3) TdhoT-, AFNOWTNOHAERETYH, BREES

(IS EAERHIRF O 7 7 BT L RIRE Th o7z, F7z, R ZE T, FHIRmEDS R
T E 6 BF[EI#£ I 100 bpm 288 2 72 HIE 13, WIhoREHTHE»- T,

327443 LB xtBREAER [CL-045, CL-048] (2115 FHARIAZLAS 100 bpm B2 1=E|&
e e 7R/ = .

7 7R 25 mg | 50 mg 100 mg | e brrmes

FEC PR PRf

NR—RAF7 A 1/586(0.2%) | 1/207(0.5%) 0/584 0/205 1/996(0.1%) 0/375

438 0/564 0/203 1/565(0.2%) 0/199 1/967(0.1%) | 2/365(0.5%)

8 1/553(0.2%) 0/202 0/544 0/196 0/942 0/360

12 8 1/546(0.2%) | 2/196(1.0%) 0/540 0/192 2/928(0.2%) 0/354

B 4 S A 1/577(0.2%) | 2/203(1.0%) 0/573 0/203 2/979(0.2%) 0/367

5 6 FEf#

N—AF A | 3/584(0.5%) | 1/207(0.5%) | 2/584(0.3%) | 2/207(1.0%) | 5/998(0.5%) | 2/370(0.5%)

4 8 4/565(0.7%) | 3/205(1.5%) | 7/569(1.2%) | 2/202(1.0%) | 12/976(1.2%) | 4/366(1.1%)

8 i 6/553(1.1%) | 1/202(0.5%) 0/548 3/199(1.5%) | 4/949(0.4%) | 4/358(1.1%)

12 7/542(1.3%) | 2/199(1.0%) | 4/542(0.7%) | 4/196(2.0%) | 10/937(1.1%) | 3/354(0.8%)

I R&EEAM 7/574(1.2%) | 2/208(1.0%) | 5/575(0.9%) | 4/207(1.9%) | 11/990(1.1%) | 3/366(0.8%)

S AR (RBLR)

Source : CTD fi##T, 2274 08 011, # 274 08 012

2. REiI5HER

F I 53R [CL-0511 103515 550 2 A1 o (R OHe Ak 07444, HHik %
2.747-18, A AL L (BERERIE) OHBASE 27449 (27443 (K 27444 H &
2.7.4.7-19 (TR,

FEWIE 53R [CL-051] (2B D341 ¥4 O CEWEHIEERZE) 09 b, 2IEG)
THATIHEIAM)E, JriEn IR 2B U T_N—RA T4 L EIFEAEEDLT, 50 mgf
FFEl & 100 mg #4 & F) CTHERITARL L Cuvie, IRIEEUE, 2SEf] T EOF IR TATYH, [ER
HEERME, BRENIE L b R—RAT A L LIFEAEED Lo T2,
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£ 27444 RHIRE5HEE [CL-051] IZEFEN\M2)LY 42 (EEEERITE) DO#F
17~ Tay
HEH] 50 mg HEFF 100 mg 19 )
R— 2 . . ik | =2 . . Bk | N—=2 . . ek
512 | S0 | e | s | 5 | SR B s | 50 | SO0 B s
(n=202) (n=200) | (n=152) (0=150) | (n=50) (n=50)
I T (mmHg)
S fE 121.1 120.2 119.4 121.8 120.2 119.7 118.1 121.7 124.0 121.6 123.1 122.0
(E¥E(RsE) | (18.83) | (16.48) | (17.86) | (16.76) | (19.44) | (17.17) | (17.50) | (17.26) | (16.70) | (14.38) | (18.53) | (15.30)
PEEEMIME  (mmHg)
EE 75.3 74.5 74.8 74.9 74.6 74.3 74.7 752 71.5 75.1 752 74.2
(EAE(EE) | (11.10) | (10.72) | (11.39) | (10.70) | (11.45) | (11.05) | (11.51) | (11.29) | (9.73) | (9.78) | (11.14) | (8.77)
IkFE% (bpm)
EE 72.4 73.3 71.3 72.0 72.2 73.0 70.7 712 73.3 74.0 73.1 74.4
(A | (9.38) | (9.71) | (8.85) | (947) | (9.18) | (9.75) | (845) | (9.17) | (10.01) | (9.65) | (9.80) | (10.02)
Source : CL-051 #FE#HEE, £ 12.53.1.1.1, £ 12.53.1.2.1, # 12.53.1.3.1, # 12.53.1.4.1
% 27445 REIIR SR [CL-051] ITHBIFH NI 2T 1Y (HERERE) DHRE
17~ Tay
AEH] 50 mg HEFF5 100 mg H4F: A5
AN— 2 . . A& | =R . . & | =R . . ok
i Mo s Mo s Ho|
sqv | BB | BE g |5y | 8B ) BB e | S | 8B | BB g
ERIE - BURERIE  (mmHg)
n 201 196 185 194 151 146 137 144 50 50 48 50
EE 128.94 | 127.49 | 122.57 | 126.04 | 129.04 | 126.72 | 121.55 | 125.72 | 128.63 | 129.76 | 125.50 | 126.96
(EAE(FE) | (19.669) | (18.753) | (17.590) | (18.302) | (20.094) | (18.849) | (17.614) | (19.048) | (18.517) | (18.470) | (17.372) | (16.104)
ERIE  JREHIME (mmHg)
n 201 196 185 194 151 146 137 144 50 50 48 50
S fE 79.97 78.52 75.20 77.17 79.84 78.14 74.70 76.54 80.37 79.61 76.64 78.99
(EAE(FE) | (11.654) | (10.520) | (10.683) | (10.544) | (12.021) | (10.644) | (11.036) | (10.751) | (10.575) | (10.172) | (9.568) | (9.799)
FLREE @ IRF% (bpm)
n 201 196 185 194 151 146 137 144 50 50 48 50
S fE 70.54 71.50 70.62 71.65 70.51 71.78 70.08 71.52 70.63 70.67 72.17 72.02
(R SE) | (8.147) | (8.325) | (7.753) | (7.880) | (8.127) | (8.522) | (7.701) | (7.816) | (8.288) | (7.743) | (7.770) | (8.129)
b6 % I ME (mmHg)
n 201 194 185 196 151 144 137 146 50 50 48 50
S fE 12576 | 125.13 | 119.89 | 124.55 | 125.06 | 124.64 | 118.93 | 12423 | 127.87 | 126.56 | 122.64 | 125.51
(EA(FE) | (16.537) | (15.636) | (15.271) | (15.731) | (16.148) | (15.413) | (15.001) | (16.383) | (17.663) | (16.337) | (15.853) | (13.756)
Beh 6 Rt - JRIEMIME  (mmHg)
n 201 194 185 196 151 144 137 146 50 50 48 50
S fE 77.19 76.32 72.84 75.76 76.64 76.09 72.41 75.32 78.86 77.01 74.05 77.06
(EAE(F7E) | (10.383) | (10.134) | (9.721) | (10.035) | (10.397) | (10.192) | (9.948) | (10.456) | (10.262) | (10.036) | (9.032) | (8.655)
#eh 6 B : k% (bpm)
n 201 194 185 196 151 144 137 146 50 50 48 50
S fE 74.67 75.29 75.53 74.77 74.80 75.54 75.02 74.41 74.27 74.55 76.98 75.79
(EA(FFE) | (9.279) | (8.512) | (8.279) | (8.479) | (9.147) | (8.609) | (8.046) | (7.906) | (9.751) | (8.266) | (8.837) | (9.985)
Source : CL-051 #&fE#HEE, £ 12.5.3.2.1.1, #£1253.2.1.2, #* 12.53.4.1.1
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2]

REKREHER [CL-051] [2HFTH/31 ZILY A > GEREBRFRIE) DR GEKEF)
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5RO s0rg #IH (n=151) (n=148) (=141} (n=13D) (n=126) (n=128)  (n=146) I3RY0 Song #136) (n=151) (n=148) n=141) (n=137) (n=126) n=123) (n=148)
3ATBY 100 RS (r=50) (n=50) (n=49) (n=4g) (n=44) (n=42) (r=50) 23YAY 10om #EH (n=50) (n=50) (n=49) (n=48) (n=a4) (n=42) (r=50)
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3A78 100m EEB (n=50) (n=50) (n=a9) (n=c8) ( n=a4) (n=42) (n=50)
F

[2744-4  REKSHER [CL-051] ITHEITHNNA 2L 42 (HEBRERE) OHR k56
BRI )

P + B (R 7

Source : CL-051 #afEMESE, X 12.53.4.1.1, X 1253.4.12

FEIE 5588 [CL-051] (23817 2 ERINRIAEL S LR FE X 13 4% 5- 6 FRER 212 100 bpm % 48 % 7= %
& ardE 2744627,

RCPRIFCIE, ARBRIIR 238 U CEBIIRAELAY 100 bpm %88 2 7IEFNIRD S ie o Tz, ik
SRR (IR A N e - 6 BER 412 100 bpm 288 2 72 EIA1E, 0.5% (1/196 f51]) (100 mg 4 &4
D 1) Tholee WTFHNLORER T & FNRAAE DK G- 6 FFfE# (2 100 bpm %8 2 72 HI16 1%
K> > 7=,
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+K27446 R E5EER [CL-051] I2HIT5FHARIEEA 100 bpm ZBE A F-EIE

1] TR
g AAE ] | SOmg#EFHE] | 100 mg HY A

JEC IR PR

0 W APEHE (RN—RF A ) 0/201 0/151 0/50

8 W Bty 0/196 0/146 0/50

16 JH BT F 0/187 0/139 0/48

28 e Py 0/185 0/137 0/48

40 1 e Py 0/170 0/126 0/44

52 1 ey 0/163 0/121 0/42

e K& EEAT IRE 0/194 0/144 0/50

B b5 6 B

0 B Skfzl (R—2F A ) 1/201 (0.5%) 1/151 (0.7%) 0/50

8 I Skepre 1/194 (0.5%) 1/144 (0.7%) 0/50

16 38 Sk 1/190 (0.5%) 1/141 (0.7%) 0/49

28 P E 0/185 0/137 0/48

40 3 Sk pr i 1/170 (0.6%) 1/126 (0.8%) 0/44

52 i SeBrE R 1/165 (0.6%) 0/123 1/42 (2.4%)

e T A B 1/196 (0.5%) 0/146 1/50 (2.0%)

SEBBIE FEBER (FEHR)
Source : CL-051 #FEMEE, £ 26, 3£ 12,5332, #£12.5.3.44.1

3. NEAMERDEZE

NR—R T A L CONHEIIMER] (140 mmHg A X 1% 140 mmHg LA E)  OUHER i £ O HER %
fHek 3% 2.7.4.7-38 GEEPERE) K OMHR % 2.7.4.7-39 (%5 6 Bifil#%) (R, N—RF A TOHL
SEHAM LR (90 mmHg A % 90 mmHg VL F) OyEIEMIMN [ O HER 2 FF6% 32 2.7.4.7-40 (ELIRRY)
KO & 2.7.4.7-41 (&5 6 FEffl#%) 127,

oo BEEER [CL-045, CL-048] KROUEHI#& LB [CL-051] (2351) 2 U@l i+ 140 mmHg
DL EORERF T, #RR, %5 6 Bl L I, REHmR O IGHEDIME 1T N— R T A1 2k
K U7z, $RRMIME 90 mmHg LA EOSERITH, ERFE, #5 6 Kefilth & b1, HRf&FHmRE oz
RN IR —RA T A4 MR T Lz, 20X 512, "—RA T4 U ClEREEE R L7 gERE
T, AFNC LD ER 5 MEOHEMITA SR> T,

Hogee HEEER [CL-045, CL-048] (Z351) 2 U@L+ 140 mmHg Al OIEFITIE, Fof&FHR
DOYFEIAMIE T R— R T A AN L7228, ZOELEE, AFOWToOfAERETHL T T
BAREE L I L TRERLS, RROEEE R LIZHE 6 FE#E DA 100 mg FHZHB W TH T Z
AL DAEIFT 1.29mmHg Th o7z, F£7z, FLEHIME 90 mmHg AR DIEFITH, Hof&FHlhiRE
OIEFEIMIE I TR—R T A AN L 722y, ZOELEIE, AFOWThoORAERTL TS
BAREE L I L TRERLS, RROEEE R LIZHE 6 FE#E DA 100 mg FHZHB W TH T Z
TARREL OFEIT 1.6l mmHg ThHh-o7o,
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OAB BH Z x4 & LZ[ENEERRER [CL-045, CL-048, CL-051] (28T 2 B &3]0 E¥ iR
sosibialE27447) 7

BYEZ AR T CHEINRAA O B &R RE WEI N A Do b OO, ERRAICHE &
25 LWHIMEIRD bhieinotz, £72, F MR [CL-048] O&MEickiT 5 Nk E D
BACEDO T 7 v RBHIRIT 5 21E, BREE, &5 6 FE% & bI2, AFISOmgfEE MrTay v
FEDORTRIRE CTH - 7=,

£27447 OABEBEHZXNRE LEERBRRHARICE T2 BLAOTHIRIBMLELE (REET

fifi )
. HE | . . STt EHHED 7 TR E DFE
AR e P B 5 Bl (bpm) (959 {2H i)
7R 42 1.94 —
i 25 mg 39 1.59 —0.35 (-3.55, 2.86)
50 mg 31 4.11 2.17 (—1.25, 5.58)
100 mg 31 0.02 —1.92 (-5.33, 1.49)
IR 7R 168 -0.22 —
Lok 25 mg 163 0.95 1.17 (=0.13, 2.48)
50 mg 173 2.37 2.59 (1.31, 3.87)
% 11 FHEER 100 mg 169 4.63 4.86 (3.56, 6.15)
[CL-045] 7R 42 -0.93 —
e 25 mg 41 2.12 3.05(—0.01, 6.11)
50 mg 31 1.91 2.84 (—0.46, 6.13)
BehH-6 100 mg 35 —0.46 0.47 (-2.71, 3.66)
R 7R 167 -1.81 —
Lok 25 mg 164 0.07 1.89 (0.56, 3.21)
50 mg 175 1.37 3.18 (1.88, 4.49)
100 mg 171 4.11 5.92 (4.60, 7.23)
7R 57 2.07 —
B 50 mg 58 231 0.24 (—1.86, 2.34)
MLFa vy 64 1.29 —0.77 (-2.85, 1.30)
IR 7R 307 0.74 —
ok 50 mg 308 2.76 2.02 (1.05, 2.98)
55 111 FHFER MLFa vy 303 1.86 1.12 (0.15, 2.09)
[CL-048] 7T R 57 0.97 —
A 50 mg 58 1.73 0.75 (—1.77, 3.28)
BhH-6 VAR =R 64 2.77 1.80 (—0.67, 4.27)
R 7R 304 -0.21 —
Lotk 50 mg 309 1.40 1.61 (0.57, 2.65)
MLFa v 297 291 3.12 (2.07, 4.18)
FE — 34 1.96 —
st | ERY 0 - 159 0.95 -
[CL-051] BhHe6 | Bk — 35 0.69 —
Ref% | otk — 160 —-0.01 —

T 9 AR [CL-045] , %5 I AHGER [CL-048] 13— T A »FHIEHE O FHIfE
Source : CL-045 #afG#iEE, 3 12.5.3.7 ; CL-048 #AFEMEE, £ 33 ; CL-051 RFhHRiEE, £ 27
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27442 125380 EHR

OAB HB# %% & L7 [EWNEERABR I, MIE L7- DERICSWCEIRINIC S50 b 5 580
bol- o, FEEEL LRV E-7 274214 E BT R AEES LB RO EES) .

2.7.4.43 QTc MEL

QTc #fi 2 A g & L= ¥Esh s TARRER  (QT/QTe #EAMEAER [CL-037]) 1B\ T, R0k
[ CIEAHA] 100 mg K& T 200 mg 23 QT IR LIETHEIIA LN -T2 b DD, FHITIT-o 7
PRERIN IR DY 7 7 )— T A TUE, PR o QTel kg (BER#E Z & ORIERHIC X v L
FECCHIIE L7z QT fHIB@) 23 ICHE14 A K74 > (CFRk 21 4 10 A 23 HAFSEEEASE 1023 45 1
T PBEPUAEENRIEIZ IS 1T 5 QT/QTe MR DIER: & B ATENRNEH DR ATRENEICBI T 2 B R RE
fifi), BLFRER) CHUE S -BEZE 2 CERT 2HABRO b, 61T, Arick>T
T—=H2DIEHLOEINWA L, AAIO QT MBI KT T HENL LN, QT MRAEE T 5 ARtk
Fans ([272225.10T/QTe ik [CL-037]), 72342 MEAEEQT BIED.

% 2T, QTc MbEAFEAM L 7= [EWNEE T AEFER [CL-045] (Z81) 2 IRBRIERE 5-/it% O QT M@ &
OZH L BEOFE RS (2.7.4.431QTc FFE2 2140 L - FabatBa]) (omd& & bic, BR Lf%7A QTe
SERDME 2 OFERI TFRD HIL D DN DN TIRETT 5729, QTe MR,k O k&% ICHE14 77
ARTALDOHT TV RN LR E T,

WIZ, ENERHERICEWT, QTe ERITER LB RERE 2T 5 H FEFROIE B
FElZOWTHE LR e (27443001 EE BT 2 A EEL] 10wt

7%, EROBBREREICE D QTe EROMFHIEEL, ZEEEE LT, QT i fiiz Fki L 7=
I 275 T AH AR [CL-046 ] J2 UCK[E 5 T AHFRBR[CL-047] © QTc (2 B9 % 57— & [t & kL 5.3.5.1-3 |
(&), [EEEE 53514 B b TR,

2.7.4.4.3.1 QTc k@ % &1l L /=FRRERER

1. & 11 1B;ER [CL-045]

OAB B %% & LI ENEERBRO 5 HE5 AR [CL-045] TiX, 12 FELEX G (D
BT v — ) DOHLEXANTA—FEZREL, LERE NFEEYFHM Sz QT MkFzE v
C, Fridericia #HIERIC L VW QTc MifgZEHH L=, ZOiEE M 2.7.4.4-8 [ OWERIL
(2L, ICHEW4 4 K54 > 0n 72U —ilid# 2.7.44-10 fo 77,

BAEFEIRE D QTe IR D E L BEIFHEFI TR ELS AR BT, AFOWTHOHEHTHL T 78R
BE & i U TR 72 QTe fiR DIER TR0 Bz iso 7o, fof&aHtiiRs o QTe Mk DAL,
BEEMRNCAHAD L, BT EOMMITRD 6T, FHEKRGFIZ QTe M@ LR ¥ A1
MHERD BRI T,

QTc kg L T DENEE T TV —BNIHFE L= & T b, BAEFHIF I QTe [MIF@2Y 500 ms % i
2% TR FEBERIEE | X, WThOBRGEHTHLA LR > T, KEIFEEH] (25 mg #, 50 mg
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BE, 100 mg £f) 12381 5 480 ms X% 450 ms % 1 2 7= QTc RO FBISEE, F7- QTc Mk (Z1k
) 2330ms L BN UZ8EEIC DWW T, T B REEL R L TREREBEITRDO SN o T,
WTHOBEREIZEB VT 60 ms LA EOBINEA B8 h o7z,

+ 27448  FIEKE [CL-045] IZHIT5 QTcfEkm (Fridericia M4/ 1E)
o . TR T v
R
7 7Em 25 mg 50 mg 100 mg
K254 (ms) 395.99+20.053 | 399.44+18.545 | 396.71+18.518 | 396.97 +20.599
ms (n=212) (n=209) (n=206) (n=206)
B 398.73+21.733 | 401.64+19.706 | 401.30+19.072 | 399.96 + 19.847
.ok e
SAFHRS (ms) (n=206) (n=204) (n=202) (n=197)
SeE: (ms) 2.88 + 14.450 1.93 + 14.136 448+ 13.374 322+ 14.868
Z<IBAEAS (n=206) (n=204) (n=201) (n=196)
P it - 1 i 0314

EE R (B

T Williams D2 &bkl (BRI [AEAKRE © il 0.025]
1 Williams DL EILEIED 720, BEXTS5H

Source : CL-045 #&affEisEE,

# 30

% 2.7.4.4-9 % 11 #E5EER [CL-045] IZHI+T5BELAID QTc EfRZib= (Fridericia MFHIE)
PRI e 57 Bil%K SEE EFEERZE (ms)
7T R 40 0.16 + 12.790
- 25 mg 39 542 +13.926
e 50 mg 30 119+ 13.175
100 mg 33 —0.35+16.531
7T R 166 3.54 + 14.783
, 25 mg 165 1.10 + 14.100
LNE 50 mg 171 5.06 + 13.363
100 mg 163 3.94 + 14.457

Source : CL-045 iBINfiE#HT, CL045_ADDO1_TO01_Ol.rtf

274410 F AR [CL-045] [THFHHTT)—5ID QTc ik (Fridericia MFHIE)
R o o s TR

PT A 7 7Em 25 mg 50 mg 100 mg
S (n=212) (n=209) (n=206) (n=206)
> 450 ms 7> <480 ms 2 (0.9%) 1 (0.5%) 0 1 (0.5%)

> 480 ms 7> <500 ms 0 0 0 0

> 500 ms 0 0 0 0
S R IILE (n=206) (n=204) (n=202) (n=197)
> 450 ms 7> <480 ms 3 (1.5%) 3 (1.5%) 0 1 (0.5%)

> 480 ms 7>> <500 ms 1 (0.5%) 0 0 0

> 500 ms 0 0 0 0
2k (n=206) (n=204) (n=201) (n=196)
>30 ms 7> <60 ms 7 (3.4%) 3 (1.5%) 5(2.5%) 7 (3.6%)

> 60 ms 0 0 0 0

B (BIE)

Source : CL-045 #&afHEiRsEE,

# 31
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728, Fridericia £ CTHIE L7= QTe (35 T #FE 2 HEHAD 12oW T, KRR BT 5 _— 2
TA b OZELE (AQTe) & MAEF AR L & OB 2 Fiit U 725 -QTe AH BAMFEAT Dk
K& 1272342 AEARE-QT BMR) (=¥, UIAZBLINCEE L, EHET VTR L7
R, MER RIS AT 1R & AQTe MER OBIEME IR ST (27448, %7, v
AT 4w 7 BRI X D RBRBFHIER W T, AQTe 28 30 ms & 8 2 CHER 2 W D3
BEE & P R LRI EE & OB EME T R SRy o 7o, T X 9 ICIREE-QTe FRBIfRAT TA
Al MmAEFRE & QT MBI RAEM & OMICBEMEII /R S h o7z,

100

50

Change from baseline in QTcF (Lead Il) [msec]

-50

-100 T T T T T T
0 50 100 150 200 250

Plasma concentration of Mirabegron [ng/ mL]

2.7.4.4-5 m#FhREEKEE L AQTe FAMEDREFER (5 Il FE)
AR © QTe _X—A T A 1 386.9 ms D FHPED AQTe FHME, FHr : QTe N—RZ T A > 398.6 ms D4
PED AQTe FHIME, HIFR : X 0 (AQTe=0) DR

Source : CL-045 #afEiEE, {1k 13.1.13.2 (¥ 4.1)

2. FRONES 111 4BELER [CL-046] RUCKES Il #BELER [CL-047] (BEEM)

OAB BH#H Z Xt RICAHK] (50 mg XiX 100mg 1 H 1 [B]) OF MR OZeMEEFMT 5720, K
INES T AAERBR [CL-046] TIX7 7RI MAT Y (Amg) ZXMRE LT, 7 KEF I
FFRBR [CL-047] TIX7 7 BAREXE LT, TR Lkt mIEA T — 55 MREERH
WaER A FhE L7, 2EERE LT, Zhn 2iBRiICBIF 27 Y =3l QTc [k (Fridericia
DIFIE) 415 2.7.4.4-11) [#£274413 R4,

RN 55 TIT AHRRBR [CL-046] TliX, QTc @AY 500 ms % 8 % 7= AEFIIX 100 mg #ED 1 61 (0.2%)
EOMAT P D 1] (02%) THLZ, MATr YU BEO 1 HITIIAEFS (OFEME)
WA DI, TAUD 2 BlIC QTe HEEIT BT 2 A5 F 4T bieno - [F 274419,
AFIBEGH] (50 mg B, 100 mg ) 123515 5 480 ms XU 450 ms %8 2 7= QTe Mk DI BUHE,
F72 QTe MkE (k&) 7330 ms LA EMAMUZBEIC O\ TS, 7T BARREL ik L CTRE 7
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FRRM R £MH

727> 72, QTe kR (Z2b &) 25 60 ms LL_ BN U 7= 5EBIE 7" 7 & A EE, 50 mg B T4 1 41, 100 mg
B, MTo U UBECH 2 BNCHABIL,
KESE I AERAER [CL-047] Tid, QTc [IEA 500 ms 2 X 7IEFNL T 7 B REED 1 61 (0.2%)
TR BN, AN QTe MR BT 5475 F G TR0 - T (2274414, AFH)
Be5 (50 mg B, 100 mg £f) (2331F % 480 ms L 450 ms % #8 % 7= QTc FIBm DR BHEE X,
TRARBEE B L CRERET 2D -T2, QTe Mk (Z8b&) 7330 ms LA L 7= AH 13 e -
HMECTHEETHY, WThoOHEEGHIZBW TS 60 ms LLEOEIINEIA SR> 72,

£27.44-11  BONE I #85ER [CL-046] IZH1T5H T3 —5I QTc b (Fridericia M#H1E)
. ITRT v .
N 7R %A=
T3 — ~ 50 mg 100 mg .
(0=454) (n=493) (n=496) (0=495)
MExHIE (Gesifie) (n=446) (n=434) (n=445) (n=435)
> 450 ms 9 (2.0%) 4 (0.9%) 14 (3.1%) 17 (3.9%)
> 480 ms 1(0.2%) 1(0.2%) 1(0.2%) 3 (0.7%)
> 500 ms 0 0 1(0.2%) 1(0.2%)
A& (i) (n=425) (n=418) (n=428) (n=418)
>30 ms 2> <60 ms 21 (4.9%) 28 (6.7%) 12 (2.8%) 22 (5.3%)
> 60 ms 1(0.2%) 1(0.2%) 2 (0.5%) 2 (0.5%)

THEERIGBREREES GO 11 B HBRICNE ST — 23R Lic, “HERIBEBIM T O EF ORkm iz il

AL,

Source : CL-046 #afh# £, Table 78
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+®27.4.4-12 FRINEE I ABELER [CL-046] [ZHI1T5 QTc IERH (>500 ms) DEfHA
. _ - NR—=R T A | FEFHmRE
JEB No. NR—=RTA | &R . . . HEFEGORE
pEREi AT | o | bmmp | Pend | PEETS ) BT E ey ome,
DRAIERT) | CR&nt] | Ui BT | R RROEE s et )
2 I~ 1 100 mg B
R A—
2284 S T N N
B/76/EN H— R K (85 H] QTeF QTcF HY L
85 A1 20 0] | QTemgms | 0™ S12ms | (DAL
85 H]
FvTa Y Rk
SRS
181 H]
DRI otk »Y
iy c c
ﬁ/é??l;)\ FEREYER (ZIRIE) 399 ms, 506 ms, &;D _ =3l
(81 H] 05 m 06 m (RHIR,
81 A1 [-15 H] Te BIRAEE TIS{EE> IIRECEE-4 L) [29 H/29 H]
Q 0[8'31 E)Z]L 61 bpm 108 bpm | ‘B LIS
g (81 F/81 A
81 A

t BRI ARBREOR GG EE 1 A LTS
QTcF : QTc 8@ (Fridericia O 1E)
Source : CL-046 &G & &, Table 79, Table 81

£ 274413 KESE A [CL-047] (2HIFEAHT T —5| QTc fEk@ (Fridericia M#HIE)
o . TR T
BTy — i;§§ 50 mg 100 mg
(n=442) (n=433)

Mot (e sifiE) (n=403) (n=392) (n=388)
> 450 ms 21 (5.2%) 17 (4.3%) 13 (3.4%)
> 480 ms 2 (0.5%) 1(0.3%) 4 (1.0%)
> 500 ms 1(0.2%) 0 0

2 (RmEiE) (n=402) (n=391) (n=385)
>30 ms 7> <60 ms 11 (2.7%) 12 (3.1%) 10 (2.6%)
> 60 ms 0 0 0

CHEERIGREREES GO 11 B HEBRICNE ST — 23R Lic, “HERIBEBIM T O EF ORkmiEa il

AL,

Source : CL-047 #&fE#E 2, Table 70
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& 274414 KEF I EEER [CL-047] [2&1T5 QTc LKA (>500 ms) DEFHH

- ; NAS A | A

SN0, | N—ATA | RN | : \ HEBROA
pnpi AT | oemp | cmmpre | DRSBTS G BETE  te ) o)
CRABEEAT] | CRERT | Ogny | CRETT | LR REORE Fn feT
AT

QT FIRER
Ug%%$f3 7 ey o [85 H] QTcF QTcF »HY AL
o C4H] | AHTEys | 40ms | S3ms | (L)
[85 H]

T AR AR OR GHBAEZE 1 HETD
QTcF : QTc [#l@ (Fridericia O 1E)
Source : CL-047 &G & E, Table 72

274432 QTc ERICEET 2HEER

BEN R R EIRERIER OB L 72 5 AN H 2 HERSR, T772bb QTc ERIZEE#HT A
EHEGL LT, SMQ(s) [1] 1223 %, TRt —FR- F-RT > (BLIF, TdP) QT L (SMQ) |
DOAT AV —ICESTLHIHEEFS (OEMQT R, TdP, SRt QT MEEIEMRE, L FEM QT [
R i, DEMSENR, QT MERJEMERE, (OME L, BERRIEAR, Z80R5E, I, DEMEARIENR, 015
1k, DEME, GOIESE, DERKEOmER, OEM U KR, OEX 2 UK, M), L=
PEBENRMEARBENR, LZE985E, DEEME)) ZfhH L7,

1. EEEHREER
LE R ABUBR [CL-045, CL-048] (24513 % QTe AR I- i % 47 & F4 43 0.7.4.4-15 o7,
FEBOHRRABR [CL-045, CL-048] T QT MERIZBIE T 247 F 943, 55 I H#ER [CL-048]
BT 7 ERHED 1 HICROONTZE#MIEATHY, EERAFFRLAESNT, AFL
I H R R ICEA L, LA & B SR CIABRIEIR A 4 et L CU s, FESIEA Do 7z,
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% 274415 HEXIBHER [CL-045, CL-048] IZH1T2 QTcERICHET 2HEESR
EHNo. | AEHe 0Dt | oY me | pgro | S Py
e R e i ETHY e | g | 27 CRREE)

AR IE R 1 %) [ H 1]
A 3
IERET oy 7Y
[-21 A]
26 H/ [EREE7n v 79

P07504 S AES 26 H/ WL/ | B 2 D> s [0 H]

/62 (VR 66 H mE | HLhken ) 1ERE7Tu v 7q

[69 H]
[EREE7Tn v 7

[84 H]

+ MedDRA/J Version 12.1

I VBRI HRBIRORERGEZFE 1B ETD

§ %5 I AHFABR [CL-048] T QTc 77— Z IFHIE L Ty

1 BRERAICEE TR WY

Source : CL-048 KGR A, T8k 13.2.7.2, f+8%13.2.84, W1

2. RIS ER

EWIE G5 [CL-051] TiX, QTciERICEE T 54 FRHGIIFE O bieiroT,

3. BRMEE Il #8548R [CL-046] RUCKESE Il HBEAER [CL-047] (BHEH)
N5 T AHRABR [CL-046] (Z31) 5 QTe IERICBIE T 2 A EHLIL, ML a P o 2§

b bt [F2744-16), 161 GEHINo. 1506) T, DEPERSMLRO LERITTR L & bic
F O QTIEEDNA F G & il S, UK TIRF AU CARIEIE T d o 7 filod 1 il (JE ] No. 2700)
TlE, QT R L EEMABNRSA FHE RS LW S =2y, mFEgEE 118 H HIZEE L, W
THOERLIFEETH T,

2%, KES AR [CL-047] Ti, QTciERICEE#E T 24 EHLII 2o T2,
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274416  FRINE 111 #85LBR [CL-046] [CHIT5 QTc ERICEHET 2HEER

QTcF N
FEBINo. | AL (PT) ¢ i"ff?gg Rt | ke | (oxzq | DEEITE
MERIAFEE TR | (EAFEHEHRE o o fiRdw | OBE M 1B 5-1%)
A IREEH ¢ (A A 1]
B ESgER
A=
FERPER
430 15 1]
1506 LR QT 4E& 84 H/ gy | PIEDD ng; LA PEHISMI
L6/ BTN (LB O QT ik N ﬂ%lﬁlx b Lt s (BEF) (>2)
18 441 ms
) 84 H A 84 1] [84 H]
FERPER
[84 H]
SRR 84 F/ ins | 4ms ERILR
(LB B - R/ [-22 AV [-22 H]
/L‘%/Elel% = 118 H/ . 75“6 L/j/b 441 .
SEPERENR) 84 H FE ms KRR
2700 [84 H] [84 H]
HIOIIA g QT 82 84 H/ iy | PESD [42351 Ay E[E)iygj](
(LB QT 118 A/ e | bl 441 =
INAE ) 84 H L s PER
[84 H] [84 H]

+ MedDRA/J Version 12.1
T IRRAGBREOBRERGAAZE 1A LT 5
Source : CL-046 #4553, Table 42

274433 QTc EERICEHT #Eim - B

QTe kA2 FEAM L7255 11 FHERER [CL-045], BRINZS I AHEER [CL-046] (ZEEED, KEF I
FEBR [CL-047] (BEERH OFT =X EWELIZEZA, RAFEGIZLY QT LEEZRIBT 5
FERITE DN R 0T, £z, b 3RBRLOEN THEM S L7255 IR [CL-048], R
B 53R [CL-051] OAFIELGFNZIE, SMQIZHESW T L7- QTe IERE ICB#E T 5 HEFHR
LIS RELL T Tz,

QT/QTc #Ffisl [CL-037] 2B\ THMEICHATEMEDFH A QTe MMRILELE D U A 7 3@y a]
REPERRIB S NI Z LD, AFID QTe M ~DIEA % L 0 ®BEMICHETT 57280, O K
V2 [l H 0 QT/QTe #-MiFER 2 [CL-077] % %M L7= (2.7.2.2.2.5.2 QT/QTc 3zt 2 [CL-0771).
PEBINC K 2 JEBIFRHT OFE R, oM (CAA] 50 LT 100 mg 2% 5 L= & & D ddQTel (QTel
MO CRZI D=2 T A U0 DELED FEFRERF & 77 B AR GR L D7) D 90%I(EH
XD ERIE 10 ms 2B 2720 - 7208, KA 200 mg 25 L= & & D ddQTel d 90%(1E HE X [ D
EBRIZ 10 ms X 72, —F, BYERBRE TIIAA 50, 100 X TN200 mg ODWTHOHETD,
ddQTcl @ 90%FFEX D LRI 10 ms ZH X 2 o7z, F72, EWN 3B [CL-045, CL-048,
CL-051] T R A FHFLE QTe MIRDIEEIZ DWW T H LR OEWITFRD bivien o7,

Pk, BERRBROBAED D, RAEIOE G RESEMED REENROFEAITFEOD < ATREHEITK W & &
b,
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27444 FR=
1. B EREBR

b e 53R [CL-045, CL-048] IZH1T DFRIREDX—RA T A )b DELE A ik #£
2.7.4.7-20 (2R,

AR DI R B O 2L &IT, 77 B AREE 1.21 mL, A#| 25 mg ££-0.55 mL, 50 mg ¥ 0.82 mL,
100 mg # 0.10mL, hAT BT U044 mL THY, WITHOREHTHLRIRBRETH-T-,

2. REIE5HR

FEHI# 535 [CL-051] 2B DEREDN—R T A b OELEA Tk 3 2.74.7-21 (TR
R

A OFR R EOZ(LRIE, RJEFIT 032 mL TH Y, 50 mg HEFHFI, 100 mg HEFITH
ZTNZi 048 mL, -020mL L [REETHH-7,

2745 HHGEBEEERRVOKETIZEITS2LEHE
27451 RAEHKEHR

274511 4RI, i, AKE

OAB BF Z x4 & LI ENRBRIFEG OARFIZR 56155 (X 77172 25~100 mg &H &) T
2%LL EFRBLL TG EFGIZONWT, RHIDOLEMITHEZ I T ARetED & 2 K12 L 2504
FRIEHT 2170, [ 2745 1 amd, ENRBRIFSICET 54T OHEFLOBSERAYIFES
FILfHR  2.7.4.7-22 1R T, £, ENRBROFEICIT 2EWERORSEFRIFE B2 (R #&
274723, gk #£2.7.4.724 (TR,

PR CHT A EFLEBEIL, B LMETRBRE Tho7, £, Fnl BEEig (657%
AKiii) XidEwE (65 % L) ], REROAEFRFEBRTL RERATRO LT, FRET
ol HOFEFEFGHIEICENTH, EETRILTREREIRETRO NI,
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£27451 ENHBRHAICETIERE2ULOFEFR (BHEBHRRE)

MedDRA/J Version 12.1 Vj‘ﬁ%ﬁﬁ /E'\ P i K
R BIRSIE (SOC) RTTEY 5 # 65 peckil | 65 ML L | 55 kg Al |55 kg LI L
HAGE (PT) =HR 0=202) | (@=1005) | @=797) | @=410) | @=597) | (=610)
(n=1207)
TRCOFEES 985(81.6%) | 165(81.7%) | 820(81.6%) | 646(81.1%) | 339(82.7%) | 477(79.9%) | 508(83.3%)
Lo ik
SIS 10(0.8%) 525%) | 500.5%) | 3(04%) | 7(17%) | 4(0.7%) | 6(1.0%)
H Gk
{8 44(3.6%) 42.0%) | 40(4.0%) | 28(3.5%) | 16(3.9%) | 20(3.4%) | 24(3.9%)
T 25(2.1%) 42.0%) | 212.1%) | 1823%) | 7(1.7%) | 17(2.8%) | 8(1.3%)
11N LA 25(2.1%) 7(3.5%) | 18(1.8%) | 18(2.3%) | 7(1.7%) | 9(1.5%) | 16(2.6%)
kg 49(4.1%) 10.5%) | 48(4.8%) | 24(3.0%) | 25(6.1%) | 23(3.9%) | 26(4.3%)
SLIRTAZ 248(20.5%) | 31(15.3%) | 217(21.6%) | 180(22.6%) | 68(16.6%) | 119(19.9%) [129(21.1%)
R IR

T T3 R AT —PEN 50(4.1%) 13(64%) | 37(3.7%) | 39(4.9%) | 112.7%) | 18(3.0%) | 32(5.2%)
TARGXUBT I ) NG AT =T —

PR 39(3.2%) 7(3.5%) | 3232%) | 26(3.3%) | 13(3.2%) | 18(3.0%) | 21(3.4%)
iR A ) | 25(2.1%) 6(3.0%) 191.9%) | 172.1%) | 8(2.0%) 10(1.7%) | 15(2.5%)
M= 2T o — L 48(4.0%) 10(5.0%) | 38(3.8%) | 29(3.6%) | 19(4.6%) | 21(3.5%) | 27(4.4%)
M7 L7 F iR AR —E 1N 167(13.8%) | 26(12.9%) | 141(14.0%) | 111(13.9%) | 56(13.7%) | 89(14.9%) | 78(12.8%)
L~ R g 32(2.7%) 9(4.5%) | 23(2.3%) | 24(3.0%) | 8(2.0%) | 20(3.4%) | 12(2.0%)
7 RN 260(21.5%) | 63(31.2%) | 197(19.6%) | 162(20.3%) | 98(23.9%) | 93(15.6%) [167(27.4%)
1 H R S 28(2.3%) 0 28(2.8%) | 26(3.3%) 2(0.5%) 15(2.5%) | 13(2.1%)
1 H AR SN 25(2.1%) 4(2.0%) 21(2.1%) 9(1.1%) 16(3.9%) | 11(1.8%) | 14(2.3%)
1fn PR EE N 15(1.2%) 9(4.5%) 6(0.6%) 10(1.3%) | 5(1.2%) 2(0.3%) | 13(2.1%)
Y= NE IV RTURT =T — N 124(10.3%) 9(4.5%) | 115(11.4%) | 83(10.4%) | 41(10.0%) | 53(8.9%) | 71(11.6%)
SR T R o By 66(5.5%) 26(12.9%) | 40(4.0%) | 25(3.1%) | 41(10.0%) | 18(3.0%) | 48(7.9%)
R AR 53(4.4%) 3(1.5%) 50(5.0%) | 37(4.6%) | 16(3.9%) | 35(5.9%) | 18(3.0%)
F L ERE N 30(2.5%) 8(4.0%) 22(2.2%) | 25(3.1%) 5(1.2%) 9(1.5%) | 21(3.4%)
/ORI 31(2.6%) 4(2.0%) 27(2.7%) | 23(2.9%) 8(2.0%) 193.2%) | 12(2.0%)
SRR A B 109(9.0%) 18(8.9%) | 91(9.1%) | 69(8.7%) | 40(9.8%) | 46(7.7%) | 63(10.3%)
M7 /h Y RRT 7 72 —BH 56(4.6%) 7(3.5%) | 49(4.9%) | 33(4.1%) | 23(5.6%) | 28(4.7%) | 28(4.6%)
PRUCHE SLH; 175(14.5%) | 13(6.4%) | 162(16.1%) | 119(14.9%) | 56(13.7%) | 85(14.2%) | 90(14.8%)
M7 L7 F R AR FF—E R 23(1.9%) 5(2.5%) 18(1.8%) | 16(2.0%) | 7(1.7%) 8(1.3%) | 15(2.5%)
7771 s S B OV B R B 75
T 20(1.7%) 4(2.0%) 16(1.6%) | 13(1.6%) | 7(1.7%) 7(1.2%) | 13(2.1%)
iR R R
B 36(3.0%) 2(1.0%) | 34(3.4%) | 28(3.5%) | 8(2.0%) | 24(4.0%) | 12(2.0%)
B2 B OV T ARk BE
22 17(1.4%) 4(2.0%) 13(1.3%) | 8(1.0%) 9(2.2%) 5(0.8%) | 12(2.0%)

Bl (GEELER)
Source : CTD fif#, # 274_06_004

2.7.45.1.2 BHae, FF#sE

OAB M 5% & LI ENERABR T, BEOREMERGET 2720, HKEREE 225
B, HWREEZHETEELBRA L, WA CHEM S 7= B e E B I 5 KB ER
[CL-038], FFHEREREERBE R D IEMERERER [CL-039] (28T, ARHFOIEYEhRE LB
BEREE TN RERE T IS SN D Z L MR S = 2 & nh (272324 BREREORE],
[2.7.23.2.5 FFHEAEREORE]), BHMAEREES, IFEERERS TIE, ThenokiEs
DFLFE I U7 B SR S OREA LI L Z2 b, JhbEBIERRICBIT
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et oy (2.2.4.5.004 LREERE O BE R (nﬂﬂﬁ@ﬂ) BULEAM) (R,
FERERE ORREEIZ L 0 AKIOREFEITR -T2 b 00, BHaE %\%’ WA 212 3 5
MO Ta T 7 A VI RKREIREEIIL SN o T,

27452 SNEHER

SRR & LT, BRAAREROLZ MR L KT T AMREMEIC DWW THET L7z, OAB BE %
*E L LIENERRAR TIIW T b HIRRICAR 25T 5 EL LTEY, KHOIEYERE
~OBEOBIZOWTIE, ENTE L 2 DORFOREAE [CL-064], [CL-078] K U%
[ECHEM L - BFORZERER [CL-041] IZTHE L7z, TORE, ARORNITEFOZELZ
F, FOBRBRIIBFICLVEOTEZEBHLNIR ST END (2.7.1.3.5 BEORE]),
KEIORIEL LTEBKRE LTI ENREE LW EEZ DN, ZhbEYEEERRICKIT 5%
SPEORGNT (27459058 TERBR ORpBIERAR GEIEED (cisd 22480 1R, v
THORFEDLERRIZ wT%ﬁ$@£ér;&1Tﬁ%@%@iﬁgnﬁ,I%%Xiﬁ%
Be b & b2 etk FRRCR X 2B A b e o Tz,

Heeoe BEEABR [CL-045, CL-048] 1231F 5 OAB IZKIT 5 RITARER DA R DA EHE G DK
%Hﬁ%&iAn%&@Hﬁﬁ%ﬂAﬁwhmb,m%ﬁ%@ﬁﬁ%@ﬁ%%ﬁ%ﬁﬁm%ﬁﬁ
# 2.7.4.7-48 ROk 3 2.7.4.7-49 \TR"T, ATARIEOFEIZL > T, AEFLORIE, R
L ORFEMENGRE CTERVWAEFROEBLRICKERBVITRO bR o7, FIRICESTZA
G BRI L OEENEECERAWHILICE - HERS, BEAGEES, BRELO
BN E CE RWEERAEREROFERIZONT Y, FNAREOAEIC XD KX 2EN T
mwanﬁ#otoih,mﬁgi@ﬁﬁ xofﬁﬁ@ﬁ$$%@%ﬁ$ﬁk%<ﬁﬁé@m

RO LNIRMNoT, LLEDOKERNG, OAB BINAEEIE DA M AHK| DL AV RIE TR EIT 20

&%z%ﬂf:o

RN ZF TIT AHERER [CL-046] M UCKIEZS I AHFRER [CL-047] TiX, RAINZIRIEIIEZ&0F L7 &
%@ﬁﬂh%Tka%@ ZNDDOBEICBT D o ZREEWTFE O 54 BB ARF| O 2
AT B RAT L (T8 R 2.7.4.7-42, 18k % 2.7.4.7-43, {18k £ 2.7.4.7-44, {5k &
ZWH4$O%@ﬁ%,ﬁﬁf@ﬁ$$%%ﬁ¢,@%®ﬁ$$%%ﬁ¢&% o S AT R
OOFRAEIZ LD RERBEWVITFRDO DR -T2, £, o TABEREFKIC éﬂéiilﬁ{f&
ML, o S AERTEEOGF A 5§12 ﬁﬁbETu%%ﬂ@#otmmr&U%%ﬁ=0WT%
BB BN E, BRBRETE & ©IT, af ZAMHEBTREO HFTIA I L 5 REREWVITRD 720 -
7o IDIT, FRIRED o TRBEREEOFRAAMIC I RE R Z Lixznroiz, lEDX
N, oy SRR & AF OO AR 222 ERE eI A b e o T,
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27453 FEWHEEH
Fhary—n, VI7rrEvy, ULZy Uy, AhTaa—, FUTITIL, VXY
VoA RAALI Y, SEORHEE S OWEEROFEE RN L, 2O 1272224 Em
VA RO 02233 EMBUEEER (TR, £72, THSEWHEERRRICET S
GO REIE (27450085 RSB O3y BiERE GHEEED IckiT 22480 1R,
WP OEMHEMERRBRICBNT b, AF L OPRARHCZ M bk X 2RI S h - 72,

27454 HFRRUCERILEOMEA

OAB i &5t & L7 [HM 3 3R T TR, AL T O SUTHRBIIR th IR & /29 %
bk (GEIRO ATHEVED B 5 BB, REIC X VIFIROA AR T 52 &) ) 2T & BE
LHUE L7280, HEIR A ORELIFIC I 1T 5 R AMTS WD CORMBEHIAR Ty,

27455 BERE

OAB & x5 & L= ENEEIRRER T4 b 7= AF| oM@ B 56 & L, 5 1155 [CL-045]
TlE, 1 BORERHANERIEZ 58 (4 5&/0) IR U7ZfERDS 4 1 (25 mg B, 50 mg #E T4 1
B, 100 mg BE 2 B), 25 I AHGER [CL-048] TIE, 5 2~3 L OVH 3~4 KPi HIZIRBRIEZ A L
T E D INENT 1LEE (KK S0 mg 88) £ < IR Lz AIReED H 25EFIS 1 F] (S0 mg BE) H-o
=0, ZHSEGNCEHEED 5 W ETILICE > AEELIIALNT, BEHLE-AEHEZIIV
THHRETh o7z, RHEGHER [CL-051] IC@EEGHIXeh o7,

27456 EWELA
ARENZIB T D IR AFEIIRFT ST RN, 2V E TIZEMELIC 7028 BAE R IS X
L TRV,

27457 HEBRERKRVTRHBER
AFNC 1T 2 BEBLESR K O BRI 13 ST,

27458 EEEEIRRUEBIREICHT SEERIIBHEEEDES

I B A N O R LTk 2 BB SO IR B RE OB E I B S 5 A EF L & LT, OAB &
FraR e LZENRRIFA ISRV T, SWERSEOMBRIET, Wk, RIEE, HEO
BRI S N B TR T O EEEAE 27452,

ARBEGHIEE (R 7712 25~100mg &M &) CTHRELEN RS @) o oA EFLRITIHE
(3.0%) THY, TNLSADOEZTIINT NG IILRIT 1% &Ko7, 72, HEOFESE
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0%, U AHBRER [CL-045] CTHA LI 25mg BEOMKHIN 1 ] (0.1%) THY, 1ZEALDOFEL
ITRETH T,

FERKRGEE D L, BEETIIT 7R (0.7%) & HSTRAKRGHIGE (23%) TH
FTZEm <, FEVTHLORENRDES, ot EER [CL-045, CL-048] (ZH~TRBRE
AR [CL-051] 1ZHB1T 2HBENROCLEWEA DB A LN OO, IS, AREIOREEDHE)
BEA N OB EIC kT L, D0 7B % RZ T AR EITm < RV e B 2 b,
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£27452 OABEEEMRL LE-ENRBRHACE T HHERES, HHES, BEE B
RURBEBEICHBEINIEEER
it BEEAER [CL-045, CL-048] Eg G5 [cL-os1]  |ENREIS
MedDRA/J Version 12.1 N A= NS N VA=
UL YAG: = S =
" gjggjgﬁ(ﬁ) (50€) ﬁi;;f; 25mg | S0mg | 100mg | i M(Z;;;/ A E G 5&;}% ig(%“ﬁ ik
(n=210) | (n=587) | (n=208) | (n=1005) (n=202) m-152) | (0=50) (n=1207)
TRTOHAEHRS  |449(76.0%) | 169(80.5%)|452(77.0%)|175(84.1%)|796(79.2%)| 305(81.3%) |189(93.6%)|139(91.4%)[50(100%)| 985(81.6%)
i 20(3.4%) | 11(52%) | 20(3.4%) | 6(2.9%) | 37(3.7%) | 14(3.7%) | 18(8.9%) | 12(7.9%) [6(12.0%)|  55(4.6%)
Jibd H 1. 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
bifE ZE 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
FAEE (R 1(0.2%) 0 0 0 0 0 10.5%) | 1(0.7%) 0 1(0.1%)
FEEWED E 3(0.5%) | 1(0.5%) | 4(0.7%) 0 5(0.5%) 2(0.5%) 3(1.5%) | 1(0.7%) | 2(4.0%) 8(0.7%)
BAEPED F 0 0 0 0 0 0 2(1.0%) | 1(0.7%) | 1(2.0%) 2(0.2%)
SR 10(1.7%) | 9(4.3%) | 14(24%) | 6(2.9%) | 292.9%) | 102.7%) | 7(3.5%) | 5(3.3%) |2(4.0%)| 36(3.0%)
IR RIS 3(0.5%) 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
1(0.2%) 0 0 0 0 0 0 0 0 0
1(0.2%) 0 0 0 0 0 0 0 0 0
0 0 0 0 0 2(0.5%) 0 0 0 0
i3 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
BRI 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
< BT H i 1(0.2%) 0 0 0 0 0 0 0 0 0
ERORIE TR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
ORI 0 0 0 0 0 0 10.5%) | 1(0.7%) 0 1(0.1%)
S B 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
JUB AR IR 0 0 0 0 0 0 10.5%) | 1(0.7%) 0 1(0.1%)
R 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
SR EhAIRAE AL SE 0 0 0 0 0 1(0.3%) 0 0 0 0
kbR 3(0.5%) | 3(14%) | 4(0.7%) | 1(0.5%) | 8(0.8%) 0 8(4.0%) | 4(2.6%) | 4(8.0%) | 16(1.3%)
Rz 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
5 O 1002%) | 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 100.5%) | 1(0.7%) 0 3(0.2%)
RARSE 2(03%) | 1(0.5%) | 2(03%) | 1(0.5%) | 4(0.4%) 0 6(3.0%) | 3(2.0%) |3(6.0%) | 10(0.8%)
MR e 7 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
L E 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
ARRE 40.7%) | 3(14%) | 10(L.7%) | 2(1.0%) | 15(1.5%) | 7(19%) | 13(64%) | 8(53%) |5(10.0%)| 28(2.3%)
ARSI 57 1002%) | 1(0.5%) | 2(03%) | 1(0.5%) | 4(0.4%) 0 3(1.5%) | 3(2.0%) 0 7(0.6%)
ARMR 2% 0 0 2(0.3%) 0 2(0.2%) 0 2(1.0%) 0 2(4.0%) 4(0.3%)
AR A 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
Sl 2(0.3%) | 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 10.5%) | 1(0.7%) 0 3(0.2%)
il R 0 0 0 0 0 0 10.5%) | 1(0.7%) 0 1(0.1%)
FtilB R 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
7 LV — SR 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 2(1.0%) | 1(0.7%) | 1(2.0%) 4(0.3%)
B PR IP P EE 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
AR iz J5 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 1(0.5%) 0 1(2.0%) 3(0.2%)
ARNE 0 0 0 0 0 1(0.3%) 0 0 0 0
ARR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
FRASCE 1(0.2%) 0 0 0 0 0 0 0 0 0
AR 72 ifn. 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
ARG IR P 2 0 0 1(0.2%) 0 1(0.1%) 0 10.5%) | 1(0.7%) 0 2(0.2%)
F 1(0.2%) 0 0 100.5%) | 1(0.1%) 4(1.1%) 1(0.5%) 0 1(2.0%) 2(0.2%)
TR 0 0 0 0 0 1(0.3%) 0 0 0 0
B R OSk bR 5(0.8%) | 2(1.0%) | 3(0.5%) | 1(0.5%) | 6(0.6%) 5(1.3%) 52.5%) | 42.6%) | 1(2.0%) 11(0.9%)
A = — LR 0 0 0 0 0 0 3(1.5%) | 2(1.3%) | 12.0%) 3(0.2%)
H 2(0.3%) 0 0 0 0 0 0 0 0 0
[l PED F U 3(0.5%) | 1(0.5%) | 3(0.5%) | 1(0.5%) | 5(0.5%) 4(1.1%) 2(1.0%) | 2(1.3%) 0 7(0.6%)
SEATPE R D FE 0 0 0 0 0 1(0.3%) 0 0 0 0
H AR 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)

Bk (eHis)

Source : CTD f##r, 2 2.7.4 09 001
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27459 FIBEFHBRRUENSEAR GHAEM CHETIREM
2.7.45.9.1 ENER

1. BEDBEREE 1 [CL-0B4] oo AR B3 12 |

R AN B (HEBRES : 24 ) x5, Z7uxt—"—lBrL LT, I 77
H 2 50 mg % ZENE R K OVE BN AR U (T BRI A4 - L7z (ZEIEIRFIR 5564 TRE 12 0, RS
FEATHE 12 61, HEVEZ b S a7z 24 BRI TIRBRIEA B 5 S, 23 BIRBRA 72 T L, 1 BilIEE 2
] (ElERRE) ([CHEFESR BURE, BE, TH) ook s o,

R AR THEFSIL 1024 61 (41.7%) [ 17 AR, 205 HRIWERIE 7/24 B (29.2%)
210 A Bz, AERGIE, ZEHERHE 5 ClX 924 B (37.5%) 12 1314, B% &G T 3/24
(12.5%) \Z4EThH-o7o, 209 HRIWEAIL, ZEIEREE Tl 6/24 61 (25.0%) 129 1, B#%E
BT 124 ) (42%) 21 THY, AEFZLORIWEM & b2 @R GRFORENR L 0o 7,

2HIL EOWIRE THON A FERGIE, BEE, TR, SWEEEE, s L7 FURARF
TN, FER M O R ERREM Th o7, FEA DA EFRRIIRETHY, HEL
HESNTAEEFGI e oTo, TEHEELHESNTEAFEFZO L, MEFREMRIEIARIIE
BRIER 5% 2 BICRED H7ey, —EOMERITERMEZIZHBLL, 6 5% X3 30 nkiceine
MR L2 &5, SRIMEEIC L D b0 L& 2 HARRIE L OREMIIEE SN,

KRB P THN T e o 7o, EERAFFRIL, EERFRE (BREGEITH, 52 H)
O 1ENC 3 G, BEAKOTH) 2o, AEFITREGHILIZE 72, Wb h%ET 13
D0 LRV EHE S, FHRRAER R CTOBRIIREE TH o722, BHFHA TR
HOFHXIEB % HIZ[EE LT,

2. BEDEEHER 2 [CLOT8] oo k53,113

FEm bR RN (BARMBRE 2 . 72 B1) Zxt4is, 7 u A4 —"—allre LT, 39~/ nmv
50 mg, 100 mg & ZEfEME, WE B UIEIEMRZICHBRE &S L, 50 mg #3203 100 mg #EIZ
IEVEAAL S NT24 36 BIRBINE 1~3 TN TN R B G5560T (EIgR:, B R%, &l
ifeth) TR G- ST, 70 BIARBREZE T L, 20X CWMEIC L0 2 e 1 Bk
OVF 2 WINZRRBR L & 7r o 72,

BEFROIHEBIEIL, 50 mg B 55.6% (20/36 ), 100 mg #f 44.4% (16/36 ) Th o7z, T
NOMEROEGFHFICEN TS, AEFZEIRIIH O REZTRO bhieho T,

b L ADNIZHEFLRO SOC IX B HIEE L MRREE Ch oo, HHEM (ZZIERE, WE
£%, BlEER) 1200b 5T 2 BILL EOWERE TH LNICHEFRGIT TR, W, BHR, 2
&, PEEIR, MAPARRARF BN, KRR ThoT, AEERITFITHLNEHEED
TRIIE (RBREE & ORI L) ZBRETRTREThH o7, EHREGEEROEEGRICBITS
HERGEBRICH LR EZI AN o1,

ARG, EEAAEEFRSR, BEPILICETAERRII R o7,
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T OMOFFFE T N E ZEMFHEEE & LT, 100 mg FEZFHW T, m&%mﬁ@ﬁwmﬁ§g6
P2 (S HEIN LAY 24 BERILAPNIC AN — R T A MBI T DM A il (ZENERE, @ 1k,
NI %550 6 R t: ORI OBINTZ 24 7.5, 5.5, 5.4bpm),

3. 8 EER CRARERE [CL-034] oo W EEEH53.5.11 |
FRFE R A B 2 35T X T X7 v 0 BRI QNS SRR 1 5 5 D 22 4V ) OSSR Bh i %%*
H(RE ), 358 (RAEHRG) 10 TRET L7, 55 CIRmR R A B (B AR E 4K
40 fBIl) 12277 (50, 100, 200, 300, 400 mg) & DL T T &R & Z2iE R B RlRR O3
B U7, 70, BECIIfEBm NS (BEEBRES : 24 4)) 12727 2> (100, 200 mg)
HHWIT F R EHEHICHRER A#E L, 2 HEORER, ®IC7 ARRKERAES L,

B I IAEA L S A7z 40 BI2B] (777 2 AREE 10 B, SARFIEE 6 F1), 5 CIdlEALE
iz 24 Bl (77 B AR 8 5, SAKIRE 8 f) TR KRG S, T X COWERE 2%
5T L7z,

(1) B—% (BEEE)

BT, AEFESN 100 mg £, 300 mg B, 400 mg FEOF 6 Bl L1 i, 34, 4
B, RIVEMIE 100 mg B, 300 mg #, 400 mg #ED 6 il E 24 1 4, 2 1, 3 FIZFE D iz,
77 BAREE, 50mg BE, 200 mg BETIXAERFRITGRD LN o T,

400 mg BETOAEE D 6 Bl 3 FIZRBLL, WL bENWER & HE SNz, Do 1
BHCITEME G REBLL TR Y, Uik FRbRIER & HE S, DB, BFE03 4D 400 mg
Eﬂ)%@?&’%ﬁif‘ TR B2 Do 72,300 mg BETILM AT 2 7 —BEmnN 6 Frh 2 BRI L,

HIZEWER L HE Sz, 7 27 —BHINIX 100 mg #ED 6 BilH 1 B AL L=, 5

mw%ntﬁ%%%iﬁmfﬁgfbb,it,ﬂ BB (TR — A EFL P EREREBLT 5
ZlERrole, ARBRTHEOONTEAEFRD YL, SHRAFOEHEL G T DERICEE
T L AEEMENH D2 AERERLE LT, DN, 8ENEx o, DI oR FEELN
I ST HEERE TlE, RIS 4~6 FF#12 100 bpm 2 %, #5 14 FEE# T 90 bpm it
D EEORIEN R L T3, #5524 R I3 & G0 & F LV OEIZ R - 72, BhiEIIRER
PG 3 IR by, &5 10 Ref%ICEIE L,

KRB I TH], EERAEFESR, BEPTLRICESTAHFEERITIRN-T,

T OMDFFRE T N & ZEMERFHMIEE & LT, IRmETIEL, 200 mg #ELL OB ERETT T B AREE
L L, Bh 6 RR & ©— 7 ICHEICKIE L CTHMT 2 MR A b, #4524 RE % KO
ZHLBEOIREIZ T 7 v R IZIERI L~V TH o T2,

() E=& (REHEE)

AT, AEESN T T8 AREE, 100 mg £, 200 mg BEOK 8 Filh e 2 5, 241, 1
%, BEWEAIX 100 mg #, 200 mg FEDOF 8 il 1 T DI H LT,

71



274
ERERRIR £ 14

200 mg FECHURS 8 flH 1 FICFBLL, BIEM &HIE Sz, £ fh, 200 mg B CTHEFSR K
OEIWERIZERD b o 7z, 100 mg BETIFFREN, Mt 7 L7 F AR ARFFH—EHM, R
BatEsEh e 8 Bl 1 BT SREL L, FEDOLBEIWER LHE S, 77 ERHECHLAER
GRFRDO LN, WT N HIERRIEE OBLEMEN S E SN, FH TR oA EFEGITT
NRTRETHY, £z, FA—HRE TR —-AEELPIERERBAT L2 Lot 0B, B
—HRD 400 mg FETRRD AV LBESEM, BEOFEFRIIL LN o7,

KRB TH], EERAEFESR, KEPTLRICETAEERITIRN-T,

T OMDOFFFET N & ZRMEFHMIEE & LT, IRMETIEL, 200 mg BT 7 B AREEL i L TH)
[l 5. 6 REZ I 2EmA A 5, 7 HEOKERGH& T#%IZIE, 100 mg #, 200 mg ## T
T RREEL B LT, BRG 6 %A v — 2 A BICEAE LN 2@ AL bz,

4. FABEBIEBER [CL-0BB] oooooooooseeesoeseesseeeseees s e ok s.3..12]

FrEr it R R A M (B AR E £ 12 1) A XIS, [F—#BRE 12 X 7 X2 1= 25 mg, 50 mg,
100 mg Z (XA B DIER, ZEEREICHERE N&E Lz, BEaShiz 12 fleplciRiEnik s s
L, TRTOWBREDRRAESE T L,

HEFRGUI 4124 (33.3%) Zit6 A biiz 25mg: 21245, S0mg: 3 64 ), Aibk
HCH B A EFERIL, BEE, My L7 F R AR —Erhn, bR, ek
b, SRE OMEIR Ch o7, BEITTRTRETHY, Wb 1 flOoLTRD b 55
Tholz, 6FOHFEFLZD YL, M7 LT F U HRART T —BENMLUSND 5 HEOFFEFRLRIT
FATIRBRIH 524 B 7 BB E TOMICRB Lz, WAy LT F R A% — 2R
BT A0 D 13 BRICHEBLL, IRREE OB (B L) SHE S, BR LS
FEUTT N CIALE L CIRIE Lz,

AR IR CH, EEAAEFFRSR, RSP E A ERGII R o7,

ZOMORFE T N EZEMIMEEA & LT, FHNRIER D 55 6 Ref# I I ERFICHL,
Z DHBITIE 24 FEFILLNIZ R — R T A AEIZ R DAEE 3 DTz, WHEIILE O S E 5 51 3
~6 BTS2 AN SN 7208, BNEBOFPHINOLEE) & & 2 b,

2.7.45.9.2 @5 R ER

1 M NA AT RATE YT ARER [CL-033] oo WERHER5.3.0.1-1

fEEE S (BAEMBRE S 12 ) ZXPBIC, I T2 12 OCAS-M BAF| DMkt A AT XA Z
EUT A ERET 720, HEBREE 6 BT oMb D ARELE BEO 2 SO/ (ARE: 3771
> OCAS-M 50 mg DHEE O 5L I 77 1 15 mg O HEIFFIRNE S, BEE : I 7712
OCAS-M 150 mg DHEFE A% G & 2 T 7 1 50 mg OHEEIFRIRNZE S, Wb Z2igr%5)
(25372, 5 1 HIC OCAS-M A2 & 595 3 6l & i A 2 & 575 3 FilC e A EIfF
L, %652 W oHBREICH 1 M 3o mA 2L L, 7 e A4 — " —i Brd U CEM Lz, MBE
AL STz 12 FIRBNIRBRIER G- S, TXTOHREDRRREET L,
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TRBRIRE G IR ICEE 38 F O HEFL N A LN, Z0H5H SHENRIER L HESh-, AFF
LONTUE, FIRNES IR T 15 mg BETIE 5 IS 13 fF, 50 mg BETIL 6 Il 9 7F, RNBG
HIRIFRIZ S0 mg BETIZ 4 BNz 91, 150 mg BETIX S HNC THETH -T2, TR TOAEFSRITHR
W TRFE CITER L,

I A oNTAERRIL, BH, EERRELOEE CTH-o7-, BEOFEFRLIIRL, 3L
IMNEDHEERIIRETHY, 4 FOFEFEFGUIPEE LMW Sh,

KRB TH], EERAEFESR, KEPTLRICETAEERITIRN-T,

ZOMDFFFLT NEZMFHMEEE & LT, OE50 28 (50 mg X150 mg) THREED
NR—=RAT A NSO EE T 5 &, 150 mg BED N DTN E - 7208, FEICKRAF
L 72 B 72 BB A G860 B AL o 7z, FRIRINEE G- 2 B (15 mg XM 50 mg) Tl, #&54% 8
MR C 2 BERT TR b T, #5144 10, 12 O824 BRI TlE 15 mg BED 578 50 mg BEICEL
ROTNCKRE Mo T2,

2 BEDTEHB CEE) [CL-OMI oo ArER5.3.1.14

R B e (BB - 72 ) 2RI, 7 AF—"—&BRL LT, 3177y
50 mg, 100 mg % ZZfERE, 1@ & SULEEN & OF R IZHEER D5 Lz, 50 mg B CITEES
b &z 38 BBl IERIEN G Sk, 35 BIARERAZ S T L G Bk « [AERE], (R8st
BEER, E OO 1 F]), 100 mg B TITEMER L S 7z 38 BlIRflIIEREN 5 S, 29
WRBRASE T Ule (O Bl - 1RBRFEmFHmEIER 3 61, FERE 3 6], AEFES2 6, BER
He 1),

50 mg #E D 38 Bl 21 B (55.3%) A FFER A LN, BSRUNOAFFGREBE (5
BLER) 1%, Z2MERERE 5-C 16 Bl (45.7%) , 1@ B % 5T 8 4l (21.1%) , BN &% 15T 8 451 (22.2%)
Thol, BEOCHEFS (BURE) N@EEEBESHHET O 16 2.6%) (ZH b, PEED
AEFERDN 6 B (15.8%), BEOAFFRN 144 (36.8%) ([ZHbILI,

100 mg #£D 38 BilH 23 B (60.5%) (A FEFGNH LI, BRI OA FHEFLHEBHIE (5
BisR) %, ZEMERER G- 11 6 (34.4%), MWER%ESG T8 H (25.0%), mAENIAE%ZESE-T 11 4
(31.4%) Thotz, TEEOHFEEGN IH (23.7%) 12, BEOHEESRD 14 6] (36.8%) |2
AT, 100 mg BE CIXEE DR EFHLII R -1,

I BONTEAEER (SR T2HILL EOERE IR 13, BhEES CEL) RO RRE
F (FR) Tholo, I ALNIEAEFRRORBHRIZBNT, FEELERVEERGEDOMT
B2 ME ANTER O DR o To, AEFROFERIIMS, 2L L UIAREREHE TR E
SHEpB7emoTz, BRITEB T REFERRIL, 20IIA LIRS & Z 5 FEMERE OBErER
Kk, £ _ERE 7y 7, GIEOK 1FHTHY, 26T E 100 mg FEDOHTH D
Mo, R, BAE, NFILERERSUIIRBAOE EERII 20272,

ARERIF ISR, EERAEFERII -T2, BHEPILICESTZHERESIE, 100 mg
D24 GEERETvy Y, miilt) THLAT,
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ZDMORFFE T N LRI R & UC, I & ORI E OB O 703 & G- &0%
BRI Db Th b, £, BEELERGRMECH 2D HT, kA% 10 bpm A #8 2 T
%mttﬁﬁﬁﬁiMMW%ﬁifﬁ&btﬁ%ﬁﬁ%h@otuﬁﬁﬁfﬂ45»#4V’%
SMNRIEWTFRD b o Tz, DERKTIE L EORKRIICA B2 RBo bl (55 EF
BTy ),

3. OCAS BFBRIRFAER [CL-030] ..oooereeseeseessessese oo R 5.31.0-1 |

BEFERR AN 51 (BAERBRE S 36 B) ZXIEUT, 7 v A4 — "—@BRe LT, ZERUIRE
\Z3FED I T X7 1 OCAS HA| (200 mg) [OCAS-Fast (F)$E, OCAS-Slow (S)#E, OCAS-Medium
(M)FE] & ZEIERFIZ IR 88 (200 mg) Z ARG Uiz, BAER L STz 36 BBl IaBRIED F
B, dBI0REEBREZTET L, 20I3FNENAEFER, BRIFMETEED O OB 72 D55k
Hiik &7 o7z,

OCAS FI#E5#% & IR §Ex 5% CRITEM () 2l L/-& 25, RIERA R HZ I L
72 DX OCAS-F #& /Z28I¢ (20 £, IRZENEIF 6 fF) T, KV VT OCAS-S #& /22 ERs (714, IR
BE /75N 4 1) Tod o7-, OCAS-M §E,ZEfERF CHREL L 2@ IEM (12 1) 13 IR/ ZZ[E IR THHL
L7cBER (16 1F) L0 &7moTz,

SOC BIDAH EHFELOFERIUTH b R H NGRSO bivienote, Bk E LT, HbE<HH
L7 BIPEFIZER C, R CRaMEAREIRER L BN L0 o 7, 38R 1L OCAS-M B D 7 TR #H
FEVZFEBL L7228, 4 Bl 3 BlITTER I ORI FHBL LT2 b D T o 72, B & AAND Chax XL AUCog
DN & DN B 2RI A BV o Tz, £72, OCAS-F §E /ZEfERF 5-C % ik <
OHERF 3B, 25%) TEME (DIEREE) DA N7, EREEZBE X 551 ZvA 2, FRZ
D DEENNTFRD bV T, 1RRIEDIRFED LA A Lo T2, OCAS HH KOV IR SE# 51
ﬁ¢’%ﬁbtﬁ*%ﬁ@ﬁ@ik%@@ﬁ%f%oto¢ EHE Lo S LT 3 RSN O E R
LUTHRE T, T OREBIIIIAE T LA, SR Z R L2 10 BlITHERFSOEER (7
vHE—N) EELT,

AR I NI 72 o 7=, B3 (OCAS-F $&,/ZE2[iE1E) @ Day 4 ([ZA b= A ES
& Rt = 2 —a g — (RUBMREEE) ] O 1 fIRERGHIEICE -7z, KRERITFROFHF
AT UABE L727e®, RICEERAFFS (BRELOMER L) sz,

ZDOMOFFFET N E ZRMFHHEE & LT, AKHID OCAS #4741 & Y R §iE D Z=ERF 5% 12’k
%, UG K OWERRIA I O —FREA 22 N SRR H 7228, BER LRz W S S ng-, 1 A 1
Bl OCAS HIE G #OHERIL 1 A 2 Bl IR SEGHZDOENLENRVEITEY, HNEB L & X
bile, L, ABBRTIXT 7 B AxtiEE N o<, sBRWIMF OREIT 1 REROATH o772
D, HEMEDOEEMAERIC LD b ONOMEHN R R 2 B E HS 2 LT TE R 7z,

B, ARBRICE T 2 EWEREORE RS, OCAS SED 9 5 OCAS-M $E7Y IR FEIC i HFEBI L
TeEYERET 0 T 7 A VAR L, ZHLABEDOBRFEIX OCAS-M §E&fE 5 Z & & L7z,
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4.1n vitro-in vivo 18 (IVIVC) BB [CL-076] w.ooooorereecrercrcro U AT B 5.3.1.3-1]

BERRR N o (BERMBRE 2L : 90 #) ZxtBRIZ, RADMHEHEAZFFOIHOI T
OCAS FIo 3 i (25, 50 KM 100mg) Z#fEAHKEG L& &, 3 HE (7.5, 15 X130 mg)
EERIRNEE G LT &L S OEWBRE T 0 7 7 A N EMERT D72, 7 r A4 — " —RE (ZE)EI,
B G) & UCEm L7, BEa kI 91 fIaflinidEn&k b S, 75 #i (7.5 mg IV/25 mg
PO #f 30 % 26 i, 15 mg IV/50 mg PO #% 30 51 25 1, 30 mg IV/100 mg PO #f 31 7 24 f51])
R A SE T LTz,

3FG R TCOREFZORBIIRIL 66.7~80.6% ThH -7, AHEFROEEL, 14
(15 mg IV/50 mg PO £f) CTHAOLNHHFENEE TH 720, ZNUNOT X TOEERFGITRE
M EETH T,

3HEEEHTRD L ADNTEAFEFRITITFWM Cholc, OBROREIRNEmNST-D
15 mg IV/50 mg PO F£ T 43.3% (13/30 i), & AKX ->7=D isongIVMOOmgPoﬁ$@226%(W31
) Tholz, AEFFRICH L THREERSUTIHAIM CRILTREEBNVIRD bR No T, K
RERIZIBWT, FHTERTREAFFR LOLEROAFRR (REIR, @ilLE, %% £), JTHE

RESR DG, KA, FAE, MBHEDO A EFRLOKLEICEET 5T X TOAEFR L EXK]IL30mg
IV/100 mg PO #ED 4 BINZFEL LT, 1 HlITOERBREIZ wTVSTS&@MﬁﬁA%h yxy
U — [ FAET D ATREME N H D T 4 VT « NR—=F YV v« IRU A NEGERE L HIE S L, 2
WT&E%t%%iL@@&W@T*%ﬁ%%%%(%ﬂ%h%%ﬁ%%&%,E%ﬁ&%%1
B CIIAEAR & BEAEFS L 2o - AMmERIEAE A & Th -7z,

ARG %t%i&ﬂotoE%@ﬁi$%ilh%“%mmPOﬁ®1W(ﬁ%&@ﬁ
SRVEPE), 30 mg IV/100 mg PO FED 1§51 (HMERMEAHAEMER) THA LN, HGFIEICESTF
%%%ﬁ,mmywmmwpoﬁ@3W(Mﬁﬁﬁhﬁﬁ,Em%ﬁ@@max,7%»7-N—
XV RUA MEBRE) & 15mgIV/50 mg PO BED 141 GRERIERKYL) THLNT,

ZOMOFFFE T RE ZEMFEEE & LT, IRAEIIHREG &L ORANC L 6 TH 5 6 Kif#ic
R T A U DEOEEBNRK E 72> 7273, 30 mg IV/100 mg PO B Tl 5% 2 BEl TRz 72 -
7o BRIRNEE GREONRAAE D N—RA T A U b ORIV TNORGETE KER, RO
BATHAD L TS oo, BAFKETIX 100 mg 5 H 10Kk bR\ OZLENKE L, &
U TR R R OF B 0D Jif e A B - IR L2 13 K C 10,1 bpm D ARFAEL DG A3 7 & 4172,
50 mg & OF 100 mg #% 1 G-RFICIE, #&5-14% 6 Rl O 28 b & O S LE W i R f%ﬁ#w%ﬁ
&<, BRI AN D b /N SV N A DALz, 12 FFEOERITIE, YA .
XV RTA MEGEREEHESNT 1 HEZRE, DEXOEFITFRD bivenroT,

5. RAINT U RERER [CL-007T oo TS W& ES.3.3.1-5

FERERL A B (HEERRSRE R - 4 ) Z%F21T, 160 mg D “C kI T 1 o & ZeErc B
FRE A5 Uiz, fAAN DIV 4 BB K E I, T X ToOWEBRENRBRE25E T L
77,
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BEELRIT 4FIP 3 HIC 4 EREH LT, HEIRO | 1F & 8EITZN &% 7 O 31 R %
WL, RBRIEE oML TBEH L0 Lt SISz, b5 1 O/ &7y
T HELM% 7~8 RIZRBLL, 1RRRIELE ORTEMII2 W Sl STz, T X TOEEFRGITRE
ThY, WIbiHkL,

AR I CH], BEERAEFS, RETILICE>TEREELRIT R -7,

6. RAIEE, MERUBIERR [CL031] oo wreerls.33.1.7]

eI el 55 2 S O il 5 2 (FARBRBRE L - 96 1) ZKPBIT, 77 BARXR ZHEKRR
fR& LT, X771 OCAS-M B2 22k I RAERR N & 5 L7z (Emiln % %2 1 50, 100, 200,
300 mg, ElEH L 2 50, 200 mg), MEIEZAIL S A7 96 BIEBNTIRBRIEN S S, T X TOHER
TR AEE T Lz,

HEFELRIT 77/96 B (80%) (7t 430 1 (OCAS-M HAIF 5EED 79%IC 355 1, 7T RS
BED 83%IZ 75 1F) HAbNT-, AEFROREIL, 1FEAENEE 4231 THV, 61EnhE
B, VHEPREEThH -7, THEE L EEZOREFEFZIL, Wb OCAS-M AR LR TRI LT,
HEDOAFEFG 1 1L OCAS-M HFH| 200 mg #ED & 2o MR TR B L - i Ch o 72, Fll
TER OFHBLE L OCAS-M HAIO M &L OO &2 BfRIZ v B 2 bt BWEROHSI
M EIZRAE L THIN L, 200 mg & 300 mg A COMHEIIAY T DEMEDO T T ERREL Y £ o7,
FEEERFE D 300 mg B CTREL L 7ZFIVEH OHEUE 200 mg BEOK 2 (5 Th o7, mlns D 200 mg
FECHB LCRWERIZ 25 R & 7T B ARBED 10 R L LA TE o7z, FEGEE & mlnE O g T
X, sl L0 IEEEE CRIWER OB E D57,

&b KL HALNTRIERIE, B (30%), FEMED Ev (18%), BHE (14%), M (10%)
LOVTH (10%) TH O, fMoORHERIL, WTILbREEER 10%AKH ThoTe, WTNDOFEES
G b BB TR OSRRI B RFI I R L Tz,

AR I CH], BEERAEFS, RETILICESTERAEELRIT R -7,

ZDOMOFFFE T R E L RMERHIEE & LT, IEmElnE D OCAS-M B (FFIZ 100, 200 K TF 300 mg
) TiE, SRR OBRERTPEANRNED, #EREGR LY &0, IR OFEEEIZ, )
[ 45 5-1% B OB e G412, R—ATA UL LT, @l COFEHINREENL, 50 mg B X
D 200 mg FE TR <, EAEEG% X0 EEEGEZ ThTMCE» o7, ke LT, Ikatko
SN EIIIEREEE LV EEE ThTOIEN o T2, IR O B R BN R X GRER] TR o
7208, FeRAEIL OCAS-M BAIDOWEF 54 3~7 Wi e O i 544 4~10 BEfl CA b7z, %
7=, FEmE T, 55 100 mg LA EORETHIEIR 5% K OR8¢ -5-7 (CIDGHE A . 00 S A
N—R T A L _THINT AR B0, &l CIEPEERIMEDOX—2F £ b D
ERIEAC BT I BE G55 e OV 1% CTRITRIE CThh o 7, RERIGEIZ )2 B & 2 Zefdia i3 A
Lo T,
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7. HERUEEEETER [CL-072] oo WATEEB.3.3.3-1

TRFEFE i tn 55 2 R OMeE e i lin 55 2 [ HAEARBRE 2L 72 01 GEREmERE, il % 36 B,
IBBELEE 8B ] ARG, s uAA— =L LT, IT7X7 125 50, 100 mg &K
B (B%) ICRERDES Lz, BiEShiz 75 BIEflotBREn&k b s, 67 Btz 5
TLU, 8BlFEERPILE 7R oT,

HEHRGL 24 6] (BHERFE D 32%) 12542 A 54, 25mg, 5S0mg, 100 mg O 3 &5 &/ T
FIRECTh-oT-, AEFRROEEIL, TANAD I HREETH 7ML, T CHE T
EChotz, PEEOHFEREZILI0FIIREL, 205 BLAK & OBEENEE ST
EHEEOREFGITIFE, 13TY, M, HNEZREENEETH -7,

o L ALNTAFEERIL, 1FTYH, BF, BEOKOCONEETHST-, ZHFEHORI
2, HAEICEA LB I A o Tz, £, HETREGERGN 24 [TANLAL (E
ERrAERS), b)) Rvohl-, RBOREIRECTHY, AAlL OREMET TREH 20
LitZevy) LIl S, MEALE TR Lz,

AR I THNT o T, EERAEFRRIT LA LN (TAMA), AEFRDT
DG HIEICE 72, APERE TIE, 552 #0 Day 7, AH| 100 mg &A% 5T EREH O 8 B
ANCEEDOTAMNANRREILL, BRI OEM T TBEH 500 Ltk CHlran, 14
PRI L DEZTHZ LR EE LR, APtLrol,

ZOMOFFFE T RS ZEMFHMEEE & LT, AHZ&RE ST X TOMOERICB O TRK
IR DB I BT, B 5B TH 5 100 mg HEHETRIT H_X—2F A b DN
X, 65l Lo EEE B IED 11.4 bpm 7> HIEEEnZeE T D 20.1 bpm OHIFH T o 70, AHIE
H#OME EFITOT N Thorz, BHEMIE, JERMInE & &2 ORRXEHE(LEIE, 55
Eo@EBBER O, B DHWVIEEEEBRE I, IEREBE L O Th T Em o T, B
S TR MEDOEN & £ 5- B ORICHBEMEIIA DR o 7o hy, DR EEZ IR LT
D fRAT TIXRA & 23728 BAMEDSGR O BT, 12 LB T, TALAERBL LT 1BV,
TADAFEBNBHI 15 3RICEERIICERO & 5 LEX R GRAMSEIR) 2S5,

8. BHHBEIEEREICHF DEMBERER [(CL-038] oo WA RH5.33.32 |

W, P ROV O BREREE A T % BRSNS TR A R A T AR (A
B EL 32 ) Z xR, EEMBERIEGABR E LT, 77 1 100 mg % ZEfEREZ HiA]
O Ui, BEAILS NI 33 FIA0] (ERSRE 8 1, BATHEAENE 8 (], e Bhe
bask 8 ], TACEHSAEHESE O ) ICTABEEAME S SN, 2 BINRBEET L, WAk
BED 17, TRIHT ISR O BINTIC & 0 3RBRAFE & 2o 72,

HEFGORBRIEL, TRCOAFFRORELRE Th ol FICER TS FERS
T B BB BN ERED 1 IIC | fERI Ui, FEILERIRE, Jom, FfE, @it
READA ERGIR o T,

R I IE ], BT EFS, BEPICE o BRI o T,
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T OMDEFFE T N & LaMFHEEA & LT, TN TOBERREER TR OINA A 6h,
N=R T A b ORI EE OBEEREERE TR b RS 0 o 7o, AHIOURER BB HERETFIC
LV Eip o723, HMTRAEMICRIGENTI A LR o7,

9. FFEEREEBE(CH T HEMBAERER [CL-039] ..ooooveccreccrrrs W RERH53.3.3-3

B8 B2 R O 8 D RIS 2 5 3 % BRI N IE S ATHERE AR (P RSRRE AL « K 32
B) ZxtgIs, FFEMBERLEGEERE LT, I 771 100 mg Z 22 @R I HERE A& G LTz,
AR AL S LT 32 BIA] (R ECFHERER S 0B 8 B OIS % IERITHEAE NI 8 ], s
HEIIFHSAERETE BB 8 LR USHTE S % IEHTFHSAE B 8 ) (TR IR S Sh, T~ ToH
B SRR A 5E T LT,

HEFRIE, ERIRIEERE R OB ENTHRER ERIRE TR bR -1, PRI
sk DL PR | NI D AT 1 7Y Day 2 \ORBL LAz, FHIE 8 RERTIFGEL, AL OB
MU TS B0 b LV LI SN, MEARECINA LT,

ARBIPI I CH, BREAHEFS, #EPILCESAEFRGIRN T,

ZOMORFTET &R AMFFMEA & LT, IR SRS CILERRERO REEH1 2
BB, PRSI L REEBTh D LTSN, £i, ARIOBREHIC, ERIF
HERERESRE, W R ON P S TR RERE BRI 09 =TT\ T, LN FE O TR i 78
B, FREIFSAERE RIRE COMDNPR b R E <, TEHITHIEHRE & RTHEN S
R CILRIRREE DD Tlo o 1o, AR PHIMILIE H TP AERIR S & WEFEITHEAERE F iR
TIRHIIN L7223, RN R Tl L7,

10. EMMHEERFEE (U b3+ Y—IL) [CL036] .o INFHERHS5.3.3.4-1

BEEERE N B e (BEEWBRE S - 24 B)) 22U, T 0 v Hak G KW EREIC KT 7
koY — A RERGOMRBEERN 2R 5720, 7o 24 —_"—@ BE LT, 6152
WA 1 EFDOI TN 1 100 mg 2 ZZMERFICHERE D& 5L, 62 (Day 1~Day9) (&7 k=
TV =400 mg & 1 H 18], EIERFICKERDES Lz, BekIive 24 Flap] (B 12 6, &
PE126) W2 1 WO I X7 rigkhanic, 2055 160I%, A2 A o ORERGT-
STe o T o 2 WIS T, Mo 23 fil4f (B 12 41, Zork 11 61) 128 2 oo K
aF = AR TR T a o pn gk S, 23 FI3RBREE T L,

BERH], 1RBREE L OBEMEIZ DD BT, AFEZRG SNTHRE TI< AN AEESL
IXEERE (1524 65 5 62.5%), HE.L (524 6] ; 20.8%), £ (524 11 ; 20.8%) KOS (4/24 1 ;
16.7%) ToH -7z, &% 1 W Day | OAFFEENSE 2 Moy haF Y — R CICRBE LA
FEERDO DL, 2HILL EOWERE THOATRIERNL, BUW (324 1 ; 12.5%), #8224 1 ;
8.3%), MHHR (2/24 5 ; 8.3%) M OV&EJW (224 #l ; 83%) ThH o1z, Fiz, AFIKOr hat V' —
DR EEGRHT 2 FILL EOWEERE TH O ZRIERIL, B8 (11/23 61 ; 47.8%), .l (523
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B 5 21.7%), &9 (2/23 61 ; 8.7%) KUV (223 Bl ; 8.7%) Th-oiz, AEFROITEA LT
BECTHY, BEOLOIT R T,

KRB I TH], EERAEFESR, KEPTLRICESTAHFEERITIRN-T,
ZOMOFFFE T RE ZEMFEEE & LT, RO DT 078 B35 1 ] Day 1 OAHIELM
BB D 5~12 BEEI IS A DN, ZEEITDL TN TH Y ERMICERO H 5 E (LTl k
Ez bz,

1. EMEEERREE (JI772ET D) [CLO70] e, WAHEEHS.3.3.4-2

AR S (HAERBRE S : 24 B]) 28I, 2771 (100 mg) H[ARE N &5 DZKY)
BREICKIET Y 77 B (600 mg) AR ARG ORELRET 5720, 16 A O#&5-HH
\Z, Dayl, Day 12|23 I X7 122G RICHEHE L, Day5~Day 152 77 B3 %%
MERFIC G- Lo, MRA AN BT 24 Bl (BHE 13 41, &M 11 6 ICIRBREREE S,
TRTOWHRE PR AL T LT,

AEFRLEEL O OFFFROBEFEIIELS, KEGHMEbRBRETH-T-, BEOH
EHRQIL, PEEORFEFSI I FIRE LR Ch o7z, 2R T2 FlLl EogBRE Th
SNT-AERFRRL, AR Q4F), B (114, BEFm G, BE, wErtoEwn, &t
2T OFEE (BLLE, %261 Thole, V77 B BMIRER, 1 H1Z2FR< 3~ TOHER
FEPECROAEFREREIL, BTFROEREVPEAMOFEFRREZRBLLIZN, bl
V77 B U BRGRHICEBN TEENTZFRTH -T2,

ARBHIF I TH], BERAFEFR, KEPIRICETAFERITRN T,

ZOMOFFFLT R EZRMFHHEE & LT, RIAEDS 10 bpm 248 2 THIIN L 72 gdrEE, U
77 BV B BRI, REIBMBE SRR ORFI L Y 7 7 e ORI <
I BT,

12. EYMEEERFER (TILT7 1)) [CL-040] o & EH5.3.3.4-3

PR Bt (BAERSRE R - 24 0], B 1261) ZxtGils, Y77 U o O3EY@REIC &
T 7T a U REREORBEERHT D720, 7 v A4 — —kBk L L, Day | XU Day 23
\ZONT 7 ) A28 fERC AR D% 5 L, Day 15~Day 30 (2 X 72 1 o % 22RO RE R D
BehLiz, Day23 I2iZI I _T v b U7 7 U R JHHES Lz, Bk 24 flaf (B4«
H 12 6 \TIEBRENEE S, TRTOEREDNRBRA T T LT,

BEFRRILTH (BEERE D 29.2%) IZFH 10 FRBL LI, ZDIFEEALIZ1IHIOHRTHLI
bDThole, AFFLOREIZIBRETHY, [EXK, U U/ HRLOEHOH 1 4]
ISR LHESH, BEOHERRII o7z, VT 7 U HM, AFIEM, mAIGHHOS
BB S CR BRI 0 1 X720 o 72,

AR I CH], BEERAEFS, BRETILICE>TEAEELRIT R -7,
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FOMOK T REZEMFMEER & LT, YALT 7 U o OBRERGS 6 R%IS OO
BRI B AL, N—=2 T A 5 OHINEOEEEIX 5.4 bpm Th - 7o, AAIHEIFE 54 (Day 15)
O EOFEEIL 15.5bpm, KFIE U7 7 U o O 5% OEIMNEDNEMEIX 11.6 bpm T
bole, VNVT 7 U BG4 ORI TG M E DO ZAVITRE U, RAIDOREITRD 7o
77

13. EMHEAFRER (T2 F5 S 2) [CL058] oo g R]5.3.3.4:5 |

fRREgE RS (BAESRE L 28 ], B4 14 f5]) Z xR, CYP2D6 DIETHHT 77
Y DOFEMERBIZKIET I T v U RERARGOREL T 570, 7 a At ——iiré
LT, 18 (Day 1~Day23) ® Day 1 Z7 77 I > 50 mg % ZEfEREIC B[R M5 L, Day5s
~Day23 £TI T/ 1100 mg ZZEERHZSAER N5 Lz, Day 18 1Z1ZI I~ m &7
VT IVEMARSG LI 13 BRIO T v v 27 v MR, % 2 # (Day 37~Day 41) @ Day 38
W27V 7T 10 50mg A HERR ARG Lic, BEeS 7z 28 Bl (5&4 14 6) ITIRERFES &
&, 27 PR EE T L,

AEFEZRIT B (BHEBRE D 32.1%) [ZEH 1T RO LN, AFFROMEIL, 77T
BB 5% I L A_ARFIHMBE 5% IZZ RO LN, ZHUIT 77 IV RHEERE Th -7
DIZXF LARIBKER G Tholelzb LB 2 b, AEFZOREIX TN CRE X IHFEE T
botz, WEEOHEESIT 6 FIIREILL, T OWNRIZHRINEE, 08, LR E, i,
Bl g, TAVESEAR L OV HRTOIREETH 7, T3 7T I VHMBE 5RO BITERIE Day 1 @
5% 16 GE.D), Day38 O54%I2 161 GRAVESER) (ZHbnTz, —J7, AFIEME G RO
BIERNL S BlicAa by, 20956 4FoaENRGFEITEBESE CTh o7,

AR B, BEEARAEEFERRIIRN -, 1FTE Y+ vy a7 Y MiRh (5
77 I ORI E%, ARIOPERGAD (T EEORISRER LK IR (& bITEREL DM
HAPEZR L) SREHLL, ZOWEEE LT ST IREREDS R L YE T L2720, 5k
Eol,

ZOMOFFL T RELZRMFEEA & LT, #&EEMTT 77 I UV EHBRIEERAE D &
HRUMEIZE_RDT DI L7y, ZO®%BAICHINL, RO EH 2RIk 5% 8 FEHIC
AR E72-7= (Day 1 TiX9.14 bpm, Day 38 TiZ 9.3 bpm), Day 18 DAAIL T 77 I DOHEH
BE#IZ, T T I VBB EZICH IV EENRE B O Tt 2 R EIT A b iR o Tz,
AF 100 mg DOAEEEGIZ LY, IR\ ~ T 7SO T 0 REER By, T2 &I Day 17
DEIZHRD 229 bpm & 72 o7z, ARFIOEEIT L0 PHEH L QLR =D 7 7 I H7
IR B, N—RA T A b OYEEALEIL Day 17 OFIZH) 4.5 mmHg Th -7, LEX
DRFITTIER ThH o728, 1 BICERMIZERO H 2 0BT (AESENK) 23 Day 38 (7
7T I VBB ERE) (T, IMHESEIRIIAEFER E AR S, BEXTEE, 77T
vEOBEMET TBESH 000 Liven) &S,
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14, EWIEARRER (STES ) [CL059] oo U Hiéﬂ
BEHER N B e (BEEWBRE L 24 B, BAcss 120)) Zxgic, YIx v oRyEhkeic kIE
TITRT U RKERGORBEERFT 5720, 7 A4 —"—R L LT, Dayl lcyVITFv
0.250 mg % ZZfEIFIC HAFE 0% 5 L, Day 10~Day23 £ T 77122 100mg % 1 A 18], 22iF
BRI RAER OG- Lz, Day 18121 I _ 7 n v bV IRy U AOHHES Lz, RSz 25

Flaep] (13 B, ZfE 12 61) (SIEBRIES &G-S, 23 BB Aa5E T LT,

AEFERIT 1G] (BHERE D 44%) 1Z5H 16 80 bivle, AEFRORREITEEN 76, F

FHENR6HITHY, HEOFERERIIAONRNoT, TEHEEOFHERERIL, HE (kS
Hﬁ,Hﬁﬁ%ﬁ(ﬁﬁ%vyﬁﬁﬁﬁﬁhEmheﬁrlﬁiyﬁ%vyﬁﬁﬁﬁﬁ IRVIIEEN
FIBM B 5-58) , B iRl (RAIEME R, g (DFHEGRER) Tholo, 3L A
8@@%%%@,ﬁﬁ@&%&(ﬁ@&ﬁ%ﬂiy:%yx&@ﬁ%&ﬁ%)_%ﬁbtoTN
TOFEGIT B2 FNTRBELL, FFEAZRERITRRD bR o7,

ARRBHIF I CBN T o 1o, EERAFFZIL, 1] GURTR O R IR AR R
ﬁ%@)’ﬁ%ﬂto&5$¢’£okﬁ$$%ilﬂ(gfg)Tﬁ%ﬂ,$wéﬁﬁ%f
OF R 5% 0 Day 21 IZ2ERfZ (B A BR< 2HITIAA 572 1 em K DK X 70 fLEER A & OV 9
%)ﬁ%ﬁb,ﬁﬁ&@%L¢ifﬁﬁkéw%bhﬁwj&%%éh,mwm~mwmmvw
T (BF VDY) EEEL, ERIZEIE L,

ZDOMOKFET R ZEMIHMEER & LT, Y%y U HMEEE % (Day 1) (200
DL, 5% SEEMICHBIT D=2 T A )b ORI 43 bpm, ¥ 3% 3 v K OAKIEK S
#% (Day18) OHEMEIX 6.8bpm Tholz, F£7o, ¥V IF L & 5% OIUHEE K& QYRR M2
%L, AFIEGIZ K DB e o To, A 100 mg OB 5% INREE, DG RO
JLIERIED b T ZEOEMAERO b, K (87 7H) OX—=2F 1 b OFEE(E
/X Day 14 OFIIZH K (9.4 bpm), WAL OPEEHIILE (~ 7 7{f) OFEZ{EIX Day 16 O]
WK (Z1E4 7.0 mmHg, 4.1 mmHg) &72-7z,

15. EYMHEERRER OBIEE) [CL-068] ..o A& F5.3.3.4-8

AR T IE (LLF, COC) IZEENd=F =LA T4 — (LLF, BE) & LR/
VA KLV (BUF, LNG) OFEMEHEIZ KT I 77 122 100 mg KER OG- OREIZ OV
THET 5720, ZHWERE (BERBRER: 24 6)) Z268I1C, 7oAtd—"—ilBré Lz, &%
FUBERE R T AR 0 H R E N & o8 TEB 1 10 Day 1 IC#E MEHEEOIRM 2 B4a L, 21 A
fikfoe L CZERERHCH G- Lo, 7 H IR ORR FGBEESRIREER,, FEESE 2 I 21 H MR DREAE 382 e -
L7z HHIO Day 12206 7 _7 0B LLIET 7R % 10 BOHE L7z, BEkShi- 30 fil4
BNIEBRIEN - S, 2025 23 FInNiEBRZ5E T L,

HEFRIT ] (BHERE D 36.7%) (ZFF 16 1F5BL LT, AEFROFBMIHIT COC ¥,
COC+AHAl, COC+ 77 RDEHEERETHL L T\ iz, AEFGUIT X CRE TP EECTH -
7= 8 BIDOHWERFIZHHEEOHFERSG (COC HMmPb1% « mmk, Bl Hffi~L~<2, HE%K,
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COC+AFKIF G4 « Ry, 985, WM, COCH+ 77 vR&E4% AU, I, WHEAZ) 2
HoNTz, BELIEAEFRIT XTI RV L 2B TAHALNIELDOTHY, FERGHTHALNT
BEELOFREE L OBEFEIZH D 2@ 713780 S 70y - 72, COC H XL COC+ 77 & AR A
B I WBRE IR L OBENE A S E TE R VWA ERZRIIA LN D o T, COC+ AR % £
HEN72 2 BICTARAIE OREMEZTETERWAEFFENA LN,

AR I B, BEARAAERRI R0z, HEFILCESTAERGT 14 URE
YL, TREREE L OREME L) THR LI,

ZDOMOKFFE T R E ZAMIHMEER & LT, COC-+AAI DG R AE % 544 (U £ K Ok
SEHAINE O SEEED 3728800 (RAE ML 5.5 mmHg, AR E1E 3.3 mmHg) 234 5
72o COC+AHAI O COCH 77 B AR D FIER GH#IZWNT NG, DI OFEEED O3 2728 (£
ALEA 7.7 bpm, 4.8bpm) A OV, ME R OO EINTIERIE R K H% O b7 7HIC
BOTHRRICBIE SN,

16. QT/QTC FHETRER [CL-037] ooooooroeeeeeeeeeeeeooeeesoseees oo R

fERER A B e (HAERBRE R - 48 ) Zxigté LC, QT RRICxT 5 77 v oKER
N5 O %E 7 7 2R R OVEIRAIR & BT 5720, 7 A4 —"—F e LT, I7X
71 100mg K ON200mg (1 H 1[A7 AR, EFRAERE), % 7ax¥ 0400 mg (H[A]
BO&E), WNIXHET 27 7B R Z2EERICES Lz, BEALESNT 496055 48 il (4%
B GER 12 6) I RBREN RS S, 205 h S EEEBRbIEE fa o7,

FARBRIREE 5 O A EFGRBRIL, AHK| 100 mg 5 66.7% (32/48 #1) , AFH/ 200 mg #5- 60.0%
(27/45 B), EXFT 7 XY 400 mg %5 55.6% (25/45 1)), 7T REE 56.5% (26/46 f51)
Thol, FEALOFEEFRIIMWETHY, PHEEIDRL, B, HibE, REBHEERET
bolz, FAFFGZORBIFIIKL, EHHEMCRKETH- T,

I HBONTEHEER (TN OREGRET 2 4L EOBBRE ICRB) 1%, BfbrEpEk,
PESENR, EXOERYY, B0E, @E LS, AREEE, RLZTbholc, 2025, kbI< AL
T HEFRRITEAERER (DEREMOEEIZ o7 FR) THY, 4 DOKELHHIM T 39.1%
~47.9%DHIRF T FEBL LT,

AR T THNT e o7, EERAESRRIL, B 1 KA 100 mg £ 5KF) @ Day 9
AN 1B G@ER) ThY, BEPIICEST-, 20 1HILANS, 55 4 BITAH 100 mg
5 EIEE SN %O ERSR () O, 1R PIERICEST,

Z OMOFFFE T R ELRMFHEEE & LT, A#Hl 200 mg $5-%12, UG M ORaRM i £ 23
NR=R2AT A L L THLE HITHOT IS L7z, AH| 100 mg 514 O UUHE M OEHE S i
JEDOEALBEDOFEEEIL T 7 A& G% LR CHENTH Y, BHECH LM TIZhT i RkEN
BAUI BTz, WO T REIL, AARGZICR G &AL THEIML, SFANRMED
R=Z2 T A o DEACEITEVEITHA_RLETRE o T,
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17, RIFRBIEEFER [CL-0BOT ..oooooooooeeeeeseeeeeeeeeeeeeeeee e T w3421

THEREIER (LUTS) RONFHEEREEAZE (BOO) A4 25 Bitdss (HAEsEEk : 195 #i)
ERIGUS, I 77 0 ORMEER VLEEMEEZFHET 5720, 77 AR - EEmARE L
T, 778ARIITZ 150, 100mg 2 1 B 1[0 1258, BRIC&RS Lz, BEALSN
72 200 Bl (777 &R 65 %, 50mg & 70 5], 100 mg & 65 B]) ([TIRBRIENK S S, 2095 h
77 REE2 6 (3.1%), 50mg B3 ] (4.3%), 100 mg BE 7 B (10.8%) OFt 12 FliLakEk Ik &
ol

BRIRIEHE (Quax) DX—RA T A 03D ORI KI T D B GHEMZE (REIS#E— 77 &
REE) D S%EMETIRIL, FHANCED S E~—0-3mls LY K&EDoT-, £, BRR
MR TOPIRDITE (PgeQma) D N—A T A D OFEELEITKT DGR 2 (RFISRE—
TR O S%EFEERL, FANCEDTIELMEY—T 2 15emH0 KD /NS hoiz, Th
W2E Y, Qumax & PaeQmax T 50mg V100 mg D77 B RIZHT 2L N RENTZ, £, &5
T REZ IS T D IEMEIURETR £ & BEMEHEIR R DX— R T A ) b DAV B O FHHE W H X Tl
AHNE 77 B ROMICHEAEZITRD b iRd o7z,

HEFROREFRIL, 778 REE (43.1%) LD 100 mg £ (52.3%) TE<L, 50 mg B (40.0%)
TR OLIE» ST, 1FEAEOREEFGIIRE IFEETH T, Hxr OFEFHORHRIIK
<EEHMTRBEETHY, ARKSITHL N TR, BWEAORBERIL, 77 2R EE 12.3%

(8/65 ), 50 mg &E 7.1% (5/70 f), 100 mg Bf 16.9% (11/65 %) T 7=,

JREAIZ 2 BICRRO LN (7T 2R FIE 100 mg BE 14, WTFNOFEL L1 HEHE L
100 mg #ED 1 FITIHZEAN A (EEATZ) 2175 Z L EE LR, 72RO 1 HIXH
T—=TNEEEZE L, mESTE A OFEFRNRD DAL HEEBRE R & BERIL, 7T
YAREE2 6] (3.1%), S0mg&E3 B (4.3%), 100mg#E2 B (3.1%) ThH-o7-,

ARBRHIM T, BEERAEERIINN -T2, BEFILCESTZHEFELRE, 7R
BE261 (3.1%), 50mg B 161 (1.4%), 100mg #E2 61 (3.1%) LK<, 3 DOHFGHEH TR
ThHol,

ZOMOFFFE T N E ZEMFHEEE & LT, AANS X2 A EKEN 2R DM O 50
HOTz, Fio, mERF CHEANCHE L2 HEHInE ; >10, >15 X 0U>20 mmHg, &
R 5 >5, >10 X U>15mmHg) % LRI IME LA 2R LEHIEE, 77 2FREELY 100 mg
HETOm <, FRNTHE LB (=5, >10 X U>15 bpm) % _k[0] 25 IRFAESEIN 2 7~ L 7= 8140
77 AREELD 50mg BEE 100 mg BETEN - T2, iBRBAGARTIC IER T Th - 72 98E <Tix, =
DI S Tlero Tz,

2746 WhR&ET—4
FHADRSERLTHY, F47% L,
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FERMZEH
2747 {153
Tix *—&

(227471 ENRBHAICETAIRTOEETER oo 87|
127472 ERNRBHSICEFETRTOBER oo 4]
| 2.7.4.7-3 L@ xBBAER [CL-045, CL-048] [CEIF AT ARTOHAEER e, 97|
15227474 EBIZ53RER [CLO51] BHATRTOEEER oo 103
|%2.7.4.7-5 E%k%ﬁﬁ[aﬁm]l&HéTAT®ﬁ£$%(%ﬁﬁ%%) .......... 107/

St BRSRER [CL-045, CL-048] I }a('J'%)T’\’CO)mlH’EFH ....................... 111

% 2.7.4.7-9 @_aﬁmA(awév«rwﬂwm<&rm$ﬁ>(n .......................... 136]
5 2.7.4.7-10 @mn@mAfawéia AfRoREE 145]
|% 2.7.4.7-11 XER

[% 274712
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BRI S
% 2.7.4.7-1 ERGRBRHEICETEITRTOEEER
Pt REER [CL-045, CL-048] RH#5R5 [CL-051] ENRBRGE
MedDRA/J Version 12.1 N2 VA =2 N VA=V DAV =
Bt o [ g o e s
" i’jﬁ%]ﬂﬁ) (50€) 7(;2;9217{\ 25mg | 50mg | 100mg | &M% M(;;L;S)// A %isﬁ“}% lg%;ﬁ LR
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) (-152) | (1=30) (n=1207)
FTRTOFEFL  |449(76.0%)[169(80.5%)452(77.0%)[175(84.1%)796(79.2%) 305(81.3%) [189(93.6%)139(91.4%)[50(100%)| 985(81.6%)
i % VY SR REE | 1(0.2%) 0 0 0 0 1(0.3%) 0 0 0 0
=y 1(0.2%) 0 0 0 0 0 0 0 0 0
U VosFiR 0 0 0 0 0 1(0.3%) 0 0 0 0
R 16(2.7%) | 6(2.9%) | 12(2.0%) | 6(2.9%) | 24(2.4%) | 10(2.7%) | 18(8.9%) | 14(9.2%) | 4(8.0%) | 42(3.5%)
KRENIRFPASHAR 2HE 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
E MR 2(0.3%) 0 0 0 0 0 2(1.0%) | 2(1.3%) 0 2(0.2%)
L EANE) 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
E—EREETa v | 1(0.2%) 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
G 1(0.2%) 0 0 0 0 0 0 0 0 0
EWT ey 0 0 0 0 0 1(0.3%) 0 0 0 0
Ve A= 3(0.5%) 0 1(0.2%) 0 1(0.1%) 0 5(2.5%) | 3(2.0%) | 2(4.0%) |  6(0.5%)
(g fEE 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
B8 77 PASH AR 2 E 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
fihE 2(0.3%) | 3(1.4%) | 5(0.9%) | 1(0.5%) | 9(0.9%) 0 1(0.5%) | 1(0.7%) 0 10(0.8%)
B a7 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
PR R 100.2%) | 1(0.5%) | 2(0.3%) 0 3(0.3%) | 1(0.3%) | 1(0.5%) | 1(0.7%) 0 4(0.3%)
TRPELR R 2(0.3%) 0 1(0.2%) 0 100.1%) | 1(0.3%) | 3(1.5%) | 3(2.0%) 0 4(0.3%)
= AR 5(0.8%) | 1(0.5%) | 4(0.7%) | 4(1.9%) | 9(0.9%) | 6(1.6%) | 1(0.5%) | 1(0.7%) 0 10(0.8%)
SR 0 0 2(0.3%) 0 2(0.2%) 0 0 0 0 2(0.2%)
PRSI 3(0.5%) | 1(0.5%) | 1(0.2%) 0 2(0.2%) 2(0.5%) | 3(1.5%) | 1(0.7%) | 2(4.0%) 5(0.4%)
FEE A 0 0 0 0 0 1003%) | 1(0.5%) | 1(0.7%) 0 1(0.1%)
B R OGRS R 5(0.8%) | 2(1.0%) | 3(0.5%) | 1(0.5%) | 6(0.6%) | 5(1.3%) | 5(2.5%) | 4(2.6%) | 1(2.0%) | 11(0.9%)
A =T —)LJF 0 0 0 0 0 0 3(1.5%) | 2(1.3%) | 1(2.0%) |  3(0.2%)
= 2(0.3%) 0 0 0 0 0 0 0 0 0
[l PED F U 3(0.5%) | 1(0.5%) | 3(0.5%) | 1(0.5%) | 5(0.5%) | 4(1.1%) | 2(1.0%) | 2(1.3%) 0 7(0.6%)
SENPEETERE D FE 0 0 0 0 0 1(0.3%) 0 0 0 0
H AR 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
b 4(0.7%) | 3(1.4%) | 10(1.7%) | 2(1.0%) | 15(1.5%) | 7(1.9%) | 13(6.4%) | 8(5.3%) [5(10.0%)| 28(2.3%)
AR A 57 100.2%) | 1(0.5%) | 2(0.3%) | 1(0.5%) | 4(0.4%) 0 3(1.5%) | 3(2.0%) 0 7(0.6%)
AR 2 0 0 2(0.3%) 0 2(0.2%) 0 2(1.0%) 0 2(4.0%) | 4(0.3%)
ARG 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
Sl 2(0.3%) | 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 1(0.5%) | 1(0.7%) 0 3(0.2%)
Al R 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
IS 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
T LV — PRI 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 2(1.0%) | 1(0.7%) | 1(2.0%) |  4(0.3%)
Wi PR Ip3 PEHENBEE 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
AR iz f5 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 1(0.5%) 0 1(2.0%) 3(0.2%)
HRAE 0 0 0 0 0 1(0.3%) 0 0 0 0
AR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
FRWCIE 1(0.2%) 0 0 0 0 0 0 0 0 0
AR 7 1. 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
AN IR P 28 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
B 1(0.2%) 0 0 100.5%) | 1(0.1%) | 4(1.1%) | 1(0.5%) 0 12.0%) | 2(0.2%)
TR 0 0 0 0 0 1(0.3%) 0 0 0 0
Bl 68(11.5%) | 21(10.0%) | 69(11.8%) [25(12.0%) [115(11.4%)| 81(21.6%) |50(24.8%)|38(25.0%) [12(24.0%) 165(13.7%)
JE DA Rk 6(1.0%) | 1(0.5%) | 5(0.9%) | 1(0.5%) | 7(0.7%) | 2(0.5%) | 52.5%) | 4(2.6%) | 1(2.0%) | 12(1.0%)
I TR i 2(0.3%) 0 40.7%) | 2(1.0%) | 6(0.6%) | 1(0.3%) | 2(1.0%) | 2(1.3%) 0 8(0.7%)
M9 0 1(0.5%) | 1(0.2%) 0 2(0.2%) | 2(0.5%) 0 0 0 2(0.2%)
L REE 5(0.8%) | 1(0.5%) | 2(0.3%) | 3(1.4%) | 6(0.6%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 1(2.0%) |  8(0.7%)
HIgR 1(0.2%) | 1(0.5%) 0 0 100.1%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 1(2.0%) |  3(0.2%)
NP 0 0 0 0 0 2(0.5%) 0 0 0 0
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BRI S
Pt REER [CL-045, CL-048] RH# G55 [CL-051] ENRBROE
MedDRA/J Version 12.1 N2 V=4 N2 VA =4 N2 ZA=4
It VAT o= ~ =5
" i’jﬁ%]ﬂﬁ) (50€) 7(;5);2; 25mg | 50mg | 100mg | &M% ]\1(1;2335)// A %isﬁ“}% lg%;ﬁ LR
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) (-152) | (1=30) (n=1207)
FAIREPNTN 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
FERGER Y — 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
L 16(2.7%) | 4(1.9%) | 22(3.7%) | 7(3.4%) | 33(3.3%) | 14(3.7%) | 11(5.4%) | 9(5.9%) | 2(4.0%) | 44(3.6%)
[ES) 2(0.3%) 0 2(0.3%) | 1(0.5%) | 3(0.3%) 0 42.0%) | 4(2.6%) 0 7(0.6%)
T 9(1.5%) | 2(1.0%) | 9(1.5%) | 5(2.4%) | 16(1.6%) | 4(1.1%) | 9(4.5%) | 7(4.6%) | 2(4.0%) | 25(2.1%)
NI 12(2.0%) | 4(1.9%) | 13(2.2%) | 3(1.4%) | 20(2.0%) | 53(14.1%) | 5(2.5%) | 4(2.6%) | 1(2.0%) | 25(2.1%)
+ FRIRE S 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 0 0 0 2(0.2%)
HIEAR R 1002%) | 2(1.0%) | 3(0.5%) | 1(0.5%) | 6(0.6%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 12.0%) |  8(0.7%)
IZES 0 1(0.5%) | 2(0.3%) 0 3(0.3%) 0 0 0 0 3(0.2%)
BLW 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
A 1(0.2%) 0 0 0 0 1(0.3%) 0 0 0 0
B 1(0.2%) 0 0 0 0 0 0 0 0 0
EES 1002%) | 2(1.0%) | 5(0.9%) | 2(1.0%) | 9(0.9%) | 2(0.5%) | 3(1.5%) | 2(1.3%) | 1(2.0%) | 12(1.0%)
Bl 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
IR 0 0 0 0 0 1(0.3%) 0 0 0 0
LEZES 2(0.3%) 0 100.2%) | 2(1.0%) | 3(0.3%) | 1(0.3%) | 2(1.0%) | 1(0.7%) | 12.0%) |  5(0.4%)
R 1(0.2%) 0 0 0 0 0 0 0 0 0
L] 0 0 0 0 0 1(0.3%) 0 0 0 0
I fEHEE: 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
FiiZ 0 0 0 0 0 1(0.3%) 0 0 0 0
IR 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
mpACS 1(0.2%) 0 0 0 0 0 0 0 0 0
L 2(0.3%) 0 100.2%) | 1(0.5%) | 2(0.2%) | 1(0.3%) | 3(1.5%) | 1(0.7%) | 2(4.0%) | 5(0.4%)
o JE 97 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
LEEES 2(0.3%) 0 0 1(0.5%) | 1(0.1%) 0 4(2.0%) | 3(2.0%) | 1(2.0%) 5(0.4%)
[ERES 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
NENE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
W R 2% 0 0 0 0 0 0 2(1.0%) | 2(1.3%) 0 2(0.2%)
mESPN 2(0.3%) 0 100.2%) | 1(0.5%) | 2(02%) | 2(0.5%) | 2(1.0%) 0 2(4.0%) | 4(0.3%)
E A= 1(0.2%) 0 0 0 0 0 0 0 0 0
B 2(0.3%) | 1(0.5%) 0 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
AR 2(0.3%) | 2(1.0%) | 2(0.3%) 0 4004%) | 1(03%) | 1(0.5%) | 1(0.7%) 0 5(0.4%)
AOEOOUER 1(0.2%) 0 0 0 0 0 0 0 0 0
5 . 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
1 O R SR 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
;gﬁé P B OV 5 Jm it 8(1.4%) | 3(1.4%) | 6(1.0%) | 6(2.9%) | 15(1.5%) | 13(3.5%) | 5(2.5%) | 4(2.6%) | 1(2.0%) | 20(1.7%)
JHa A PRk 0 0 0 1(0.5%) | 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
J¥a i 0 0 1(0.2%) 0 10.1%) | 2(0.5%) 0 0 0 1(0.1%)
e 1(0.2%) 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
Uidit 1(0.2%) 0 0 0 0 0 0 0 0 0
FLH IR 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
T e 1(0.2%) 0 0 0 0 0 0 0 0 0
P& 1(0.2%) 0 2(0.3%) | 1(0.5%) | 3(0.3%) | 3(0.8%) 0 0 0 3(0.2%)
VRN 0 0 0 1(0.5%) | 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
AR PR 0 0 0 0 0 1(0.3%) 0 0 0 0
FEEN 1(0.2%) | 1(0.5%) | 3(0.5%) 0 4(0.4%) 0 0 0 0 4(0.3%)
=) 3(0.5%) | 2(1.0%) 0 2(1.0%) | 4(0.4%) | 8(2.1%) | 3(1.5%) | 2(1.3%) | 1(2.0%) |  7(0.6%)
JH AL SR B 0 1(0.5%) 0 0 100.1%) | 1(0.3%) 0 0 0 1(0.1%)
R 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
RIS 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
L A VREBERE 0 0 0 0 0 1(0.3%) 0 0 0 0
o) R E 1(0.2%) 0 0 1(0.5%) | 1(0.1%) 0 3(1.5%) | 3(2.0%) 0 4(0.3%)
S REUE 1(0.2%) 0 0 0 0 0 0 0 0 0
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BRI S
It FREBR [CL-045, CL-048] FEHE 55 [CL-051] ENREBROFE
[MedDRA/J Version 12.1 2T 2T N2/ A= N4
IR VAS S PS5 S =70
" E}Sﬁ%]ﬂﬁ) (50€) 7(;5);2; 25mg | 50mg | 100mg | &M% ]\1(1;2335)// A %isﬁ“}% lg%;ﬁ LR
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) (-152) | (1=30) (n=1207)
ZHiET 1L ¥ — 0 0 0 1(0.5%) | 1(0.1%) 0 3(1.5%) | 3(2.0%) 0 4(0.3%)
TRYE L O EHUE  [129(21.8%)| 64(30.5%) [141(24.0%)| 61(29.3%) 266(26.5%)  78(20.8%) |80(39.6%) | 59(38.8%) R1(42.0%) 346(28.7%)
SRR g 0 0 0 0 0 1(0.3%) 0 0 0 0
[0S 1(0.2%) 0 0 0 0 0 2(1.0%) | 2(1.3%) 0 2(0.2%)
KRBk 0 1(0.5%) | 1002%) | 1(0.5%) | 3(0.3%) | 1(0.3%) 0 0 0 3(0.2%)
i b 2% 132.2%) | 7(3.3%) | 21(3.6%) | 5(2.4%) | 33(3.3%) | 15(4.0%) | 16(7.9%) | 12(7.9%) | 4(8.0%) | 49(4.1%)
o 1(0.2%) 0 0 0 0 0 0 0 0 0
ELZES 7(12%) | 2(1.0%) | 5(0.9%) | 1(0.5%) | 8(0.8%) | 3(0.8%) | 1(0.5%) 0 12.0%) | 9(0.7%)
7 A )L ANEE IS 0 4(1.9%) | 1(02%) | 1(0.5%) | 6(0.6%) | 1(0.3%) 0 0 0 6(0.5%)
e~ L~ 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
RIS 1(02%) | 1(0.5%) | 2(0.3%) | 2(1.0%) | 5(0.5%) | 4(1.1%) | 2(1.0%) | 2(1.3%) 0 7(0.6%)
FERLIE 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
AN W 6(1.0%) | 3(1.4%) | 5(0.9%) | 2(1.0%) | 10(1.0%) | 4(1.1%) | 4(2.0%) | 3(2.0%) | 1(2.0%) | 14(1.2%)
SLIHGEZS 94(15.9%) | 43(20.5%) | 99(16.9%) | 46(22.1%) [188(18.7%)| 41(10.9%) |60(29.7%)|44(28.9%) [16(32.0%) 248(20.5%)
S E 5% 0 0 0 0 0 1(0.3%) 0 0 0 0
hE %K 0 0 0 0 0 1(0.3%) 0 0 0 0
A Bk 1(0.2%) 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
AR AR Y 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
L= 1(0.2%) 0 0 0 0 0 0 0 0 0
LSEERS 5(0.8%) | 2(1.0%) | 3(0.5%) | 3(1.4%) | 8(0.8%) | 3(0.8%) | 1(0.5%) 0 12.0%) | 9(0.7%)
JiE M AU i 2% 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
1R 2 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
2B RBR 0 0 0 0 0 10.3%) | 1(0.5%) | 1(0.7%) 0 1(0.1%)
B 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
Al B 2% 1(0.2%) 0 1(0.2%) | 1(0.5%) | 2(0.2%) 0 0 0 0 2(0.2%)
S 1 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
SR AR 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 0 0 0 2(0.2%)
k% 0 0 10.2%) | 1(0.5%) | 2(0.2%) 0 0 0 0 2(0.2%)
BRI 1(0.2%) 0 0 0 0 0 0 0 0 0
R RGE Y 2(0.3%) | 2(1.0%) | 2(0.3%) 0 4004%) | 5(1.3%) | 1(0.5%) | 1(0.7%) 0 5(0.4%)
PR B R 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
PATIPS 0 1(0.5%) | 3(0.5%) 0 4(0.4%) 0 0 0 0 4(0.3%)
A L AMEE % 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
JEYLE R B SR 1(0.2%) 0 0 0 0 0 0 0 0 0
B PR 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
B PR E 0 0 0 0 0 1(0.3%) 0 0 0 0
Y any Z—EFR 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
R 1(0.2%) 0 0 0 0 0 0 0 0 0
A L AVERG S 0 0 0 0 0 0 2(1.0%) | 2(1.3%) 0 2(0.2%)
I 0 0 0 2(1.0%) | 2(0.2%) 0 0 0 0 2(0.2%)
HETES B A 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
R ZEN A 0 0 3(0.5%) 0 3(0.3%) | 1(0.3%) | 1(0.5%) | 1(0.7%) 0 4(0.3%)
f;;‘; ER OIS 8(1.4%) | 6(2.9%) | 17(2.9%) | 3(1.4%) | 26(2.6%) | 13(3.5%) | 18(8.9%) | 13(8.6%) |5(10.0%)| 44(3.6%)
s 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
i1 2 Bt 5 0 0 0 0 0 0 2(1.0%) | 2(1.3%) 0 2(0.2%)
HUE 0 1(0.5%) | 1(0.2%) 0 2(0.2%) | 2(0.5%) 0 0 0 2(0.2%)
SE-E T 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
SME 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
I E T 1(0.2%) 0 0 0 0 0 0 0 0 0
B - fiRvE 0 0 0 0 0 1(0.3%) 0 0 0 0
RIGRE 25 B 0 0 0 0 0 1(0.3%) 0 0 0 0
RiTEE 37 0 0 0 0 0 1(0.3%) 0 0 0 0
K 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
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B PR
g’éﬁl}%mw Version 12.1 e PR SRR £ M
%ZI-QJZ}E%:?)(SOC)' o kT HRERER [CL-045, CL-048]
YN T N P \/: -
i o (rzlfznllg) 50mg | 100 FH B 5B [CL051)

: B = m; PN = e Y —
S~ 5 (n=587) (nzzogg) ame |7 EYY P TECTR
el T 193 2%) | 1(0.5% 0 (n=202) | TEFEO -

= ) | 4 0 ) || S
i 5 0 0.7%) | 10.5° 1039 (=1 eyl | R
TR 0 0 0 5%) | 6(0.6%) 3%) | 201.0%) 52) | m=so) | "7V

REBEIT 0 1 0 5 o 103%) | 42.0° 2(1.3%) 0 )

AL o
BB 0 0 1(0.2%) 0 o 0 103 f’) 32.0%) | 12.0% 2(0.2%)
WD 0 — e 1(0‘10/° )| o0 ) | 107% 0 D0
ZR .

%;@%& ; 0 1(0020 . S 0 0 0 0 1O T%)
FPHEIEIG BT 0 100.5%) 2%) 0 o 1(0.3%) ; 0 5 1(0.1%)
I 0 o 2(00 5 1(0.10/0) 0 ; 0 N 1(0.1%)
FebiT B8 0 .3%) .1%) 0

_ i 0 0 5 0 0 0

BT 0 0 1(0.2%) 0 (0.2%) 0 0 0 1(0.1%)
] 1(02%) 0 0 1(0.5%) :(O‘l%) 0 0 0 g 1(0.1%)
P 70 0.19 0

:;%{% I 00 10.5%) g 0 ( 0 = 0 0 0 0 202%)

0,

a L 2( 2%) | 0 | 203 0 | 10.1% y 0 0 0 HO.1%)

{5 (0.3%) .3%) | 1(0.59 1%) | 2(0.5% 0 1(0.1%)

0 %) 0) 0
N 3(0.59 3(0.3% 0
L 0 0 %) | 10.5%) | 404 ; 0 0 0 0 0
== e e 4%
+H plies 5 0 0 0 0 0 %) 3(0.8%) 20.0% 0 0 1(0.1%)
&G (0.3%) o 0 0 0 0%) | 32.0%) | 1(2.09 3(0.2%)
R 1(0.2%) o 1(0.2%) 0 1 0 0 :(0.5%) 100.7%) ( SA) 8(0.7%)
APH%%’ 0 o 0 0 : 0 -OA) 0 a0 1(0.1%)
h}“ﬂf*ﬁﬁ o 0 1(0.5%) g 0 0 1(0.3%) o 0 '0 0) | 2(0.2%)
S=y .73 (62.8%
m 5253 )| 42(67.6%)051(39.8% 146(700 100.1%) g 100.5%) 3 U g
i B 13(2.2% 2%)639(63 1(2.09
. 6 0 .0%
T ARG X U 0) 7(3‘3%) 2](3 69 /0) 241(64‘3%) 160 0 0 0) ](0‘1%)
__7¢/Q§ N ‘ A)) 12 0, (79~2% 1 0,
A 7 (5.8% 116(76.3% (0.1%
L 7= > 0 | 404.0%) | 133.5° 3VoRAE8.0%) 7996 )
n 20(3-4%) 10 o ( ‘SAJ) ]O(SAO" 99(66.2%)
s . (4.8%) %) | 9(5.99
mqjlw 3 A 1202.0%) | 9(4.3%) | 3 9%) | 12.0%) | 5064
EULED 0 ' 13.1%) | 1 1%)
1o = = VB | 18(3.0% 0 1(0.2%) 3(3.5%) | 8(4.0%
M= 27 e — 0) | 5(2.4% 0 0) | 7(4.6Y
o/ v o | 11(1.9%) 1(0.1%) 6%) | 1(2.0%)
I 0 10.5%) 5(2.4%) | 21(2.1%) 0 5 39(3.2%)
S S% |0 10 1%) | 112.9%) 0
5 42. 0
s v 45(7.6%) | 14(6.7% %) | 202%) 0 QO%) | 42.6%) 0 10.1%)
R #ﬂ_#;?g://“hx %) | 20(3.4%) | 3(1.4% 0 0 25(2.1%)
s v m 82(13.9%) |25(11.99 A%) | 37G3.7%) | 14(3.79 0
TF = .9%) [ 70(11.9%) |31 (3.7%) | 11(5.4% 2(0.2%)
7 L7 F = Hn 4(0.7%) 0 (14.9%) [126(12.5%) 5 4%) | 10(6.6%) | 1(2.0%)
< D70 .
7 Fﬁ*ﬁmf 35(0.8%) | 4(1.9% 3(0.5%) | 3(1.4% 7(15.2%) |41(20.3% 0| 48E0%)
M~ R Gllakd 15(2.5¢ 9%) | 40.7%) o) | 6(0.6%) .3%)(31(20.4%) |1
mmf F o 109018 %) | 943%) | 122 0;) 2(1.0%) | 10(1.0%) 3(0.8%) | 1(0.5%) 0 [1020.0%)  167(13.8%)
HY o 4%)|3 .0%) | 8 V7 4(1. D70 0 R
e VLW | 3(0.5% 0)| 36(17.1%) [119(20.3% (3-8%) | 29(2.9%) (1.1%) | 6G3.0%) | 5 12.0%) | 7(0.6°
m TR ) 0 102 0) 43(20.7%) |198(19.7° 9(24%) | 3(1.5% (3.3%) | 1(2.0%) 0.6%)
JE E&- (12%) | 10.5%) | 2 2%) 0 0 - %) 72(19.2%) 62(3-0 0) | 3(2.0%) 5 16(1.3%)
0,
M kU 7 A0 3(0-5%) 0 4(2'3%) 2(1.0%) 5(0‘;0/0) 0 O'M’) 43(28.3%) [19(38.0% 32(2.7%)
- 79 5% .
ﬁ#”?‘ Huld o, 0 2Eo 0 | 105 | s e e . Sy 20 )
RRF T (2.0%) | 4(1.9%) - 0 2(0‘ 00) 308%) |7 3. oO) 1(0.7%) | 3(6.0% 10.1%)
i R Fe 16(2.7%) | 6(2.9% 122.0%) | 4(1.9%) |2 2%) | 100.3%) G.5%) | 56.3%) | 268 %) | 90.7%)
1L RSN 8(1.4%) 2(1'00/0; 132.2%) | 2(1.0%) Jore, e N ; 0 U
VT 6 70 6(1.09 - (2.1% 4.0%

= f THRIER 1(1 0%) | 4(1.9%) 120 g o) [a% [ 20/") 201%) | 4 o<y0) 6G.9%) | 22.0%) 2(0.2%)
LR T (0.2%) 0 : %) | 3(14%) | 8(0 ‘80/0) 5(13%) | 301 '50/") 4(2.6%) 5 28(2.3%)
5;7”/ ZINET 0 0 02 1(0.5%) 1(0‘10/0; 4(1.1%) 7(3'50/0; 2(1.3%) | 1(2.0%) ?2(2.1%)

=7—% 4 2% xi) S%) | 4(2.69 : (1.2%
T Fﬁﬂfl#ﬁﬁﬁm 5(7.6%) |22(10.5%) | 549.2%) 0 1(0.1%) g 0 ( : %) |36.0%) | 15(1 2(;;

N Gl . 2 2%
TV anEsae: 25(4.2%) | 13(6.2Y 0) |26(12.5%) [102(10.19 0 0 0 1(0.1
i) ev, %) | 30(5.1%) | 10 1%) 38(10.1%) |2 0 %)

e 0 (48%) | 53(5.3%) | 2065 2(10.9%) | 17(11.2%) | 5(10.0 O
ED ' .09
° 0 %) | 13(64%) | 7(4.6%) |6 )| 12410.3%)
0 6%) |6(12.
0 0%) 66(5.5%)
0 0
0
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BRI S
Pt REER [CL-045, CL-048] RH# G55 [CL-051] ENRBROE
MedDRA/J Version 12.1 N2 V=4 N2 VA =4 N2 ZA=4
It VAT o= ~ =5
- E}Sﬁ%]ﬂﬁ) (500 7(;5);2; 25mg | S0mg | 100mg | @S ]\1(1;2335)// A A %isﬁ“}% lg%;ﬁ SRR
(=210) | (n=587) | (n=208) | (n=1005) (n=202) (-152) | (1=30) (n=1207)
fﬁj?u:A%y nEs 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
~< h7 Uy M | 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
~ES m e U 2(0.3%) 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
DAEEE N 1(0.2%) 0 1(0.2%) | 1(0.5%) | 2(0.2%) 1(0.3%) 0 0 0 2(0.2%)
i/ MR R A 4(0.7%) | 2(1.0%) | 1(0.2%) | 3(1.4%) | 6(0.6%) 0 5(2.5%) | 4(2.6%) | 1(2.0%) | 11(0.9%)
KRR P 1(0.2%) 0 0 0 0 0 0 0 0 0
=R 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
1 E D 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
PR EE AN 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
R AR 7(1.2%) | 6(2.9%) | 21(3.6%) | 11(5.3%) | 38(3.8%) | 11(2.9%) | 15(7.4%) | 13(8.6%) | 2(4.0%) | 53(4.4%)
F RSN 172.9%) | 7(3.3%) | 11(1.9%) | 7(3.4%) |25(2.5%) | 11(2.9%) | 5(2.5%) | 5(3.3%) 0 30(2.5%)
DERRE FARR 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
DRI S T 0 0 1(0.2%) 0 100.1%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 1(2.0%) |  3(0.2%)
/NSO N 13(2.2%) | 5(2.4%) | 15(2.6%) | 8(3.8%) |28(2.8%) | 3(0.8%) | 3(1.5%) | 2(1.3%) | 1(2.0%) | 31(2.6%)
L E] 40(6.8%) |22(10.5%) | 44(7.5%) [28(13.5%) | 94(9.4%) | 15(4.0%) | 15(7.4%) | 10(6.6%) |5(10.0%)| 109(9.0%)
QR S 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
@j;fig%{jx 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
@lfgf i ;égl_f‘ 30(5.1%) | 8(3.8%) | 30(5.1%) | 9(4.3%) | 47(4.7%) | 12(32%) | 9(4.5%) | 6(3.9%) | 3(6.0%) | 56(4.6%)
A 5 1 BE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
PRUCHE B 66(11.2%) | 29(13.8%) | 74(12.6%) | 25(12.0%) |128(12.7%) 42(11.2%) |47(23.3%)|30(19.7%) [17(34.0%) 175(14.5%)
DKL 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
ﬂl;{igg;f 211001.7%) | 3(1.4%) | 8(1.4%) | 52.4%) | 16(1.6%) | 6(1.6%) | 7(3.5%) | 5(3.3%) | 2(4.0%) | 23(1.9%)
R R OV b 1(0.2%) | 1(0.5%) 0 0 100.1%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 1(2.0%) |  3(0.2%)
B PR IPI 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
A e 0 0 0 0 0 1(0.3%) 0 0 0 0
AR 1(0.2%) | 1(0.5%) 0 0 1(0.1%) 1(0.3%) 1(0.5%) 0 1(2.0%) 2(0.2%)
gg%—?&of&é}mﬁk 21(3.6%) | 6(2.9%) | 13(2.2%) | 6(2.9%) | 25(2.5%) | 7(1.9%) | 20(9.9%) |16(10.5%)| 4(8.0%) | 45(3.7%)
RAEH 1(0.2%) | 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 0 0 0 2(0.2%)
SRS 2(0.3%) 0 0 0 0 0 0 0 0 0
T 10(1.7%) | 3(1.4%) | 6(1.0%) | 2(1.0%) | 11(1.1%) | 3(0.8%) | 9(4.5%) | 6(3.9%) | 3(6.0%) | 20(1.7%)
FER 1(0.2%) 0 0 0 0 0 0 0 0 0
B R LA SR AR E 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
AR 2(0.3%) 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
7 AR 1(0.2%) 0 1(0.2%) 0 1001%) | 1(03%) | 1(0.5%) | 1(0.7%) 0 2(0.2%)
FH 2(0.3%) 0 0 1(0.5%) | 1(0.1%) 0 1(0.5%) 0 1(2.0%) 2(0.2%)
EREIES 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
(Y5 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
ESEELEPN 0 0 0 100.5%) | 1(0.1%) | 1(0.3%) | 2(1.0%) | 2(1.3%) 0 3(0.2%)
JEBEAR I S 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
B v~ 1(0.2%) 0 0 0 0 0 0 0 0 0
BT HER 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
TR ENE 0 0 0 0 0 1(0.3%) 0 0 0 0
ey ¢ 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
LS 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
A R 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
00 e A L 1002%) | 1(0.5%) | 3(0.5%) 0 4004%) | 1(03%) | 3(1.5%) | 3(2.0%) 0 7(0.6%)
Jhes 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
B, VR ORI
HOFAEY (Fha L) 1(0.2%) 0 2(0.3%) 0 2(0.2%) 0 2(1.0%) | 1(0.7%) | 1(2.0%) |  4(0.3%)
RV —T&&ET)
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BRI S
Pt REER [CL-045, CL-048] RH# G55 [CL-051] ENRBROE
MedDRA/J Version 12.1 N2 V=4 N2 VA =4 N2 ZA=4
It VAT o= ~ = 0N
" E}Sﬁ%]ﬂﬁ) (50€) 7(;5);2; 25mg | 50mg | 100mg | &M% ]\1(1;2335)// A %isﬁ“}% lg%;ﬁ LR
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) (-152) | (1=30) (n=1207)
FHEJEC A e g 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
1B S A N 1(0.2%) 0 0 0 0 0 0 0 0 0
NEFHERGOEM A4 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
YR ) 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
ook R 20(3.4%) | 11(5.2%) | 20(3.4%) | 6(2.9%) | 37(3.7%) | 14(3.7%) | 18(8.9%) | 12(7.9%) |6(12.0%)| 55(4.6%)
Jibd HH ifn. 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
bifE ZE 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
FAEE (R 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
FFEED F 3(0.5%) | 1(0.5%) | 4(0.7%) 0 500.5%) | 2(0.5%) | 3(1.5%) | 1(0.7%) | 2(4.0%) |  8(0.7%)
IRALPED F 0 0 0 0 0 0 2(1.0%) | 1(0.7%) | 1(2.0%) 2(0.2%)
SEJ 10(1.7%) | 9(4.3%) | 14(2.4%) | 6(2.9%) | 29(2.9%) | 102.7%) | 7(3.5%) | 5(3.3%) | 2(4.0%) | 36(3.0%)
IR RIS 3(0.5%) 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
SHEN BRI 1(0.2%) 0 0 0 0 0 0 0 0 0
I AEEN 1(0.2%) 0 0 0 0 0 0 0 0 0
JV IR 0 0 0 0 0 2(0.5%) 0 0 0 0
RS 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
AE AR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
< BT H i 1(0.2%) 0 0 0 0 0 0 0 0 0
ERARMEDRRR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
IO 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
JRHER A E B R 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
U PR PRI 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
Eiliipaacyy 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
S EhAIRAE AL SE 0 0 0 0 0 1(0.3%) 0 0 0 0
kbR 3(0.5%) | 3(1.4%) | 4(0.7%) | 1(0.5%) | 8(0.8%) 0 8(4.0%) | 4(2.6%) | 4(8.0%) | 16(1.3%)
R 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
5 O 1(02%) | 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 1(0.5%) | 1(0.7%) 0 3(0.2%)
RIRSE 2(0.3%) | 1(0.5%) | 2(0.3%) | 1(0.5%) | 4(0.4%) 0 6(3.0%) | 3(2.0%) | 3(6.0%) | 10(0.8%)
AR 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
L E 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
B R OYR BB 8(1.4%) | 4(1.9%) | 11(1.9%) | 1(0.5%) | 16(1.6%) | 6(1.6%) | 3(1.5%) | 1(0.7%) | 2(4.0%) | 19(1.6%)
HEGR K3 0 0 1(0.2%) 0 10.1%) | 2(0.5%) 1(0.5%) 0 1(2.0%) 2(0.2%)
iR 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
PEIR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
PR IR 8(1.4%) | 4(1.9%) | 9(1.5%) | 1(0.5%) | 14(1.4%) | 4(1.1%) | 1(0.5%) 0 12.0%) | 15(1.2%)
ARG K OLE RS 1(0.2%) | 1(0.5%) | 2(0.3%) | 2(1.0%) | 5(0.5%) | 2(0.5%) 1(0.5%) 0 1(2.0%) 6(0.5%)
IR R 0 0 0 0 0 1(0.3%) 0 0 0 0
LR 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
7% R E 1(02%) | 1(0.5%) 0 1(0.5%) | 2(0.2%) 0 0 0 0 2(0.2%)
AHLI A & 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
RAITNZ IR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
ShEElEE S 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
HLEREE 0 0 0 0 0 1(0.3%) 0 0 0 0
g%ﬁﬁ - B R Ol 5(0.8%) | 9(4.3%) | 10(1.7%) | 3(1.4%) | 22(22%) | 6(1.6%) | 11(5.4%) | 10(6.6%) | 1(2.0%) | 33(2.7%)
M &, 0 2(1.0%) 0 0 2(0.2%) 0 0 0 0 2(0.2%)
K 1(0.2%) 0 1(0.2%) | 1(0.5%) | 2(0.2%) 0 2(1.0%) | 2(1.3%) 0 4(0.3%)
LT 0 1(0.5%) 0 0 10.1%) | 2(0.5%) 0 0 0 1(0.1%)
I8 R 0 0 0 0 0 1(0.3%) 0 0 0 0
S H 1L 0 1(0.5%) 0 0 1(0.1%) | 1(0.3%) 0 0 0 1(0.1%)
BIGE S 1(0.2%) 0 0 0 0 0 0 0 0 0
k] 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
JrafEEse 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
T LLF— PR 0 1(0.5%) 0 0 1(0.1%) | 1(03%) | 52.5%) | 42.6%) | 1(2.0%) |  6(0.5%)
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BRI S
Pt REER [CL-045, CL-048] RH# G55 [CL-051] ENRBROE
MedDRA/J Version 12.1 N2 V=4 N2 VA =4 N2 ZA=4
It VAT o= ~ =5
" i’jﬁ%]ﬂﬁ) (50€) 7(11:5);2; 25mg | 50mg | 100mg | &M% ]\1(1;23‘;5)// A %3:%“}% lé(%%ﬁ LR
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) (-152) | (1=30) (n=1207)
SR 1(0.2%) | 1(0.5%) 0 1(0.5%) | 2(0.2%) 0 0 0 0 2(0.2%)
<Lod 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
FRGEDRIE 1(0.2%) 0 2(0.3%) | 1(0.5%) | 3(0.3%) 0 5(2.5%) | 5(3.3%) 0 8(0.7%)
11 JPENH FE AR e 1(0.2%) 0 1(0.2%) 0 1(0.1%) | 1(0.3%) 0 0 0 1(0.1%)
11 JPENH SRR 0 1(0.5%) | 5(0.9%) 0 6(0.6%) 0 0 0 0 6(0.5%)
2 e OV TARHLARPE S | 18(3.0%) | 8(3.8%) | 26(4.4%) | 9(4.3%) | 43(4.3%) | 16(4.3%) | 18(8.9%) |16(10.5%)| 2(4.0%) | 61(5.1%)
B 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
I E T 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
SHET R 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
BaEES 1(0.2%) 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
T UG R | 1(0.2%) 0 0 0 0 1(0.3%) 0 0 0 0
AR B G ¢ 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
BEALE B2 0 0 4(0.7%) | 1(0.5%) | 5(0.5%) | 2(0.5%) | 3(1.5%) | 3(2.0%) 0 8(0.7%)
B Wz 0 0 1(0.2%) 0 1(0.1%) 2(0.5%) 0 0 0 1(0.1%)
BT E 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
iz 6(1.0%) 0 9(1.5%) | 1(0.5%) | 101.0%) | 7(1.9%) | 7(3.5%) | 6(3.9%) | 12.0%) | 17(1.4%)
FENR R Z M5 0 2(1.0%) | 1(0.2%) 0 3(0.3%) 0 1(0.5%) | 1(0.7%) 0 4(0.3%)
ZIHLEE 1(0.2%) 0 0 0 0 0 0 0 0 0
ALEITE 0 1(0.5%) 0 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
opER (e 2(0.3%) 0 0 0 0 0 0 0 0 0
D FEIE 1(0.2%) 0 100.2%) | 1(0.5%) | 2(02%) | 1(0.3%) 0 0 0 2(0.2%)
SREBE 1(0.2%) 0 0 0 0 0 0 0 0 0
b 2(0.3%) | 1(0.5%) | 3(0.5%) | 1(0.5%) | 5(0.5%) | 3(0.8%) | 1(0.5%) | 1(0.7%) 0 6(0.5%)
liR2 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
ARURPE R R 2 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
OV - bhEN 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
B A 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
iz jjz};{%}; 0 0 0 10.5%) | 1(0.1%) 0 0 0 0 100.1%)
ZERRS 3(0.5%) | 1(0.5%) | 3(0.5%) | 2(1.0%) | 6(0.6%) | 1(0.3%) | 1(0.5%) | 1(0.7%) 0 7(0.6%)
B 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
EHME D PEE 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 0 0 0 2(0.2%)
ORI AR E 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
1L B 2(0.3%) | 2(1.0%) | 4(0.7%) | 2(1.0%) | 8(0.8%) | 4(1.1%) | 4(2.0%) | 3(2.0%) | 1(2.0%) | 12(1.0%)
N IR 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
RENRAERE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
5 I 2(0.3%) | 2(1.0%) | 4(0.7%) | 1(0.5%) | 7(0.7%) | 3(0.8%) 0 0 0 7(0.6%)
KA 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
F kR 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
FTH 0 0 0 10.5%) | 1(0.1%) | 1(0.3%) 0 0 0 1(0.1%)

B (FEBL=R)
Source : CTD fi##, # 274_09_001

93




274

BRI S
+®274.7-2 ERNRBRHEICET5TRTOEIER
Pt REER [CL-045, CL-048] RH#5R5R [CL-051] ENRBROE
MedDRA/J Version 12.1 N2 VA =2 N VA=V DAV =4
oo e VAR = S =
" i’jﬁ%]ﬂﬁ) (50€) ?nzsng 25mg | 50mg | 100mg | 2 l\/(;:;s;/ A ;;épgr:}% lg%%ﬁ LR
(n=210) | (n=587) | (1=208) | (n=1005) (n=202) (1-152) | (n=50) (n=1207)
TNTORNWER  [131(22.2%)[49(23.3%)|144(24.5%)[54(26.0%)247(24.6%)| 131(34.9%) |66(32.7%) | 51(33.6%) [15(30.0%)| 313(25.9%)
i & VY SR REE | 1(0.2%) 0 0 0 0 0 0 0 0 0
# i 1(0.2%) 0 0 0 0 0 0 0 0 0
o 10(1.7%) | 3(1.4%) | 9(1.5%) | 6(2.9%) | 18(1.8%) | 3(0.8%) | 10(5.0%) | 7(4.6%) | 3(6.0%) | 28(2.3%)
E AR 2(0.3%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
WEREET T Y7 | 1(0.2%) 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
3R 1(0.2%) 0 0 0 0 0 0 0 0 0
EW7ay s 0 0 0 0 0 1(0.3%) 0 0 0 0
FHE7a s s 2(0.3%) 0 0 0 0 0 42.0%) | 3(2.0%) | 1(2.0%) 4(0.3%)
R 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
fulEs 100.2%) | 1(0.5%) | 5(0.9%) | 1(0.5%) | 7(0.7%) 0 1(0.5%) | 1(0.7%) 0 8(0.7%)
fE7ay s 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
TRPE AR 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
TRPERR IR 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
S P HIAIE 3(0.5%) | 1(0.5%) | 3(0.5%) | 4(1.9%) | 8(0.8%) 2(0.5%) 0 0 0 8(0.7%)
SR 0 0 2(0.3%) 0 2(0.2%) 0 0 0 0 2(0.2%)
D EE P IAMIE 3(0.5%) | 1(0.5%) 0 0 1(0.1%) 0 3(1.5%) | 1(0.7%) | 2(4.0%) 4(0.3%)
H R OGRS R 1(0.2%) 0 2(0.3%) | 1(0.5%) | 3(0.3%) | 2(0.5%) 0 0 0 3(0.2%)
= 1(0.2%) 0 0 0 0 0 0 0 0 0
[l PED F U 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) | 2(0.5%) 0 0 0 3(0.2%)
AR pe 1(0.2%) 0 0 0 0 3(0.8%) 1(0.5%) | 1(0.7%) 0 1(0.1%)
AR FE 1. 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
B 1(0.2%) 0 0 0 0 3(0.8%) 0 0 0 0
A s 32(5.4%) | 7(3.3%) | 37(6.3%) | 14(6.7%) | 58(5.8%) | 62(16.5%) | 18(8.9%) | 14(9.2%) | 4(8.0%) | 76(6.3%)
ARk 2(0.3%) 0 1(0.2%) 0 100.1%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 1(2.0%) 3(0.2%)
AT 1(0.2%) 0 3(0.5%) | 2(1.0%) | 5(0.5%) 1(0.3%) 0 0 0 5(0.4%)
JE i 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
g 0 0 0 1(0.5%) | 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
AER 0 0 0 0 0 1(0.3%) 0 0 0 0
KGR 0 0 0 0 0 1(0.3%) 0 0 0 0
L 13(2.2%) | 1(0.5%) | 18(3.1%) | 6(2.9%) | 25(2.5%) | 13(3.5%) | 10(5.0%) | 9(5.9%) | 1(2.0%) | 35(2.9%)
T 100.2%) | 1(0.5%) | 1(0.2%) | 1(0.5%) | 3(0.3%) 0 2(1.0%) | 2(1.3%) 0 5(0.4%)
NI 12(2.0%) | 2(1.0%) | 13(2.2%) | 2(1.0%) | 17(1.7%) | 50(13.3%) | 4(2.0%) | 3(2.0%) | 1(2.0%) | 21(1.7%)
+ A 0 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 0 0 0 2(0.2%)
THIER R 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
A 1(0.2%) 0 0 0 0 1(0.3%) 0 0 0 0
BB 100.2%) | 1(0.5%) | 4(0.7%) | 2(1.0%) | 7(0.7%) | 2(0.5%) 0 0 0 7(0.6%)
Bl 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
L] 0 0 0 0 0 1(0.3%) 0 0 0 0
o (P 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
I 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
L 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
EEEES 2(0.3%) 0 0 0 0 0 0 0 0 0
N % 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 1(0.5%) 0 1(2.0%) 2(0.2%)
g - 0 0 0 0 0 1(0.3%) 0 0 0 0
;gﬁé P B OV 5 Jm it 3(0.5%) | 2(1.0%) | 2(0.3%) | 4(1.9%) | 8(0.8%) | 102.7%) | 2(1.0%) | 2(1.3%) 0 10(0.8%)
JHa A R 0 0 0 0 0 1(0.3%) 0 0 0 0
Jag 0 0 0 0 0 1(0.3%) 0 0 0 0
B 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
9 57 1(0.2%) 0 0 0 0 0 0 0 0 0
AR 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) 1(0.3%) 0 0 0 3(0.2%)
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BRI S
Pk iRERER [CL-045, CL-048] EM#5-RB [CL-051] EPNBRGFS
[MedDRA/J Version 12.1 2T 2T N2/ =4
D VAN = > =g oS
" E}Sﬁ%]ﬂﬁ) (50€) 7(;25)?; 25mg | 50mg | 100mg | 2 '\/(;23:57/ A ;;épgr:}% lg%%ﬁ LR
(n=210) | (n=587) | (n=208) | (n=1005) (n=202) m-152) | (1=50) (n=1207)
VRN 0 0 0 1(0.5%) | 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
=) 2(0.3%) | 2(1.0%) 0 1(0.5%) | 3(0.3%) 8(2.1%) 1(0.5%) | 1(0.7%) 0 4(0.3%)
JH L SR B 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
fEFER 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
IERER IS 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
RYYE & OVF 2R e 2(0.3%) | 2(1.0%) | 3(0.5%) 0 5(0.5%) 2(0.5%) | 2(1.0%) | 2(1.3%) 0 7(0.6%)
JEEIE 2 100.2%) | 2(1.0%) | 2(0.3%) 0 4(0.4%) 1003%) | 2(1.0%) | 2(1.3%) 0 6(0.5%)
R 0 0 0 0 0 1(0.3%) 0 0 0 0
LR 1(0.2%) 0 0 0 0 0 0 0 0 0
A e~ L~ 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
YRS 89(15.1%) [33(15.7%)| 90(15.3%) [30(14.4%)(153(15.2%)| 56(14.9%) |35(17.3%)|28(18.4%)|7(14.0%) | 188(15.6%)
TI=r Tk
Z] VAT =T —EH | 7(12%) | 2(1.0%) | 12(2.0%) | 5(2.4%) | 191.9%) | 9(2.4%) | 2(1.0%) | 2(1.3%) 0 21(1.7%)
T ARG X UERT
J/é ig 7?11 VAT 2T —| 9(1.5%) | 4(1.9%) | 7(1.2%) | 5(2.4%) | 16(1.6%) | 10(2.7%) | 3(1.5%) | 2(1.3%) | 1(2.0%) | 19(1.6%)
M e Y e 880 3(0.5%) 0 4(0.7%) | 1(0.5%) | 5(0.5%) 4(1.1%) 0 0 0 5(0.4%)
%;E ST 9(1.5%) | 1(0.5%) | 3(0.5%) 0 4(0.4%) 1(0.3%) 10.5%) | 1(0.7%) 0 5(0.4%)
ﬂliiizgﬁf 2 23(3.9%) | 5(2.4%) | 17(2.9%) | 5(2.4%) | 27(2.7%) | 8(2.1%) | 4(2.0%) | 3(2.0%) | 1(2.0%) | 31(2.6%)
7 L7 F= 80| 1(0.2%) 0 0 100.5%) | 1(0.1%) | 2(0.5%) 0 0 0 1(0.1%)
Mz L7 F=4800] 3(0.5%) | 2(1.0%) | 1(0.2%) | 2(1.0%) | 5(0.5%) 0 1(0.5%) | 1(0.7%) 0 6(0.5%)
1R 7" R o 1(0.2%) | 2(1.0%) | 1(0.2%) 0 3(0.3%) 3(0.8%) 0 0 0 3(0.2%)
1~ RN 5(0.8%) | 2(1.0%) | 6(1.0%) | 3(1.4%) | 11(1.1%) | 3(0.8%) 1(0.5%) | 1(0.7%) 0 12(1.0%)
i RNl 4(0.7%) 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
1 JE -5 1(0.2%) 0 0 100.5%) | 1(0.1%) | 2(0.5%) | 6(3.0%) | 5(3.3%) | 1(2.0%) 7(0.6%)
1RSI 0 0 1(0.2%) 0 1(0.1%) 0 10.5%) | 1(0.7%) 0 2(0.2%)
1 H R SN 5(0.8%) 0 1(0.2%) 0 1(0.1%) 0 2(1.0%) | 2(1.3%) 0 3(0.2%)
1fn H PR R 2(0.3%) 0 1(0.2%) 0 1(0.1%) 2(0.5%) 0 0 0 1(0.1%)
1 H RN 1(0.2%) | 2(1.0%) | 1(0.2%) 0 3(0.3%) 0 1(0.5%) | 1(0.7%) 0 4(0.3%)
Y/_f;tf’; -/ Ez]\tgbu 13(2.2%) | 9(4.3%) | 26(4.4%) | 7(3.4%) | 42(42%) | 6(1.6%) | 3(1.5%) | 2(1.3%) | 12.0%) | 45(3.7%)
SR R o R 5(0.8%) | 2(1.0%) | 2(0.3%) 0 4(0.4%) 3(0.8%) 1(0.5%) | 1(0.7%) 0 5(0.4%)
;{E;D:A:Ey nes 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
~< b7 Uy MEA | 1(0.2%) 0 0 0 0 0 0 0 0 0
~NES 0 E R 2(0.3%) 0 0 0 0 0 0 0 0 0
DREE N 0 0 1(0.2%) | 1(0.5%) | 2(0.2%) 1(0.3%) 0 0 0 2(0.2%)
IR ER A 100.2%) | 1(0.5%) | 1(0.2%) 0 2(0.2%) 0 2(1.0%) | 1(0.7%) | 1(2.0%) 4(0.3%)
1 E D 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
R AR 2(0.3%) | 4(1.9%) | 3(0.5%) | 3(1.4%) | 10(1.0%) | 7(1.9%) 5(2.5%) | 4(2.6%) | 1(2.0%) 15(1.2%)
F L EREE N 40.7%) | 2(1.0%) | 2(0.3%) | 1(0.5%) | 5(0.5%) 4(1.1%) 0 0 0 5(0.4%)
DRI T 0 0 0 0 0 1(0.3%) 0 0 0 0
I/ NREE N 3(0.5%) | 1(0.5%) | 6(1.0%) | 4(1.9%) | 11(1.1%) 0 0 0 0 11(0.9%)
SRR A B 6(1.0%) | 2(1.0%) | 8(1.4%) | 6(2.9%) | 16(1.6%) | 2(0.5%) 10.5%) | 1(0.7%) 0 17(1.4%)
@f;f i ;égl_f‘ 132.2%) | 6(2.9%) | 16(2.7%) | 5(2.4%) | 27(2.7%) | 6(1.6%) | 3(1.5%) | 2(1.3%) | 1(2.0%) | 30(2.5%)
PRUCHE SLH; 6(1.0%) | 2(1.0%) | 6(1.0%) | 1(0.5%) | 9(0.9%) 1003%) | 2(1.0%) | 2(1.3%) 0 11(0.9%)
f&iiiggjf 2 1(0.2%) 0 2(0.3%) | 3(1.4%) | 5(0.5%) | 3(0.8%) | 3(1.5%) | 3(2.0%) 0 8(0.7%)
R R OV b 0 0 0 0 0 1(0.3%) 1(0.5%) | 1(0.7%) 0 1(0.1%)
B PR IP 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
JEX el IS 0 0 0 0 0 1(0.3%) 0 0 0 0
ggﬁ%ff&oﬁ aili 2(0.3%) 0 0 0 0 0 0 0 0 0
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BRI S
Pk iRERER [CL-045, CL-048] EM#5-RB [CL-051] EPNBRGFS
MedDRA/J Version 12.1 N2 V=4 N2 VA= N2 ZA=4
D VAN = > =g oS
" i’jﬁ%]ﬂﬁ) (50€) 7(;25)?; 25mg | 50mg | 100mg | 2 '\/(;23:57/ A ;;épgr:}% lg%%ﬁ LR
(n=210) | (n=587) | (1=208) | (n=1005) (n=202) (1-152) | (n=50) (n=1207)
RA i 1(0.2%) 0 0 0 0 0 0 0 0 0
T 1(0.2%) 0 0 0 0 0 0 0 0 0
e ok TR P 8(1.4%) | 2(1.0%) | 2(0.3%) | 3(1.4%) | 7(0.7%) | 2(0.5%) | 6(3.0%) | 2(1.3%) | 4(8.0%) | 13(1.1%)
Jibd £ ifn. 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
FE e 1(0.2%) 0 0 0 0 0 0 0 0 0
FEWED E 3(0.5%) 0 1(0.2%) 0 1(0.1%) 0 2(1.0%) | 1(0.7%) | 1(2.0%) 3(0.2%)
IRALPESD F 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
SE 3(0.5%) | 1(0.5%) | 1(02%) | 3(1.4%) | 5(0.5%) | 2(0.5%) | 2(1.0%) | 1(0.7%) | 1(2.0%) 7(0.6%)
ST BRR 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
X AGENS 1(0.2%) 0 0 0 0 0 0 0 0 0
B METE 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
bR 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) 0 1(2.0%) 2(0.2%)
5 O 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
RRSE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
B R OUR BB 6(1.0%) | 2(1.0%) | 9(1.5%) | 1(0.5%) | 12(1.2%) | 5(1.3%) 0 0 0 12(1.0%)
HEIR [ 4 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
PEIR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
PR 6(1.0%) | 2(1.0%) | 7(1.2%) | 1(0.5%) | 10(1.0%) | 4(1.1%) 0 0 0 10(0.8%)
g%ﬁﬁ My 56 K OV 1(0.2%) | 1(0.5%) 0 0 1(0.1%) | 2(0.5%) 0 0 0 1(0.1%)
MIEIN: iz A 0 1(0.5%) 0 0 1(0.1%) 1(0.3%) 0 0 0 1(0.1%)
ol 0 0 0 0 0 1(0.3%) 0 0 0 0
I VIR EE A e 1(0.2%) 0 0 0 0 0 0 0 0 0
B2 B OV T ARk B 0 0 4(0.7%) | 4(1.9%) | 8(0.8%) | 2(0.5%) | 2(1.0%) | 2(1.3%) 0 10(0.8%)
IRIEE R 5% 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
B2 Wi 0 0 0 0 0 1(0.3%) 0 0 0 0
i3 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
J95 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) 0 0 0 0 3(0.2%)
37 iji%{;ﬁi 0 0 0 100.5%) | 1(0.1%) 0 0 0 0 100.1%)
AR 0 0 1(0.2%) | 2(1.0%) | 3(0.3%) 1(0.3%) 1(0.5%) | 1(0.7%) 0 4(0.3%)
LB 0 2(1.0%) | 2(0.3%) | 1(0.5%) | 5(0.5%) | 4(1.1%) 0 0 0 5(0.4%)
5 I 0 2(1.0%) | 2(0.3%) | 1(0.5%) | 5(0.5%) | 3(0.8%) 0 0 0 5(0.4%)
ETY 0 0 0 0 0 1(0.3%) 0 0 0 0

Btk GEBLER)

Source : CTD f##7, 2274 09 002
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BRERMREE

£ 27473  EEXEBHER [CL-045 CL-048] IZBIFTEZITRTHEEER
MedDRA/T Version 12.1 PEBOG IR [(;L:04§, CL-048]
BEHADE (S00) 75K g Some T — i Mmooy
& () (n=391) (0=210) (n=587) (n=208) (n=1005) (n=375)
TRTOREES 449(76.0%) 169(80.5%) 452(77.0%) 175(84.1%) 796(79.2%) 305(81.3%)
LIRS == 1(0.2%) 0 0 0 0 1(0.3%)
=yt 1(0.2%) 0 0 0 0 0
Y LRk 0 0 0 0 0 1(0.3%)
DR 16(2.7%) 6(2.9%) 12(2.0%) 6(2.9%) 24(2.4%) 10(2.7%)
SRR 2(0.3%) 0 0 0 0 0
LA 1(0.2%) 0 0 0 0 0
FoEREETay s 1(0.2%) 0 0 1(0.5%) 1(0.1%) 0
GRS 1(0.2%) 0 0 0 0 0
EM7ay s 0 0 0 0 0 1(0.3%)
FW~7 a2z 3(0.5%) 0 1(0.2%) 0 1(0.1%) 0
R 0 0 0 1(0.5%) 1(0.1%) 0
fihiE 2(0.3%) 3(1.4%) 5(0.9%) 1(0.5%) 9(0.9%) 0
fE7 vy 0 0 1(0.2%) 0 1(0.1%) 0
MR R R 1(0.2%) 1(0.5%) 2(0.3%) 0 3(0.3%) 1(0.3%)
TRPERR IR 2(0.3%) 0 1(0.2%) 0 1(0.1%) 1(0.3%)
SIS IE 5(0.8%) 1(0.5%) 4(0.7%) 4(1.9%) 9(0.9%) 6(1.6%)
SR 0 0 2(0.3%) 0 2(0.2%) 0
D E IS E 3(0.5%) 1(0.5%) 1(0.2%) 0 2(0.2%) 2(0.5%)
FEEER 0 0 0 0 0 1(0.3%)
B R USRS RS 5(0.8%) 2(1.0%) 3(0.5%) 1(0.5%) 6(0.6%) 5(1.3%)
g 2(0.3%) 0 0 0 0 0
[l PE D F U 3(0.5%) 1(0.5%) 3(0.5%) 1(0.5%) 5(0.5%) 4(1.1%)
SANC PRI D FE 0 0 0 0 0 1(0.3%)
H AR 0 1(0.5%) 0 0 1(0.1%) 0
AR p 4(0.7%) 3(1.4%) 10(1.7%) 2(1.0%) 15(1.5%) 7(1.9%)
AR A 77 1(0.2%) 1(0.5%) 2(0.3%) 1(0.5%) 4(0.4%) 0
AR g 2¢ 0 0 2(0.3%) 0 2(0.2%) 0
AR g A 0 0 1(0.2%) 0 1(0.1%) 1(0.3%)
Sl 2(0.3%) 1(0.5%) 1(0.2%) 0 2(0.2%) 0
IS 0 0 1(0.2%) 0 1(0.1%) 1(0.3%)
T LV — RIS 0 1(0.5%) 1(0.2%) 0 2(0.2%) 0
Bl PR3 A NRE 0 0 1(0.2%) 0 1(0.1%) 0
ARz f5 0 1(0.5%) 1(0.2%) 0 2(0.2%) 0
IRAE 0 0 0 0 0 1(0.3%)
ARJA 0 0 1(0.2%) 0 1(0.1%) 0
FRWE 1(0.2%) 0 0 0 0 0
AN IR PF 28 0 0 1(0.2%) 0 1(0.1%) 0
B 1(0.2%) 0 0 1(0.5%) 1(0.1%) 4(1.1%)
TR 0 0 0 0 0 1(0.3%)
Bl 68(11.5%) 21(10.0%) 69(11.8%) 25(12.0%) 115(11.4%) 81(21.6%)
JE R A PRk 6(1.0%) 1(0.5%) 5(0.9%) 1(0.5%) 7(0.7%) 2(0.5%)
AT 2(0.3%) 0 4(0.7%) 2(1.0%) 6(0.6%) 1(0.3%)
JE i 0 1(0.5%) 1(0.2%) 0 2(0.2%) 2(0.5%)
R 5(0.8%) 1(0.5%) 2(0.3%) 3(1.4%) 6(0.6%) 2(0.5%)
AER 1(0.2%) 1(0.5%) 0 0 1(0.1%) 2(0.5%)
NP 0 0 0 0 0 2(0.5%)
fEFY 16(2.7%) 4(1.9%) 22(3.7%) 7(3.4%) 33(3.3%) 14(3.7%)
L) 2(0.3%) 0 2(0.3%) 1(0.5%) 3(0.3%) 0
T 9(1.5%) 2(1.0%) 9(1.5%) 5(2.4%) 16(1.6%) 4(1.1%)
NI 12(2.0%) 4(1.9%) 13(2.2%) 3(1.4%) 20(2.0%) 53(14.1%)
+ AR 0 1(0.5%) 1(0.2%) 0 2(0.2%) 0
LR R 1(0.2%) 2(1.0%) 3(0.5%) 1(0.5%) 6(0.6%) 2(0.5%)
2B 0 1(0.5%) 2(0.3%) 0 3(0.3%) 0
B 0 0 1(0.2%) 0 1(0.1%) 0
A 1(0.2%) 0 0 0 0 1(0.3%)
B 1(0.2%) 0 0 0 0 0
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BRI S
MedDRA/T Version 12.1 tt@i%ﬂ‘?fﬁﬁi‘iﬁ? ESI/;?;S/ CL-048]
It N o= N X — s
ﬁgﬁ%ﬁﬁ) 500 ?nZSEIT 25 mg >0 mg 100 mg Ak M(:Zsjsj/
] (n=210) (n=587) (n=208) (n=1005)
EES 1(0.2%) 2(1.0%) 5(0.9%) 2(1.0%) 9(0.9%) 2(0.5%)
PR 0 0 0 0 0 1(0.3%)
LB 2(0.3%) 0 1(0.2%) 2(1.0%) 3(0.3%) 1(0.3%)
B 1(0.2%) 0 0 0 0 0
L] 0 0 0 0 0 1(0.3%)
M AE SR 0 0 0 1(0.5%) 1(0.1%) 0
FiZ 0 0 0 0 0 1(0.3%)
B R 0 0 0 1(0.5%) 1(0.1%) 0
MBI 1(0.2%) 0 0 0 0 0
L 2(0.3%) 0 1(0.2%) 1(0.5%) 2(0.2%) 1(0.3%)
o JE 9P 0 0 1(0.2%) 0 1(0.1%) 0
LIPS 2(0.3%) 0 0 1(0.5%) 1(0.1%) 0
[ER S 0 0 1(0.2%) 0 1(0.1%) 0
EIAPS 2(0.3%) 0 1(0.2%) 1(0.5%) 2(0.2%) 2(0.5%)
E A= 1(0.2%) 0 0 0 0 0
B 2(0.3%) 1(0.5%) 0 0 1(0.1%) 0
N - 2(0.3%) 2(1.0%) 2(0.3%) 0 4(0.4%) 1(0.3%)
OEOOVE R 1(0.2%) 0 0 0 0 0
P57 L 1fn 0 0 1(0.2%) 0 1(0.1%) 0
1 O ST Sl BR 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0
A REE K O SR PTERRE 8(1.4%) 3(1.4%) 6(1.0%) 6(2.9%) 15(1.5%) 13(3.5%)
JHa A R 0 0 0 1(0.5%) 1(0.1%) 1(0.3%)
Jag 0 0 1(0.2%) 0 1(0.1%) 2(0.5%)
e 1(0.2%) 0 0 1(0.5%) 1(0.1%) 0
i 1(0.2%) 0 0 0 0 0
& 1(0.2%) 0 0 0 0 0
B 1(0.2%) 0 2(0.3%) 1(0.5%) 3(0.3%) 3(0.8%)
TEIE 0 0 0 1(0.5%) 1(0.1%) 0
AR PR 0 0 0 0 0 1(0.3%)
FEFIA 1(0.2%) 1(0.5%) 3(0.5%) 0 4(0.4%) 0
A8 3(0.5%) 2(1.0%) 0 2(1.0%) 4(0.4%) 8(2.1%)
JF B R 0 1(0.5%) 0 0 1(0.1%) 1(0.3%)
fEZESR 0 1(0.5%) 0 0 1(0.1%) 0
RRAE LR 0 1(0.5%) 0 0 1(0.1%) 0
L v A VIEERE 0 0 0 0 0 1(0.3%)
SRR E 1(0.2%) 0 0 1(0.5%) 1(0.1%) 0
FEWIEEUE 1(0.2%) 0 0 0 0 0
FEIPET L LF— 0 0 0 1(0.5%) 1(0.1%) 0
JEYE Je OV A HiE 129(21.8%) 64(30.5%) 141(24.0%) 61(29.3%) 266(26.5%) 78(20.8%)
VLRI RIPER 0 0 0 0 0 1(0.3%)
EETS 1(0.2%) 0 0 0 0 0
SRUE R 0 1(0.5%) 1(0.2%) 1(0.5%) 3(0.3%) 1(0.3%)
Ji b J% 13(2.2%) 7(3.3%) 21(3.6%) 5(2.4%) 33(3.3%) 15(4.0%)
o 1(0.2%) 0 0 0 0 0
ELCES 7(1.2%) 2(1.0%) 5(0.9%) 1(0.5%) 8(0.8%) 3(0.8%)
A L AVEB B 0 4(1.9%) 1(0.2%) 1(0.5%) 6(0.6%) 1(0.3%)
g~~~ 2 1(0.2%) 0 0 0 0 0
RIS 1(0.2%) 1(0.5%) 2(0.3%) 2(1.0%) 5(0.5%) 4(1.1%)
AN W 6(1.0%) 3(1.4%) 5(0.9%) 2(1.0%) 10(1.0%) 4(1.1%)
LTS 94(15.9%) 43(20.5%) 99(16.9%) 46(22.1%) 188(18.7%) 41(10.9%)
PR 0 0 0 0 0 1(0.3%)
PH R 0 0 0 0 0 1(0.3%)
aPEh R 1(0.2%) 0 0 1(0.5%) 1(0.1%) 0
i Bk D 5% 1(0.2%) 0 0 0 0 0
LB 5(0.8%) 2(1.0%) 3(0.5%) 3(1.4%) 8(0.8%) 3(0.8%)
JRFE M ST it 2% 0 0 1(0.2%) 0 1(0.1%) 0
BER R R 0 0 0 0 0 1(0.3%)
PN 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0
Rl S PE 1(0.2%) 0 1(0.2%) 1(0.5%) 2(0.2%) 0
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BRI S

MedDRA/J Version 12.1 ! @*‘T‘Dﬁﬁﬁfﬁ? [fb(gs/ CL-048)

Ll | B VAN £S5 4R ~ 70

ﬁi%%ﬁﬁ) 500 inzsglj)h 25 mg 50 mg 100 mg Ak N(:Zsjsj/

(n=210) (n=587) (n=208) (n=1005)

JE S 1 0 1(0.5%) 0 0 1(0.1%) 0
JEHD 0 1(0.5%) 1(0.2%) 0 2(0.2%) 0
k% 0 0 1(0.2%) 1(0.5%) 2(0.2%) 0
BRI 1(0.2%) 0 0 0 0 0
R ARGE R Y 2(0.3%) 2(1.0%) 2(0.3%) 0 4(0.4%) 5(1.3%)
PANEHIPN 0 1(0.5%) 3(0.5%) 0 4(0.4%) 0
A L AMEE % 0 0 1(0.2%) 0 1(0.1%) 0
TEYNEFR 5 1(0.2%) 0 0 0 0 0
B P L E 0 0 0 0 0 1(0.3%)
Ui Y 1(0.2%) 0 0 0 0 0
LR 0 0 0 2(1.0%) 2(0.2%) 0
AMEE RSN F 2 0 0 0 1(0.5%) 1(0.1%) 0
A e~ /L~ 0 0 3(0.5%) 0 3(0.3%) 1(0.3%)

55, ik OWE A OHE 8(1.4%) 6(2.9%) 17(2.9%) 3(1.4%) 26(2.6%) 13(3.5%)
s 0 0 1(0.2%) 0 1(0.1%) 1(0.3%)
BUE 0 1(0.5%) 1(0.2%) 0 2(0.2%) 2(0.5%)
SE-E T 0 1(0.5%) 0 0 1(0.1%) 0
S MEEME T 0 0 1(0.2%) 0 1(0.1%) 0
BB BT 1(0.2%) 0 0 0 0 0
TR - R 0 0 0 0 0 1(0.3%)
KIRE BT 0 0 0 0 0 1(0.3%)
RiTEE 47 0 0 0 0 0 1(0.3%)
#8155 0 0 0 0 0 1(0.3%)
RA ST 1(0.2%) 1(0.5%) 4(0.7%) 1(0.5%) 6(0.6%) 1(0.3%)
B 0 0 1(0.2%) 0 1(0.1%) 0
REEE T 0 0 1(0.2%) 0 1(0.1%) 0
B E T 0 0 0 0 0 1(0.3%)
BhE-E 0 0 1(0.2%) 0 1(0.1%) 0
Pl -A S 0 1(0.5%) 0 0 1(0.1%) 0
FHEEE B 47 0 0 2(0.3%) 0 2(0.2%) 0
BHEE DT 0 0 1(0.2%) 0 1(0.1%) 0
LeHITHAE 0 0 0 1(0.5%) 1(0.1%) 0
FH AT 1(0.2%) 0 0 0 0 0
gam s 0 1(0.5%) 0 0 1(0.1%) 2(0.5%)
[iiEEaE 1(0.2%) 0 2(0.3%) 1(0.5%) 3(0.3%) 0
A5 2(0.3%) 0 3(0.5%) 1(0.5%) 4(0.4%) 3(0.8%)
e H BR R E 2(0.3%) 0 1(0.2%) 0 1(0.1%) 0
BEESE] 1(0.2%) 0 0 0 0 0
AR 0 0 0 0 0 1(0.3%)
kS 0 1(0.5%) 0 0 1(0.1%) 0

[ R 371(62.8%) 142(67.6%) 351(59.8%) 146(70.2%) 639(63.6%) 241(64.3%)
Zgj?u: VTR RTeART=T—E 13(2.2%) 7(3.3%) 21(3.6%) 12(5.8%) 40(4.0%) 13(3.5%)
;fﬁz\é;} BT NTUAT = 20(3.4%) 10(4.8%) 12(2.0%) 9(4.3%) 31(3.1%) 13(3.5%)
M7 L7 3 o Hn 0 0 1(0.2%) 0 1(0.1%) 0
AP E Y e N 18(3.0%) 5(2.4%) 11(1.9%) 5(2.4%) 21(2.1%) 11(2.9%)
i = L 2T o — 0 1(0.5%) 0 1(0.5%) 2(0.2%) 0
M= L 2T o— L 45(7.6%) 14(6.7%) 20(3.4%) 3(1.4%) 37(3.7%) 14(3.7%)
M7 L7 F ok AR T —BHN 82(13.9%) 25(11.9%) 70(11.9%) 31(14.9%) 126(12.5%) 57(15.2%)
7 vy =2 4(0.7%) 0 3(0.5%) 3(1.4%) 6(0.6%) 3(0.8%)
M7 V7 F = N 5(0.8%) 4(1.9%) 4(0.7%) 2(1.0%) 10(1.0%) 4(1.1%)
M7 R o R 15(2.5%) 9(4.3%) 12(2.0%) 8(3.8%) 29(2.9%) 9(2.4%)
1~ RN 109(18.4%) 36(17.1%) 119(20.3%) 43(20.7%) 198(19.7%) 72(19.2%)
M7 ) o A 3(0.5%) 0 1(0.2%) 0 1(0.1%) 0
ML 7 ) o AHEN 7(1.2%) 1(0.5%) 2(0.3%) 2(1.0%) 5(0.5%) 1(0.3%)
e E5- 3(0.5%) 0 4(0.7%) 1(0.5%) 5(0.5%) 3(0.8%)
ML R Y o AH0 0 0 2(0.3%) 0 2(0.2%) 1(0.3%)
1. R SR 12(2.0%) 4(1.9%) 12(2.0%) 4(1.9%) 20(2.0%) 8(2.1%)
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BRI S
MedDRA/T Version 12.1 tt%ﬁx‘ﬂﬁﬁﬁfﬁ? ESI/;?;S/ CL-048]
Bt gl | AN £S5 4R > =
ﬁi%%ﬁﬁ) 500 7(;5);? 25 mg 50 mg 100 mg Ak M(:Zsjsj/
(n=210) (n=587) (n=208) (n=1005)
1 H R SN 16(2.7%) 6(2.9%) 13(2.2%) 2(1.0%) 21(2.1%) 4(1.1%)
1fn PR R 8(1.4%) 2(1.0%) 6(1.0%) 4(1.9%) 12(1.2%) 5(1.3%)
1fn R EE 6(1.0%) 4(1.9%) 1(0.2%) 3(1.4%) 8(0.8%) 4(1.1%)
LB T AR IR 1(0.2%) 0 0 1(0.5%) 1(0.1%) 0
DA T s 0 0 1(0.2%) 0 1(0.1%) 0
Y—ZNE IV RT AT = T—PHIN | 45(7.6%) 22(10.5%) 54(9.2%) 26(12.5%) 102(10.1%) 38(10.1%)
PRHT R o B 25(4.2%) 13(6.2%) 30(5.1%) 10(4.8%) 53(5.3%) 20(5.3%)
7V a~Esa e R 2(0.3%) 0 0 0 0 0
~< 7 Uy Mg 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0
~EZ TR 2(0.3%) 0 1(0.2%) 0 1(0.1%) 0
DAAEE N 1(0.2%) 0 1(0.2%) 1(0.5%) 2(0.2%) 1(0.3%)
/N 4(0.7%) 2(1.0%) 1(0.2%) 3(1.4%) 6(0.6%) 0
KRR P 1(0.2%) 0 0 0 0 0
=R 0 0 1(0.2%) 0 1(0.1%) 0
R E D 0 0 1(0.2%) 0 1(0.1%) 0
RE N 0 0 1(0.2%) 0 1(0.1%) 0
I i R E D 7(1.2%) 6(2.9%) 21(3.6%) 11(5.3%) 38(3.8%) 11(2.9%)
F L EREE N 17(2.9%) 7(3.3%) 11(1.9%) 7(3.4%) 25(2.5%) 11(2.9%)
DR T 0 0 1(0.2%) 0 1(0.1%) 2(0.5%)
I/ NREE N 13(2.2%) 5(2.4%) 15(2.6%) 8(3.8%) 28(2.8%) 3(0.8%)
SRR AP 40(6.8%) 22(10.5%) 44(7.5%) 28(13.5%) 94(9.4%) 15(4.0%)
QR S 0 0 1(0.2%) 0 1(0.1%) 0
mH7H Y RRAT 7 7 —BHED 0 1(0.5%) 0 0 1(0.1%) 0
MFT AT ) RAT 7 2 —CHN 30(5.1%) 8(3.8%) 30(5.1%) 9(4.3%) 47(4.7%) 12(3.2%)
PR S 66(11.2%) 29(13.8%) 74(12.6%) 25(12.0%) 128(12.7%) 42(11.2%)
M7 V7 F ok A RS —EEd 10(1.7%) 3(1.4%) 8(1.4%) 5(2.4%) 16(1.6%) 6(1.6%)
R R OV b 1(0.2%) 1(0.5%) 0 0 1(0.1%) 2(0.5%)
AR B 0 0 0 0 0 1(0.3%)
AR 1(0.2%) 1(0.5%) 0 0 1(0.1%) 1(0.3%)
T S OVl A kB P 21(3.6%) 6(2.9%) 13(2.2%) 6(2.9%) 25(2.5%) 7(1.9%)
B 1(0.2%) 1(0.5%) 1(0.2%) 0 2(0.2%) 0
SRS 2(0.3%) 0 0 0 0 0
T 10(1.7%) 3(1.4%) 6(1.0%) 2(1.0%) 11(1.1%) 3(0.8%)
BRI 1(0.2%) 0 0 0 0 0
RES 2(0.3%) 0 1(0.2%) 0 1(0.1%) 0
7 PR 1(0.2%) 0 1(0.2%) 0 1(0.1%) 1(0.3%)
IR 2(0.3%) 0 0 1(0.5%) 1(0.1%) 0
EEEEERS 0 0 0 1(0.5%) 1(0.1%) 1(0.3%)
BAE Y O~ 1(0.2%) 0 0 0 0 0
TR ENE 0 0 0 0 0 1(0.3%)
Jhedgs 2% 0 0 1(0.2%) 0 1(0.1%) 0
[ESS 0 0 0 1(0.5%) 1(0.1%) 0
7B s SR 0 0 0 1(0.5%) 1(0.1%) 0
MR EN 1(0.2%) 1(0.5%) 3(0.5%) 0 4(0.4%) 1(0.3%)
i3k 0 1(0.5%) 0 0 1(0.1%) 0
ﬁgjﬁ%%%éfgf OB B 204 0 2(0.3%) 0 2(0.2%) 0
1 S A N 1(0.2%) 0 0 0 0 0
J RS O B A ) 0 0 1(0.2%) 0 1(0.1%) 0
ONEET AR 0 0 1(0.2%) 0 1(0.1%) 0
AR R IR 20(3.4%) 11(5.2%) 20(3.4%) 6(2.9%) 37(3.7%) 14(3.7%)
b i 0 1(0.5%) 0 0 1(0.1%) 0
bt ZE 0 1(0.5%) 0 0 1(0.1%) 0
FE e 1(0.2%) 0 0 0 0 0
FEEWED E 3(0.5%) 1(0.5%) 4(0.7%) 0 5(0.5%) 2(0.5%)
BV 10(1.7%) 9(4.3%) 14(2.4%) 6(2.9%) 29(2.9%) 10(2.7%)
T BHRR 3(0.5%) 0 0 0 0 0
SHENEIRIE 1(0.2%) 0 0 0 0 0
I AEEN 1(0.2%) 0 0 0 0 0
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BRI S
MedDRA/J Version 12.1 ! @*‘T‘Dﬁﬁf’é [f;‘);i CL-048]
Bt gl | AN £S5 4R > =
ﬁi%%ﬁﬁ) 500 7(;5);? 25 mg 50 mg 100 mg Ak M(:Zsjsj/
(n=210) (n=587) (n=208) (n=1005)
Jv IR 0 0 0 0 0 2(0.5%)
LS 0 0 1(0.2%) 0 1(0.1%) 0
AL F PR 0 0 1(0.2%) 0 1(0.1%) 0
< BT Hfn 1(0.2%) 0 0 0 0 0
ERARVEDRRR 0 0 1(0.2%) 0 1(0.1%) 0
b RAsE A LS 0 0 0 0 0 1(0.3%)
R P 3(0.5%) 3(1.4%) 4(0.7%) 1(0.5%) 8(0.8%) 0
5 O 1(0.2%) 1(0.5%) 1(0.2%) 0 2(0.2%) 0
RARSE 2(0.3%) 1(0.5%) 2(0.3%) 1(0.5%) 4(0.4%) 0
AR 0 1(0.5%) 0 0 1(0.1%) 0
RS 0 0 1(0.2%) 0 1(0.1%) 0
B R OVR BB 8(1.4%) 4(1.9%) 11(1.9%) 1(0.5%) 16(1.6%) 6(1.6%)
HEIR [ 4 0 0 1(0.2%) 0 1(0.1%) 2(0.5%)
HER S 0 0 1(0.2%) 0 1(0.1%) 0
BRI 8(1.4%) 4(1.9%) 9(1.5%) 1(0.5%) 14(1.4%) 4(1.1%)
TR R OLA R 1(0.2%) 1(0.5%) 2(0.3%) 2(1.0%) 5(0.5%) 2(0.5%)
FIE LR 0 0 0 0 0 1(0.3%)
H AR 1(0.2%) 1(0.5%) 0 1(0.5%) 2(0.2%) 0
B H # 0 0 0 1(0.5%) 1(0.1%) 0
RAITNZ ARG 0 0 1(0.2%) 0 1(0.1%) 0
IEREZ D FEIE 0 0 1(0.2%) 0 1(0.1%) 0
HLEREE 0 0 0 0 0 1(0.3%)
MR ER, R K OV B 5(0.8%) 9(4.3%) 10(1.7%) 3(1.4%) 22(2.2%) 6(1.6%)
Ligss 0 2(1.0%) 0 0 2(0.2%) 0
K 1(0.2%) 0 1(0.2%) 1(0.5%) 2(0.2%) 0
MIEING: i A 0 1(0.5%) 0 0 1(0.1%) 2(0.5%)
e 0 0 0 0 0 1(0.3%)
S H 1L 0 1(0.5%) 0 0 1(0.1%) 1(0.3%)
BIGE S 1(0.2%) 0 0 0 0 0
5P 0 0 1(0.2%) 0 1(0.1%) 0
Ja N ge 0 1(0.5%) 0 0 1(0.1%) 0
T LR — B 0 1(0.5%) 0 0 1(0.1%) 1(0.3%)
SR 1(0.2%) 1(0.5%) 0 1(0.5%) 2(0.2%) 0
< Lood 0 1(0.5%) 0 0 1(0.1%) 0
FRGEDRIE 1(0.2%) 0 2(0.3%) 1(0.5%) 3(0.3%) 0
1 JPENH FE AR ek 1(0.2%) 0 1(0.2%) 0 1(0.1%) 1(0.3%)
11 [N SE R 0 1(0.5%) 5(0.9%) 0 6(0.6%) 0
B2 B OB T ARk R 18(3.0%) 8(3.8%) 26(4.4%) 9(4.3%) 43(4.3%) 16(4.3%)
B 0 1(0.5%) 0 0 1(0.1%) 0
M B 0 0 0 1(0.5%) 1(0.1%) 0
SHE R 0 0 1(0.2%) 0 1(0.1%) 0
BT 1(0.2%) 0 0 0 0 0
7 LR — RS 1(0.2%) 0 0 0 0 1(0.3%)
IRIEE B 5% 0 0 1(0.2%) 0 1(0.1%) 0
Pl 52 & 4% 0 0 4(0.7%) 1(0.5%) 5(0.5%) 2(0.5%)
B Wz ik 0 0 1(0.2%) 0 1(0.1%) 2(0.5%)
e 6(1.0%) 0 9(1.5%) 1(0.5%) 10(1.0%) 7(1.9%)
FENR R Z M5 0 2(1.0%) 1(0.2%) 0 3(0.3%) 0
ZIALEE 1(0.2%) 0 0 0 0 0
ALEITE 0 1(0.5%) 0 0 1(0.1%) 0
AL 2(0.3%) 0 0 0 0 0
D FEE 1(0.2%) 0 1(0.2%) 1(0.5%) 2(0.2%) 1(0.3%)
SKBE 1(0.2%) 0 0 0 0 0
b 2(0.3%) 1(0.5%) 3(0.5%) 1(0.5%) 5(0.5%) 3(0.8%)
R B 5% 0 0 0 1(0.5%) 1(0.1%) 0
KON A 0 1(0.5%) 0 0 1(0.1%) 0
AT 4 =T A P a ) NEGRE 0 0 0 1(0.5%) 1(0.1%) 0
ZERS 3(0.5%) 1(0.5%) 3(0.5%) 2(1.0%) 6(0.6%) 1(0.3%)
B 0 0 1(0.2%) 0 1(0.1%) 0
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FRRRHIR 2

MedDRA/T Version 12.1 2a kit 8 [(:’EZO“?‘ CL-048]
WERIKSE (SO0) 7R SRAAA S— NP A=

HAE (PT) (n=591) 25 mg >0 mg 100 mg R (n=375)

(n=210) (n=587) (n=208) (n=1005)

SHMZ S FEE 0 1(0.5%) 1(0.2%) 0 2(0.2%) 0

BFRILAEREE 0 0 0 1(0.5%) 1(0.1%) 0
QiR 2(0.3%) 2(1.0%) 4(0.7%) 2(1.0%) 8(0.8%) 4(1.1%)

1 1L 2(0.3%) 2(1.0%) 4(0.7%) 1(0.5%) 7(0.7%) 3(0.8%)

ETY 0 0 0 1(0.5%) 1(0.1%) 1(0.3%)
B (FBBLER)

Source : CTD fi##, # 274_04_001
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BRERRIR &
£2747-4 REHKREHRE [CL-051] IZEFT32TRTOEEER
N A4
. A 50 mg 100 mg
%2&%& (PT) ~8 ﬁ /%&’E}:Eq Fﬁﬁ /%&’E}‘Eq Fﬁﬁ /%&’E}‘Eq Fﬁﬁ
(n=202) (52 3#) (52 18) (52 38)
(n=202) (n=152) (n=50)
TRTCOFEFSR 137(67.8%) 189(93.6%) 139(91.4%) 50(100%)
Lo 11(5.4%) 18(8.9%) 14(9.2%) 4(8.0%)
KBRS PASE A 420 — 1(0.5%) 1(0.7%) 0
R EMEAREE AR 1(0.5%) 2(1.0%) 2(1.3%) 0
LA ANE) — 1(0.5%) 1(0.7%) 0
FHW7 ey 4(2.0%) 5(2.5%) 3(2.0%) 2(4.0%)
18 7 PASH AR iE — 1(0.5%) 1(0.7%) 0
fihE — 1(0.5%) 1(0.7%) 0
AR R R 1(0.5%) 1(0.5%) 1(0.7%) 0
TR R 3(1.5%) 3(1.5%) 3(2.0%) 0
S P HAIE — 1(0.5%) 1(0.7%) 0
D E P HIAMIE 2(1.0%) 3(1.5%) 1(0.7%) 2(4.0%)
JEESSPN 1(0.5%) 1(0.5%) 1(0.7%) 0
H e ORK i s — 5(2.5%) 4(2.6%) 1(2.0%)
A =T — LR — 3(1.5%) 2(1.3%) 1(2.0%)
[ElfEME D F — 2(1.0%) 2(1.3%) 0
AR pE 4(2.0%) 13(6.4%) 8(5.3%) 5(10.0%)
AR 77 — 3(1.5%) 3(2.0%) 0
ARG 2 1(0.5%) 2(1.0%) 0 2(4.0%)
AR g A — 1(0.5%) 1(0.7%) 0
Sl — 1(0.5%) 1(0.7%) 0
i L ifn. — 1(0.5%) 1(0.7%) 0
T UL X — RIS 1(0.5%) 2(1.0%) 1(0.7%) 1(2.0%)
AR 3205 1(0.5%) 1(0.5%) 0 1(2.0%)
AR 75 1. 1(0.5%) 1(0.5%) 1(0.7%) 0
ARG IR PF 2 — 1(0.5%) 1(0.7%) 0
B — 1(0.5%) 0 1(2.0%)
Bl 19(9.4%) 50(24.8%) 38(25.0%) 12(24.0%)
A Rk 3(1.5%) 5(2.5%) 4(2.6%) 1(2.0%)
JiE R — 2(1.0%) 2(1.3%) 0
R — 2(1.0%) 1(0.7%) 1(2.0%)
FER — 2(1.0%) 1(0.7%) 1(2.0%)
PN P 1(0.5%) 1(0.5%) 1(0.7%) 0
FEEAR Y —7 — 1(0.5%) 0 1(2.0%)
{5 7(3.5%) 11(5.4%) 9(5.9%) 2(4.0%)
i — 4(2.0%) 4(2.6%) 0
T 1(0.5%) 9(4.5%) 7(4.6%) 2(4.0%)
M Nz 3(1.5%) 5(2.5%) 4(2.6%) 1(2.0%)
HIEAR R 2(1.0%) 2(1.0%) 1(0.7%) 1(2.0%)
EES — 3(1.5%) 2(1.3%) 1(2.0%)
H R 1(0.5%) 1(0.5%) 1(0.7%) 0
W2 — 2(1.0%) 1(0.7%) 1(2.0%)
L 1(0.5%) 3(1.5%) 1(0.7%) 2(4.0%)
o JE 9P 1(0.5%) 1(0.5%) 1(0.7%) 0
FEES 1(0.5%) 4(2.0%) 3(2.0%) 1(2.0%)
2y i — 1(0.5%) 0 1(2.0%)
WP EE A 1(0.5%) 2(1.0%) 2(1.3%) 0
N5 — 2(1.0%) 0 2(4.0%)
B — 1(0.5%) 1(0.7%) 0
[ — 1(0.5%) 1(0.7%) 0
A REE K O SR TR RE 1(0.5%) 5(2.5%) 4(2.6%) 1(2.0%)
L — 1(0.5%) 1(0.7%) 0
VRN — 1(0.5%) 1(0.7%) 0
=F) 1(0.5%) 3(1.5%) 2(1.3%) 1(2.0%)
g R E — 3(1.5%) 3(2.0%) 0
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BRI S
N VA=
. s 50 mg 100 mg
BEHAAE (00 D 5515 s
%K%ﬁ (PT) ~8 Jﬁ /1}&5‘%‘} Fﬁﬁ /1}&5‘%‘} Fﬁﬁ /1}&5‘%‘} Fﬁﬁ
(n=202) (52 38) (52 38) (52 38)
(n=202) (n=152) (n=50)
T L L F— — 3(1.5%) 3(2.0%) 0
Y Je OV A HUE 35(17.3%) 80(39.6%) 59(38.8%) 21(42.0%)
AR 1(0.5%) 2(1.0%) 2(1.3%) 0
S 2(1.0%) 16(7.9%) 12(7.9%) 4(8.0%)
ELZES — 1(0.5%) 0 1(2.0%)
[E I — 1(0.5%) 1(0.7%) 0
BRI/ — 2(1.0%) 2(1.3%) 0
FRLIE — 1(0.5%) 1(0.7%) 0
Ay Iz HF — 4(2.0%) 3(2.0%) 1(2.0%)
LTS 29(14.4%) 60(29.7%) 44(28.9%) 16(32.0%)
AR AR Y — 1(0.5%) 1(0.7%) 0
LGRS 1(0.5%) 1(0.5%) 0 1(2.0%)
R 2% 1(0.5%) 1(0.5%) 1(0.7%) 0
BER R R — 1(0.5%) 1(0.7%) 0
GBI — 1(0.5%) 1(0.7%) 0
PR BRI G — 1(0.5%) 1(0.7%) 0
P RS 1(0.5%) 1(0.5%) 1(0.7%) 0
~Y any x—PEHR — 1(0.5%) 0 1(2.0%)
A L AMER S 2(1.0%) 2(1.0%) 2(1.3%) 0
A e~ L~ 1(0.5%) 1(0.5%) 1(0.7%) 0
s, P K ML E A DHE 1(0.5%) 18(8.9%) 13(8.6%) 5(10.0%)
i B — 2(1.0%) 2(1.3%) 0
K — 1(0.5%) 0 1(2.0%)
#8155 — 2(1.0%) 2(1.3%) 0
RAEI T — 4(2.0%) 3(2.0%) 1(2.0%)
R L 1(0.5%) 1(0.5%) 1(0.7%) 0
P15 — 4(2.0%) 3(2.0%) 1(2.0%)
Al — 1(0.5%) 1(0.7%) 0
G — 1(0.5%) 1(0.7%) 0
e H B E — 1(0.5%) 0 1(2.0%)
LEREE — 1(0.5%) 0 1(2.0%)
BRI AR A 97(48.0%) 160(79.2%) 116(76.3%) 44(88.0%)
TT=v T ) RTUAT =T —BRIN 6(3.0%) 10(5.0%) 9(5.9%) 1(2.0%)
TARTGRURT I ) T UAT =7 —EHN 6(3.0%) 8(4.0%) 7(4.6%) 1(2.0%)
MR E Y e N 3(1.5%) 4(2.0%) 4(2.6%) 0
M= L 2T o— L 4(2.0%) 11(5.4%) 10(6.6%) 1(2.0%)
i 7 L7 F ok 2R —BHihn 20(9.9%) 41(20.3%) 31(20.4%) 10(20.0%)
2 vy = 1(0.5%) 1(0.5%) 0 1(2.0%)
Mz L7 g =8 2(1.0%) 6(3.0%) 5(3.3%) 1(2.0%)
7 R o R — 3(1.5%) 3(2.0%) 0
s~ RN 32(15.8%) 62(30.7%) 43(28.3%) 19(38.0%)
M) o L0 2(1.0%) 4(2.0%) 1(0.7%) 3(6.0%)
I E 5 — 7(3.5%) 5(3.3%) 2(4.0%)
1. R SR 4(2.0%) 8(4.0%) 6(3.9%) 2(4.0%)
1R SN 1(0.5%) 4(2.0%) 4(2.6%) 0
1fn. R F s — 3(1.5%) 2(1.3%) 1(2.0%)
1 R EE N 4(2.0%) 7(3.5%) 4(2.6%) 3(6.0%)
Y= NWE I N T AT TR 10(5.0%) 22(10.9%) 17(11.2%) 5(10.0%)
SR R o R 7(3.5%) 13(6.4%) 7(4.6%) 6(12.0%)
7 a~EZa e — 1(0.5%) 1(0.7%) 0
/N — 5(2.5%) 4(2.6%) 1(2.0%)
i EREOR 5(2.5%) 15(7.4%) 13(8.6%) 2(4.0%)
I EREEE N — 5(2.5%) 5(3.3%) 0
DERRE FFRR 1(0.5%) 1(0.5%) 1(0.7%) 0
DR T — 2(1.0%) 1(0.7%) 1(2.0%)
i/ NBEOE N 1(0.5%) 3(1.5%) 2(1.3%) 1(2.0%)
SRR P 3(1.5%) 15(7.4%) 10(6.6%) 5(10.0%)
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BRI S
N VA=
. A f 50 mg 100 mg
BEHAAE (00 B HEFs 5 H ]
%K%ﬁ (PT) ~8 Jﬁ /1}&5‘%‘} Fﬁﬁ /1}&5‘%‘} Fﬁﬁ /1}&5‘%‘} Fﬁﬁ
(n=202) (52 38) (52 38) (52 38)
(n=202) (n=152) (n=50)
MF 7BV RAT7 7 Z—EHN 2(1.0%) 9(4.5%) 6(3.9%) 3(6.0%)
R . B — 1(0.5%) 0 1(2.0%)
SRS 22(10.9%) 47(23.3%) 30(19.7%) 17(34.0%)
L ML 1(0.5%) 1(0.7%) 0
M7 V7 F o A — B 3(1.5%) 7(3.5%) 5(3.3%) 2(4.0%)
R R OV 1(0.5%) 2(1.0%) 1(0.7%) 1(2.0%)
B PR IP 1(0.5%) 1(0.7%) 0
AR 1(0.5%) 1(0.5%) 0 1(2.0%)
B b S OVl kB P 3(1.5%) 20(9.9%) 16(10.5%) 4(8.0%)
T 2(1.0%) 9(4.5%) 6(3.9%) 3(6.0%)
B AE B 1(0.5%) 1(0.5%) 1(0.7%) 0
RES — 1(0.5%) 1(0.7%) 0
5 IR — 1(0.5%) 1(0.7%) 0
FHE 1(0.5%) 0 1(2.0%)
LIS — 1(0.5%) 1(0.7%) 0
\8Yis — 1(0.5%) 1(0.7%) 0
B i & PH 2% 2(1.0%) 2(1.3%) 0
JEJE RS 1(0.5%) 1(0.7%) 0
ETAER MR — 1(0.5%) 1(0.7%) 0
MR EN — 3(1.5%) 3(2.0%) 0
Bk, BHELROFEMAAOHAEY (FREOR) -7 25T 2(1.0%) 1(0.7%) 1(2.0%)
JE AN g — 1(0.5%) 0 1(2.0%)
DR AR — 1(0.5%) 1(0.7%) 0
PR R IR E 4(2.0%) 18(8.9%) 12(7.9%) 6(12.0%)
FAENE (R 1(0.5%) 1(0.5%) 1(0.7%) 0
FFEMED F — 3(1.5%) 1(0.7%) 2(4.0%)
AP F U 2(1.0%) 1(0.7%) 1(2.0%)
BISET) 3(1.5%) 7(3.5%) 5(3.3%) 2(4.0%)
ST BHRR — 1(0.5%) 0 1(2.0%)
LRl — 1(0.5%) 1(0.7%) 0
IO 1(0.5%) 1(0.7%) 0
S R 1(0.5%) 1(0.7%) 0
U PR PRI — 1(0.5%) 1(0.7%) 0
R 1(0.5%) 1(0.7%) 0
FEphpEE 8(4.0%) 4(2.6%) 4(8.0%)
s — 1(0.5%) 0 1(2.0%)
5 O — 1(0.5%) 1(0.7%) 0
AHRSE 6(3.0%) 3(2.0%) 3(6.0%)
BB OVR BB 7 2(1.0%) 3(1.5%) 1(0.7%) 2(4.0%)
HEIR R 1(0.5%) 1(0.5%) 0 1(2.0%)
R 1(0.5%) 1(0.5%) 1(0.7%) 0
BRI 1(0.5%) 0 1(2.0%)
AT B ORI S — 1(0.5%) 0 1(2.0%)
HEI — 1(0.5%) 0 1(2.0%)
MR ER, R K OV B 3(1.5%) 11(5.4%) 10(6.6%) 1(2.0%)
B 2(1.0%) 2(1.0%) 2(1.3%) 0
T L —ERR 1(0.5%) 5(2.5%) 4(2.6%) 1(2.0%)
FREORE 5(2.5%) 5(3.3%) 0
B e OVRE T Rk b 7(3.5%) 18(8.9%) 16(10.5%) 2(4.0%)
B & %% — 1(0.5%) 0 1(2.0%)
BEAbIE B2 1(0.5%) 3(1.5%) 3(2.0%) 0
FEIT R 1(0.5%) 1(0.7%) 0
iz 3(1.5%) 7(3.5%) 6(3.9%) 1(2.0%)
FENR R Z M5 1(0.5%) 1(0.5%) 1(0.7%) 0
ALEITE 1(0.5%) 1(0.7%) 0
F5 1(0.5%) 1(0.7%) 0
[ 1(0.5%) 1(0.5%) 1(0.7%) 0

105



274

FRRRHIR 2
N A=
i N 50 mg 100 mg
BEHAAE (00 B e H ]
%K%ﬁ (PT) ~8 Jﬁ /1}&’51‘/37‘} Fﬁﬁ /1}&’51‘/37‘} Fﬁﬁ /1}&’51‘/37‘} Fﬁﬁ
(n=202) (52 38) (52 38) (52 38)
(n=202) (n=152) (n=50)
OV HrER — 1(0.5%) 1(0.7%) 0
ZERRS 1(0.5%) 1(0.5%) 1(0.7%) 0
H7 B2 E — 1(0.5%) 1(0.7%) 0
A R 2(1.0%) 4(2.0%) 3(2.0%) 1(2.0%)
KEWRE — 1(0.5%) 1(0.7%) 0
RENRAERE — 1(0.5%) 0 1(2.0%)
ERiiGER 1(0.5%) 1(0.5%) 1(0.7%) 0
F R 1(0.5%) 1(0.5%) 1(0.7%) 0

T (FEELER)
Source : CTD fi##T, % 274_04_051, % 274 04_052
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BRERMREE

£27475 RHREHE [CL-051] ITBITH2TRTOEEER (RERFHAR)
. FHMREY ()
%%{g%\gsgggl 1~8 i@ 9~16 i 17~28 # 29~40 i 41 JH LUK ozt
JAcE (PT) (1~56 A) | (57~112 A) | (113~196 H) | (197~280 H) | (281 A~) (njz"oz)
(n=202) (n=195) (n=190) (n=184) (n=171)
TXTOHEHFRS 137(67.8%) 68(34.9%) 80(42.1%) 96(52.2%) 74(43.3%) | 189(93.6%)
DR 11(5.4%) 1(0.5%) 3(1.6%) 2(1.1%) 1(0.6%) 18(8.9%)
REINRFRPASE A4 0 0 0 1(0.5%) 0 1(0.5%)
E AR 1(0.5%) 0 1(0.5%) 0 0 2(1.0%)
LR AN 0 1(0.5%) 0 0 0 1(0.5%)
FW~7 a2z 4(2.0%) 0 1(0.5%) 0 0 5(2.5%)
i Fp PASE AN 42 0 0 0 1(0.5%) 0 1(0.5%)
fulEs 0 0 0 1(0.5%) 0 1(0.5%)
AP Rk 1(0.5%) 0 0 0 0 1(0.5%)
TRPERR IR 3(1.5%) 0 0 0 0 3(1.5%)
SIS IE 0 0 1(0.5%) 0 0 1(0.5%)
LM 2(1.0%) 0 0 0 1(0.6%) 3(1.5%)
FEEEKR 1(0.5%) 0 0 0 0 1(0.5%)
R OBk 0 3(1.5%) 1(0.5%) 0 1(0.6%) 5(2.5%)
A =T — LG 0 1(0.5%) 1(0.5%) 0 1(0.6%) 3(1.5%)
[ElfEtE D F 0 2(1.0%) 0 0 0 2(1.0%)
AR P 4(2.0%) 2(1.0%) 2(1.1%) 4(2.2%) 2(1.2%) 13(6.4%)
AR 77 0 1(0.5%) 0 1(0.5%) 1(0.6%) 3(1.5%)
AR 2 1(0.5%) 0 0 1(0.5%) 0 2(1.0%)
ARG 0 0 1(0.5%) 0 0 1(0.5%)
Sl 0 0 0 1(0.5%) 0 1(0.5%)
R af 0 0 0 1(0.5%) 0 1(0.5%)
T UV — ARG 1(0.5%) 1(0.5%) 0 0 0 2(1.0%)
AR 2 1(0.5%) 0 0 0 0 1(0.5%)
AR 7 1. 1(0.5%) 0 0 0 0 1(0.5%)
AL R P 28 0 0 1(0.5%) 0 0 1(0.5%)
F 0 0 0 0 1(0.6%) 1(0.5%)
Bl 19(9.4%) 14(7.2%) 9(4.7%) 10(5.4%) 9(5.3%) 50(24.8%)
JIE R A PRk 1(0.5%) 0 1(0.5%) 0 0 2(1.0%)
JIE BB R 0 0 0 1(0.5%) 1(0.6%) 2(1.0%)
L RE R 0 0 1(0.5%) 0 1(0.6%) 2(1.0%)
AR 0 0 0 2(1.1%) 0 2(1.0%)
FEEAR Y —7 0 0 0 0 1(0.6%) 1(0.5%)
{5 7(3.5%) 2(1.0%) 0 2(1.1%) 0 11(5.4%)
i ey 0 2(1.0%) 1(0.5%) 1(0.5%) 0 4(2.0%)
T 1(0.5%) 4(2.1%) 2(1.1%) 1(0.5%) 2(1.2%) 9(4.5%)
NI 3(1.5%) 1(0.5%) 1(0.5%) 0 0 5(2.5%)
HIEAR R 2(1.0%) 0 0 0 0 2(1.0%)
BB 0 0 0 0 3(1.8%) 3(1.5%)
A bR 1(0.5%) 0 0 0 0 1(0.5%)
LEIRES 0 1(0.5%) 1(0.5%) 0 1(0.6%) 2(1.0%)
FAiiRE PN 1(0.5%) 0 0 0 0 1(0.5%)
LD 1(0.5%) 0 2(1.1%) 0 0 3(1.5%)
e JE 1(0.5%) 0 0 0 0 1(0.5%)
LEES 1(0.5%) 1(0.5%) 2(1.1%) 0 0 4(2.0%)
MY 0 1(0.5%) 0 0 0 1(0.5%)
WP IE 1(0.5%) 1(0.5%) 0 1(0.5%) 0 2(1.0%)
A Rk 2(1.0%) 0 0 1(0.5%) 0 3(1.5%)
msPN 0 1(0.5%) 1(0.5%) 0 0 2(1.0%)
2R 0 0 0 1(0.5%) 0 1(0.5%)
[ 0 1(0.5%) 0 0 0 1(0.5%)
DY EE R ORGSR PTEERE 2(1.0%) 1(0.5%) 1(0.5%) 2(1.1%) 0 6(3.0%)
FLH IR 0 0 0 1(0.5%) 0 1(0.5%)
TEIE 0 0 1(0.5%) 0 0 1(0.5%)
=) 1(0.5%) 1(0.5%) 0 1(0.5%) 0 3(1.5%)
ol RIEE 0 2(1.0%) 0 0 1(0.6%) 3(1.5%)
ZHiPE T L L F— 0 2(1.0%) 0 0 1(0.6%) 3(1.5%)
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FERFE (1)

ey 3 1~8 i 9~16 i 17~28 i# 29~40 i 41 JELLRE -

d“%”iﬂﬁ (500) (1~56 A) | (57~112 A) | (113~196 H) | (197~280 H) | (281 A~) /f\ﬁ
HEARFE (PT) (n=202)

(n=202) (n=195) (n=190) (n=184) (n=171)

Y Je OV A HUE 35(17.3%) 17(8.7%) 15(7.9%) 21(11.4%) 28(16.4%) | 80(39.6%)
thaE g% 1(0.5%) 0 0 1(0.5%) 0 2(1.0%)
S 2(1.0%) 3(1.5%) 4(2.1%) 3(1.6%) 9(5.3%) 16(7.9%)
ELCES 0 0 0 1(0.5%) 0 1(0.5%)
[E I 0 1(0.5%) 0 0 0 1(0.5%)
R 0 1(0.5%) 0 0 1(0.6%) 2(1.0%)
FhifE 0 0 1(0.5%) 0 0 1(0.5%)
AN W 0 0 0 1(0.5%) 3(1.8%) 4(2.0%)
LTS 29(14.4%) 10(5.1%) 8(4.2%) 15(8.2%) 14(8.2%) 60(29.7%)
AR AR Y 0 0 1(0.5%) 0 0 1(0.5%)
LGRS 1(0.5%) 1(0.5%) 0 0 0 1(0.5%)
L 1(0.5%) 0 0 0 0 1(0.5%)
BER TR 0 0 1(0.5%) 0 0 1(0.5%)
GBI 0 0 0 0 1(0.6%) 1(0.5%)
IR I 0 0 1(0.5%) 0 0 1(0.5%)
RS 1(0.5%) 0 0 0 0 1(0.5%)
~Y any x—PEHR 0 0 0 1(0.5%) 0 1(0.5%)
7 A )V AMERG S 2(1.0%) 0 0 0 0 2(1.0%)
M e~/ L~ 2 1(0.5%) 1(0.5%) 0 1(0.5%) 0 1(0.5%)

s, Rk ML E A DHE 1(0.5%) 2(1.0%) 8(4.2%) 5(2.7%) 2(1.2%) 18(8.9%)
i e B 0 0 1(0.5%) 1(0.5%) 0 2(1.0%)
K 0 0 0 0 1(0.6%) 1(0.5%)
815 0 0 2(1.1%) 0 0 2(1.0%)
RAEIT 0 0 3(1.6%) 1(0.5%) 0 4(2.0%)
A L 1(0.5%) 0 0 0 0 1(0.5%)
A5 0 0 2(1.1%) 2(1.1%) 0 4(2.0%)
Al 0 1(0.5%) 0 0 0 1(0.5%)
B 0 0 0 1(0.5%) 0 1(0.5%)
A B RS 0 0 0 0 1(0.6%) 1(0.5%)
LEREE 0 1(0.5%) 0 0 0 1(0.5%)

(YR 97(48.0%) 37(19.0%) 44(23.2%) 62(33.7%) 46(26.9%) | 160(79.2%)
TS5= T3 IR T =T —BHIM| 6(3.0%) 2(1.0%) 1(0.5%) 0 1(0.6%) 10(5.0%)
é%;}fﬂ?/%T SORTEAT=T N 63.0%) 1(0.5%) 0 0 1(0.6%) 8(4.0%)
QiR ) a1 | 3(1.5%) 1(0.5%) 0 0 0 4(2.0%)
M = AT v— L 4(2.0%) 1(0.5%) 0 2(1.1%) 4(2.3%) 11(5.4%)
MmH 7 L7 F ok 2k —BHihn 20(9.9%) 5(2.6%) 8(4.2%) 9(4.9%) 7(4.1%) 41(20.3%)
i s v =8 1(0.5%) 0 0 0 0 1(0.5%)
R 27 V7= BN 2(1.0%) 0 0 3(1.6%) 1(0.6%) 6(3.0%)
s Np s % 0 0 1(0.5%) 2(1.1%) 0 3(1.5%)
M7 R o BRI 32(15.8%) 10(5.1%) 8(4.2%) 9(4.9%) 9(5.3%) 62(30.7%)
M) o L0 2(1.0%) 0 2(1.1%) 0 1(0.6%) 4(2.0%)
e 5 0 2(1.0%) 2(1.1%) 2(1.1%) 1(0.6%) 7(3.5%)
1fn. R SR 4(2.0%) 0 0 3(1.6%) 2(1.2%) 8(4.0%)
1R BN 1(0.5%) 0 1(0.5%) 2(1.1%) 0 4(2.0%)
1fn PR R 0 1(0.5%) 0 1(0.5%) 1(0.6%) 3(1.5%)
1 R B N 4(2.0%) 0 2(1.1%) 1(0.5%) 1(0.6%) 7(3.5%)
M7 L7 F ok AR FF—ERd 3(1.5%) 0 2(1.1%) 1(0.5%) 2(1.2%) 7(3.5%)
Y= INE I T AT 2T — BN 10(5.0%) 42.1%) 2(1.1%) 7(3.8%) 3(1.8%) 22(10.9%)
SR R o R 7(3.5%) 3(1.5%) 0 1(0.5%) 3(1.8%) 13(6.4%)
7 a~EZa e 0 1(0.5%) 0 0 0 1(0.5%)
/N 0 1(0.5%) 0 2(1.1%) 2(1.2%) 5(2.5%)
R AR 5(2.5%) 2(1.0%) 4(2.1%) 1(0.5%) 4(2.3%) 15(7.4%)
I EREEE N 0 2(1.0%) 1(0.5%) 2(1.1%) 0 5(2.5%)
DERRE FFRR 1(0.5%) 0 0 0 0 1(0.5%)
DR T 0 0 1(0.5%) 1(0.5%) 0 2(1.0%)
/ORI 1(0.5%) 0 2(1.1%) 0 0 3(1.5%)
SRR AP 3(1.5%) 1(0.5%) 3(1.6%) 7(3.8%) 1(0.6%) 15(7.4%)
Mf 7BV RAT7 7 Z—E N 2(1.0%) 1(0.5%) 2(1.1%) 2(1.1%) 2(1.2%) 9(4.5%)
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FERFE (1)

ey 3 1~8 i 9~16 i 17~28 i# 29~40 i 41 JELLRE -
‘4“'3’%267}@ (500) (1~56 A) | (57~112 A) | (113~196 H) | (197~280 H) | (281 A~) /f\’ﬁ
HEARFE (PT) (n=202)
(n=202) (n=195) (n=190) (n=184) (n=171)
RS . B 0 0 0 0 1(0.6%) 1(0.5%)
SR S 22(10.9%) 42.1%) 14(7.4%) 18(9.8%) 11(6.4%) 47(23.3%)
L ML 0 0 1(0.5%) 0 0 1(0.5%)
R R OV 1(0.5%) 1(0.5%) 0 0 0 2(1.0%)
AARHOR 1(0.5%) 0 0 0 0 1(0.5%)
B PR IP 0 1(0.5%) 0 0 0 1(0.5%)
8 R S OVl kB P 3(1.5%) 3(1.5%) 9(4.7%) 4(2.2%) 1(0.6%) 20(9.9%)
G iadhil 2(1.0%) 1(0.5%) 3(1.6%) 3(1.6%) 0 9(4.5%)
B AR RS B A 1(0.5%) 0 0 0 0 1(0.5%)
e 0 0 1(0.5%) 0 0 1(0.5%)
75 IR 0 1(0.5%) 0 0 0 1(0.5%)
IR 0 0 1(0.5%) 0 0 1(0.5%)
EREIES 0 1(0.5%) 0 0 0 1(0.5%)
(Y5 0 0 1(0.5%) 0 0 1(0.5%)
EEEEEDS 0 0 2(1.1%) 0 0 2(1.0%)
JEJE RS 0 0 1(0.5%) 0 0 1(0.5%)
BTG HER 0 0 1(0.5%) 0 0 1(0.5%)
MR EN 0 0 1(0.5%) 1(0.5%) 1(0.6%) 3(1.5%)
f—{%;%%%%ﬁwﬁ DFEY (FERAK O 0 0 100.5%) 100.5%) 0 2(1.0%)
JEJE g 0 0 1(0.5%) 0 0 1(0.5%)
IR ) 0 0 0 1(0.5%) 0 1(0.5%)
AR R E 4(2.0%) 5(2.6%) 4(2.1%) 6(3.3%) 2(1.2%) 18(8.9%)
FABIE B A 1(0.5%) 0 0 0 0 1(0.5%)
FEWED E 0 2(1.0%) 0 1(0.5%) 1(0.6%) 3(1.5%)
IRALPESD F 0 1(0.5%) 0 1(0.5%) 0 2(1.0%)
iV 3(1.5%) 1(0.5%) 1(0.5%) 3(1.6%) 0 7(3.5%)
IR RIS 0 1(0.5%) 0 0 0 1(0.5%)
AR 0 0 0 0 1(0.6%) 1(0.5%)
il i) 0 0 1(0.5%) 0 0 1(0.5%)
SRR T B R 0 0 1(0.5%) 0 0 1(0.5%)
JUB AR IR 0 0 0 1(0.5%) 0 1(0.5%)
B T A 0 0 1(0.5%) 0 0 1(0.5%)
R 0 1(0.5%) 7(3.7%) 0 0 8(4.0%)
s 0 0 1(0.5%) 0 0 1(0.5%)
5 O 0 0 1(0.5%) 0 0 1(0.5%)
RIRSE 0 1(0.5%) 5(2.6%) 0 0 6(3.0%)
BB OYR B RE 2(1.0%) 0 0 1(0.5%) 1(0.6%) 3(1.5%)
HEGR K3 1(0.5%) 0 0 0 0 1(0.5%)
i3 1(0.5%) 0 0 0 0 1(0.5%)
PR IR 0 0 0 1(0.5%) 1(0.6%) 1(0.5%)
TR K ORI 0 0 0 1(0.5%) 0 1(0.5%)
LR 0 0 0 1(0.5%) 0 1(0.5%)
P, AT K O b 5 3(1.5%) 5(2.6%) 1(0.5%) 4(2.2%) 2(1.2%) 11(5.4%)
DS 2(1.0%) 0 0 0 0 2(1.0%)
7L —ERR 1(0.5%) 3(1.5%) 0 1(0.5%) 0 5(2.5%)
FRGEDRIE 0 2(1.0%) 1(0.5%) 3(1.6%) 2(1.2%) 5(2.5%)
B2 B OVEE TR 7(3.5%) 1(0.5%) 4(2.1%) 7(3.8%) 1(0.6%) 18(8.9%)
BT 0 0 0 1(0.5%) 0 1(0.5%)
BEAbIE B2 1(0.5%) 0 1(0.5%) 1(0.5%) 0 3(1.5%)
FITREE 0 0 1(0.5%) 0 0 1(0.5%)
i 3(1.5%) 1(0.5%) 1(0.5%) 3(1.6%) 0 7(3.5%)
FERR R Z VEmE 1(0.5%) 0 0 0 0 1(0.5%)
FLATTS 0 0 1(0.5%) 0 0 1(0.5%)
b 0 0 0 1(0.5%) 0 1(0.5%)
22 1(0.5%) 0 0 0 0 1(0.5%)
OV HrER 0 0 0 0 1(0.6%) 1(0.5%)
ZERRS 1(0.5%) 0 0 0 0 1(0.5%)
H7 B2 E 0 0 0 1(0.5%) 0 1(0.5%)
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BRI S
. FHMREY ()

%ﬁgﬁj@j}gsﬁ)gl 1~8 i 9~16 i 17~28 i 29~40 i 41 W LA e

JAZE (PT) (1~56 A) | (57~112 A) | (113~196 H) | (197~280 H) | (281 A~) (n=2p02)
(n=202) (n=195) (n=190) (n=184) (n=171)

A 1(0.5%) 0 0 2(1.1%) 0 3(1.5%)
RERIG 0 0 0 1(0.5%) 0 1(0.5%)
RENNRAHE 0 0 0 1(0.5%) 0 1(0.5%)
RAH I 1(0.5%) 0 0 0 0 1(0.5%)
2 RE 1(0.5%) 0 0 0 0 1(0.5%)

FBGIE (FIE)
Source : CL-051 #AfH#MEE, #* 12.51.1.1, #* 125.1.3.1.1, #* 12.5.1.7.2.1, CTD fi##t % 276 01 _001
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BRERMREE

+®274.7-6 Bt BREAER [CL-045, CL-048] [ZHI1T5 T RXTHEIEA
MedDRA/T Version 12.1 PEBOG IR [(;L:04§, CL-048]
BEHADE (S00) 75K g = m;7“7“1/00 - e FLFa oy
& () (n=391) (0=210) (n=587) (n=208) (n=1005) (n=375)
F_TORIEM 131(22.2%) 49(23.3%) 144(24.5%) 54(26.0%) 247(24.6%) 131(34.9%)
LIRS == 1(0.2%) 0 0 0 0 0
=yt 1(0.2%) 0 0 0 0 0
DR 10(1.7%) 3(1.4%) 9(1.5%) 6(2.9%) 18(1.8%) 3(0.8%)
PR 2(0.3%) 0 0 0 0 0
BEREET Yy 1(0.2%) 0 0 1(0.5%) 1(0.1%) 0
Rk 1(0.2%) 0 0 0 0 0
EWT vy 0 0 0 0 0 1(0.3%)
EWZTay s 2(0.3%) 0 0 0 0 0
R 0 0 0 1(0.5%) 1(0.1%) 0
EulEs 1(0.2%) 1(0.5%) 5(0.9%) 1(0.5%) 7(0.7%) 0
ME7ay 7 0 0 1(0.2%) 0 1(0.1%) 0
TRE A EE R 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0
TRPERAR 1(0.2%) 0 0 0 0 0
S MESMIGHE 3(0.5%) 1(0.5%) 3(0.5%) 4(1.9%) 8(0.8%) 2(0.5%)
SR 0 0 2(0.3%) 0 2(0.2%) 0
PRSI 3(0.5%) 1(0.5%) 0 0 1(0.1%) 0
H R Ok s i 1(0.2%) 0 2(0.3%) 1(0.5%) 3(0.3%) 2(0.5%)
g 1(0.2%) 0 0 0 0 0
[l PE D F U 0 0 2(0.3%) 1(0.5%) 3(0.3%) 2(0.5%)
AR P 1(0.2%) 0 0 0 0 3(0.8%)
il 1(0.2%) 0 0 0 0 3(0.8%)
Bl 32(5.4%) 7(3.3%) 37(6.3%) 14(6.7%) 58(5.8%) 62(16.5%)
JIE R A PRk 2(0.3%) 0 1(0.2%) 0 1(0.1%) 2(0.5%)
JIE BB 1(0.2%) 0 3(0.5%) 2(1.0%) 5(0.5%) 1(0.3%)
20 0 1(0.5%) 0 0 1(0.1%) 0
L RE R 0 0 0 1(0.5%) 1(0.1%) 1(0.3%)
BLETS 0 0 0 0 0 1(0.3%)
PN 0 0 0 0 0 1(0.3%)
fEFL 13(2.2%) 1(0.5%) 18(3.1%) 6(2.9%) 25(2.5%) 13(3.5%)
T 1(0.2%) 1(0.5%) 1(0.2%) 1(0.5%) 3(0.3%) 0
N LI 12(2.0%) 2(1.0%) 13(2.2%) 2(1.0%) 17(1.7%) 50(13.3%)
+ RMRE S 0 1(0.5%) 1(0.2%) 0 2(0.2%) 0
LR B 0 0 1(0.2%) 0 1(0.1%) 0
A 1(0.2%) 0 0 0 0 1(0.3%)
EES 1(0.2%) 1(0.5%) 4(0.7%) 2(1.0%) 7(0.7%) 2(0.5%)
L] 0 0 0 0 0 1(0.3%)
M AE SR 0 0 0 1(0.5%) 1(0.1%) 0
AP A E A R 0 0 0 1(0.5%) 1(0.1%) 0
L 1(0.2%) 0 0 0 0 0
LEES 2(0.3%) 0 0 0 0 0
mESPN 0 0 1(0.2%) 0 1(0.1%) 1(0.3%)
[N 0 0 0 0 0 1(0.3%)
DY EE L ORGSR PTEERE 3(0.5%) 2(1.0%) 2(0.3%) 4(1.9%) 8(0.8%) 10(2.7%)
PR A Rk 0 0 0 0 0 1(0.3%)
i) 0 0 0 0 0 1(0.3%)
B 0 0 0 1(0.5%) 1(0.1%) 0
9 57 1(0.2%) 0 0 0 0 0
PE R 0 0 2(0.3%) 1(0.5%) 3(0.3%) 1(0.3%)
VRN 0 0 0 1(0.5%) 1(0.1%) 0
=) 2(0.3%) 2(1.0%) 0 1(0.5%) 3(0.3%) 8(2.1%)
JHF B SR B 0 1(0.5%) 0 0 1(0.1%) 0
ARFES 0 1(0.5%) 0 0 1(0.1%) 0
JEAE LR 0 1(0.5%) 0 0 1(0.1%) 0
Y Je OV A= HUE 2(0.3%) 2(1.0%) 3(0.5%) 0 5(0.5%) 2(0.5%)
JE 2% 1(0.2%) 2(1.0%) 2(0.3%) 0 4(0.4%) 1(0.3%)
BRI/ 0 0 0 0 0 1(0.3%)
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BRI S
MedDRA/J Version 12.1 ! @N%ﬁﬁfﬁi [fb(gs/ CL-048)
Do e ) VAN =1 B ~ = oS
ﬁi%%ﬁﬁ) 500 inzsglj)h 25 mg >0 mg 100 mg Ak N(:Zsjsj/
(n=210) (n=587) (n=208) (n=1005)
LTS 1(0.2%) 0 0 0 0 0
[RY RN 0 0 1(0.2%) 0 1(0.1%) 0
YRS 89(15.1%) 33(15.7%) 90(15.3%) 30(14.4%) 153(15.2%) 56(14.9%)
Zé;u: STRRTIAT TR gy 2(1.0%) 12(2.0%) 5(2.4%) 19(1.9%) 9(2.4%)
;fﬁgé;ﬁu BT NT AT = 9(1.5%) 4(1.9%) 7(1.2%) 5(2.4%) 16(1.6%) 10(2.7%)
M e e 3(0.5%) 0 4(0.7%) 1(0.5%) 5(0.5%) 4(1.1%)
M= AT v — L 9(1.5%) 1(0.5%) 3(0.5%) 0 4(0.4%) 1(0.3%)
M7 L7 F ok ARFF—BHn 23(3.9%) 5(2.4%) 17(2.9%) 5(2.4%) 27(2.7%) 8(2.1%)
M7 V7 F =i 1(0.2%) 0 0 1(0.5%) 1(0.1%) 2(0.5%)
oz L7 F =8 3(0.5%) 2(1.0%) 1(0.2%) 2(1.0%) 5(0.5%) 0
1~ R R 1(0.2%) 2(1.0%) 1(0.2%) 0 3(0.3%) 3(0.8%)
i 7 R o BN 5(0.8%) 2(1.0%) 6(1.0%) 3(1.4%) 11(1.1%) 3(0.8%)
M7 ) o AHEN 4(0.7%) 0 1(0.2%) 0 1(0.1%) 0
e E5- 1(0.2%) 0 0 1(0.5%) 1(0.1%) 2(0.5%)
1fn H PR FE s 0 0 1(0.2%) 0 1(0.1%) 0
IR BN 5(0.8%) 0 1(0.2%) 0 1(0.1%) 0
1fn H PR R 2(0.3%) 0 1(0.2%) 0 1(0.1%) 2(0.5%)
1 H RN 1(0.2%) 2(1.0%) 1(0.2%) 0 3(0.3%) 0
Y= NE IV NT AT =T — BRI 13(2.2%) 9(4.3%) 26(4.4%) 7(3.4%) 42(4.2%) 6(1.6%)
JRHT R o B 5(0.8%) 2(1.0%) 2(0.3%) 0 4(0.4%) 3(0.8%)
~< h7 U M 1(0.2%) 0 0 0 0 0
~E 7T R 2(0.3%) 0 0 0 0 0
DAAEE N 0 0 1(0.2%) 1(0.5%) 2(0.2%) 1(0.3%)
1/ R B R 1(0.2%) 1(0.5%) 1(0.2%) 0 2(0.2%) 0
R ED 0 0 1(0.2%) 0 1(0.1%) 0
I 1 Bk E D 2(0.3%) 4(1.9%) 3(0.5%) 3(1.4%) 10(1.0%) 7(1.9%)
M EREEE N 4(0.7%) 2(1.0%) 2(0.3%) 1(0.5%) 5(0.5%) 4(1.1%)
DR T 0 0 0 0 0 1(0.3%)
I/ NEREE N 3(0.5%) 1(0.5%) 6(1.0%) 4(1.9%) 11(1.1%) 0
SRR AP 6(1.0%) 2(1.0%) 8(1.4%) 6(2.9%) 16(1.6%) 2(0.5%)
Mf 7BV RAT7 7 Z—E N 13(2.2%) 6(2.9%) 16(2.7%) 5(2.4%) 27(2.7%) 6(1.6%)
PR S 6(1.0%) 2(1.0%) 6(1.0%) 1(0.5%) 9(0.9%) 1(0.3%)
o7 L7 F ok AR FF—ERd 1(0.2%) 0 2(0.3%) 3(1.4%) 5(0.5%) 3(0.8%)
IS 0 0 0 0 0 1(0.3%)
AR 0 0 0 0 0 1(0.3%)
T S OVl kB P 2(0.3%) 0 0 0 0 0
R 1(0.2%) 0 0 0 0 0
T 1(0.2%) 0 0 0 0 0
RR R IR E 8(1.4%) 2(1.0%) 2(0.3%) 3(1.4%) 7(0.7%) 2(0.5%)
Jibd £ ifn. 0 1(0.5%) 0 0 1(0.1%) 0
FH e A 1(0.2%) 0 0 0 0 0
FEEWED E 3(0.5%) 0 1(0.2%) 0 1(0.1%) 0
iR 3(0.5%) 1(0.5%) 1(0.2%) 3(1.4%) 5(0.5%) 2(0.5%)
=N AEES 1(0.2%) 0 0 0 0 0
ERARVEDRSR 0 0 1(0.2%) 0 1(0.1%) 0
R B 0 0 1(0.2%) 0 1(0.1%) 0
5 O 0 0 1(0.2%) 0 1(0.1%) 0
BB OYR BB 6(1.0%) 2(1.0%) 9(1.5%) 1(0.5%) 12(1.2%) 5(1.3%)
HEGR K3 0 0 1(0.2%) 0 1(0.1%) 1(0.3%)
HER S 0 0 1(0.2%) 0 1(0.1%) 0
PR IR 6(1.0%) 2(1.0%) 7(1.2%) 1(0.5%) 10(1.0%) 4(1.1%)
MR ER, R K OV B 1(0.2%) 1(0.5%) 0 0 1(0.1%) 2(0.5%)
NEIN: Bz A 0 1(0.5%) 0 0 1(0.1%) 1(0.3%)
FE 0 0 0 0 0 1(0.3%)
B LN IR 1(0.2%) 0 0 0 0 0
B e OVRE T R b 0 0 4(0.7%) 4(1.9%) 8(0.8%) 2(0.5%)
IRIEE B 5% 0 0 1(0.2%) 0 1(0.1%) 0
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FRRRHIR 2
MedDRA/T Version 12.1 PEBOG IR [(;5:04; CL-048]
BWERIAE (SOC) A S AAr AR S— rTFRDY
HAE (PT) (n=591) 25 mg >0 mg 100 mg R (n=375)
(n=210) (n=587) (n=208) (n=1005)
B Wz fgk 0 0 0 0 0 1(0.3%)
I 0 0 2(0.3%) 1(0.5%) 3(0.3%) 0
RTF 4 —T R D a v NEGRE 0 0 0 1(0.5%) 1(0.1%) 0
ZERRS 0 0 1(0.2%) 2(1.0%) 3(0.3%) 1(0.3%)
A R 0 2(1.0%) 2(0.3%) 1(0.5%) 5(0.5%) 4(1.1%)
1 1L 0 2(1.0%) 2(0.3%) 1(0.5%) 5(0.5%) 3(0.8%)
IEFTH 0 0 0 0 0 1(0.3%)

FEBBIH GEBL=R)
Source : CTD fi##, 2 274 04 003
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BRI S
£27477 REHRE5HE [CL-051] I2HBITH5TXTHEIEA
N A= 4
. Py 50 mg 100 mg
HAZE (PT) ~3 3 @&;1@ ] EESGIIH EESGIIH
(n=202) (52 38) (5238) (5238)
(n=202) (n=152) (n=50)
T _TORENWER 35(17.3%) 66(32.7%) 51(33.6%) 15(30.0%)
Lo 7(3.5%) 10(5.0%) 7(4.6%) 3(6.0%)
SRR 1(0.5%) 1(0.5%) 1(0.7%) 0
HME7a s 3(1.5%) 4(2.0%) 3(2.0%) 1(2.0%)
EUfES — 1(0.5%) 1(0.7%) 0
Tl AR R 1(0.5%) 1(0.5%) 1(0.7%) 0
LM 2(1.0%) 3(1.5%) 1(0.7%) 2(4.0%)
AR PR 1(0.5%) 1(0.5%) 1(0.7%) 0
IR 72 1. 1(0.5%) 1(0.5%) 1(0.7%) 0
Bl 13(6.4%) 18(8.9%) 14(9.2%) 4(8.0%)
A R 2(1.0%) 2(1.0%) 1(0.7%) 1(2.0%)
5% 7(3.5%) 10(5.0%) 9(5.9%) 1(2.0%)
T 1(0.5%) 2(1.0%) 2(1.3%) 0
ISR 2(1.0%) 4(2.0%) 3(2.0%) 1(2.0%)
H b 1(0.5%) 1(0.5%) 1(0.7%) 0
D) 1(0.5%) 1(0.5%) 1(0.7%) 0
NN — 1(0.5%) 0 1(2.0%)
Y EE KOG R PTERRE 1(0.5%) 2(1.0%) 2(1.3%) 0
VRN — 1(0.5%) 1(0.7%) 0
178 1(0.5%) 1(0.5%) 1(0.7%) 0
JEYE B OV A= sUE — 2(1.0%) 2(1.3%) 0
Ja 2% — 2(1.0%) 2(1.3%) 0
(YR 11(5.4%) 35(17.3%) 28(18.4%) 7(14.0%)
TI=v T/ RTUAT =T —BRIN 1(0.5%) 2(1.0%) 2(1.3%) 0
TARTXURT I ) N T UAT =7 —BHN 2(1.0%) 3(1.5%) 2(1.3%) 1(2.0%)
M= AT v — L0 1(0.5%) 1(0.5%) 1(0.7%) 0
M7 L7 F ok ARFF—BEN 2(1.0%) 4(2.0%) 3(2.0%) 1(2.0%)
frf 27 V7= N — 1(0.5%) 1(0.7%) 0
i R o BN 1(0.5%) 1(0.5%) 1(0.7%) 0
I E 5 — 6(3.0%) 5(3.3%) 1(2.0%)
1fn. R SR 1(0.5%) 1(0.5%) 1(0.7%) 0
1R BN — 2(1.0%) 2(1.3%) 0
1 H RN 1(0.5%) 1(0.5%) 1(0.7%) 0
Y= INWNE I T AT =T —BHN 2(1.0%) 3(1.5%) 2(1.3%) 1(2.0%)
SR R o R — 1(0.5%) 1(0.7%) 0
7)) a~E s a e — 1(0.5%) 1(0.7%) 0
1R ER A — 2(1.0%) 1(0.7%) 1(2.0%)
1 BRER — 5(2.5%) 4(2.6%) 1(2.0%)
PR B — 1(0.5%) 1(0.7%) 0
MFT BV RAT 72— RN — 3(1.5%) 2(1.3%) 1(2.0%)
PR SR — 2(1.0%) 2(1.3%) 0
M7 V7 F ok A RS F—EEd 2(1.0%) 3(1.5%) 3(2.0%) 0
PR B OV b — 1(0.5%) 1(0.7%) 0
PR IP — 1(0.5%) 1(0.7%) 0
AR R E 1(0.5%) 6(3.0%) 2(1.3%) 4(8.0%)
FRENED F — 2(1.0%) 1(0.7%) 1(2.0%)
IRALPED F — 1(0.5%) 0 1(2.0%)
Gt 1(0.5%) 2(1.0%) 1(0.7%) 1(2.0%)
B RIS — 1(0.5%) 0 1(2.0%)
kRS — 1(0.5%) 0 1(2.0%)
AHRSE — 1(0.5%) 0 1(2.0%)
B2 B OV T L 2(1.0%) 2(1.0%) 2(1.3%) 0
s 1(0.5%) 1(0.5%) 1(0.7%) 0
ZERS 1(0.5%) 1(0.5%) 1(0.7%) 0

FHF GEBLE)
Source : CTD fit#, # 274 04 061, 3 274 04 062
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BRI S
+27.47-8 ERNRBRHEICET52IRTOEESER FBBEMNEE) (1)
Phigsc BGRER [CL-045, CL-048]
MedDRA/J Version 12.1 e N /=
BE AR (SOC) 7 7um 25 me S0 me
AT (PT) @=591) (1=210) (1=587)
(355 K | B (355 AR | B (2355 PR | HE
TRTOHEFERR 430(72.8%) | 17(2.9%) | 0 | 160(76.2%) | 8(3.8%) |1(0.5%)| 439(74.8%) |12(2.0%)| 0
ML DY) SR fEE 1(0.2%) 0 0 0 0 0 0 0 0
Al 1(0.2%) 0 0 0 0 0 0 0 0
U iR 0 0 0 0 0 0 0 0 0
ol 2(0.3%) | 2(0.3%) 0 3(1.4%) 0 0 6(1.0%) 0 0
KEDRF PASH R A 0 0 0 0 0 0 0 0 0
LA ANE) 0 1(0.2%) 0 0 0 0 0 0 0
IR 1(0.2%) 0 0 0 0 0 0 0 0
51 7 PASH A A E 0 0 0 0 0 0 0 0 0
GUfeS 1(0.2%) | 1(0.2%) 0 3(1.4%) 0 0 5(0.9%) 0 0
SR 0 0 0 0 0 0 2(0.3%) 0 0
H Ok e 5(0.8%) 0 0 2(1.0%) 0 0 3(0.5%) 0 0
A = — LR 0 0 0 0 0 0 0 0 0
g 2(0.3%) 0 0 0 0 0 0 0 0
[E]fiEE D F 3(0.5%) 0 0 1(0.5%) 0 0 3(0.5%) 0 0
SENL R [EHRIE D F 0 0 0 0 0 0 0 0 0
H AR 0 0 0 1(0.5%) 0 0 0 0 0
AR p 4(0.7%) 0 0 3(1.4%) 0 0 10(1.7%) 0 0
ARARIR 57 1(0.2%) 0 0 1(0.5%) 0 0 2(0.3%) 0 0
ARG 2% 0 0 0 0 0 0 2(0.3%) 0 0
IR gy gt 0 0 0 0 0 0 1(0.2%) 0 0
Sl 2(0.3%) 0 0 1(0.5%) 0 0 1(0.2%) 0 0
it MR 1L 0 0 0 0 0 0 0 0 0
B 0 0 0 0 0 0 1(0.2%) 0 0
7 LV — IR 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
B DR 93 P A EhE 0 0 0 0 0 0 1(0.2%) 0 0
AR iz 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
ARG 0 0 0 0 0 0 0 0 0
ARYE 0 0 0 0 0 0 1(0.2%) 0 0
FRWCIE 1(0.2%) 0 0 0 0 0 0 0 0
AR Fe 1. 0 0 0 0 0 0 0 0 0
AR IR PF 28 0 0 0 0 0 0 1(0.2%) 0 0
T 1(0.2%) 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0 0
A ks 67(11.3%) | 1(0.2%) 0 1909.0%) |2(1.0%)| 0 68(11.6%) [1(02%)| 0
JEEBAS LI 6(1.0%) 0 0 1(0.5%) 0 0 5(0.9%) 0 0
AL 2(0.3%) 0 0 0 0 0 4(0.7%) 0 0
e 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
R 5(0.8%) 0 0 1(0.5%) 0 0 2(0.3%) 0 0
g 1(0.2%) 0 0 1(0.5%) 0 0 0 0 0
KGR 0 0 0 0 0 0 0 0 0
FelREPNi T 0 0 0 0 0 0 0 0 0
FERGR Y — 7 0 0 0 0 0 0 0 0 0
[EE 16(2.7%) 0 0 4(1.9%) 0 0 22(3.7%) 0 0
L) 2(0.3%) 0 0 0 0 0 2(0.3%) 0 0
T 8(1.4%) | 1(0.2%) 0 2(1.0%) 0 0 9(1.5%) 0 0
M Pz 12(2.0%) 0 0 4(1.9%) 0 0 13(2.2%) 0 0
+ AR AE 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
WL R 1(0.2%) 0 0 2(1.0%) 0 0 3(0.5%) 0 0
Mg 0 0 0 1(0.5%) 0 0 1(02%) [1(02%)| 0
BLW 0 0 0 0 0 0 1(0.2%) 0 0
i {5 1(0.2%) 0 0 0 0 0 0 0 0
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FRRRHIR 2
PRl AREBR [CL-045, CL-048]

MedDRA/J Version 12.1 SN N V=g

ZRE IR (SOC) 7 7 L 25 mg 50 mg
HAGE (PT) @=391) (n=210) (n=587)

R HpEERE | HE (5353 HREERE | EE R HpEERE | EJE

B 1(0.2%) 0 0 0 0 0 0 0 0
H R 1(0.2%) 0 0 2(1.0%) 0 0 5(0.9%) 0 0
H B 0 0 0 0 0 0 0 0 0
o PR 0 0 0 0 0 0 0 0 0
P 2(0.3%) 0 0 0 0 0 1(0.2%) 0 0
N 1(0.2%) 0 0 0 0 0 0 0 0
L) 0 0 0 0 0 0 0 0 0
I8 Pt 0 0 0 0 0 0 0 0 0
iR 0 0 0 0 0 0 0 0 0
SR R E (5 0 0 0 0 0 0 0 0 0
By 1(0.2%) 0 0 0 0 0 0 0 0
TN 2(0.3%) 0 0 0 0 0 1(0.2%) 0 0
5 JE 97 0 0 0 0 0 0 1(0.2%) 0 0
i JE % 2(0.3%) 0 0 0 0 0 0 0 0
[ERCES 0 0 0 0 0 0 1(0.2%) 0 0
M ENE 0 0 0 0 0 0 0 0 0
WP R TE R 0 0 0 0 0 0 0 0 0
AN 2(0.3%) 0 0 0 0 0 1(0.2%) 0 0
RN 1(0.2%) 0 0 0 0 0 0 0 0
2Kl 2(0.3%) 0 0 0 1(0.5%) | 0 0 0 0
Mg i 2(0.3%) 0 0 100.5%) [1(0.5%)| 0 2(0.3%) 0 0
AEOOVEN 1(0.2%) 0 0 0 0 0 0 0 0
PR H f. 0 0 0 0 0 0 1(0.2%) 0 0
F O REGE SR 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0

B[R R O  RPTERRE 8(1.4%) 0 0 3(1.4%) 0 0 6(1.0%) 0 0
FaEBAS e jk 0 0 0 0 0 0 0 0 0
o 0 0 0 0 0 0 1(0.2%) 0 0
|y 1(0.2%) 0 0 0 0 0 0 0 0
I 57 1(0.2%) 0 0 0 0 0 0 0 0
R 0 0 0 0 0 0 0 0 0
T e 1(0.2%) 0 0 0 0 0 0 0 0
PE I 1(0.2%) 0 0 0 0 0 2(0.3%) 0 0
TR 0 0 0 0 0 0 0 0 0
AT E 0 0 0 0 0 0 0 0 0
FEEN 1(0.2%) 0 0 1(0.5%) 0 0 3(0.5%) 0 0
H 8 3(0.5%) 0 0 2(1.0%) 0 0 0 0 0

T NEE R 0 0 0 1(0.5%) 0 0 0 0 0
JIEFER 0 0 0 1(0.5%) 0 0 0 0 0
JIBAE JE R 0 0 0 1(0.5%) 0 0 0 0 0
Lo A VIEAGERE 0 0 0 0 0 0 0 0 0

o) R 1(0.2%) 0 0 0 0 0 0 0 0
SRR BUE 1(0.2%) 0 0 0 0 0 0 0 0
FEMET L X — 0 0 0 0 0 0 0 0 0

RCYIE K VA A HRUE 123(20.8%) | 6(1.0%) 0 62(29.5%) [2(1.0%)| 0 |135(23.0%) |6(1.0%)| 0
MR SIS 0 0 0 0 0 0 0 0 0
AR 0 1(0.2%) 0 0 0 0 0 0 0
BB TS 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
JEIES 12(2.0%) | 1(0.2%) 0 7(3.3%) 0 0 20(3.4%) | 1(0.2%) 0
o 1(0.2%) 0 0 0 0 0 0 0 0
ELiZES 7(1.2%) 0 0 1(0.5%) [1(0.5%)| 0 5(0.9%) 0 0
AV AVEE %% 0 0 0 4(1.9%) 0 0 1(0.2%) 0 0
fai~ L~ X 1(0.2%) 0 0 0 0 0 0 0 0
LiRIN/ A 1(0.2%) 0 0 1(0.5%) 0 0 1(0.2%) | 1(0.2%) 0
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BRI S
PRl AREBR [CL-045, CL-048]

MedDRA/J Version 12.1 e e TR

ZRE IR (SOC) 7 7 L 25 mg - 50 m
HAGE (PT) @=391) (n=210) (n=5 85)

(1913 PR | B (353 PR | BB (235 WP | B

FRLE 0 0 0 0 0 0 0 0 0
f TN 6(1.0%) 0 0 2(1.0%) | 1(0.5%)| 0 5(0.9%) 0 0
RPN 91(15.4%) | 3(0.5%) 0 43(20.5%) 0 0 96(16.4%) |3(0.5%)| 0
SAE S 0 0 0 0 0 0 0 0 0
%% 0 0 0 0 0 0 0 0 0
AP ER 1(0.2%) 0 0 0 0 0 0 0 0
B AR B RE Y 0 0 0 0 0 0 0 0 0
T BB T I 0 1(0.2%) 0 0 0 0 0 0 0
LD 5(0.8%) 0 0 2(1.0%) 0 0 3(0.5%) 0 0
J 5 B i 2% 0 0 0 0 0 0 0 1(0.2%) 0
RS 0 0 0 0 0 0 0 0 0
AR R 0 0 0 0 0 0 0 0 0
SR 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
Rl e 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
JE 0 0 0 1(0.5%) 0 0 0 0 0
ST e 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
VoL 0 0 0 0 0 0 1(0.2%) 0 0
e 1(0.2%) 0 0 0 0 0 0 0 0
ARGE R 2(0.3%) 0 0 2(1.0%) 0 0 2(0.3%) 0 0
SRR 0 0 0 0 0 0 0 0 0
AN 0 0 0 1(0.5%) 0 0 3(0.5%) 0 0
A L AMEE % 0 0 0 0 0 0 1(0.2%) 0 0
RYER T 1(0.2%) 0 0 0 0 0 0 0 0
gl 0 0 0 0 0 0 0 0 0
R 1 0 0 0 0 0 0 0 0 0
Y any x—HEHE 0 0 0 0 0 0 0 0 0
Ep RS 1(0.2%) 0 0 0 0 0 0 0 0
A L AV 0 0 0 0 0 0 0 0 0
=3 0 0 0 0 0 0 0 0 0
SIS MERTS 0 0 0 0 0 0 0 0 0
[m] AN 0 0 0 0 0 0 3(0.5%) 0 0

55, Tk OWE A DHE 6(1.0%) | 2(0.3%) 0 52.4%) |1(0.5%)| 0 15(2.6%) | 2(0.3%) 0
s 0 0 0 0 0 0 1(0.2%) 0 0
i e B 0 0 0 0 0 0 0 0 0
HUE 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
$EET 0 0 0 0 1(0.5%)| 0 0 0 0
SMEVEEET 0 0 0 0 0 0 1(0.2%) 0 0
B E R T 0 1(0.2%) 0 0 0 0 0 0 0
TRt - ST 0 0 0 0 0 0 0 0 0
KI&E B E T 0 0 0 0 0 0 0 0 0
ELCAEE 0 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0 0
#1455 0 0 0 0 0 0 0 0 0
R fifad 1(0.2%) 0 0 1(0.5%) 0 0 4(0.7%) 0 0
MR LR 0 0 0 0 0 0 0 0 0
a5 0 0 0 0 0 0 1(0.2%) 0 0
R BT 0 0 0 0 0 0 1(0.2%) 0 0
BEEEIT 0 0 0 0 0 0 0 0 0
LGRCE 0 0 0 0 0 0 1(0.2%) 0 0
AL 0 0 0 1(0.5%) 0 0 0 0 0
FHEE A F 7 0 0 0 0 0 0 0 2(0.3%) 0
ERLGE 0 0 0 0 0 0 1(0.2%) 0 0
LeHITHAE 0 0 0 0 0 0 0 0 0
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BRI S
Phigsc BGRER [CL-045, CL-048]

MedDRA/J Version 12.1 SN A=

ZEE IR (SOC) 7 7 LR 25 mg 50 mg
HATE (PT) @=591) (1=210) (n=587)

(355 PR | B (353 PR | BB (235 WP | B

FE BT 1(0.2%) 0 0 0 0 0 0 0 0
ER 0 0 0 1(0.5%) 0 0 0 0 0
s 1(0.2%) 0 0 0 0 0 2(0.3%) 0 0
Pl 2(0.3%) 0 0 0 0 0 3(0.5%) 0 0
Al 0 0 0 0 0 0 0 0 0
g 0 0 0 0 0 0 0 0 0
N H A 1(0.2%) | 1(0.2%) 0 0 0 0 1(0.2%) 0 0
G2 1(0.2%) 0 0 0 0 0 0 0 0
IR 0 0 0 0 0 0 0 0 0
EERIEN 0 0 0 0 0 0 0 0 0
HaR 0 0 0 1(0.5%) 0 0 0 0 0

R AR AR A 369(62.4%) | 1(0.2%) 0 141(67.1%) | 1(0.5%) | 0 | 350(59.6%) 0 0
TI=r T T UAT 2T —EHN 13(2.2%) 0 0 7(3.3%) 0 0 21(3.6%) 0 0
;%%57 FUMT I DTUAT =T o03.4%) 0 0 | 104.8%) 0 0 | 120.0%) 0 0
A7 /L7 2 L HEn 0 0 0 0 0 0 1(0.2%) 0 0
MmHE Y e Hm 18(3.0%) 0 0 5(2.4%) 0 0 11(1.9%) 0 0
= b 25 o — L 0 0 0 1(0.5%) 0 0 0 0 0
A= L 2T e — LN 45(7.6%) 0 0 14(6.7%) 0 0 20(3.4%) 0 0
M7 L7 F R AR FF—EHhn 82(13.9%) 0 0 25(11.9%) 0 0 70(11.9%) 0 0
oz L7 F = 4(0.7%) 0 0 0 0 0 3(0.5%) 0 0
M7 V7 F= 8N 5(0.8%) 0 0 4(1.9%) 0 0 4(0.7%) 0 0
7 K o R 15(2.5%) 0 0 8(3.8%) |1(0.5%)| 0 12(2.0%) 0 0
L7 R o R 109(18.4%) 0 0 36(17.1%) 0 0 | 119(20.3%) 0 0
b RPN 3(0.5%) 0 0 0 0 0 1(0.2%) 0 0
G ED RN )l 7(1.2%) 0 0 1(0.5%) 0 0 2(0.3%) 0 0
fE E5 2(0.3%) | 1(0.2%) 0 0 0 0 4(0.7%) 0 0
kU 7 A0 0 0 0 0 0 0 2(0.3%) 0 0
1f.H R SE A 12(2.0%) 0 0 4(1.9%) 0 0 12(2.0%) 0 0
i H R SN 16(2.7%) 0 0 6(2.9%) 0 0 13(2.2%) 0 0
1fi. PR F A 8(1.4%) 0 0 2(1.0%) 0 0 6(1.0%) 0 0
1 H RN 6(1.0%) 0 0 4(1.9%) 0 0 1(0.2%) 0 0
Y= NANEINETFT AT 2T — PN | 45(7.6%) 0 0 22(10.5%) 0 0 54(9.2%) 0 0
R 7R 25(4.2%) 0 0 13(6.2%) 0 0 30(5.1%) 0 0
7Y a~E s e gl 2(0.3%) 0 0 0 0 0 0 0 0
7Y a~Es a8 0 0 0 0 0 0 0 0 0
~~v h7 Uy MR 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
~NEST o U 2(0.3%) 0 0 0 0 0 1(0.2%) 0 0
AN 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
NN e %l 4(0.7%) 0 0 2(1.0%) 0 0 1(0.2%) 0 0
R [ 1(0.2%) 0 0 0 0 0 0 0 0
HER N 0 0 0 0 0 0 1(0.2%) 0 0
IR 0 0 0 0 0 0 1(0.2%) 0 0
IR EHE N 0 0 0 0 0 0 1(0.2%) 0 0
(SR el 7(1.2%) 0 0 6(2.9%) 0 0 21(3.6%) 0 0
i ER SN 17(2.9%) 0 0 7(3.3%) 0 0 11(1.9%) 0 0
i/ NS N 13(2.2%) 0 0 5(2.4%) 0 0 15(2.6%) 0 0
SRR AR 40(6.8%) 0 0 22(10.5%) 0 0 44(7.5%) 0 0
M7 B RRT 72— 0 0 0 1(0.5%) 0 0 0 0 0
M7 I )RR T 72— 30(5.1%) 0 0 8(3.8%) 0 0 30(5.1%) 0 0
A5y i By 0 0 0 0 0 0 0 0 0
JRUCTE SLH 66(11.2%) 0 0 29(13.8%) 0 0 74(12.6%) 0 0
A7 L7 F R AR xS —E R 10(1.7%) 0 0 3(1.4%) 0 0 8(1.4%) 0 0
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2.7.4
FRRRHIR 2
PRl AREBR [CL-045, CL-048]
MedDRA/J Version 12.1 e e TR
S BIASYE (SOC) 77 Em 25 me ~ om
HAGE (PT) (=391 (n=210) (n:58§)
TR Pk | B TR PR | B R HpEERE | EJE
R K OVl 1(0.2%) 0 0 1(0.5%) 0 0 0 0 0
BRI 0 0 0 0 0 0 0 0 0
B L EE 0 0 0 0 0 0 0 0 0
BARE 1(0.2%) 0 0 1(0.5%) 0 0 0 0 0
7 S S OV A Rk b 20(3.4%) | 1(0.2%) 0 52.4%) |1(0.5%)| 0 13(2.2%) 0 0
RAE 1(0.2%) 0 0 1(0.5%) 0 0 1(0.2%) 0 0
RAER % 2(0.3%) 0 0 0 0 0 0 0 0
B 9(1.5%) | 1(0.2%) 0 2(1.0%) | 1(0.5%)| 0 6(1.0%) 0 0
e 1(0.2%) 0 0 0 0 0 0 0 0
BB F LA R ANE 0 0 0 0 0 0 0 0 0
AR 2(0.3%) 0 0 0 0 0 1(0.2%) 0 0
77 P 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
FHEIE 2(0.3%) 0 0 0 0 0 0 0 0
5 B 0 0 0 0 0 0 0 0 0
DY e 0 0 0 0 0 0 0 0 0
EEEEERS 0 0 0 0 0 0 0 0 0
SRR 0 0 0 0 0 0 0 0 0
MY v~ 1(0.2%) 0 0 0 0 0 0 0 0
IETENERHER 0 0 0 0 0 0 0 0 0
VIR TENE 0 0 0 0 0 0 0 0 0
RPN 0 0 0 0 0 0 1(0.2%) 0 0
1 B R 0 0 0 0 0 0 0 0 0
T s R e 0 0 0 0 0 0 0 0 0
NS 1(0.2%) 0 0 1(0.5%) 0 0 3(0.5%) 0 0
e 0 0 0 1(0.5%) 0 0 0 0 0
%EU i&ggggﬁwmﬂ oFED (FEak 102%) | 0 0 0 0 102%) | 1002%)| 0
FEJEC A el 0 0 0 0 0 0 0 0 0
B IR AR IE 0 1(0.2%) 0 0 0 0 0 0 0
JIEFA RG> BT £ 0 0 0 0 0 0 0 1002%) | 0
INEET A 0 0 0 0 0 0 1(0.2%) 0 0
R R b 172.9%) | 3(0.5%) 0 9(4.3%) | 1(0.5%) [1(0.5%)| 20(3.4%) 0 0
b4 i, 0 0 0 0 0 |1(0.5%) 0 0 0
iz 0 0 0 0 1(0.5%)| 0 0 0 0
FRBUAE AR 1(0.2%) 0 0 0 0 0 0 0 0
FEED E 2(0.3%) | 1(0.2%) 0 0 1005%) | 0 4(0.7%) 0 0
IRNLPESD F 0 0 0 0 0 0 0 0 0
SFH 10(1.7%) 0 0 9(4.3%) 0 0 14(2.4%) 0 0
IR RIS 2(0.3%) | 1(0.2%) 0 0 0 0 0 0 0
TR 25 N BRI 1(0.2%) 0 0 0 0 0 0 0 0
=X AEEN 1(0.2%) 0 0 0 0 0 0 0 0
JERR 0 0 0 0 0 0 0 0 0
R 0 0 0 0 0 0 1(0.2%) 0 0
AR 0 0 0 0 0 0 1(0.2%) 0 0
< BT 0 1(0.2%) 0 0 0 0 0 0 0
ERIEMETATR 0 0 0 0 0 0 1(0.2%) 0 0
BhRARE A 0 0 0 0 0 0 0 0 0
R 0 0 0 0 0 0 0 0 0
R PR SR 0 0 0 0 0 0 0 0 0
PR T A 0 0 0 0 0 0 0 0 0
THEIIRAELIE 0 0 0 0 0 0 0 0 0
R 2(0.3%) | 1(0.2%) 0 3(1.4%) 0 0 3(0.5%) | 1(0.2%) 0
Rz 0 0 0 0 0 0 0 0 0
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BRI S
PRl AREBR [CL-045, CL-048]

MedDRA/J Version 12.1 e e TR

ZRE IR (SOC) 7 7 L 25 mg e 50 m
HAGE (PT) (n=591) - -

fi (n=210) (n=587)
(355 PR | B (353 PR | BB (235 WP | B

9 O 0 1(0.2%) 0 1(0.5%) 0 0 0 1(0.2%) 0
ARBRE 2(0.3%) 0 0 1(0.5%) 0 0 2(0.3%) 0 0
AR P 0 0 0 1(0.5%) 0 0 0 0 0
N E 0 0 0 0 0 0 1(0.2%) 0 0

B R OYR B fEE 8(1.4%) 0 0 4(1.9%) 0 0 11(1.9%) 0 0
HEDR R 0 0 0 0 0 0 1(0.2%) 0 0
iR 0 0 0 0 0 0 0 0 0
PEIR IS 0 0 0 0 0 0 1(0.2%) 0 0
PR 8(1.4%) 0 0 4(1.9%) 0 0 9(1.5%) 0 0

CEFH R B OVFL I PR 1(0.2%) 0 0 1(0.5%) 0 0 2(0.3%) 0 0
IR R 0 0 0 0 0 0 0 0 0
LB 0 0 0 0 0 0 0 0 0
H % R e 1(0.2%) 0 0 1(0.5%) 0 0 0 0 0
AHLRI A & 0 0 0 0 0 0 0 0 0
RN IR 0 0 0 0 0 0 1(0.2%) 0 0
SIEIEE O FEIE 0 0 0 0 0 0 1(0.2%) 0 0
B E 0 0 0 0 0 0 0 0 0

MR ER, SR R OERR e 4(0.7%) | 1(0.2%) 0 8(3.8%) |1(0.5%)| © 10(1.7%) 0 0
M S 0 0 0 2(1.0%) 0 0 0 0 0
ALK 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
NE o . 0 0 0 1(0.5%) 0 0 0 0 0
I 7 PR 0 0 0 0 0 0 0 0 0
S i 0 0 0 1(0.5%) 0 0 0 0 0
WA 0 1(0.2%) 0 0 0 0 0 0 0
5B 0 0 0 0 0 0 1(0.2%) 0 0
i se 0 0 0 0 1(0.5%)| 0 0 0 0
T L — PR 0 0 0 1(0.5%) 0 0 0 0 0
i 1(0.2%) 0 0 1(0.5%) 0 0 0 0 0
Lo 0 0 0 1(0.5%) 0 0 0 0 0
FREDORIE 1(0.2%) 0 0 0 0 0 2(0.3%) 0 0
1 IPENEBE A pRej 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
1 e B 0 0 0 1(0.5%) 0 0 5(0.9%) 0 0

2 B OV T LR B 18(3.0%) 0 0 8(3.8%) 0 0 25(4.3%) | 1(0.2%) 0
S 0 0 0 1(0.5%) 0 0 0 0 0
MR e 0 0 0 0 0 0 0 0 0
GIEREYEn) 32 0 0 0 0 0 0 1(0.2%) 0 0
P 1(0.2%) 0 0 0 0 0 0 0 0
T LIV X — R g% 1(0.2%) 0 0 0 0 0 0 0 0
R AES 0 0 0 0 0 0 1(0.2%) 0 0
Fiafluit B R 2% 0 0 0 0 0 0 4(0.7%) 0 0
paELA 0 0 0 0 0 0 1(0.2%) 0 0
FEIT PR 0 0 0 0 0 0 0 0 0
itz 6(1.0%) 0 0 0 0 0 9(1.5%) 0 0
R R Z S 0 0 0 2(1.0%) 0 0 1(0.2%) 0 0
S IALEE 1(0.2%) 0 0 0 0 0 0 0 0
ALEATTS 0 0 0 1(0.5%) 0 0 0 0 0
HopR|e 2(0.3%) 0 0 0 0 0 0 0 0
9 FEIE 1(0.2%) 0 0 0 0 0 1(0.2%) 0 0
SREE 1(0.2%) 0 0 0 0 0 0 0 0
W% 2(0.3%) 0 0 1(0.5%) 0 0 3(0.5%) 0 0
iR 0 0 0 0 0 0 0 0 0
NE IR R R 7 0 0 0 0 0 0 0 0 0
O HhrER 0 0 0 0 0 0 0 0 0
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BRI S
PRl AREBR [CL-045, CL-048]

MedDRA/J Version 12.1 SN N V=g

ZRE IR (SOC) 7 7 L 25 mg 50 mg
HAGE (PT) @=391) (n=210) (n=587)

(355 PR | B (353 PR | BB (235 WP | B

FREON A 0 0 0 1(0.5%) 0 0 0 0 0
AT 4 =T VR g ERE 0 0 0 0 0 0 0 0 0
S 3(0.5%) 0 0 1(0.5%) 0 0 2(0.3%) | 1(0.2%) 0
17 B 0 0 0 0 0 0 1(0.2%) 0 0
BHMEE S PR 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
BRI REE 0 0 0 0 0 0 0 0 0

L7 P 2(0.3%) 0 0 2(1.0%) 0 0 4(0.7%) 0 0
RENRE 0 0 0 0 0 0 0 0 0
RENIRAZHEE 0 0 0 0 0 0 0 0 0
STUNES 2(0.3%) 0 0 2(1.0%) 0 0 4(0.7%) 0 0
R 0 0 0 0 0 0 0 0 0
iR 0 0 0 0 0 0 0 0 0
1FTY 0 0 0 0 0 0 0 0 0

B (FEBL=R)
Source : CTD fi##, # 274_10_001
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BRI S
+27.47-8 ERNRBRHEICET52IRTOEESER FBBEMNEED) (2
Fhgsc BGRBR [CL-045, CL-048]
A 00 SR frrasy
TR (PT) om0 e (n=375)
n=208) (n=1005)
(2353 hEEEE | HE R | P | EE (2355 S| EE
TRTCOREFLR 168(80.8%) | 5(2.4%) 0 |767(76.3%)[25(2.5%)(1(0.1%)| 287(76.5%) |13(3.5%)| 1(0.3%)
LRI AODINPAEA 0 0 0 0 0 0 1(0.3%) 0 0
=yl 0 0 0 0 0 0 0 0 0
U U NEIR 0 0 0 0 0 0 1(0.3%) 0 0
U 0 1(0.5%) 0 9(0.9%) [1(0.1%)| 0 0 0 0
KEDRF PASH AR A 0 0 0 0 0 0 0 0 0
LB Eh 0 0 0 0 0 0 0 0 0
IS 0 0 0 0 0 0 0 0 0
51 7 PASH AR 2 E 0 0 0 0 0 0 0 0 0
% 0 1(0.5%) 0 8(0.8%) [1(0.1%)| 0 0 0 0
SR 0 0 0 2(0.2%) 0 0 0 0 0
H R ORKEE R 1(0.5%) 0 0 6(0.6%) 0 0 5(1.3%) 0 0
A = T— LY 0 0 0 0 0 0 0 0 0
Hg 0 0 0 0 0 0 0 0 0
[ElfiRE D F 1(0.5%) 0 0 5(0.5%) 0 0 4(1.1%) 0 0
SENL P [EEE D F 0 0 0 0 0 0 1(0.3%) 0 0
F AP 0 0 0 1(0.1%) 0 0 0 0 0
AR P 2(1.0%) 0 0 15(1.5%) 0 0 7(1.9%) 0 0
ARSI 57 1(0.5%) 0 0 4(0.4%) 0 0 0 0 0
RN 45 0 0 0 2(0.2%) 0 0 0 0 0
IR gy gt 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
Sl 0 0 0 2(0.2%) 0 0 0 0 0
B af. 0 0 0 0 0 0 0 0 0
B 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
T LR —PERE RS 0 0 0 2(0.2%) 0 0 0 0 0
B IR IP B E 0 0 0 1(0.1%) 0 0 0 0 0
AR fiz 0 0 0 2(0.2%) 0 0 0 0 0
NRHE 0 0 0 0 0 0 1(0.3%) 0 0
ARJF 0 0 0 1(0.1%) 0 0 0 0 0
FRWTIE 0 0 0 0 0 0 0 0 0
AR 72 1fn. 0 0 0 0 0 0 0 0 0
HENS AR IR P 2 0 0 0 1(0.1%) 0 0 0 0 0
T 1(0.5%) 0 0 1(0.1%) 0 0 4(1.1%) 0 0
(RS2t 0 0 0 0 0 0 1(0.3%) 0 0
HGkEE 24(11.5%) | 1(0.5%) 0 111(11.0%) | 4(0.4%) | 0 | 7921.1%) |2(0.5%) 0
JEEBAS LI 1(0.5%) 0 0 7(0.7%) 0 0 2(0.5%) 0 0
A 2(1.0%) 0 0 6(0.6%) 0 0 1(0.3%) 0 0
2 0 0 0 2(0.2%) 0 0 2(0.5%) 0 0
R 3(1.4%) 0 0 6(0.6%) 0 0 2(0.5%) 0 0
HIER 0 0 0 1(0.1%) 0 0 2(0.5%) 0 0
ENES 0 0 0 0 0 0 1(0.3%) | 1(0.3%) 0
FelIREDN T 0 0 0 0 0 0 0 0 0
FEEAR Y — 0 0 0 0 0 0 0 0 0
K 7(3.4%) 0 0 33(3.3%) 0 0 14(3.7%) 0 0
i o 1(0.5%) 0 0 3(0.3%) 0 0 0 0 0
T 4(1.9%) | 1(0.5%) 0 15(1.5%) |1(0.1%)| 0 4(1.1%) 0 0
N R 3(1.4%) 0 0 20(2.0%) 0 0 52(13.9%) | 1(0.3%) 0
+ AR AE 0 0 0 2(0.2%) 0 0 0 0 0
THIEA B 1(0.5%) 0 0 6(0.6%) 0 0 2(0.5%) 0 0
Wi 0 0 0 2(02%) |1(0.1%)| 0 0 0 0
BLW 0 0 0 1(0.1%) 0 0 0 0 0
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BRI S
PRl AREBR [CL-045, CL-048]

MedDRA/J Version 12.1 IR m .

wE BRI (S0C) 100 mg SRR l\/vz‘;xsy/
A (PT) (1=208) (n=1005) o

(2355 AR | HE R | P | EE (2355 S| EE

i {5 0 0 0 0 0 0 1(0.3%) 0 0
R 0 0 0 0 0 0 0 0 0
EE 2(1.0%) 0 0 9(0.9%) 0 0 2(0.5%) 0 0
Bl 0 0 0 0 0 0 0 0 0
o PR 0 0 0 0 0 0 1(0.3%) 0 0
LR 2(1.0%) 0 0 3(0.3%) 0 0 1(0.3%) 0 0
LS 0 0 0 0 0 0 0 0 0
L) 0 0 0 0 0 0 1(0.3%) 0 0
i 5 P 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
357 0 0 0 0 0 0 1(0.3%) 0 0
S R B 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
HIEHz iR 0 0 0 0 0 0 0 0 0
L 1(0.5%) 0 0 2(0.2%) 0 0 1(0.3%) 0 0
5 JE 97 0 0 0 1(0.1%) 0 0 0 0 0
5 JE 2% 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
[EZES 0 0 0 1(0.1%) 0 0 0 0 0
MENE 0 0 0 0 0 0 0 0 0
W R E 0 0 0 0 0 0 0 0 0
AP 1(0.5%) 0 0 2(0.2%) 0 0 2(0.5%) 0 0
A=) 0 0 0 0 0 0 0 0 0
RG] 0 0 0 0 1(0.1%)| 0 0 0 0
Mg 0 0 0 3(0.3%) [1(0.1%)| © 1(0.3%) 0 0
HEDOVUER 0 0 0 0 0 0 0 0 0
# 0 0 0 1(0.1%) 0 0 0 0 0
1 O SIR 0 0 0 1(0.1%) 0 0 0 0 0

Ay R E R O 5 R PTERRE 5(2.4%) | 1(0.5%) 0 14(1.4%) [1(0.1%)| © 13(3.5%) 0 0
M s AN R 1(0.5%) 0 0 1(0.1%) 0 0 1(0.3%) 0 0
Mg 0 0 0 1(0.1%) 0 0 2(0.5%) 0 0
e 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
57 0 0 0 0 0 0 0 0 0
FLH K 0 0 0 0 0 0 0 0 0
T 0 0 0 0 0 0 0 0 0
P8 1 0 1(0.5%) 0 2(02%) [1(0.1%)| 0 3(0.8%) 0 0
TN 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
AT E 0 0 0 0 0 0 1(0.3%) 0 0
TN 0 0 0 4(0.4%) 0 0 0 0 0
(Pl 2(1.0%) 0 0 4(0.4%) 0 0 8(2.1%) 0 0

T IEE R B 0 0 0 1(0.1%) 0 0 0 1(0.3%) 0
JIEE2 0 0 0 1(0.1%) 0 0 0 0 0
B HER 0 0 0 1(0.1%) 0 0 0 0 0
Lo A UVIEERE 0 0 0 0 0 0 0 1(0.3%) 0

i SR B 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
W) R TEOE 0 0 0 0 0 0 0 0 0
FEEIPET L VX — 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0

RAE & OVFF AR UE 59(28.4%) | 2(1.0%) 0 [256(25.5%)[10(1.0%)| 0 73(19.5%) | 5(1.3%) 0
LRI SPESR 0 0 0 0 0 0 1(0.3%) 0 0
AR 0 0 0 0 0 0 0 0 0
B SR 1(0.5%) 0 0 3(0.3%) 0 0 1(0.3%) 0 0
2 5(2.4%) 0 0 32(32%) [1(0.1%)| 0O 15(4.0%) 0 0
o 0 0 0 0 0 0 0 0 0
ELCES 1(0.5%) 0 0 7(0.7%) [1(0.1%)| 0 3(0.8%) 0 0
A VA E SR 1(0.5%) 0 0 6(0.6%) 0 0 0 1(0.3%) 0
AL R 0 0 0 0 0 0 0 0 0
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7.4

[E47: D=4k

PRl AREBR [CL-045, CL-048]

MedDRA/J Version 12.1 N A/ = —ase

BEHIAAE (SOC) 100 me SRR b /(Vn;js‘)//
HAGE (PT) (n=208) (n=1005)

R AR | EE R | PAEE | EE R R | EE

HRES 1(0.5%) | 1(0.5%) 0 3(0.3%) [2(02%)| 0 2(0.5%) | 2(0.5%) 0
FERIE 0 0 0 0 0 0 0 0 0
AT 2(1.0%) 0 0 9(0.9%) [1(0.1%)| © 3(0.8%) | 1(0.3%) 0
S IHEE S 45(21.6%) | 1(0.5%) 0 |184(18.3%)|4(0.4%)| 0 | 41(10.9%) 0 0
HNE S 0 0 0 0 0 0 1(0.3%) 0 0
HhH R 0 0 0 0 0 0 1(0.3%) 0 0
M E 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
R AR Y 0 0 0 0 0 0 0 0 0
Bk BRI 0 0 0 0 0 0 0 0 0
MHEE 2% 3(1.4%) 0 0 8(0.8%) 0 0 3(0.8%) 0 0
S B il 2% 0 0 0 0 1001%)| 0 0 0 0
1 2% 0 0 0 0 0 0 0 0 0
AR HRE R 0 0 0 0 0 0 0 1(0.3%) 0
SR 0 0 0 1(0.1%) 0 0 0 0 0
Il e ge 1(0.5%) 0 0 2(0.2%) 0 0 0 0 0
JBEHS 1 0 0 0 1(0.1%) 0 0 0 0 0
ST 0 0 0 2(0.2%) 0 0 0 0 0
k% 1(0.5%) 0 0 2(0.2%) 0 0 0 0 0
e 5 0 0 0 0 0 0 0 0 0
ARGE R 0 0 0 4(0.4%) 0 0 5(1.3%) 0 0
SRR 0 0 0 0 0 0 0 0 0
ENESHITS 0 0 0 4(0.4%) 0 0 0 0 0
A L AMEE % 0 0 0 1(0.1%) 0 0 0 0 0
Y B FE R 0 0 0 0 0 0 0 0 0
RS 0 0 0 0 0 0 0 0 0
A R E 0 0 0 0 0 0 0 1(0.3%) 0
Y ARy Z—pEFHE 0 0 0 0 0 0 0 0 0
SEFRe 0 0 0 0 0 0 0 0 0
A L AR 0 0 0 0 0 0 0 0 0
{43 2(1.0%) 0 0 2(0.2%) 0 0 0 0 0
AUEEPES H 2 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
A~ L~ R 0 0 0 3(0.3%) 0 0 1(0.3%) 0 0

5, o K OMLE & OFE 3(1.4%) 0 0 23(2.3%) |3(0.3%)| 0 9(2.4%) |3(0.8%)| 1(0.3%)
s 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
i e B 0 0 0 0 0 0 0 0 0
HUE 0 0 0 2(0.2%) 0 0 2(0.5%) 0 0
ST 0 0 0 0 1(0.1%) | 0 0 0 0
SMEVE T 0 0 0 1(0.1%) 0 0 0 0 0
BRI BB T 0 0 0 0 0 0 0 0 0
BB - R 0 0 0 0 0 0 1(0.3%) 0 0
KIBE B E T 0 0 0 0 0 0 0 0 1(0.3%)
Al B 0 0 0 0 0 0 0 1(0.3%) 0
BT 0 0 0 0 0 0 0 0 0
#8145 0 0 0 0 0 0 1(0.3%) 0 0
BT 1(0.5%) 0 0 6(0.6%) 0 0 0 1(0.3%) 0
SR L 0 0 0 0 0 0 0 0 0
a5 0 0 0 1(0.1%) 0 0 0 0 0
BB T 0 0 0 1(0.1%) 0 0 0 0 0
BEEEIT 0 0 0 0 0 0 0 1(0.3%) 0
e 0 0 0 1(0.1%) 0 0 0 0 0
BBl g 0 0 0 1(0.1%) 0 0 0 0 0
FHEE AT T 0 0 0 0 202%)| 0 0 0 0
HHEE T 0 0 0 1(0.1%) 0 0 0 0 0

124




274

BRI S
P BERBR [CL-045, CL-048]

MedDRA/J Version 12.1 IR m .

wE BRI (S0C) 100 mg PN S /bz;;sy o
HARGE (PT) (n=208) (n=1005) o

(2353 hEEEE | HE R | PR | EE (2353 hEEEE | EE

Lo HITHIRE 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
T BAEE T 0 0 0 0 0 0 0 0 0
ER S 0 0 0 1(0.1%) 0 0 1(0.3%) | 1(0.3%) 0
e 1(0.5%) 0 0 3(0.3%) 0 0 0 0 0
A5 1(0.5%) 0 0 4(0.4%) 0 0 2(0.5%) | 1(0.3%) 0
Al 0 0 0 0 0 0 0 0 0
) 0 0 0 0 0 0 0 0 0
- H A 0 0 0 1(0.1%) 0 0 0 0 0
PSS 0 0 0 0 0 0 0 0 0
RS 0 0 0 0 0 0 1(0.3%) 0 0
[EERIEN 0 0 0 0 0 0 0 0 0
eSS 0 0 0 1(0.1%) 0 0 0 0 0

R R A A 144(69.2%) | 2(1.0%) 0 [635(63.2%)|3(0.3%)| 0 |239(63.7%)| 0 0
TI=reT ) M URAT =T =B 11(5.3%) | 1(0.5%) 0 39(3.9%) |1(0.1%)| © 13(3.5%) 0 0
;%%573?/%7 SORTEAT =T w38 | 105%) | 0 | 303.0%) |101%)| 0 | 133.5%) | 0 0
M7 V7 2 8 0 0 0 1(0.1%) 0 0 0 0 0
P e U v e 5(2.4%) 0 0 21(2.1%) 0 0 11(2.9%) 0 0
M= L 2T 2 — L 1(0.5%) 0 0 2(0.2%) 0 0 0 0 0
A= L 25 o — LB 3(1.4%) 0 0 37(3.7%) 0 0 14(3.7%) 0 0
A7 L7 F R AR & —E RN 30(14.4%) | 1(0.5%) 0 |125(12.4%)[1(0.1%) | 0 | 57(15.2%) 0 0
ez vy s = 3(1.4%) 0 0 6(0.6%) 0 0 3(0.8%) 0 0
M7 V7 F= 8N 2(1.0%) 0 0 10(1.0%) 0 0 4(1.1%) 0 0
M7 R o g 8(3.8%) 0 0 28(2.8%) |1(0.1%)| 0 9(2.4%) 0 0
fiLrp " Ko e 43(20.7%) 0 0 198(19.7%)| 0 0 72(19.2%) 0 0
e RN % 0 0 0 1(0.1%) 0 0 0 0 0
ML 7 U o SN 2(1.0%) 0 0 5(0.5%) 0 0 1(0.3%) 0 0
ifJE F5- 1(0.5%) 0 0 5(0.5%) 0 0 3(0.8%) 0 0
kU 280 0 0 0 2(0.2%) 0 0 1(0.3%) 0 0
ifnH PR FE R 4(1.9%) 0 0 20(2.0%) 0 0 8(2.1%) 0 0
1 H R S N 2(1.0%) 0 0 21(2.1%) 0 0 4(1.1%) 0 0
1fi. PR F A 4(1.9%) 0 0 12(1.2%) 0 0 5(1.3%) 0 0
i H RN 3(1.4%) 0 0 8(0.8%) 0 0 4(1.1%) 0 0
Y= NEZIN T AT =T =B | 25(12.0%) | 1(0.5%) 0 |101(10.0%)| 1(0.1%) | 0 | 38(10.1%) 0 0
R R R 10(4.8%) 0 0 53(5.3%) 0 0 20(5.3%) 0 0
7Y a~E s a e 0 0 0 0 0 0 0 0 0
7Y a~E s a e En 0 0 0 0 0 0 0 0 0
~~v h7 Uy MR 0 0 0 1(0.1%) 0 0 0 0 0
~ES 1 e D 0 0 0 1(0.1%) 0 0 0 0 0
oSiEE- il 1(0.5%) 0 0 2(0.2%) 0 0 1(0.3%) 0 0
/R 3(1.4%) 0 0 6(0.6%) 0 0 0 0 0
R [ 0 0 0 0 0 0 0 0 0
TR N 0 0 0 1(0.1%) 0 0 0 0 0
IR 0 0 0 1(0.1%) 0 0 0 0 0
IREEH N 0 0 0 1(0.1%) 0 0 0 0 0
= if ERE 9(4.3%) | 2(1.0%) 0 36(3.6%) |2(0.2%)| 0O 11(2.9%) 0 0
I ER AN 7(3.4%) 0 0 25(2.5%) 0 0 11(2.9%) 0 0
/NN 8(3.8%) 0 0 28(2.8%) 0 0 3(0.8%) 0 0
SRR AR 28(13.5%) 0 0 94(9.4%) 0 0 15(4.0%) 0 0
M7 BV RAT 7 2 —EHD 0 0 0 1(0.1%) 0 0 0 0 0
M7 H U RRA T 7 2 —EHN 8(3.8%) | 1(0.5%) 0 46(4.6%) |1(0.1%)| 0 12(3.2%) 0 0
(R I By 1 0 0 0 0 0 0 0 0 0
JRUCTE SLH 25(12.0%) 0 0 128(12.7%)| 0 0 | 42(11.2%) 0 0
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2.7.4
BRI S
PRl AREBR [CL-045, CL-048]
I:/EI'eE(Li’D[RA//J\Xersion 12.1 N2 VA =04 MLFm Uy
B o1 100 mg 2k (=375)
(n=208) (n=1005)
(2355 AR | HE R | P | EE R R | EE
M7 V7 F ok AR xF—EEd 5(2.4%) 0 0 16(1.6%) 0 0 6(1.6%) 0 0
R K OVl 0 0 0 1(0.1%) 0 0 1(0.3%) | 1(0.3%) 0
B PRI 0 0 0 0 0 0 0 0 0
R B E 0 0 0 0 0 0 1(0.3%) 0 0
FARIGE 0 0 0 1(0.1%) 0 0 0 1(0.3%) 0
B S B OVl ARk b 6(2.9%) 0 0 24(2.4%) [1(0.1%)| 0 7(1.9%) 0 0
IR 0 0 0 2(0.2%) 0 0 0 0 0
B2 0 0 0 0 0 0 0 0 0
B 2(1.0%) 0 0 10(1.0%) |[1(0.1%)| 0 3(0.8%) 0 0
E2EeL] 0 0 0 0 0 0 0 0 0
BB E A SR ANE 0 0 0 0 0 0 0 0 0
A 0 0 0 1(0.1%) 0 0 0 0 0
Gk 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
FEH 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
RS 0 0 0 0 0 0 0 0 0
ueiarg 0 0 0 0 0 0 0 0 0
RPN 1(0.5%) 0 0 1(0.1%) 0 0 1(0.3%) 0 0
SE A 0 0 0 0 0 0 0 0 0
MY v~ 0 0 0 0 0 0 0 0 0
BT HES 0 0 0 0 0 0 0 0 0
VIR SENE 0 0 0 0 0 0 1(0.3%) 0 0
it ¢ 0 0 0 1(0.1%) 0 0 0 0 0
s 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
A% SR 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
o E A A 0 0 0 4(0.4%) 0 0 1(0.3%) 0 0
2hi] 0 0 0 1(0.1%) 0 0 0 0 0
%‘%;%;F§%%5)¥ﬁ=ﬂl$ﬁ DFEY (& O 0 0 0 101%) |10.1%)] o 0 0 0
FEJEC AR 0 0 0 0 0 0 0 0 0
T S T 0 0 0 0 0 0 0 0 0
JIL P9 11 0D S A ) 0 0 0 0 1(0.1%)| 0 0 0 0
INEET A 0 0 0 1(0.1%) 0 0 0 0 0
R R B 6(2.9%) 0 0 35(3.5%) |1(0.1%) |1(0.1%)| 14(3.7%) 0 0
Jisd 4 af. 0 0 0 0 0 [1(0.1%) 0 0 0
iz 0 0 0 0 1(0.1%)| 0 0 0 0
FA e R 0 0 0 0 0 0 0 0 0
FEENMED E 0 0 0 40.4%) [1(0.1%)| 0 2(0.5%) 0 0
IALPED F 0 0 0 0 0 0 0 0 0
SEYE 6(2.9%) 0 0 29(2.9%) 0 0 10(2.7%) 0 0
ST SR 0 0 0 0 0 0 0 0 0
EEE IR 0 0 0 0 0 0 0 0 0
ECAGES 0 0 0 0 0 0 0 0 0
JBEY 0 0 0 0 0 0 2(0.5%) 0 0
PR 0 0 0 1(0.1%) 0 0 0 0 0
A PR R 0 0 0 1(0.1%) 0 0 0 0 0
< BIBEF 0 0 0 0 0 0 0 0 0
BRI 0 0 0 1(0.1%) 0 0 0 0 0
il S 0 0 0 0 0 0 0 0 0
Ji A SiE B 0 0 0 0 0 0 0 0 0
B PR SRR 0 0 0 0 0 0 0 0 0
P T Y A 0 0 0 0 0 0 0 0 0
T4 JURAE A L E 0 0 0 0 0 0 1(0.3%) 0 0
KR 1(0.5%) 0 0 7(0.7%) |1(0.1%)| 0 0 0 0
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BRI S
P BERBR [CL-045, CL-048]

MedDRA/J Version 12.1 1Ty —ase

wE BRI (S0C) 100 mg SRR l\/v7:‘3r;15~//
HARGE (PT) (n=208) (n=1005) o

(2355 AR | HE R | P | EE (2355 S| EE

Rz 0 0 0 0 0 0 0 0 0
5 D 0 0 0 1(0.1%) [1(0.1%)| 0 0 0 0
AMRE 1(0.5%) 0 0 4(0.4%) 0 0 0 0 0
MR 0 0 0 1(0.1%) 0 0 0 0 0
NP E 0 0 0 1(0.1%) 0 0 0 0 0

B M OYR B R 1(0.5%) 0 0 16(1.6%) 0 0 6(1.6%) 0 0
B PR R 0 0 0 1(0.1%) 0 0 2(0.5%) 0 0
iR 0 0 0 0 0 0 0 0 0
HER BRI 0 0 0 1(0.1%) 0 0 0 0 0
FRIR 1(0.5%) 0 0 14(1.4%) 0 0 4(1.1%) 0 0

FEFH R B OVFL I P 2(1.0%) 0 0 5(0.5%) 0 0 2(0.5%) 0 0
GRS 0 0 0 0 0 0 1(0.3%) 0 0
I 0 0 0 0 0 0 0 0 0
0% PR e 1(0.5%) 0 0 2(0.2%) 0 0 0 0 0
AHLAIA #% 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
ANEHRE 0 0 0 1(0.1%) 0 0 0 0 0
SIEIEE O FEIE 0 0 0 1(0.1%) 0 0 0 0 0
AR E 0 0 0 0 0 0 1(0.3%) 0 0

I, RS K OMERR B 2 3(1.4%) 0 0 21(2.1%) [1(0.1%)| 0 5(1.3%) | 1(0.3%) 0
M 1 0 0 0 2(0.2%) 0 0 0 0 0
WK 1(0.5%) 0 0 2(0.2%) 0 0 0 0 0
MEIN: R A 0 0 0 1(0.1%) 0 0 1(0.3%) | 1(0.3%) 0
e 0 0 0 0 0 0 1(0.3%) 0 0
o if. 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
Bl S 0 0 0 0 0 0 0 0 0
Eakil 0 0 0 1(0.1%) 0 0 0 0 0
Mafsige 0 0 0 0 1(0.1%)| 0 0 0 0
7LV — R 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
LY 1(0.5%) 0 0 2(0.2%) 0 0 0 0 0
< Lo 0 0 0 1(0.1%) 0 0 0 0 0
HRGE DO RIE 1(0.5%) 0 0 3(0.3%) 0 0 0 0 0
1 IPENEBE A g 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
H IPENH SRR 0 0 0 6(0.6%) 0 0 0 0 0

R R OV T AR P 8(3.8%) | 1(0.5%) 0 41(4.1%) [2(02%)| 0 16(4.3%) 0 0
S 0 0 0 1(0.1%) 0 0 0 0 0
M B EAE 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
SHERHLEZ 0 0 0 1(0.1%) 0 0 0 0 0
A ES 0 0 0 0 0 0 0 0 0
T LV — R R 0 0 0 0 0 0 1(0.3%) 0 0
KM 9% 0 0 0 1(0.1%) 0 0 0 0 0
Fiafluit B R 2% 1(0.5%) 0 0 5(0.5%) 0 0 2(0.5%) 0 0
BRI 0 0 0 1(0.1%) 0 0 2(0.5%) 0 0
FEITRRE 0 0 0 0 0 0 0 0 0
itz 1(0.5%) 0 0 10(1.0%) 0 0 7(1.9%) 0 0
AR R Z HEiE 0 0 0 3(0.3%) 0 0 0 0 0
ZHLBE 0 0 0 0 0 0 0 0 0
ALV 0 0 0 1(0.1%) 0 0 0 0 0
Bk 0 0 0 0 0 0 0 0 0
9 FEIE 1(0.5%) 0 0 2(0.2%) 0 0 1(0.3%) 0 0
SREE 0 0 0 0 0 0 0 0 0
g3z 1(0.5%) 0 0 5(0.5%) 0 0 3(0.8%) 0 0
[iR2 0 0 0 0 0 0 0 0 0
RS 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
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BRI S
P BERBR [CL-045, CL-048]

MedDRA/J Version 12.1 IR m .

wE BRI (S0C) 100 mg SRR l\/v7:‘3r;15~//
HAGE (PT) (n=208) (n=1005) (®=373)

(2355 AR | HE R | P | EE (2355 S| EE

OV - HrER 0 0 0 0 0 0 0 0 0
KREO A 0 0 0 1(0.1%) 0 0 0 0 0
AT 4 =T A P a ) EGRE 0 1(0.5%) 0 0 1(0.1%)| 0 0 0 0
eI 2(1.0%) 0 0 5(0.5%) [1(0.1%)| 0 1(0.3%) 0 0
R E 0 0 0 1(0.1%) 0 0 0 0 0
BEVET D FEIE 0 0 0 2(0.2%) 0 0 0 0 0
BRI E 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0

7 P 2(1.0%) 0 0 8(0.8%) 0 0 4(1.1%) 0 0
KBRS 0 0 0 0 0 0 0 0 0
RENRARHEE 0 0 0 0 0 0 0 0 0
e I 1(0.5%) 0 0 7(0.7%) 0 0 3(0.8%) 0 0
KA IR 0 0 0 0 0 0 0 0 0
[0RE 0 0 0 0 0 0 0 0 0
1FTY 1(0.5%) 0 0 1(0.1%) 0 0 1(0.3%) 0 0

Bk (GEBLER)
Source : CTD fi##r, 2% 274 10 001
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BRERMREE

&274.7-8 ERHBRHEICETIIRTOEEER (BEANEE) (3)

FEW#535 [CL-051] E NS
MedDRA/J Version 12.1 N /= NV =g
R E IR (SOC) S f 50 mg AR 100 mg 4 #:5 ENiE
HAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(233 R | EHE (33 PR | EHE (233 R | EHE (533 PR | HE
TRNTOHEFL 175(86.6%)| 11(5.4%) | 2(1.0%) |129(84.9%)| 8(5.3%) | 1(0.7%) | 46(92.0%) | 3(6.0%) | 1(2.0%) |942(78.0%)|36(3.0%)| 3(0.2%)
M Y v SRR 0 0 0 0 0 0 0 0 0 0 0 0
21 0 0 0 0 0 0 0 0 0 0 0 0
PRSP 0 0 0 0 0 0 0 0 0 0 0 0
ol 2(1.0%) | 1(0.5%) 0 2(1.3%) | 1(0.7%) 0 0 0 0 11(0.9%) | 2(0.2%) 0
KEDRF PASH R AE 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0
LA ANE) 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
Ik 0 0 0 0 0 0 0 0 0 0 0 0
51 7 PASH A 2 E 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0
GufeS 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 9(0.7%) | 1(0.1%) 0
SR 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
H R ORKEEREE 5(2.5%) 0 0 4(2.6%) 0 0 1(2.0%) 0 0 11(0.9%) 0 0
A =z — /LR 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 3(0.2%) 0 0
Hug 0 0 0 0 0 0 0 0 0 0 0 0
[ElfiRIE D F 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 7(0.6%) 0 0
SENL AR IR D F 0 0 0 0 0 0 0 0 0 0 0 0
H AP 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
AR p 13(6.4%) 0 0 8(5.3%) 0 0 5(10.0%) 0 0 28(2.3%) 0 0
ARARIE 57 3(1.5%) 0 0 3(2.0%) 0 0 0 0 0 7(0.6%) 0 0
AR Ag: 75 2(1.0%) 0 0 0 0 0 2(4.0%) 0 0 4(0.3%) 0 0
IS B At 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
Sl 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 3(0.2%) 0 0
i M H 1. 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
B 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
7 LV — PRI 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 4(0.3%) 0 0
B DR P P A ERE 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
R fiz i 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 3(0.2%) 0 0
ARNE 0 0 0 0 0 0 0 0 0 0 0 0
ARYE 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
FRWCIE 0 0 0 0 0 0 0 0 0 0 0 0
AR FE 1. 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
AR IR PF 28 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
T 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 2(0.2%) 0 0
eI 0 0 0 0 0 0 0 0 0 0 0 0
A ks 48(23.8%) | 2(1.0%) 0 |37(24.3%) | 1(0.7%) 0 11(22.0%) | 1(2.0%) 0 |159(13.2%)| 6(0.5%) 0
JEEBAS LI 5(2.5%) 0 0 4(2.6%) 0 0 1(2.0%) 0 0 12(1.0%) 0 0
AT 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 8(0.7%) 0 0
201 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
R 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 8(0.7%) 0 0
AER 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 3(0.2%) 0 0
KGR 0 0 0 0 0 0 0 0 0 0 0 0
FeiREPNi o 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0
WGARY —7 0 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0
{EFL 11(5.4%) 0 0 9(5.9%) 0 0 2(4.0%) 0 0 44(3.6%) 0 0
G 4(2.0%) 0 0 4(2.6%) 0 0 0 0 0 7(0.6%) 0 0
T 9(4.5%) 0 0 7(4.6%) 0 0 2(4.0%) 0 0 24(2.0%) | 1(0.1%) 0
M Pz 5(2.5%) 0 0 4(2.6%) 0 0 1(2.0%) 0 0 25(2.1%) 0 0
+ AR AE 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
WL R 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 8(0.7%) 0 0
W 0 0 0 0 0 0 0 0 0 2(0.2%) | 1(0.1%) 0
BLW 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
i 5 0 0 0 0 0 0 0 0 0 0 0 0
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BRI S
FE #5385 [CL-051] ENRBROFS
MedDRA/J Version 12.1 N V=g N YA =4
R BIR I (S0C) LA 50 mg #EHH 100 mg 4 H 431 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE (353 R | B
R 0 0 0 0 0 0 0 0 0 0 0 0
EE 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 12(1.0%) 0 0
H 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
o PR 0 0 0 0 0 0 0 0 0 0 0 0
LIRES 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 5(0.4%) 0 0
L 0 0 0 0 0 0 0 0 0 0 0 0
L) 0 0 0 0 0 0 0 0 0 0 0 0
I8 Pt 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
A 0 0 0 0 0 0 0 0 0 0 0 0
IR R E (e 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
F R L 0 0 0 0 0 0 0 0 0 0 0 0
R 3(1.5%) 0 0 1(0.7%) 0 0 2(4.0%) 0 0 5(0.4%) 0 0
5 JE 97 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
e JE 2% 4(2.0%) 0 0 3(2.0%) 0 0 1(2.0%) 0 0 5(0.4%) 0 0
[ERCES 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
M ENE 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
Wik RIE S 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 2(0.2%) 0 0
AN 2(1.0%) 0 0 0 0 0 2(4.0%) 0 0 4(0.3%) 0 0
A=) 0 0 0 0 0 0 0 0 0 0 0 0
e 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 10.1%) | 1(0.1%) 0
M- 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 4(0.3%) | 1(0.1%) 0
AEOOVEN 0 0 0 0 0 0 0 0 0 0 0 0
L I 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
F O REGE SR 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
LR R O G RPTERRE| 4(2.0%) | 1(0.5%) 0 3(2.0%) | 1(0.7%) 0 1(2.0%) 0 0 18(1.5%) | 2(0.2%) 0
M EBAS ek 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
g 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
s 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
i 0 0 0 0 0 0 0 0 0 0 0 0
LR 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0
T e 0 0 0 0 0 0 0 0 0 0 0 0
PE I 0 0 0 0 0 0 0 0 0 2(0.2%) | 1(0.1%) 0
VI 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
KRR PETE 0 0 0 0 0 0 0 0 0 0 0 0
FEEL 0 0 0 0 0 0 0 0 0 4(0.3%) 0 0
H 8 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 7(0.6%) 0 0
T NEE R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
iEEEDN 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
JIBAE JE R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
Lo A VIEMERE 0 0 0 0 0 0 0 0 0 0 0 0
o) R 3(1.5%) 0 0 3(2.0%) 0 0 0 0 0 4(0.3%) 0 0
SEYREOE 0 0 0 0 0 0 0 0 0 0 0 0
FEEIPET L VX — 3(1.5%) 0 0 3(2.0%) 0 0 0 0 0 4(0.3%) 0 0
RCYIE K VA A HRUE 75(37.1%) | 4(2.0%) | 1(0.5%) | 55(36.2%) | 3(2.0%) |1(0.7%) | 20(40.0%) | 1(2.0%) 0 [331(27.4%)(14(1.2%)| 1(0.1%)
PRI SR IE TR 0 0 0 0 0 0 0 0 0 0 0 0
mEER 0 1(0.5%) | 1(0.5%) 0 1(0.7%) | 1(0.7%) 0 0 0 0 1(0.1%) | 1(0.1%)
BB TS 0 0 0 0 0 0 0 0 0 3(0.2%) 0 0
JEIE S 16(7.9%) 0 0 12(7.9%) 0 0 4(8.0%) 0 0 48(4.0%) | 1(0.1%) 0
o 0 0 0 0 0 0 0 0 0 0 0 0
H % 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 8(0.7%) | 1(0.1%) 0
AV AVEE %% 0 0 0 0 0 0 0 0 0 6(0.5%) 0 0
P~ R 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
HRAE 1(0.5%) | 1(0.5%) 0 1(0.7%) | 1(0.7%) 0 0 0 0 4(0.3%) | 3(0.2%) 0
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BRI S
FE #5385 [CL-051] E RIS
MedDRA/J Version 12.1 N /= N AV =g
R BIR I (S0C) LA 50 mg #EHH 100 mg 845 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE WRE | hEE | EE
R 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
TN 4(2.0%) 0 0 3(2.0%) 0 0 1(2.0%) 0 0 13(1.1%) | 1(0.1%) 0
BUHEE S 59(29.2%) | 1(0.5%) 0 |44(28.9%) 0 0 [15(30.0%) | 1(2.0%) 0 243(20.1%)| 5(0.4%) 0
SRE S 0 0 0 0 0 0 0 0 0 0 0 0
W H %% 0 0 0 0 0 0 0 0 0 0 0 0
AP ER 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
B AR B R Y 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
T BB T 15 0 0 0 0 0 0 0 0 0 0 0 0
WRSE J¢ 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 9(0.7%) 0 0
J 5 B i 2% 0 0 0 0 0 0 0 0 0 0 1(0.1%) 0
LR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
AR R 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0
SR 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
Rl e 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
JBE 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
ST e 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
kS 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
g 0 0 0 0 0 0 0 0 0 0 0 0
ARGE R 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 5(0.4%) 0 0
SRS 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
AN 0 0 0 0 0 0 0 0 0 4(0.3%) 0 0
A L AMEE % 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
TG K FE R 0 0 0 0 0 0 0 0 0 0 0 0
RS 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
R 1 0 0 0 0 0 0 0 0 0 0 0 0
~Y g Z—EE | 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
EE RS 0 0 0 0 0 0 0 0 0 0 0 0
A L AV 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 2(0.2%) 0 0
3 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
AL H & 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
AEA~L AL 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 4(0.3%) 0 0
(55, PEEROMWESOME| 17(8.4%) | 1(0.5%) 0 13(8.6%) 0 0 4(8.0%) | 1(2.0%) 0 40(3.3%) | 4(0.3%) 0
s 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
i e B 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 2(0.2%) 0 0
WA 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
$EET 0 0 0 0 0 0 0 0 0 0 1(0.1%) 0
SMEVE T 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
B EE T 0 0 0 0 0 0 0 0 0 0 0 0
TRt - ST 0 0 0 0 0 0 0 0 0 0 0 0
KI&E B E T 0 0 0 0 0 0 0 0 0 0 0 0
i T 0 0 0 0 0 0 0 0 0 0 0 0
e 0 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0
#8145 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 2(0.2%) 0 0
R fifad 4(2.0%) 0 0 3(2.0%) 0 0 1(2.0%) 0 0 10(0.8%) 0 0
b L 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
a5 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
R E T 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
BEEEIT 0 0 0 0 0 0 0 0 0 0 0 0
LGRCEn 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
AL 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
FHEE A F 37 0 0 0 0 0 0 0 0 0 0 2(0.2%) 0
HHEEIT 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
LeHITHAE 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
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BRI S
F 53k [CL-051] E RIS
MedDRA/J Version 12.1 N V=g N YA =4
R BIR I (S0C) LA 50 mg #EHH 100 mg 845 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE (353 R | B
T EAEET 0 0 0 0 0 0 0 0 0 0 0 0
[Z3inl 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
LA 0 0 0 0 0 0 0 0 0 3(0.2%) 0 0
15 4(2.0%) 0 0 3(2.0%) 0 0 1(2.0%) 0 0 8(0.7%) 0 0
Al 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
B 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
N H A 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 2(0.2%) 0 0
G2 0 0 0 0 0 0 0 0 0 0 0 0
IR 0 0 0 0 0 0 0 0 0 0 0 0
EERIEN 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
H 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
i PR AR AT 160(79.2%) 0 0 |116(76.3%) 0 0 [44(88.0%) 0 0 |795(65.9%)| 3(0.2%) 0
Z ;’: ; jz“;a%u]\ i 10(5.0%) 0 0 9(5.9%) 0 0 1(2.0%) 0 0 49(4.1%) | 1(0.1%) 0
T ARG XTI )
7;1 FUAT =T —PH | 8(4.0%) 0 0 7(4.6%) 0 0 1(2.0%) 0 0 38(3.1%) | 1(0.1%) 0
A7 7 3 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
A e Y e 4(2.0%) 0 0 4(2.6%) 0 0 0 0 0 25(2.1%) 0 0
M= AT v — b 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
M= L AT o — LN 11(5.4%) 0 0 10(6.6%) 0 0 1(2.0%) 0 0 48(4.0%) 0 0
Eif;;’égﬁmﬁx* 41(20.3%) 0 0 [31(20.4%) 0 0 [10(20.0%) 0 0 |166(13.8%)( 1(0.1%) 0
o7 L7 F=d | 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 7(0.6%) 0 0
M7 L7 F= 800 | 6(3.0%) 0 0 5(3.3%) 0 0 1(2.0%) 0 0 16(1.3%) 0 0
L~ R o e 3(1.5%) 0 0 3(2.0%) 0 0 0 0 0 31(2.6%) | 1(0.1%) 0
L7 R o R 62(30.7%) 0 0 [43(28.3%) 0 0 [19(38.0%) 0 0 6021.5%) 0 0
b RPN 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
Y o KB 4(2.0%) 0 0 1(0.7%) 0 0 3(6.0%) 0 0 9(0.7%) 0 0
fE E5 7(3.5%) 0 0 5(3.3%) 0 0 2(4.0%) 0 0 12(1.0%) 0 0
M kU 7 280 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
i H R S s 8(4.0%) 0 0 6(3.9%) 0 0 2(4.0%) 0 0 28(2.3%) 0 0
i H R SN 4(2.0%) 0 0 4(2.6%) 0 0 0 0 0 25(2.1%) 0 0
i R s 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 15(1.2%) 0 0
1 H RN 7(3.5%) 0 0 4(2.6%) 0 0 3(6.0%) 0 0 15(1.2%) 0 0
gj;”fgté;; 7R 22(10.9%) 0 0 17(11.2%) 0 0 5(10.0%) 0 0 |123(10.2%)[ 1(0.1%) 0
R 7 R o R 13(6.4%) 0 0 7(4.6%) 0 0 6(12.0%) 0 0 66(5.5%) 0 0
7Y a~Es e g 0 0 0 0 0 0 0 0 0 0 0 0
7V a~EZa U 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
~~v h7 Uy MR 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
~ES 1 e UED 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
PSiEE- eyl 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
MR 5(2.5%) 0 0 4(2.6%) 0 0 1(2.0%) 0 0 11(0.9%) 0 0
R [ 0 0 0 0 0 0 0 0 0 0 0 0
KR F N 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
IR 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
IREEHIN 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
P I BR H ) 15(7.4%) 0 0 13(8.6%) 0 0 2(4.0%) 0 0 51(4.2%) | 2(0.2%) 0
I ER AN 5(2.5%) 0 0 5(3.3%) 0 0 0 0 0 30(2.5%) 0 0
/NN 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 31(2.6%) 0 0
SRR AR 15(7.4%) 0 0 10(6.6%) 0 0 5(10.0%) 0 0 109(9.0%) 0 0
%TTZ%ZU mAZ T 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
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BRI S
FE #5385 [CL-051] EPNRBROFS
MedDRA/J Version 12.1 N V=g N YA =4
R BIR I (S0C) LA 50 mg #EHH 100 mg 845 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE WRE | hEE | EE
ETQE% IRAT 7 9(4.5%) 0 0 6(3.9%) 0 0 3(6.0%) 0 0 55(4.6%) | 1(0.1%) 0
5785 1 5 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
JRUGTE SLH 47(23.3%) 0 0 |30(19.7%) 0 0 17(34.0%) 0 0 |175(14.5%), 0
Eizgﬂ;j SRAR 7(3.5%) 0 0 5(3.3%) 0 0 2(4.0%) 0 0 23(1.9%) 0 0
R K OV 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 3(0.2%) 0 0
BRI 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
B L EE 0 0 0 0 0 0 0 0 0 0 0 0
BAREE 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 2(0.2%) 0 0
7T KSR S OV B REARBE | 20(9.9%) 0 0 16(10.5%) 0 0 4(8.0%) 0 0 44(3.6%) | 1(0.1%) 0
RAHE 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
B2 0 0 0 0 0 0 0 0 0 0 0 0
R 9(4.5%) 0 0 6(3.9%) 0 0 3(6.0%) 0 0 19(1.6%) | 1(0.1%) 0
FEH 0 0 0 0 0 0 0 0 0 0 0 0
NEH AR A SR A 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
(AR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
77 AR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
ZHEIE 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 2(0.2%) 0 0
‘AR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
lis2r 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
EEES 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 3(0.2%) 0 0
JEESIER 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
iV v~ 0 0 0 0 0 0 0 0 0 0 0 0
EIPEFHES 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
NERES 0 0 0 0 0 0 0 0 0 0 0 0
ek 2% 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
1 BE R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
B A SR i 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
B A A 3(1.5%) 0 0 3(2.0%) 0 0 0 0 0 7(0.6%) 0 0
2hi) 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
R, TR OGEMAR B
%g%#g)(%ﬂ@&tﬁn%’ U—71 1(0.5%) | 1(0.5%) 0 0 1(0.7%) 0 1(2.0%) 0 0 2(0.2%) | 2(0.2%) 0
FEJEC AT R 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
T S T 0 0 0 0 0 0 0 0 0 0 0 0
JIL P9 11 0D S 3 A ) 0 0 0 0 0 0 0 0 0 0 1(0.1%) 0
INEET A 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 1(0.1%) | 1(0.1%) 0
PR R 17(8.4%) | 1(0.5%) 0 11(7.2%) | 1(0.7%) 0 6(12.0%) 0 0 52(4.3%) | 2(0.2%) | 1(0.1%)
Jisd 4 af. 0 0 0 0 0 0 0 0 0 0 0 1(0.1%)
iz 0 0 0 0 0 0 0 0 0 0 1(0.1%) 0
FHBORE R 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
FEENMED E 3(1.5%) 0 0 1(0.7%) 0 0 2(4.0%) 0 0 7(0.6%) | 1(0.1%) 0
RALPED F 1(0.5%) | 1(0.5%) 0 0 1(0.7%) 0 1(2.0%) 0 0 10.1%) | 1(0.1%) 0
Y] 7(3.5%) 0 0 5(3.3%) 0 0 2(4.0%) 0 0 36(3.0%) 0 0
ST SR 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
SHAENENE 0 0 0 0 0 0 0 0 0 0 0 0
IS8 AEES 0 0 0 0 0 0 0 0 0 0 0 0
J IR 0 0 0 0 0 0 0 0 0 0 0 0
PR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
A PR R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
< BT Hif 0 0 0 0 0 0 0 0 0 0 0 0
BRI 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
RS 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
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BRI S
FE #5385 [CL-051] EPNRBROFS
MedDRA/J Version 12.1 N V=g N YA =4
R BIR I (S0C) LA 50 mg #EHH 100 mg 845 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE WRE | hEE | EE
JE R T 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
B PR PR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
ol 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
Jibd ol YR { . i 0 0 0 0 0 0 0 0 0 0 0 0
e 7(3.5%) | 1(0.5%) 0 3(2.0%) | 1(0.7%) 0 4(8.0%) 0 0 14(1.2%) | 2(0.2%) 0
R 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
9 O 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 1(0.1%) | 2(0.2%) 0
ARBRE 6(3.0%) 0 0 3(2.0%) 0 0 3(6.0%) 0 0 10(0.8%) 0 0
RERR R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
N E 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
B R OYR B fEE 3(1.5%) 0 0 1(0.7%) 0 0 2(4.0%) 0 0 19(1.6%) 0 0
HEDR IR 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 2(0.2%) 0 0
iR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
PEIR g 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
PR 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 15(1.2%) 0 0
CEFH R B OVFL I PR 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 6(0.5%) 0 0
NN 0 0 0 0 0 0 0 0 0 0 0 0
LT 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
H % IR e 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
ARHLAIA 7% 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
RN IRA 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
SIEIEE O FEIE 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
Bk E 0 0 0 0 0 0 0 0 0 0 0 0
MRS, SR K OERRRE | 11(5.4%) 0 0 10(6.6%) 0 0 1(2.0%) 0 0 32(2.7%) | 1(0.1%) 0
M S 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
IR 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 4(0.3%) 0 0
PRI 57 f5 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
I 7 PR 0 0 0 0 0 0 0 0 0 0 0 0
S i 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
WA 0 0 0 0 0 0 0 0 0 0 0 0
kil 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
iloN 0 0 0 0 0 0 0 0 0 0 1(0.1%) 0
T LV — PR 5(2.5%) 0 0 4(2.6%) 0 0 1(2.0%) 0 0 6(0.5%) 0 0
LY 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
Lo 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
EEGEDORAE 5(2.5%) 0 0 5(3.3%) 0 0 0 0 0 8(0.7%) 0 0
1 IPENEBE A PR 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
1 e B 0 0 0 0 0 0 0 0 0 6(0.5%) 0 0
2 B OV T LR B 18(8.9%) 0 0 |16(10.5%) 0 0 2(4.0%) 0 0 59(4.9%) | 2(0.2%) 0
S 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
MR B E 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
GIERESHn 32 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
AP 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
T LV — PR A 0 0 0 0 0 0 0 0 0 0 0 0
TRIE M R 2 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
Fiafluit B R 2% 3(1.5%) 0 0 3(2.0%) 0 0 0 0 0 8(0.7%) 0 0
paELA 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
FEIT PR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
itz 7(3.5%) 0 0 6(3.9%) 0 0 1(2.0%) 0 0 17(1.4%) 0 0
Fe g ) 2 s 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 4(0.3%) 0 0
L IALEE 0 0 0 0 0 0 0 0 0 0 0 0
ALETTS 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
JpEE ] 0 0 0 0 0 0 0 0 0 0 0 0
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BRI S
FE #5385 [CL-051] EPNRBROFS
MedDRA/J Version 12.1 N V=g N YA =4
R BIR I (S0C) LA 50 mg #EHH 100 mg 845 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE WRE | hEE | EE
Z 5 PEIE 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
SREE 0 0 0 0 0 0 0 0 0 0 0 0
W% 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 6(0.5%) 0 0
lin2] 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
HE R R ¢ 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
OV HER 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
FREON A 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
f;;ég};/;{/a 71 o 0 0 0 0 0 0 0 0 0 10.1%) | 0
eI 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 6(0.5%) | 1(0.1%) 0
17 B2 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
BHPEZ D FEE 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
BRI E 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
L7 P 2(1.0%) | 1(0.5%) | 1(0.5%) | 2(1.3%) | 1(0.7%) 0 0 0 1(2.0%) | 10(0.8%) | 1(0.1%) | 1(0.1%)
KBRS 0 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0
RENNRAZHEE 0 0 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%)
e I 0 0 0 0 0 0 0 0 0 7(0.6%) 0 0
KA IR 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
[ii2RE] 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
1FTY 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0

Bk (GeHis)

Source : CTD fi##r, 2% 274 10 001
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BRI S
£27.4.7-9 ERNRBRHEICET5IRXTORER FEEMNELEH) (1)
Frlig ok BRAABR [CL-045, CL-048]
e e NEYAE
HAGE (PT) (=391 (=210) (1=587)
R | hEEEE | B [3Es R | R [3Es PR B

FRTORIEM 123(20.8%)| 2(0.3%) 0 45(21.4%) | 1(0.5%) | 1(0.5%) [142(24.2%)| 1(0.2%) 0
MR RN /R 1(0.2%) 0 0 0 0 0 0 0 0
=g 1(0.2%) 0 0 0 0 0 0 0 0
U 2(0.3%) 0 0 1(0.5%) 0 0 6(1.0%) 0 0
AR 1(0.2%) 0 0 0 0 0 0 0 0
GufeS 1(0.2%) 0 0 1(0.5%) 0 0 5(0.9%) 0 0
SR 0 0 0 0 0 0 2(0.3%) 0 0
H R ORKEEREE 1(0.2%) 0 0 0 0 0 2(0.3%) 0 0
g 1(0.2%) 0 0 0 0 0 0 0 0
[ElfiEE D F 0 0 0 0 0 0 2(0.3%) 0 0
AR pa 1(0.2%) 0 0 0 0 0 0 0 0
AR 72 1. 0 0 0 0 0 0 0 0 0
HR 1(0.2%) 0 0 0 0 0 0 0 0
I 31(5.2%) |1(02%)| 0 7(3.3%) 0 0 37(6.3%) 0 0
MEEB AR 2(0.3%) 0 0 0 0 0 1(0.2%) 0 0
R AT 1(0.2%) 0 0 0 0 0 3(0.5%) 0 0
M 0 0 0 1(0.5%) 0 0 0 0 0
R 0 0 0 0 0 0 0 0 0
HIg % 0 0 0 0 0 0 0 0 0
K% 0 0 0 0 0 0 0 0 0
[EE 13(2.2%) 0 0 1(0.5%) 0 0 18(3.1%) 0 0
T 0 1002%)| 0 1(0.5%) 0 0 1(0.2%) 0 0
N R 12(2.0%) 0 0 2(1.0%) 0 0 13(2.2%) 0 0
+ AR AE 0 0 0 1(0.5%) 0 0 1(0.2%) 0 0
HIL R B 0 0 0 0 0 0 1(0.2%) 0 0
i {5 1(0.2%) 0 0 0 0 0 0 0 0
EE 1(0.2%) 0 0 1(0.5%) 0 0 4(0.7%) 0 0
Bl 0 0 0 0 0 0 0 0 0
L) 0 0 0 0 0 0 0 0 0
I8 Pt 0 0 0 0 0 0 0 0 0
SO RS E {5 0 0 0 0 0 0 0 0 0
L 1(0.2%) 0 0 0 0 0 0 0 0
LIRS 2(0.3%) 0 0 0 0 0 0 0 0
AN 0 0 0 0 0 0 1(0.2%) 0 0
Mg I 0 0 0 0 0 0 0 0 0
B K O B R TRk R 3(0.5%) 0 0 2(1.0%) 0 0 2(0.3%) 0 0
M EBAS eIk 0 0 0 0 0 0 0 0 0
My 0 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0 0
i 1(0.2%) 0 0 0 0 0 0 0 0
P& 1 0 0 0 0 0 0 2(0.3%) 0 0
TR 0 0 0 0 0 0 0 0 0
mp%2) 2(0.3%) 0 0 2(1.0%) 0 0 0 0 0
AR R B 0 0 0 1(0.5%) 0 0 0 0 0
JIEE2 0 0 0 1(0.5%) 0 0 0 0 0
JIRAE JLAR 0 0 0 1(0.5%) 0 0 0 0 0
RAE & OVFF AR HUE 1(0.2%) |1(02%)| 0 2(1.0%) 0 0 3(0.5%) 0 0
B2 1(0.2%) 0 0 2(1.0%) 0 0 2(0.3%) 0 0
LN 0 0 0 0 0 0 0 0 0
EAGEEDN 0 1(02%)| 0 0 0 0 0 0 0
A e~ L2 0 0 0 0 0 0 1(0.2%) 0 0
R AR AR A 89(15.1%) 0 0 32(15.2%) | 1(0.5%) 0 90(15.3%) 0 0
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BRI S
Felig e BREABR [CL-045, CL-048]
i e N AVACD
HATE (PT) (n=591) (1-210) (1=587)
WRE | PEE | BHE WE | PEE | BE WE | PEE | BHE
TI=r T RTUAT=T—EHM | 7(1.2%) 0 0 2(1.0%) 0 0 12(2.0%) 0 0
;’é;&’”ﬂey%7: SRTEAT =T 50y |0 0 | 419%) | o o | 702%) | o 0
P e U v e M 3(0.5%) 0 0 0 0 0 4(0.7%) 0 0
A= v 2T o — LN 9(1.5%) 0 0 1(0.5%) 0 0 3(0.5%) 0 0
M7 L7 F ok AR FF—EHhn 23(3.9%) 0 0 5(2.4%) 0 0 17(2.9%) 0 0
ez vy s = 1(0.2%) 0 0 0 0 0 0 0 0
2z v g =8 3(0.5%) 0 0 2(1.0%) 0 0 1(0.2%) 0 0
7 K o R 1(0.2%) 0 0 1(0.5%) | 1(0.5%) 0 1(0.2%) 0 0
i Fp " Ko 5(0.8%) 0 0 2(1.0%) 0 0 6(1.0%) 0 0
Y o KB 4(0.7%) 0 0 0 0 0 1(0.2%) 0 0
fE F5- 1(0.2%) 0 0 0 0 0 0 0 0
1f R SE A 0 0 0 0 0 0 1(0.2%) 0 0
i H R SN 5(0.8%) 0 0 0 0 0 1(0.2%) 0 0
1fn. PR A 2(0.3%) 0 0 0 0 0 1(0.2%) 0 0
1 RN 1(0.2%) 0 0 2(1.0%) 0 0 1(0.2%) 0 0
Y= NEINRNT AT =T — TP HINN 13(2.2%) 0 0 9(4.3%) 0 0 26(4.4%) 0 0
R 7 R 5(0.8%) 0 0 2(1.0%) 0 0 2(0.3%) 0 0
7Y a~Esa e 0 0 0 0 0 0 0 0 0
~~v h7 Uy MR 1(0.2%) 0 0 0 0 0 0 0 0
~NES | U 2(0.3%) 0 0 0 0 0 0 0 0
SN 0 0 0 0 0 0 1(0.2%) 0 0
NN e %l 1(0.2%) 0 0 1(0.5%) 0 0 1(0.2%) 0 0
IRE R 0 0 0 0 0 0 1(0.2%) 0 0
= if BRE 2(0.3%) 0 0 4(1.9%) 0 0 3(0.5%) 0 0
I ERE 4(0.7%) 0 0 2(1.0%) 0 0 2(0.3%) 0 0
i/ NN 3(0.5%) 0 0 1(0.5%) 0 0 6(1.0%) 0 0
SRR ARG 6(1.0%) 0 0 2(1.0%) 0 0 8(1.4%) 0 0
M7 I )RR T 72— 13(2.2%) 0 0 6(2.9%) 0 0 16(2.7%) 0 0
JRUGTE SLH 6(1.0%) 0 0 2(1.0%) 0 0 6(1.0%) 0 0
A7 L7 F ok AR xS —E iR 1(0.2%) 0 0 0 0 0 2(0.3%) 0 0
PR R OV 0 0 0 0 0 0 0 0 0
B PRI 0 0 0 0 0 0 0 0 0
RARIGE 0 0 0 0 0 0 0 0 0
7 S S OV A Rk b 2(0.3%) 0 0 0 0 0 0 0 0
A Eiv 1(0.2%) 0 0 0 0 0 0 0 0
R 1(0.2%) 0 0 0 0 0 0 0 0
R R B 7(1.2%) [1(02%)| 0 1(0.5%) 0 1(0.5%) | 2(0.3%) 0 0
Jisd 4 af. 0 0 0 0 0 1(0.5%) 0 0 0
FA e R 1(0.2%) 0 0 0 0 0 0 0 0
TEENED 2(0.3%) | 1(0.2%) 0 0 0 0 1(0.2%) 0 0
RATPED F 0 0 0 0 0 0 0 0 0
g 3(0.5%) 0 0 1(0.5%) 0 0 1(0.2%) 0 0
ST BlBR 0 0 0 0 0 0 0 0 0
L SEES 1(0.2%) 0 0 0 0 0 0 0 0
BRI 0 0 0 0 0 0 1(0.2%) 0 0
KR 0 0 0 0 0 0 0 1(0.2%) 0
9 O 0 0 0 0 0 0 0 1(0.2%) 0
ARIRAE 0 0 0 0 0 0 0 0 0
B M OYR B R 6(1.0%) 0 0 2(1.0%) 0 0 9(1.5%) 0 0
HEIR IR 5 0 0 0 0 0 0 1(0.2%) 0 0
PEIR g 0 0 0 0 0 0 1(0.2%) 0 0
TR 6(1.0%) 0 0 2(1.0%) 0 0 7(1.2%) 0 0
MR ER, MR R O e 1(0.2%) 0 0 1(0.5%) 0 0 0 0 0
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FRRRHIR 2
Felig e BREABR [CL-045, CL-048]
1 — N N2 VAN
HATE (PT) (n=591) (1-210) (1=587)
WRE | PEE | BHE R R | HEE R g | EE

MEEIN: R A 0 0 0 1(0.5%) 0 0 0 0 0

T 7 PR 0 0 0 0 0 0 0 0 0

1 R EH AR TR 1(0.2%) 0 0 0 0 0 0 0 0
R B OV T ARk B 0 0 0 0 0 0 4(0.7%) 0 0

TRIE R 2 0 0 0 0 0 0 1(0.2%) 0 0

F A 0 0 0 0 0 0 0 0 0

boE2s 0 0 0 0 0 0 0 0 0

B 0 0 0 0 0 0 2(0.3%) 0 0

AT =T VR T a ) R 0 0 0 0 0 0 0 0 0

LIRS 0 0 0 0 0 0 1(0.2%) 0 0
1L PR 0 0 0 2(1.0%) 0 0 2(0.3%) 0 0

& I 0 0 0 2(1.0%) 0 0 2(0.3%) 0 0

1FTY 0 0 0 0 0 0 0 0 0

Bk (GEBLER)
Source : CTD f##1, %274 10 003
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BRI S
£27.4.7-9 ERNRBRHEICET5IRTORER FEENELEH) (2
PRl AREBR [CL-045, CL-048]
MedDRA/J Version 12.1 N A= e
BERIALE (SOC) 100 mg TR M
BAGE (PT) (n=208) 1n=1005) (®=373)
R A HE R R | EE R Ak HE
T AT OEIE 48(23.1%) | 2(1.0%) 0 235(23.4%) | 4(0.4%) | 1(0.1%) |123(32.8%)| 4(1.1%) 0
MR RN /R 0 0 0 0 0 0 0 0 0
=yl 0 0 0 0 0 0 0 0 0
U 0 1(0.5%) 0 7(0.7%) | 1(0.1%) 0 0 0 0
IR 0 0 0 0 0 0 0 0 0
GufeS 0 1(0.5%) 0 6(0.6%) | 1(0.1%) 0 0 0 0
SR 0 0 0 2(0.2%) 0 0 0 0 0
H R ORKEEREE 1(0.5%) 0 0 3(0.3%) 0 0 2(0.5%) 0 0
Hug 0 0 0 0 0 0 0 0 0
[ElfiRE D F 1(0.5%) 0 0 3(0.3%) 0 0 2(0.5%) 0 0
AR 0 0 0 0 0 0 3(0.8%) 0 0
AR 72 1fn. 0 0 0 0 0 0 0 0 0
HR 0 0 0 0 0 0 3(0.8%) 0 0
T 14(6.7%) 0 0 58(5.8%) 0 0 60(16.0%) | 2(0.5%) 0
G AN R 0 0 0 1(0.1%) 0 0 2(0.5%) 0 0
AT 2(1.0%) 0 0 5(0.5%) 0 0 1(0.3%) 0 0
M 0 0 0 1(0.1%) 0 0 0 0 0
R 1(0.5%) 0 0 1(0.1%) 0 0 1(0.3%) 0 0
HIg% 0 0 0 0 0 0 1(0.3%) 0 0
ENIES 0 0 0 0 0 0 0 1(0.3%) 0
[EE 6(2.9%) 0 0 25(2.5%) 0 0 13(3.5%) 0 0
T 1(0.5%) 0 0 3(0.3%) 0 0 0 0 0
N R 2(1.0%) 0 0 17(1.7%) 0 0 49(13.1%) | 1(0.3%) 0
+ AR AE 0 0 0 2(0.2%) 0 0 0 0 0
THIEA B 0 0 0 1(0.1%) 0 0 0 0 0
i {5 0 0 0 0 0 0 1(0.3%) 0 0
EE 2(1.0%) 0 0 7(0.7%) 0 0 2(0.5%) 0 0
Bl 0 0 0 0 0 0 0 0 0
L) 0 0 0 0 0 0 1(0.3%) 0 0
I8 Pt 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
SOOI R (e 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
L 0 0 0 0 0 0 0 0 0
i JE 2% 0 0 0 0 0 0 0 0 0
AN 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
Mg - 0 0 0 0 0 0 1(0.3%) 0 0
A By B L O 5 R PTRRRE 3(1.4%) | 1(0.5%) 0 7(0.7%) | 1(0.1%) 0 10(2.7%) 0 0
M Ak 0 0 0 0 0 0 1(0.3%) 0 0
g 0 0 0 0 0 0 1(0.3%) 0 0
e 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
i 0 0 0 0 0 0 0 0 0
P8 12 0 1(0.5%) 0 2(0.2%) | 1(0.1%) 0 1(0.3%) 0 0
VI 1(0.5%) 0 0 1(0.1%) 0 0 0 0 0
mp%2) 1(0.5%) 0 0 3(0.3%) 0 0 8(2.1%) 0 0
AR R B 0 0 0 1(0.1%) 0 0 0 0 0
JIEE2 0 0 0 1(0.1%) 0 0 0 0 0
JIRAE JLAR 0 0 0 1(0.1%) 0 0 0 0 0
RASE & OVFF AR HUE 0 0 0 5(0.5%) 0 0 2(0.5%) 0 0
[ERE2¢ 0 0 0 4(0.4%) 0 0 1(0.3%) 0 0
LNk 0 0 0 0 0 0 1(0.3%) 0 0
kPN 0 0 0 0 0 0 0 0 0
AEA~L AL 0 0 0 1(0.1%) 0 0 0 0 0
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2.7.4
BRI S
Phigec BGRBR [CL-045, CL-048]
I:/EI'eE(Li’D[RA//J\Xersion 12.1 N2 VA =04 MLFm Uy
ﬁgzjﬁjz;]j(;iir) (SOC> 100 mg éﬁﬁi (1’1:375)
il (n=208) n=1005)
(355 A ity (355 A | HE (355 AR ity
R R AR A 29(13.9%) | 1(0.5%) 0 151(15.0%) | 2(0.2%) 0 55(14.7%) 0 0
;Z%‘gﬁr S/RTEAT =N 400 | 105%) 0 18(1.8%) | 10.1%) | 0 9(2.4%) 0 0
Zinggﬁg%? SORTEA 4% | 100.5%) 0 15(1.5%) | 10.1%) | 0 102.7%) 0 0
Ay e 1(0.5%) 0 0 5(0.5%) 0 0 4(1.1%) 0 0
= L 2T e — LN 0 0 0 4(0.4%) 0 0 1(0.3%) 0 0
Eé;fuy VT TORARET=E N 4 90y | 1(0.5%) 0 26(2.6%) | 10.1%) | 0 8(2.1%) 0 0
ez vy s = 1(0.5%) 0 0 1(0.1%) 0 0 2(0.5%) 0 0
frf 7 V7 = 2(1.0%) 0 0 5(0.5%) 0 0 0 0 0
M~ R o g 0 0 0 2(0.2%) | 1(0.1%) 0 3(0.8%) 0 0
fiLrp " Ko pEEE 3(1.4%) 0 0 11(1.1%) 0 0 3(0.8%) 0 0
ML 7 U T SN 0 0 0 1(0.1%) 0 0 0 0 0
ifJE F5- 1(0.5%) 0 0 1(0.1%) 0 0 2(0.5%) 0 0
1f H R SE A 0 0 0 1(0.1%) 0 0 0 0 0
1 H R S N 0 0 0 1(0.1%) 0 0 0 0 0
if HE PR R 0 0 0 1(0.1%) 0 0 2(0.5%) 0 0
1 H RN 0 0 0 3(0.3%) 0 0 0 0 0
Yﬁ_—}/étgjﬁ MhTAT = 6(2.9%) | 1(0.5%) 0 4141%) | 101%) | 0 6(1.6%) 0 0
R 7R 0 0 0 4(0.4%) 0 0 3(0.8%) 0 0
7 A~k u e 0 0 0 0 0 0 0 0 0
~~ 7Yy Mg 0 0 0 0 0 0 0 0 0
~FZ R 0 0 0 0 0 0 0 0 0
SN 1(0.5%) 0 0 2(0.2%) 0 0 1(0.3%) 0 0
i/ N B R 0 0 0 2(0.2%) 0 0 0 0 0
IRE R 0 0 0 1(0.1%) 0 0 0 0 0
= if BRE 2(1.0%) | 1(0.5%) 0 9(0.9%) | 1(0.1%) 0 7(1.9%) 0 0
I ERE M 1(0.5%) 0 0 5(0.5%) 0 0 4(1.1%) 0 0
i/ NN 4(1.9%) 0 0 11(1.1%) 0 0 0 0 0
SRR ARG 6(2.9%) 0 0 16(1.6%) 0 0 2(0.5%) 0 0
MHPTAHVEAT 72 —BHM| 4(1.9%) | 1(0.5%) 0 26(2.6%) | 1(0.1%) 0 6(1.6%) 0 0
JRUGTE SLH 1(0.5%) 0 0 9(0.9%) 0 0 1(0.3%) 0 0
%Z’ VT T ERARET = 5 40 0 0 5(0.5%) 0 0 3(0.8%) 0 0
R B OVl 0 0 0 0 0 0 0 1(0.3%) 0
BRI 0 0 0 0 0 0 0 0 0
FARIEGE 0 0 0 0 0 0 0 1(0.3%) 0
B S B OVl ARk b 0 0 0 0 0 0 0 0 0
RAHE 0 0 0 0 0 0 0 0 0
B 0 0 0 0 0 0 0 0 0
R R PR 3(1.4%) 0 0 6(0.6%) 0 1(0.1%) | 2(0.5%) 0 0
Jisd 4 af. 0 0 0 0 0 1(0.1%) 0 0 0
FEME R 0 0 0 0 0 0 0 0 0
FEED E 0 0 0 1(0.1%) 0 0 0 0 0
ALPED F 0 0 0 0 0 0 0 0 0
SE 3(1.4%) 0 0 5(0.5%) 0 0 2(0.5%) 0 0
IR RS 0 0 0 0 0 0 0 0 0
L AGES 0 0 0 0 0 0 0 0 0
EXORMETRIR 0 0 0 1(0.1%) 0 0 0 0 0
AR 0 0 0 0 1(0.1%) 0 0 0 0
5 O 0 0 0 0 1(0.1%) 0 0 0 0
A HRAE 0 0 0 0 0 0 0 0 0
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BRI S
PRl AREBR [CL-045, CL-048]

MedDRA/J Version 12.1 TR m e

wE BRI (S0C) 100 mg R S /bz;;sy o
HAGE (PT) (n=208) 1=1005) (®=373)

(355 A ity (355 A | HE (355 AR HE

B OYR B R 1(0.5%) 0 0 12(1.2%) 0 0 5(1.3%) 0 0
HEIR PR 0 0 0 1(0.1%) 0 0 1(0.3%) 0 0
PEIR g 0 0 0 1(0.1%) 0 0 0 0 0
FRIR 1(0.5%) 0 0 10(1.0%) 0 0 4(1.1%) 0 0

I, B K OMERmR B 2= 0 0 0 1(0.1%) 0 0 1(0.3%) | 1(0.3%) 0
MR o . 0 0 0 1(0.1%) 0 0 0 1(0.3%) 0
I 7 PR 0 0 0 0 0 0 1(0.3%) 0 0
1 IPENEBE A g 0 0 0 0 0 0 0 0 0

R R OV T AL 3(1.4%) | 1(0.5%) 0 7(0.7%) | 1(0.1%) 0 2(0.5%) 0 0
K 9% 0 0 0 1(0.1%) 0 0 0 0 0
BRI 0 0 0 0 0 0 1(0.3%) 0 0
5 0 0 0 0 0 0 0 0 0
W% 1(0.5%) 0 0 3(0.3%) 0 0 0 0 0
@%4_7 vATar s 0 1(0.5%) 0 0 10.1%) | 0 0 0 0
LIRS 2(1.0%) 0 0 3(0.3%) 0 0 1(0.3%) 0 0

7 P 1(0.5%) 0 0 5(0.5%) 0 0 4(1.1%) 0 0
2 1 1(0.5%) 0 0 5(0.5%) 0 0 3(0.8%) 0 0
1FTY 0 0 0 0 0 0 1(0.3%) 0 0

Bl (EEL=R)
Source : CTD fi##T, # 274_10_003
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BRERMREE

£27479 ERBRHFSICETLIITORMEA RBEMNEEH Q)

FEW#535 [CL-051] ENRBROFS
MedDRA/J Version 12.1 N /= NV =g
i H AR (SOC) LA fA 50 mg #fEFE{31 100 mg H4 5 {5 SRR
HAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(35 R | EAE (35S AR | HEE (5354 R | HE R AR | HE
T T OFEIE 59(29.2%) 0 0 [45(29.6%) 0 0 14(28.0%) 0 0 [294(24.4%)| 4(0.3%) | 1(0.1%)
M Y v SRR 0 0 0 0 0 0 0 0 0 0 0 0
21 0 0 0 0 0 0 0 0 0 0 0 0
Ui 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 8(0.7%) | 1(0.1%) 0
IS 0 0 0 0 0 0 0 0 0 0 0 0
HhiE 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 7(0.6%) | 1(0.1%) 0
SR 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
F ROk R 0 0 0 0 0 0 0 0 0 3(0.2%) 0 0
Hug 0 0 0 0 0 0 0 0 0 0 0 0
Bl F U 0 0 0 0 0 0 0 0 0 3(0.2%) 0 0
R P 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
AR 7% 1. 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
T 0 0 0 0 0 0 0 0 0 0 0 0
kS 18(8.9%) 0 0 14(9.2%) 0 0 4(8.0%) 0 0 76(6.3%) 0 0
REEB AR 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 3(0.2%) 0 0
A 0 0 0 0 0 0 0 0 0 5(0.4%) 0 0
iR 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
HIER 0 0 0 0 0 0 0 0 0 0 0 0
NP 0 0 0 0 0 0 0 0 0 0 0 0
{EFL 10(5.0%) 0 0 9(5.9%) 0 0 1(2.0%) 0 0 35(2.9%) 0 0
T 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 5(0.4%) 0 0
M Pz 4(2.0%) 0 0 3(2.0%) 0 0 1(2.0%) 0 0 21(1.7%) 0 0
+ AR AE 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
WL R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
AEAE 0 0 0 0 0 0 0 0 0 0 0 0
BB 0 0 0 0 0 0 0 0 0 7(0.6%) 0 0
H 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
Xl 0 0 0 0 0 0 0 0 0 0 0 0
I fE Pt 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
WL RE 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
R 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
o JE 2% 0 0 0 0 0 0 0 0 0 0 0 0
AN 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 2(0.2%) 0 0
Mgk - 0 0 0 0 0 0 0 0 0 0 0 0
LR R O 5 RPTRRE | 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 9(0.7%) | 1(0.1%) 0
M s A R 0 0 0 0 0 0 0 0 0 0 0 0
Mg 0 0 0 0 0 0 0 0 0 0 0 0
B 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
57 0 0 0 0 0 0 0 0 0 0 0 0
PE IR 0 0 0 0 0 0 0 0 0 2(0.2%) | 1(0.1%) 0
THIE 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
H 8 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 4(0.3%) 0 0
T NEE R B 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
IEEP 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
JIBAE JE R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
RCYIE K VA A= HUE 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 7(0.6%) 0 0
JERE2¢ 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 6(0.5%) 0 0
HRAE 0 0 0 0 0 0 0 0 0 0 0 0
S IHEE S 0 0 0 0 0 0 0 0 0 0 0 0
A e~ L2 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
R R AR A 35(17.3%) 0 0 |28(18.4%) 0 0 7(14.0%) 0 0 |186(15.4%)| 2(0.2%) 0
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BRI S
FE #5385 [CL-051] E NS
MedDRA/J Version 12.1 N V=g N YA =4
R BIR I (S0C) LA 50 mg #EHH 100 mg 4 B3 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE (353 R | B
Z Z’: ;jz‘;a;uh 7 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 20(1.7%) | 1(0.1%) 0
T ANRTEUBRT 2
Db ?yzilﬁ;zft{ﬁ 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 18(1.5%) | 1(0.1%) 0
I
A ey e 0 0 0 0 0 0 0 0 0 5(0.4%) 0 0
M= VAT m—UH50 | 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 5(0.4%) 0 0
ﬂ%ff;;’égﬁ“ AR 4(2.0%) 0 0 3(2.0%) 0 0 1(2.0%) 0 0 30(2.5%) | 1(0.1%) 0
ez vy s = 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
M7 L7 F= 800 | 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 6(0.5%) 0 0
M7 R o g 0 0 0 0 0 0 0 0 0 2(0.2%) | 1(0.1%) 0
fiLrp 7" Ko 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 12(1.0%) 0 0
s U o L8 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
ifJE F5- 6(3.0%) 0 0 5(3.3%) 0 0 1(2.0%) 0 0 7(0.6%) 0 0
1f H R SE A 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 2(0.2%) 0 0
1 H R S N 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 3(0.2%) 0 0
if H PR R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
1 H RN 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 4(0.3%) 0 0
Y;j;f%é;; 72 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 | 44(3.6%) | 1(0.1%)| 0
R T R o B 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 5(0.4%) 0 0
Y a~Era U M| 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
~~v h7 Uy MR 0 0 0 0 0 0 0 0 0 0 0 0
A== 0 0 0 0 0 0 0 0 0 0 0 0
A% N 0 0 0 0 0 0 0 0 0 2(0.2%) 0 0
/R 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 4(0.3%) 0 0
IRE R 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
= if ERE 5(2.5%) 0 0 4(2.6%) 0 0 1(2.0%) 0 0 14(1.2%) | 1(0.1%) 0
I ERE M 0 0 0 0 0 0 0 0 0 5(0.4%) 0 0
i/ NN 0 0 0 0 0 0 0 0 0 11(0.9%) 0 0
SR AR E B 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 17(1.4%) 0 0
%TQE% IRAT 7 3(1.5%) 0 0 2(1.3%) 0 0 1(2.0%) 0 0 29(2.4%) | 1(0.1%) 0
JRUCTE SLH 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 11(0.9%) 0 0
[ﬂﬁ;;ﬁf;ﬁz/ WA 31 50) 0 0 | 32.0%) 0 0 0 0 0 80.7%) | 0 0
R R OV b 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
BRI 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
RARIEGE 0 0 0 0 0 0 0 0 0 0 0 0
SR B O A Rk B 0 0 0 0 0 0 0 0 0 0 0 0
B 0 0 0 0 0 0 0 0 0 0 0 0
R 0 0 0 0 0 0 0 0 0 0 0 0
R R b 6(3.0%) 0 0 2(1.3%) 0 0 4(8.0%) 0 0 12(1.0%) 0 1(0.1%)
b HH o 0 0 0 0 0 0 0 0 0 0 0 1(0.1%)
FABORE R 0 0 0 0 0 0 0 0 0 0 0 0
FEED E 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 3(0.2%) 0 0
IALPED F 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
SR 2(1.0%) 0 0 1(0.7%) 0 0 1(2.0%) 0 0 7(0.6%) 0 0
IR RIS 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
ECAGES 0 0 0 0 0 0 0 0 0 0 0 0
ERIEMETATR 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
A 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) | 1(0.1%) 0
5 ¥ 0 0 0 0 0 0 0 0 0 0 1(0.1%) 0
RIRAE 1(0.5%) 0 0 0 0 0 1(2.0%) 0 0 1(0.1%) 0 0
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BRI S
FE #5385 [CL-051] E RIS
MedDRA/J Version 12.1 N V=g N YA =4
R BIR I (S0C) LA 50 mg #EHH 100 mg 4 H 431 L
BAGE (PT) (n=202) (n=152) (n=50) (n=1207)
(235 R | EE (355 R | EE (235 PR | EEE WRE | hEE | EE
B OYR B f 0 0 0 0 0 0 0 0 0 12(1.0%) 0 0
IR IR 5 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
HEIR IS 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
PR 0 0 0 0 0 0 0 0 0 10(0.8%) 0 0
IR R, M 2B K ORI = 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
MEEIN: R A 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
T 7 PR 0 0 0 0 0 0 0 0 0 0 0 0
1 e AR TR 0 0 0 0 0 0 0 0 0 0 0 0
i B OV T AR B 2(1.0%) 0 0 2(1.3%) 0 0 0 0 0 9(0.7%) | 1(0.1%) 0
URIEREAEDS 0 0 0 0 0 0 0 0 0 1(0.1%) 0 0
SR 0 0 0 0 0 0 0 0 0 0 0 0
itz 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 1(0.1%) 0 0
g3z 0 0 0 0 0 0 0 0 0 3(0.2%) 0 0
f;;ég};/;{ B 0 0 0 0 0 0 0 0 0 100.1%) | 0
eI 1(0.5%) 0 0 1(0.7%) 0 0 0 0 0 4(0.3%) 0 0
1f. 7 PR 0 0 0 0 0 0 0 0 0 5(0.4%) 0 0
e I 0 0 0 0 0 0 0 0 0 5(0.4%) 0 0
1ETH 0 0 0 0 0 0 0 0 0 0 0 0

Bk GEBLER)

Source : CTD fi##r, 2274 10 003
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BRI S
£2747-10 ERBRBRHSICETI2EELEMERORERE
Felxt FREBR [CL-045, CL-048] F 538k [CL-051] ENRBROHE
[MedDRA/J Version 12.1 N2 VA= 2T e N2/ =N
ZE B HE (SOC) 7R = (i =SP . 50 100 B
JiASE (PT) (nesol) | 25mg | SOmg | 100mg | FIE | laps | AAER] | gBd | lE | R
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) (-152) | (n=50) (n=1207)
TRCOEERAEFS| 20.3%) | 1(0.5%) 0 1(0.5%) | 2(0.2%) 1(0.3%) 0 0 0 2(0.2%)
LR IOINPRAEN == 1(0.2%) 0 0 0 0 0 0 0 0 0
2 ifL 1(0.2%) 0 0 0 0 0 0 0 0 0
5 MR 0 0 0 0 0 1(0.3%) 0 0 0 0
NP 0 0 0 0 0 1(0.3%) 0 0 0 0
s 1(0.2%) | 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
Jibd tH ifn. 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
X AGENS 1(0.2%) 0 0 0 0 0 0 0 0 0
B2 B OVEE TR 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
AT A4 —T VA V3 0 0 9
S 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)

Bt GEBLER)

Source : CTD fi##, 3 274_09_004
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[E47: D=4k

#2747- 11 BERHERGEIIETAESEDLIZES-FEBEROFKERE
Pt BREER [CL-045, CL-048] RH#5R5 [CL-051] EPRBROFE
MedDRA/J Version 12.1 N =% N VA= 4 NAavA =Y
Bt o [ g\ o e s
ﬁii%ﬂﬁﬁym) Zzgﬁi 25mg | 50mg | 100mg | & ht;sg/ A %g% ggﬁ ik
(0=210) | (n=587) | (n=208) | (n=1005) (n=202) -152) | (1=50) (n=1207)
ffjg%:;g; 12(2.0%) | 5(2.4%) |19(3.2%) | 8(3.8%) | 32(3.2%) | 12(3.2%) | 15(7.4%) | 10(6.6%) |5(10.0%)| 47(3.9%)
DR 1(0.2%) 0 2(0.3%) | 2(1.0%) | 4(0.4%) 0 1(0.5%) | 1(0.7%) 0 5(0.4%)
KBRS PASE A 420 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
HEEET oy 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
R 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
18 77 PASH AR 2 E 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
EUfES 1(0.2%) 0 1(0.2%) | 1(0.5%) | 2(0.2%) 0 0 0 0 2(0.2%)
HER 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
H R OGRS R 1(0.2%) 0 0 0 0 0 0 0 0 0
H 1(0.2%) 0 0 0 0 0 0 0 0 0
AR pe 0 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) | 1(0.7%) 0 2(0.2%)
7 LL X — B 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
AN IR PF 28 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
T ki 3(0.5%) | 1(0.5%) | 4(0.7%) 0 500.5%) | 5(1.3%) | 4(2.0%) | 3(2.0%) | 1(2.0%) 9(0.7%)
ARk 1(0.2%) 0 0 0 0 0 0 0 0 0
AT 0 0 0 0 0 1(0.3%) 0 0 0 0
NP 0 0 0 0 0 1(0.3%) 0 0 0 0
AIRPNTN 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
fEFY 0 0 1(0.2%) 0 1(0.1%) | 1(0.3%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
T 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
M Nz 0 0 1(0.2%) 0 1(0.1%) | 3(0.8%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
+ FRIRE S 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
LR B 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
EES 1(0.2%) 0 0 0 0 0 0 0 0 0
EIR 0 0 0 0 0 1(0.3%) 0 0 0 0
L 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
[ER S 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
N ENE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
N % 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
Mg - 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
A By K O Rk R 0 0 1(0.2%) | 2(1.0%) | 3(0.3%) | 2(0.5%) 0 0 0 3(0.2%)
B 0 0 1(0.2%) | 1(0.5%) | 2(0.2%) | 2(0.5%) 0 0 0 2(0.2%)
TEIE 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
) 0 0 0 0 0 1(0.3%) 0 0 0 0
T REE SR B 0 0 0 0 0 1(0.3%) 0 0 0 0
L o A VREBERE 0 0 0 0 0 1(0.3%) 0 0 0 0
Y Je OV A HUE 1(0.2%) | 2(1.0%) 0 0 2002%) | 1(0.3%) 0 0 0 2(0.2%)
7 A )L AMEE IS 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
S RTE 1(0.2%) | 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
BPER EE R 0 0 0 0 0 1(0.3%) 0 0 0 0
B PR E 0 0 0 0 0 1(0.3%) 0 0 0 0
5, Pk OWESHE 0 1(0.5%) | 2(0.3%) 0 3(0.3%) | 1(0.3%) 1(0.5%) 0 12.0%) | 4(0.3%)
SE-E T 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
RIRE B E 4T 0 0 0 0 0 1(0.3%) 0 0 0 0
K 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
R EE T 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
FHEE AT 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
B R AR A 0 0 1(0.2%) | 1(0.5%) | 2(0.2%) 0 0 0 0 2(0.2%)
TI7=w TSI 0 0 | 1005%) | 1(0.1%) 0 0 0 0 1(0.1%)

VAT T — BN
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BRI S
It FREBR [CL-045, CL-048] EM#5-RB [CL-051] ENRBROHE
[MedDRA/J Version 12.1 N2 VA= N2 VA= N2 VA=
oot INH o= N SN
" E}Sﬁ%]ﬂﬁ) (50€) 7(11:5);2; 25mg | 50mg | 100 mg | & ]\1(1;23‘;5)// A ,%f;%m{% lg%;ﬁ ik
(n=210) | (n=587) | (n=208) | (n=1005) (n=202) -152) | (=50) (n=1207)
TANRTGX BT )
jjlaﬁ VAT TP 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
&if;g;/“’f 0 0 0 | 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
i JE R 5 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
VNS E T 0 0 0 | 100.5%) | 100.1%) 0 0 0 0 10.1%
X7:\:§‘—“Ei§j][l D70 A7 . o)
SRz e 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
Jﬁ}f:’;ﬁéfu IRAZTL 0 0 | 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
R R OV b 0 0 0 0 0 1(0.3%) 1(0.5%) | 1(0.7%) 0 1(0.1%)
B PR IPI 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
AARHOR 0 0 0 0 0 1(0.3%) 0 0 0 0
BUME, MR OVFER A
DHF A (K TR 1(0.2%) 0 1(0.2%) 0 1(0.1%) 0 1(0.5%) 0 12.0%) | 2(0.2%)
V—7%ETe)
FEJE g 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
B R A 1(0.2%) 0 0 0 0 0 0 0 0 0
JILFA 35 D BB A4 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
iR R b 4(0.7%) | 2(1.0%) | 1(0.2%) | 2(1.0%) | 5(0.5%) 0 1(0.5%) 0 1(2.0%) 6(0.5%)
Jisd HHaf. 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
fibd e 3E 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
FE B RE 1(0.2%) 0 0 0 0 0 0 0 0 0
FFEED F 1(0.2%) | 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
iV 0 0 1(0.2%) | 2(1.0%) | 3(0.3%) 0 0 0 0 3(0.2%)
IR RIS 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
SHENEIRE 1(0.2%) 0 0 0 0 0 0 0 0
< BT H i 1(0.2%) 0 0 0 0 0 0 0 0 0
Ao i 1(0.2%) 0 0 0 0 0 2(1.0%) | 1(0.7%) | 1(2.0%) 2(0.2%)
5 O 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
RIRSE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
PR, Msh R ONGERRE 0 0 0 1(0.5%) | 1(0.1%) 1(0.3%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
K 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
MIEING: i A 0 0 0 0 0 1(0.3%) 0 0 0 0
T LLF— R 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
B2 B OV T ARk RE 1(0.2%) 0 4(0.7%) | 2(1.0%) | 6(0.6%) | 1(0.3%) 1(0.5%) | 1(0.7%) 0 7(0.6%)
B )& %% 1(0.2%) 0 0 0 0 0 0 0 0 0
AR G ¢ 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
BEAbIE B2 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
i 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
95 0 0 2(0.3%) 0 2(0.2%) 0 0 0 0 2(0.2%)
7 j;é{; nvA 0 0 0 | 100.5%) | 10.1%) 0 0 0 0 1(0.1%)
ZERRS 0 0 0 0 0 1(0.3%) 1(0.5%) | 1(0.7%) 0 1(0.1%)
1. 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) 0 2(1.0%) | 1(0.7%) | 12.0%) |  5(0.4%)
KEWRE 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
KRR 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
e 1ML 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) 0 0 0 0 3(0.2%)

Bk (eHis)

Source : CTD f##, # 274_09_005

147




274
BRERMREE

ERGERBRHEICETEREPILICE--REIEFRADORITE (EHE 0.5%LLL)

£ 274712
Felxt FREBR [CL-045, CL-048] FEH 55 [CL-051] ENRBROHE
MedDRA/J Version 12.1 N YVa=% N Ya=% VA=A
ERE IR $E (SO0) IR I Rl = 2 B 50 100 ~
JEARZE (PT) (nesol) | 25mg | SOmg | 100mg | fIE |l | RAER | GBS | nlE | R
(n=210) | (n=587) | (n=208) | (n=1005) (n=202) =152) | (@=50) (n=1207)
BEHILCE ST
FRToFl 1?;% 6(1.0%) | 1(0.5%) [11(1.9%) | 6(2.9%) | 18(1.8%) | 8(2.1%) 5(2.5%) | 4(2.6%) | 12.0%) | 23(1.9%)
Bl
I N RESG: 0 1(0.2%) 0 1(0.1%) 3(0.8%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
iR R
SER 0 1(0.2%) | 2(1.0%) | 3(0.3%) 0 0 0 3(0.2%)

Btk GEBLER)

Source : CTD fithF, 3274 09 008, 3% 274 09 010

148



274

BRI S
#274713 ERNRBRHESICETIHRSDLICES-FIERDORRER
P HEERER [CL-045, CL-048] R 50 [CL-051] ENFERDEA
M@?&Qg%ﬁ%l L N A= . N A2 N A=A
d“i%%ﬂfm 7(1125)512; 25mg | 50mg | 100mg | “/fkk ]\}(11/1:3?5)// SAED ,‘13;1%“}% ig%}ﬁ e
(n=210) | (n=587) | (n=208) | (n=1005) (n=202) o - (n=1207)
@®=152) | (n=50)
ﬁfi%éﬁfﬁ% * 6(1.0%) | 1(0.5%) [11(1.9%) | 6(2.9%) | 18(1.8%) | 8(2.1%) | 5(2.5%) | 4(2.6%) | 1(2.0%) | 23(1.9%)
N 0 0 2(0.3%) | 2(1.0%) | 4(0.4%) 0 0 0 0 4(0.3%)
FERET 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
frigkEE 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
i 0 0 1(0.2%) | 1(0.5%) | 2(0.2%) 0 0 0 0 2(0.2%)
HEAR 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
H R UGSk REE 1(0.2%) 0 0 0 0 0 0 0 0 0
g 1(0.2%) 0 0 0 0 0 0 0 0 0
Ak E 3(0.5%) 0 3(0.5%) 0 3(0.3%) | 5(1.3%) 2(1.0%) | 2(1.3%) 0 5(0.4%)
JE DA Rk 1(0.2%) 0 0 0 0 0 0 0 0 0
R 0 0 0 0 0 1(0.3%) 0 0 0 0
NS 0 0 0 0 0 1(0.3%) 0 0 0 0
{5 0 0 1(0.2%) 0 1(0.1%) 1(0.3%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
T 1(0.2%) 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
EIEER 0 0 1(0.2%) 0 1(0.1%) | 3(0.8%) 1(0.5%) | 1(0.7%) 0 2(0.2%)
+ A 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
LR E 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
H % 1(0.2%) 0 0 0 0 0 0 0 0 0
&R 0 0 0 0 0 1(0.3%) 0 0 0 0
o 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
ON% 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
R bEE RO TR 0 0 1(0.2%) | 2(1.0%) | 3(0.3%) 1(0.3%) 0 0 0 3(0.2%)
B R 0 0 1(0.2%) | 1(0.5%) | 2(0.2%) 1(0.3%) 0 0 0 2(0.2%)
jedi 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
H8 0 0 0 0 0 1(0.3%) 0 0 0 0
EHUE B OV AR U 1(0.2%) 0 0 0 0 0 0 0 0 0
S HIA R 1(0.2%) 0 0 0 0 0 0 0 0 0
AR AR A 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
z;;iﬁzéfg;f 0 0 0 | 100.5%) | 10.1%) 0 0 0 0 1(0.1%)
;i;\;i;&z;ﬁ{u Moo 0 0 | 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
g@;ﬁf;;’gﬁ*x B 0 0 | 1005%) | 1(0.1%) 0 0 0 0 1(0.1%)
7;77 !/ V;_iéié‘j]; - 0 0 0 | 100.5%) | 10.1%) 0 0 0 0 100.1%)
(=R e 0 0 0 1(0.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
%Té%ﬁ” BAZT 0 0 | 100.5%) | 1(0.1%) 0 0 0 0 1(0.1%)
R R OV E 0 0 0 0 0 1(0.3%) 1(0.5%) | 1(0.7%) 0 1(0.1%)
PR P 0 0 0 0 0 0 1(0.5%) | 1(0.7%) 0 1(0.1%)
BAREE 0 0 0 0 0 1(0.3%) 0 0 0 0
e TR 2(0.3%) | 1(0.5%) | 1(0.2%) | 2(1.0%) | 4(0.4%) 0 1(0.5%) 0 12.0%) | 5(0.4%)
Jibd £ ifn. 0 1(0.5%) 0 0 1(0.1%) 0 0 0 0 1(0.1%)
FEE R 1(0.2%) 0 0 0 0 0 0 0 0 0
FEhED F 1(0.2%) 0 0 0 0 0 0 0 0 0
Gt 0 0 1(0.2%) | 2(1.0%) | 3(0.3%) 0 0 0 0 3(0.2%)
ST BHURR 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
R 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
RIRSE 0 0 0 0 0 0 1(0.5%) 0 1(2.0%) 1(0.1%)
R, BE R ONRRES 0 0 0 0 0 1(0.3%) 0 0 0 0
W 3 7 0 0 0 0 0 1(0.3%) 0 0 0 0
R R OVRE T kAR b 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) 1(0.3%) 1(0.5%) | 1(0.7%) 0 4(0.3%)
AR G ¢ 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
95 0 0 1(0.2%) 0 1(0.1%) 0 0 0 0 1(0.1%)
27 jfgéﬁgx TvA 0 0 0 | 100.5%) | 10.1%) 0 0 0 0 1(0.1%)
ZERS 0 0 0 0 0 1(0.3%) 1(0.5%) | 1(0.7%) 0 1(0.1%)
1 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) 0 0 0 0 3(0.2%)
e 1ML 0 0 2(0.3%) | 1(0.5%) | 3(0.3%) 0 0 0 0 3(0.2%)

BB GEBLR)

Source : CTD f##, 3 274_09_007
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22, 529)
361
5043922
4130

355

4132+
413

(316, 499)

371
413.0+39.86
412.0
(288, 548)

4030
0
548)

Vil
v
(048)

Bk
SFEIEESD
R
(/ML BRI

Bk

413.1+3928
4100
(305, 565)
590
57146+ 1347.14

411.5+39.93
408.5
(298, 538)
590
5601.7 = 1448.96

5659.6 + 1490.55

412.0
(284, 540)
577

55

5500.0

(291, 543) (288,

558
64.3 +1397.50

5400.0 53

546
5513.7+1372.31

(2800, 12200)

584
5535.3 + 1408.98
5300.0
(2800, 12200)
208

00.0

RS

7T &R
(045,048)

SFEIEESD

e

U/IME, FeK i)

5600.0
(3000, 10900)
210

5400.0
(2500, 14100)
210
57124+ 1650.56

5479.1 £ 1439.55

(2300, 13900)
206

55382 +1699.21

(2400, 10400)
204

5300.0

5397.5+ 158591
5200.0
(2000, 12200)

200
5446.2 + 1606.08

5300.0
(2000, 12200)
583

N A=
25mg
(045)

UES

SEYfEESD
e fiE
(Be/IMitE, Je KA

5674.3 + 1416.51
5500.0

(3000, 11900)
587

5400.0
(2600, 12100)
587

09(5549.1 + 1480.15

5300.0
(3000, 11100)
574
5452.3 + 1428.00
5300.0

(2600, 12500)
549
5408.7 + 1498.10

5300.0
2

5339.6+ 1368.06

545
5363.0+1377.39

5200.0
(2100, 11000)
206

5200.0
200, 11000)

NV 4=
50mg
(045,048)

Bl
SEYfEESD
g fiE
(Fe/IMitE, Je KA

5652.3 + 1474.
5400.0

208

(2800, 14300)

5400.0
(1600, 14600)
207

(2100, 13200)
204

5491.7 + 1485.85

(1700, 13300)
201

5370.6 + 1423.34
5300.0

5404.6+1611.92

197
5368.0 + 1603.42

5200.0

5200.0
(2700, 13000)

N2 4=
100mg
(045)

E
SFEIEESD
R i
(/ML BRI

5700.0
(2800, 1291
373

5806.3 + 1432.58

5600.0

00)
374

5781.6+ 154551

(2500, 11300)

5300.0
(1800, 11100
369

5446.3 + 1469.80

(2300, 9900)
361
54144+ 1504.04
5100.0

)

5400.6+1511.84

(2700, 13000)
355

371
5426.1 +1502.52
5300.0

5300.0
(1900, 11600)

Vil
v
(048)

Bk
SFEIEESD
R i
(/ML BRI

5400.

Bil%k
1301+

5512.1+1473.58

(2100, 11700)
590

0 5300.0

590
1.326

5452.1 % 1449.85
(2200, 12200)

13.00+ 1.

5100.0

577

289
13.10

(2400, 12300)

13.16+£1.237

(2400, 12800)
558
1320+1.222
1320

(1900, 11600)
546
13.14+1231
13.10
9.1,17.9)

584
13.12+1.256
13.10
9.1,17.9)
208

77k

s

SFEIEESD
R i

13,
6.5,

(045,048)

(e ME, R E)
2

00
18.4)

10
13.01+

13.00

94,17.7)

201
13.16 +1.258

(62,17.5)

(89,17.4)
206

204
13.17+1.216

13.15+1.257

13.10

210

1.232 13.13+

1.243
13.10

13.10

(9.7,16.8) (9.7,16.8)

25mg
(045)

Ty

U/IME, ek iE)

ko
13.10

SEYfEESD
1

e

(89,16.3)

+1.257
3.00

587

12.95
(89,16.3)
587
12.93+1.231

13.00
(9.7,17.0)
574
13.08 +1.191
13.10

(10.0,16.8)
549

13.10

13.13+1.195

583

13.06+ 1211
13.10

(7.1,16.9)
206

545
13.07+1215

13.10
(7.1,16.9)

~NES 0

e (045,0

5
50mg

=g

48)

U/IME, ek iE)

Bl
SEYfEESD
e fiE

UES

12.95+1.238

(7.0,16.8)

13.00

208
12.9

12.90
(6.3,16.6)

7.2

207
5+ 1.057

204
13.07+1.187

(68,169

201
13.041.
13.00

,17.0)

13.00

)
197
1299+ 1.133
13.00
9.6,16.1)

12.99+1.122
13.05
9.6,16.1)
371

123

1)

100

N Za/4=N4

(045)

mg

SEYfEESD
e fiE
(Be/IMitE, fe KAl

13.01 +£1.169

13.10
99,16.8)
374

(10.1,16.1)

13.00
[&

374

13.20+1.348

938,17
361
1320+

4,16.9)
369

355

13.16+£1.412 13.16+1.393

1.388
13.10

13.10

13.1

0
(85,16.8)

%=
v

UES
SFEIEESD

13.01 £ 1.356 13

00+1.354

13.10

12.90

13.00

R i

(

048)

(o ME, RHKE)

(89,17.0)

(8.6,16.9)

(9.0,17.5)

(9.0,17.0)

(85,16.8)
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FRRRHIR 2
HH 2w Oow 4w 8w 12w FASETATIRE
% 590 590 577 558 546 584
FI R ) iE+SD 3828+3748 | 38.12+3.641 | 3843+3492 | 3847+3464 | 3835+3.540 | 3828+3.601
(045,048) P 3825 38.00 3820 38.50 38.10 38.10
(Fe/IMiE, FeRAl)| (209, 54.6) (20.7,52.7) (262,50.5) (282,50.8) (26.8,52.9) (26.8,52.9)
U Bl 210 210 206 204 201 208
A 72’5;{ gm/ SEHIELSD 384243493 | 38073426 | 382443459 | 384043392 | 383743541 | 38393531
(045) RS 38.25 38,00 38.10 38.25 38.10 38.15
(Fe/IMil, FeRAil)|  (28.0,47.4) (279,48.3) (29.9,48.6) (30.4,49.0) (29.6,49.6) (29.6,49.6)
o ks 587 587 574 549 545 583
~~v bz | 75;‘{ P SERfEESD 381143455 | 379543442 | 381843300 | 3828=3365 | 38.13+3.405 | 38.12+3391
Vb (045 04%8) g 38.10 38.00 3820 3830 38.00 38.00
| (Fe/IMiE, FeRAil)|  (23.0,48.6) (20.9,48.7) (23.5,49.0) (21.8,49.3) (23.1,489) (23.1,489)
U Bl 208 207 204 201 197 206
A 716551 ; 7| SEftESD 382343408 | 37942987 | 38.11+£3406 | 3807+3236 | 37.98+£3269 | 37.98+3238
(045) RES 38.10 38.10 38.00 37.90 38.00 38.05
(e/IMiE, FeKfE)|  (304,503) (30.9,46.8) (29.0,49.0) (29.3,50.0) (29.3,48.1) (29.3,48.1)
N % 373 374 369 361 355 371
5 F-H)fEESD 3832+3765 | 3823+3.776 | 3863+3.740 | 3852+3811 | 3833+3922 | 3833+3.869
(048) R 3820 38.00 3820 3830 3830 3830
(/M FeKfE)|  (27.8,50.5) (26.9,49.8) (28.1,50.3) (26.6,48.8) (26.8,49.7) (26.8,49.7)
% 588 587 575 557 544 583
FI R ) E+SD 2335+5.543 | 2340+5598 | 23.74+5576 | 23.80+5.727 | 23.60+£5570 | 23.59+5.669
(045,048) P 22.80 22.50 23.00 2320 2295 22.90
(/M FeRKAE) | (104,44.8) (94,45.0) (10.0,49.4) (89,55.7) (10.5,51.6) (10.5,51.6)
e e % 210 208 205 204 199 208
h 7225 P SpEfEESD 25.13+6.690 | 2509+6922 | 2529+6.570 | 2536+7.124 | 2499+7.730 | 24.92+7.628
(04 5% R 2445 2445 24.60 25.00 24.10 24.05
(Fe/IMil, FeRAil)|  (13.9,81.6) (14.0, 88.6) (11.5,74.3) (94,83.7) (114,99.7) (114,99.7)
NN M?ﬁz 584 583 572 547 540 582
M e Omg ?i’/‘]ﬂk'l:t‘SD 2333+5365 | 2322+5330 | 23.76+5490 | 23.79+5716 | 23.73+5483 | 23.70+5.531
(045,048) RS 22.90 22.70 2340 2320 2320 23.30
(Fe/IMiE, FeRAil)| (102, 52.0) 9.5,50.4) 9.7,57.5) 9.1,65.6) (79,56.7) (79,56.7)
U Bl 207 206 204 201 197 206
A 71654 ; 7| EftESD 241745686 | 2463+6005 | 252245922 | 250446298 | 2473+6318 | 24.76+6337
(045) R AE 2420 2435 2455 2450 2440 2440
/M, Fe KA | (92,44.3) (10.3,42.2) (114,42.4) (84,43.1) (84,60.0) (84,60.0)
_ Bl 371 372 368 358 353 371
b /;i - S fE£SD 22.88+4.959 | 2255+4.794 | 2286+4.833 | 23.16+£5.087 | 2321+5.054 | 23.16+5.009
(048) g 22.40 2245 2275 22.90 22.70 22.70
(/M FeRKAE)|  (104,46.1) (10.8,43.9) (10.5,41.5) 92,42.0) (102,38.5) (102,38.5)
% 591 591 577 559 548 584
FI R ) fiE+SD 21.8+6.52 22.1+6.88 227+1145 227+826 22.6+9.87 22.7+9.79
(045,048) R 21.0 21.0 21.0 21.0 21.0 21.0
(Be/IMiE, Fe KAif) 9,64) (10,81) (10,246) (10, 146) 11,197) 11,197)
e e % 210 210 206 204 201 208
h 72’5\5 g‘j 7| EBELSD 212+543 21.1+5.66 22.0+7.79 22.7+9.86 228+7.62 228+7.53
(045) R 21.0 21.0 21.0 21.0 21.0 21.0
(Be/IMiE, Fe KAif) (11, 45) (11,51) (12, 86) (12,113) (14,91) (14,91)
e e % 587 587 574 549 545 583
AST (GOT) h 75,0::; 7| SE#MESD 22.0+5.88 22.0+6.67 225+621 22.6+6.02 22.6+5.70 22.6+5.76
(045,048) R 21.0 21.0 220 21.0 220 220
(Fe/ M, Fe A (11,65) (10,77) (11, 60) (11,59) (11,49) (11, 50)
U Bl 208 208 204 201 197 206
A 71654 ; 7| EftESD 203+724 224740 | 23641405 | 23.4+9.66 2344796 | 242+1451
(045) RS 21.0 200 21.0 220 220 220
(Fe/ M, Fe A 11,57) (12,51) (13,198) (11,116) (13,78) (13,198)
_ Bl 375 375 369 361 355 371
b /;i " S fE£SD 22.1+5.89 222+598 223+6.17 22.6+6.18 22.8+6.88 22.9+6.86
(048) i 21.0 220 21.0 220 220 220
(/M Fe A (11,59) (11,59) (11,59) (12,57) (13,64) (13,64)
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FRRRHIR 2
HH 2w Ow 4w 8w 12w FASETATIRE
B> 591 591 577 559 548 584
FI R ) iE+SD 184+8.92 19.0+£9.76 19.3+£9.49 19.0+£8.32 19.0+10.17 193+1042
(045,048) R 16.0 16.0 17.0 17.0 16.0 16.0
(Fre/IMItE, Joe KA (5,80) (6,78) (6,82) (4, 66) (5, 126) (5, 126)
U Bl 210 210 206 204 201 208
A 72’5;{ gm/ SEHIELSD 186+7.55 19.0+8.16 19.6+9.11 205+13.88 19.9+9.77 2004973
(045) RS 170 170 180 180 170 170
(Fe/ M, Fe A (7,53) (7,58) (7,68) (7,163) (8,109) (8,109)
N M?ﬁz 587 587 574 549 545 583
ALT (GPT) = S0mg ?i’/‘]ﬂk'l:t‘SD 19.3+9.17 19.5+£9.89 19.9+9.51 20.0+9.17 19.7+9.15 19.8+9.25
(045,048) R AE 170 17.0 180 180 17.0 180
(Fe/ M, Fe A (5,69) (4,101) 6,72) (6,86) (7,67) (7,67)
U Bl 208 208 204 201 197 206
A 716551 g’/ SEHIfEESD 2041037 | 199+1049 | 223+1970 | 21.5+1261 2064940 | 218+19.17
(045) R AE 180 17.0 180 19.0 180 180
(Be/IMiE, Fe KAif) (6,96) 6,97) (7,260) (8, 110) (9,70) (9,260)
_ B> 375 375 369 361 355 371
M//f‘j ) fiE+SD 19.2+10.05 19.1+9.62 18.8+9.83 19.1+9.80 194+ 10.61 19.5+10.67
(048) R 16.0 17.0 17.0 17.0 17.0 17.0
(Be/IMiE, Fe KAif) (6,86) (6,107) (6,107) (6,107) (6,98) (6,98)
B> 591 591 577 559 548 584
FI R ) E+SD 24742599 24.0+2147 23.7+19.73 23.8+2237 242+26.78 24342643
(045,048) R 18.0 17.0 17.0 17.0 17.0 17.0
(Be/IMiE, Fe KAif) (5,372) (5,290) (4,198) (6,278) (6,359) (6,359)
e e % 210 210 206 204 201 208
h 72;: P SpEfEESD 277+31.78 273+31.18 27.1+30.26 27.0+30.50 26.5+28.30 26.6+27.90
(04 5% R 19.5 19.0 19.0 19.0 19.0 19.0
(Fe/ M, Fe A (8,322) (5,317) (8,327) (7,257) (7,216) (7,216)
NN ks 587 587 574 549 545 583
y—GTP h S0mg FHfE+SD 2421938 24.5+23.56 24742222 23.9420.66 23.5+20.77 23.7+20.73
(045,048) RS 180 180 180 180 170 170
(Fe/ M, Fe A (6,171) (5,257) (7,226) (7,226) (7,210) (7,210)
U Bl 208 208 204 201 197 206
A 71654 ;?/ SEHIELSD 27342758 | 267+£2691 | 30144276 | 26142459 | 245+2316 | 265+37.47
(045) R AE 180 180 180 180 17.0 17.0
(Fe/ M, Fe A (6,261) (6,250) (7,451) (6,246) (5,226) (5,451)
_ Bl 375 375 369 361 355 371
b sz B EfissD 26142541 | 25342308 | 25742570 | 25642535 | 25442449 | 253+24.16
(648) g 19.0 18.0 18.0 18.0 18.0 18.0
(Be/IMiE, Fe KAif) (7,345) (7,299) (7,300) (6,324) (5,311) (5,311)
B> 591 591 577 559 548 584
FI R ) fiE+SD 2155+6880 | 216.1+69.00 | 2208+69.71 | 2237+7343 | 2249+7587 | 2248+7554
(045,048) AP g fiE 206.0 209.0 208.0 212.0 213.0 2120
(po/MiE, KMl | (48,557) (49,515) (51,458) (53,592) (44, 648) (44, 648)
e e % 210 210 206 204 201 208
h 7225 g‘j/ F-H)fEESD 2155+7047 | 2188+7149 | 2184+7039 | 2214+7396 | 2244+7363 | 2240+72.78
(045) R 2115 218.0 213.0 214.0 225.0 2220
(Fe/MiE, KAl | (60,448) (65,478) (58,445) (65,457) (68,463) (68,463)
e e % 587 587 574 549 545 583
ALP h 7535;/ F-H)fEESD W14+7287 | 2208+71.19 | 2267+73.16 | 2261+7255 | 2267+73.57 | 227.9+73.70
(045,048) R 211.0 210.0 2135 216.0 217.0 218.0
/M, BRI | (84,622) (80, 605) (87,611) (83,581) (92, 608) (92, 608)
U Bl 208 208 204 201 197 206
A 71654 ; 7| EftESD 219247202 | 221.5+73.66 | 2302+8946 | 223747514 | 2206+7283 | 224.0+8291
(045) RS 206.0 208.5 216.5 209.0 208.0 2095
(Be/IMilE, e KAif)|  (107,478) (102, 526) (104, 809) (102, 522) (103, 527) (103, 809)
_ Bl 375 375 369 361 355 371
'\/jim S fE£SD 211246592 | 217.0+7135 | 2198+7239 | 2174+67.84 | 21546720 | 217.1+68.30
(048) i 207.0 208.0 211.0 208.0 2120 213.0
(/M JBRKAE) | (63,462) (60,485) (64, 590) (66,480) (65,450) (65,450)
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FRRRHIR 2
HH 2w Ow 4w 8w 12w FASETATIRE
B> 591 591 577 559 548 584
FI R ) iE+SD 1123+8126 | 121.5+152.00 | 1180+160.07 | 1123+70.17 | 1099+71.62 | 110.5+7097
(045,048) R 96.0 99.0 96.0 94.0 93.5 94.0
(/M Fe KA | (24, 1420) (28,3345) (26,3360) (28,712) (32,1142) (32,1142)
U Bl 210 210 206 204 201 208
A 72’5;{ gm/ SEHIELSD 11156280 | 1117+7282 | 107.6=73.09 | 103.8+57.83 | 1080+6022 | 109.9+66.14
(045) RS 915 920 90.5 89.5 94.0 94.0
/M, BRI | (34,393) (33, 680) (33,649) (33,547) (31,409) (31,523)
o ks 587 587 574 549 545 583
sur T ST | ENESD | 109346121 | 111446250 | 110646649 | 109.6+59.17 | 108325025 | 10816038
FT=F | 0a5 Ofg) H LA 940 95.0 95.0 95.0 940 93.0
| (M, BRI | (27,542) (24,515) (25,769) (31,505) (32,478) (32,478)
U Bl 208 208 204 201 197 206
‘716551 g’/ THIELSD | 1210414246 | 112046431 | 1123+6368 | 11056598 | 1319431160 | 131.6+305.22
(045) R AE 96.0 975 955 93.0 920 925
/M, FeRKfE)| (21, 1894) (25,519) (27,427) (27,426) (27,4355) (27,4355)
_ B> 375 375 369 361 355 371
M//f " F-H)fEESD 110146452 | 112146502 | 109.7+56.78 | 1109+6542 | 1102+6445 | 1094+64.22
(048) R 96.0 98.0 96.0 95.0 95.0 94.0
(e/MiE, JeRKfE) | (32,823) (26,719) (34, 663) (29,733) (25,694) (25,694)
B> 591 591 577 559 548 584
FI R ) E+SD 0.644+0.1397 | 0.634+0.1352 | 0.626+0.1369 | 0.629+0.1356 | 0.631+0.1371 | 0.632+0.1366
(045,048) AP g fiE 0.620 0.610 0.600 0.610 0.610 0.610
(/M FeRKfE)|  (037,1.67) (039, 1.70) (0.37,1.64) (0.35,1.64) (0.34,1.76) (0.34,1.76)
e e % 210 210 206 204 201 208
h 7225 P SpEfEESD 0.627+0.1412 | 0.616+0.1374 | 0.618+0.1463 | 0.622+0.1446 | 0.626+0.1553 | 0.625+0.1554
(04 5% R 0.610 0.600 0.580 0.610 0.590 0.590
(Fe/IMil, FeRAl)| (024, 1.10) (0.24,1.09) 022,1.19) (0.22,123) (021,1.33) (021,1.33)
o ks 587 587 574 549 545 583
sLrF | 75’0;{ gm/ THEESD | 0.64240.1388 | 0.635+£0.1383 | 0.638+0.1402 | 0.636%0.1377 | 0.635+0.1421 | 0.635+0.1414
= (045,048) RS 0.620 0.620 0610 0.620 0.600 0610
(Fe/IMiE, FeRAl)| (036, 1.45) (033,1.37) (034, 1.40) (038, 1.44) (033,1.42) (033,1.42)
U Bl 208 208 204 201 197 206
A 71654 ;?/ EHIELSD | 0.62940.1412 | 0.618+£0.1480 | 0.620+0.1425 | 0.629+0.1412 | 0.627+0.1439 | 0.627+0.1437
(045) R AE 0610 0.600 0.600 0610 0610 0610
(Fe/IMil, TRl |  (0.28,1.58) (029, 1.62) (029, 1.55) (031,1.34) (032, 1.40) (032, 1.40)
_ Bl 375 375 369 361 355 371
b /;i - S fE£SD 0.648+0.1348 | 0.642+0.1356 | 0.651+0.1437 | 0.649+0.1429 | 0.638+0.1425 | 0.639+0.1430
(048) g 0.620 0.620 0.620 0.620 0.610 0.610
(e/IMiE, FeRKfl)|  (038,1.23) (038, 1.30) (040, 1.44) (0.35,1.45) (035,1.35) (035,1.35)
B> 591 591 577 559 548 584
FI R ) fiE+SD 0.64+0.324 0.65+0322 0.65+0.329 0.64+0325 0.61 £0.332 0.61 £0.327
(045,048) R 0.60 0.60 0.60 0.60 0.60 0.60
(Fe/MiE, JeKfE)| (02,5.7) 02,5.6) 02,5.3) 02,59) 02,63) 02,63)
e e % 210 210 206 204 201 208
h 72’5\5 g‘j 7| EBELSD 0.65+0.267 0.64 +0.228 0.65+0.248 0.66 +0.264 0.61+0.232 0.61+0.231
(045) R 0.60 0.60 0.60 0.60 0.60 0.60
(e/ M, JeKfE) | (03,24) 02,1.9) 02,1.9) 03,1.9) 02,1.9) 02,1.9)
e e % 587 587 574 549 545 583
weyan | S 75’0\5 P SpEfEESD 0.66 +0.280 0.65+0.262 0.64+0.258 0.63+0.242 0.61 £0.234 0.61 £0.232
=g © 45,058) R 0.60 0.60 0.60 0.60 0.60 0.60
(e/IMil, KM (02,3.6) 02,3.1) 02,3.3) 02,3.2) 02,3.0) 02,3.0)
U Bl 208 208 204 201 197 206
A 71654 ; 7| EftESD 063+£0221 | 06340258 | 06240206 | 06120241 | 060+0241 | 060+0238
(045) A 0.60 0.60 0.60 0.60 0.60 0.60
(e/IMil, e RME)|  (02,1.5) 02,2.5) 02,1.4) 02,2.2) 02,1.8) 02,1.8)
_ Bl 375 375 369 361 355 371
b /ji " EHIfE£SD 0.64+0.263 0.63 +0.260 0.63+0.255 0.63+0.265 0.61+0.220 0.61+0.228
(048) RS 0.60 0.60 0.60 0.60 0.60 0.60
(e/Mil, e RME)| (02,2.0) 02,22) 02,22) 02,2.4) 03,1.8) 03,1.8)
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FRRRHIR 2
HH 2w Ow 4w 8w 12w FASETATIRE
B> 591 591 577 559 548 584
FI R ) iE+SD 145+383 144+3.74 144+3.68 14.6+3.78 14.8+3.76 148+385
(045,048) R 14.0 14.0 14.0 14.0 14.0 14.0
(Fe/ M, Fe A (7,33) (5,30) (5,27) (4,33) (5,29) (5,33)
U Bl 210 210 206 204 201 208
A 72’5;{ gm/ SEHIELSD 1474382 1494391 15.0+3.84 15.0+4.04 14.9+388 149384
(045) RS 140 150 140 150 140 140
(Fre/IMItE, Jpe KA (7,27) (6,30) (7,35) (6,32) (7,28) (7,28)
S ks 587 587 574 549 545 583
= 750 n{ g”/ S fE£SD 14.7+3.99 146+3.84 14.6+3.90 144+3.99 14.6+3.85 147+385
(045,048) R AE 140 140 140 140 140 140
(Fe/ M, Fe A (5,36) (6,28) (5,31) (5,33) (5,30) (5,30
o Bl 208 208 204 201 197 206
= 710051 ;/ SEHfE£SD 145+3.57 14.5+3.46 13.9+337 144+333 14.6+3.51 14.5+3.51
(045) R AE 140 140 140 140 150 150
(Be/IMiE, Fe KAif) (8,25 (7,27) (7,27) (7,27) 6,24) (6,24)

_ B> 375 375 369 361 355 371
M//f " ) fiE+SD 14.6+3.88 14.8+3.89 145+3.79 14.8+3.96 14.8+3.58 148 +3.64
(048) R 14.0 150 14.0 15.0 150 150

(Be/IMiE, Fe KAif) (6,28) (5,29) 6,27) (6,28) (7,31) (7,31)
B> 591 591 577 559 548 584
FI R ) E+SD 459+1217 455+1.193 456+1.179 4.55+1.209 456+1.173 456+1.163
(045,048) R 4.50 440 4.50 450 440 440
/M, FeRkfE)| (15,90 (1.7,104) (14,84) (13,9.1) (14,9.0) (14,9.0)
e e % 210 210 206 204 201 208
h 72’5::;/ ) fiE+SD 457+1.197 452+1.167 458+1.137 458+1.136 456+1.192 456+ 1.180
(045) R 450 4.60 450 470 450 450
(e/IMil, e RME)|  (1.8,82) (1.7,8.3) (22,7.7) (2.1,8.1) (2.2, 8.6) (2.2, 8.6)
N W;ﬁz 587 587 574 549 545 583
S = S0mg SEEIfEESD 458+1.152 462+1.178 462+1214 4.60+1.123 4.61+1.157 4.60+1.149
(045,048) A 450 450 450 450 450 450
(/M JKE)| (09,85 (1.0,8.5) 0.8,9.1) 09,8.8) (1.0,8.6) (1.0,8.6)
o Bl 208 208 204 201 197 206
A 71004 ;?/ SEHIELSD 4561155 | 4571138 | 450+1100 | 455+1.076 | 458=1.171 | 457+1.148
(045) R AE 430 440 435 450 440 445
(Be/IMilE, e Kfif)|  (1.8,10.0) (22,10.1) (1.9,84) (1.8,8.7) (1.6,8.5) (1.6,8.5)
ML W;ﬁz 375 375 369 361 355 371
o SEEIfEESD 4.60+1.102 4.69+1.139 4.67+1.091 472+ 1.160 4.65+1.137 464+1.134
(048) g 450 4.60 4.60 4.60 450 450
(e/ME, JekfE)|  (2.1,83) (2.1,8.7) (2.1,9.0) (2.1,8.5) (1.1,84) (1.1,84)
B> 591 591 577 559 548 584
FI R ) fiE+SD 7.00+0411 6.95+0.394 7.00+0.398 6.98 +0.370 6.92 +0.390 6.92+0.394
(045,048) R 7.00 6.90 7.00 7.00 6.90 6.90
(po/ M, JeKfE) | (53,84) (58,82) (57,83) (5.9,8.0) (53,79) (53,8.0)
e e % 210 210 206 204 201 208
h 72’5\5 g‘j 7| EBELSD 7.07+0.379 7.00+0.385 7.06 +0.346 7.03 +0.369 6.97+0.357 6.98 +0.358
(045) R 7.00 7.00 7.05 7.00 7.00 7.00
(Fe/ME, JeKfE) | (6.0,8.5) (6.0,8.4) (6.1,8.0) 6.1,8.5) (5.8,7.9) (5.8,7.9)
e e % 587 587 574 549 545 583
o A 75’0\5 g‘j 7| TitSD 70040422 | 69540413 | 70140422 | 70040411 | 69640433 | 696+0435
- (045,048) R 7.00 6.90 7.00 7.00 6.90 7.00
(/M JKE)|  (5.7,89) (5.9,8.6) (6.0,9.6) (5.8,8.6) (5.8,8.6) (5.8,8.6)
U Bl 208 208 204 201 197 206
A 71654 ; 7| EftESD 70740427 | 703+0381 | 7.08+£0398 | 7.05+0405 | 699+0436 | 699+0435
(045) A 7.10 7.00 7.10 7.00 7.00 7.00
(/M JKE)|  (6.0,84) 6.1,8.5) 6.0,82) (6.1,8.6) 6.0,82) 6.0,82)
_ B 375 375 369 361 355 371
b ’;i " EHIfE£SD 6.94+0410 6.88 +0.407 6.96+0.395 6.93+0.369 6.87+0.394 6.88 +0.394
(048) i 6.90 6.90 6.90 6.90 6.90 6.90
(/M FBRAE)|  (6.0,8.1) (5.8,83) (59,8.1) 6.0,82) (5.8,83) (5.8,83)
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BRI S
IEHH —2w ow 4w 8w 12w IS
B> 591 591 577 559 548 584
FI R ) iE+SD 206.1 £34.66 | 204.0+33.91 | 207.4+£34.62 | 208.5+34.05 | 207.7+34.01 | 207.3 +34.03
(045,048) P 203.0 203.0 206.0 206.0 207.0 206.0
(e IMilE, Fekfif)| (121, 322) (108, 375) (123, 375) (122, 336) (122, 351) (122, 351)
U UES 210 210 206 204 201 208
A 72’5;{ g” 7| ESMELSD | 204.9+33.40 | 200.7+33.02 | 205.0£31.97 | 204.1432.34 | 204.2+33.94 | 204.3 +34.07
(045) RS 203.0 201.5 205.0 203.5 204.0 204.0
(/M e RfiE)| (133, 300) (131,291) (119, 313) (123, 299) (124, 302) (124, 302)
o ks 587 587 574 549 545 583
oL AT ‘75’();{[’/ S fE£SD 205.4+33.80 | 203.7+33.61 | 205.8+33.68 | 206.2+33.19 | 205.6+32.12 | 206.1 +32.16
Eiais (045’058) R AE 206.0 203.0 203.0 206.0 205.0 205.0
(/M FeRAiE)| (104, 345) (102, 332) (107, 338) (125, 330) (114, 324) (114, 324)
U Bl 208 208 204 201 197 206
‘716551;/ THEESD | 200.8+£32.52 | 200.14+32.28 | 199.4+30.52 | 199.1 £32.02 | 201.0428.63 | 201.3 £28.37
(045) R AE 202.5 201.0 199.0 198.0 200.0 200.0
(e/IMiE, FeXAE)| (130, 321) (133, 336) (136, 312) (117, 320) (140, 316) (140, 316)
N B> 375 375 369 361 355 371
e - fE£SD 207.9+33.20 | 205.7+31.89 | 207.8£31.74 | 207.5+32.21 | 207.0+33.07 | 207.3+32.78
(048) P fE 207.0 206.0 205.0 206.0 204.0 205.0
(/M FeKAE) | (128, 341) (126, 329) (131, 318) (123, 328) (129, 347) (129, 347)
B> 591 591 577 559 548 584
FI R ) E+SD 423+£0250 | 420+0234 | 424+0241 | 425+0235 | 422+0236 | 4.22+0.241
(045,048) e fiE 4.20 4.20 4.20 430 420 420
/M, feKME)|  (2.8,4.9) (3.2,4.8) (3.3,4.9) (3.4,5.1) (3.4,5.0) (3.4, 5.0)
e e % 210 210 206 204 201 208
h 72;: P SpEfEESD 423+0.234 | 4.18+0.241 | 420+0.227 | 420+0236 | 4.20+0234 | 4.20+0234
(045 Pk fiE 4.20 4.20 420 420 420 420
/M, HKE)| (34,48 (3.4,4.9) (3.5,4.9) (3.5,4.9) (3.5,4.8) (3.5,4.8)
NN ks 587 587 574 549 545 583
7y 50me EHIfE£SD 42240241 | 419+0235 | 423+0250 | 425+0242 | 423+0248 | 4.23+0.248
(045,048) RS 4.20 4.20 4.20 4.30 4.20 4.20
(e/IMil, e RfE)|  (3.2,5.0) (3.0,5.1) (3.2,5.9) (3.2,5.0) (3.1,5.1) (3.1,5.1)
U Bl 208 208 204 201 197 206
> 7@4 ; 7| EftESD 420+0237 | 416+0.205 | 4.18+0.228 | 4.17+0.224 | 4.17+0.246 | 4.17+0.246
(045) R AE 4.20 4.20 4.20 4.20 4.20 4.20
/M, HKE)|  (3.6,4.9) (3.6,4.7) (3.5,4.8) (3.3,4.8) (3.4,4.8) (3.4,4.8)
_ Bl 375 375 369 361 355 371
b /ji " EHIfE£SD 422+0233 | 4.18+0241 | 424+0230 | 425+0224 | 423+0225 | 4.23+0.229
(048) g 420 420 420 420 420 420
/M, e KME)|  (3.6,5.0) (3.5,5.0) (3.7,5.2) (3.6,4.9) (3.6,4.9) (3.6,4.9)
B> 591 591 577 559 548 584
FI R ) fiE+SD 140.6+1.83 | 140.7+£1.90 | 140.6+1.84 | 140.7+1.94 | 141.0+£1.94 | 141.0+1.94
(045,048) P 141.0 141.0 141.0 141.0 141.0 141.0
e/ IMiE, FeKAE)| (135, 146) (134, 147) (134, 146) (134, 147) (135, 147) (135, 147)
e e % 210 210 206 204 201 208
\‘72’5}?;/ ) fiE+SD 1412173 | 141.1+£1.68 | 1412+1.73 | 141.3+1.86 | 141.6+1.89 | 141.5+1.88
(045) Pk fiE 141.0 141.0 141.0 141.0 142.0 141.0
(/M FeKAE) | (136, 146) (137, 145) (136, 146) (135, 145) (137, 147) (137, 147)
e e % 587 587 574 549 545 583
Na h 75,0::; 7| TitSD 140.8+1.86 | 140.7+1.92 | 140.6+1.99 | 140.8+1.98 | 141.2+3.95 | 141.1+3.91
(045,048) Pk fE 141.0 141.0 141.0 141.0 141.0 141.0
(/M e RAiE)| (131, 146) (134, 147) (129, 146) (134, 153) (134,216) (129, 216)
U Bl 208 208 204 201 197 206
‘71654;/ SEHIfEESD 1413189 | 14124178 | 1414198 | 1413+1.76 | 141.5+2.12 | 141.5=2.11
(045) RS 141.0 141.0 141.0 141.0 141.0 141.0
(e IMilE, FeRfif)| (137, 147) (133, 146) (134, 147) (137, 146) (136, 148) (136, 148)
_ Bl 375 375 369 361 355 371
b /;i " SEEIfEESD 140.5£1.77 | 140.6+1.77 | 1404+1.79 | 1404+1.74 | 140.8+1.96 | 140.8+1.96
(048) i 141.0 141.0 141.0 140.0 141.0 141.0
(Be/IMilE, B RAf)| (134, 146) (134, 146) (133, 145) (135, 146) (135, 147) (135, 147)

155



274

FRRRHIR 2
IEHH —2w ow 4w 8w 12w IS
B> 591 591 577 559 548 584
FI R ) iE+SD 4.13+£0.326 | 4110319 | 4.15+0.332 | 4.13£0.352 | 4.09+0.332 | 4.09+0.330
(045,048) e fiE 4.10 4.10 4.10 4.10 4.10 4.10
(Be/ME, HKiE)|  (2.9,5.3) (3.2,5.5) (3.3,5.7) (3.1,5.5) (3.2,5.7) (3.2,5.7)
o UES 210 210 206 204 201 208
A 72’5;{ g” 7| EftSD 416+0314 | 4.10+0275 | 4190342 | 41540339 | 4.10+0.326 | 4.10+0.327
(045) RS 4.15 4.10 4.20 4.10 4.10 4.10
(e/IMil, e RfE)|  (3.5,5.1) (3.5,5.1) (3.5,5.5) (3.4,5.2) (3.2,5.4) (3.2,5.4)
S ks 587 587 574 549 545 583
K ‘750;;’/ SEHIfEESD 41440335 | 4.11£0330 | 4160332 | 41540326 | 4.12+0.326 | 4.13+0333
(045,048) R AE 4.10 4.10 4.10 4.10 4.10 4.10
(Be/ME, HKiE)|  (2.9,5.8) (2.5,5.4) (3.0, 5.6) (3.1,5.4) (2.6,5.4) (2.6,5.4)
U Bl 208 208 204 201 197 206
A 716551 ; 7| SEftESD 41540370 | 4.13+0292 | 413£0301 | 4.16+0324 | 4.11+0323 | 4.12+0.339
(045) R AE 4.10 4.10 4.10 4.10 4.10 4.10
/M, X)) (3.2,5.9) (3.3,4.9) (3.5,5.3) (3.4,5.6) (3.1,5.1) (3.1,5.6)
_ B> 375 375 369 361 355 371
M//f‘j ) fiE+SD 4.15+0.347 | 4.12+0321 | 4.16+0.329 | 4.17+0.339 | 4.11+£0.318 | 4.11£0.319
(048) P fE 4.10 4.10 4.10 4.10 4.10 4.10
/M, X)) (3.1,5.8) (3.3,5.3) (2.8,5.3) (3.0,5.3) (3.2,5.3) (3.2,5.3)
B> 591 591 577 559 548 584
FI R ) E+SD 103.8+2.04 | 103.9+1.98 | 103.9+1.87 | 103.9+194 | 103.9+1.98 | 103.9+1.98
(045,048) P 104.0 104.0 104.0 104.0 104.0 104.0
(Fe/ME, TekKfE)| (98, 111) (96, 110) (98, 109) (98, 111) (96, 109) (96, 109)
e e % 210 210 206 204 201 208
\‘72;:“/ ) fiE+SD 103.4+1.96 | 103.3+1.93 | 103.4+1.86 | 103.5+£2.04 | 103.4+2.19 | 103.4+2.16
(045 Pk fiE 103.0 103.0 103.0 103.5 104.0 104.0
(oM, FRAE)| (98, 108) (99, 108) (98, 108) (98, 108) (97, 109) (97, 109)
NN ks 587 587 574 549 545 583
cl = S0mg S fE£SD 103.9+£2.02 | 103.8+1.98 | 103.8+£2.06 | 103.9+1.96 | 103.7+2.14 | 103.7+2.23
(045,048) RS 104.0 104.0 104.0 104.0 104.0 104.0
(oM, HKAE)| (93, 110) (90, 110) (92, 110) (97, 113) (94, 113) (92, 113)
U Bl 208 208 204 201 197 206
A 71654 ; 7| EftESD 103.6+£1.78 | 103.5+2.06 | 103.6=2.18 | 103.6+2.04 | 10374227 | 103.6+227
(045) R AE 104.0 103.5 104.0 103.0 104.0 104.0
(/M FRAE) | (98, 111) (96, 112) (97, 113) (99, 112) (98, 113) (98, 113)
_ Bl 375 375 369 361 355 371
b ”i " FHfE+SD 1041195 | 1041194 | 1040£185 | 104.0£1.94 | 104.1£193 | 104.1+1.94
(648) g 104.0 104.0 104.0 104.0 104.0 104.0
e/ ME, TekKfE)| (98, 110) (97, 111) (97, 109) (97, 110) (97, 110) (97, 110)
B> 379 379 372 358 350 375
FI R ) fiE+SD 545+£0.506 | 5.42+0497 | 534+0.509 | 538+0.512 | 540+0.501 | 5.40+0.519
(045,048) e fiE 5.40 5.40 5.30 5.30 5.40 5.30
/M, R (4.2,9.1) (4.3,9.0) (3.5,8.2) (3.5,8.5) (4.1, 8.6) (3.5, 8.6)
e %% — — — — — —
(Be/IMiE, Fe KAif) — — — — — —
e e % 379 379 372 353 351 376
HbAIC h 75,0::; 7| TitSD 544+0491 | 542+0496 | 534+0494 | 536+0.505 | 537+0.514 | 5.38+0.518
(045,048) Pk fE 5.40 5.40 5.30 5.30 5.30 5.30
/M, HKiE)|  (3.9,7.8) (3.8, 8.0) (3.8,7.9) (3.6, 8.0) (4.1, 8.0) (4.1, 8.0)
| - - - - - -
X 100mg qug1lH‘i$D N N N n n n
(045) 'T'%{[Q - - - - - -
(Be/IMitE, Je KA — — — — — —
_ Bl 375 375 369 361 355 371
b /;i " S fE£SD 5.51+0.687 | 5.49+0.694 | 541+0.605 | 5.41+0.572 | 543+0.560 | 5.45+0.662
(048) RS 5.40 5.40 530 530 5.40 5.40
(/M FeRfiE)|  (4.4,11.7) (4.3,11.9) (4.1,9.4) (4.2,8.5) (4.1,8.3) (4.1,12.1)
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BRI S
IEHH —2w Ow 4w 8w 12w IS
B> 591 591 576 559 548 584
FI R ) iE+SD 97.1+£20.89 | 99.0+20.03 | 99.7+22.24 | 100.0+23.40 | 97.4+20.83 | 97.8+21.20
(045,048) e fiE 94.0 95.0 95.0 94.0 94.0 94.0
(oM, FKAE)| (56, 385) (57,214) (56, 263) (57, 347) (54, 259) (54, 259)
o UES 210 210 206 204 201 208
A 72’5;{ g” 7| ElkSD 97342650 | 99.3+29.82 | 982+27.61 | 993+28.34 | 958+2751 | 95.9+27.44
(045) RS 90.0 91.0 91.0 92.0 90.0 90.0
(/M HKAE)| (66, 266) (62, 264) (54, 262) (53, 254) (53, 306) (53, 306)
NN ks 587 586 574 549 545 583
e > S0mg SEEIfEESD 99.5+21.85 | 101.0+24.08 | 103.0+28.12 | 100.7+23.97 | 99.4£2225 | 99.8+22.69
(045,048) R AE 94.0 95.0 95.0 95.0 94.0 94.0
(oM, FRAE) | (53,259) (56, 225) (55, 310) (62,257) (60, 263) (60, 263)
U Bl 208 208 204 201 197 206
A 716551 ; 7| ElkSD 99.04£26.76 | 100.1£25.43 | 992+26.74 | 99.9+2849 | 97.9+24.61 | 97.8+2423
(045) R AE 91.0 93.0 915 91.0 91.0 91.0
(e/ME, TekfE)|  (58,250) (60, 210) (52,272) (59, 249) (64, 215) (64, 215)
_ B> 375 375 369 361 355 371
M//f‘j F-H)fEESD 102.3£24.60 | 105.0+30.41 | 103.7+25.88 | 103.6+26.50 | 101.7+24.30 | 101.8+24.45
(048) P fE 96.0 97.0 98.0 97.0 96.0 96.0
e/ M, TeKfE)| (66, 335) (54,372) (62,312) (53, 263) (60, 258) (60, 258)

Bl (FEBLFR)
Source : CTD fit#F, # 274 07 001, % 274 07 002, % 274 07 003
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[E47: D=4k

% 274715 RHHRERE [CL-051] 2B T BERBREEDENMETE
HH Ow 4w 8w 16w 28w 40w 52w FASETATIRE
e (S 152 150 146 141 135 126 122 150
S 7535;’ 7| EELSD | 417.7+36.07 | 4141+37.17 | 4160+39.61 | 4162+37.66 | 4104+38.01 | 417.1+41.67 | 415.8+36.87 | 414.1+36.41
R il 415.0 4125 411.0 415.0 409.0 4115 4125 408.5
SRR GoNE NE|  (331,514) (338, 530) (336, 530) (325, 534) (300, 501) (320, 551) (345,522) (345,522)
o ik 50 50 50 49 47 4 42 50
A 716\01;; SEAAELSD | 4184+34.95 | 409.5+£3444 | 4183+35.65 | 417.0+£33.76 | 404.6+3501 | 4163+3741 | 411.9+£3536 | 4122+34.05
Hi 5] e 416.5 405.5 4150 414.0 405.0 4135 407.5 407.5
(NI, T | (341, 486) (337,485) (334,517) (336, 490) (339, 487) (336, 506) (344, 487) (344, 487)
s s 152 150 146 141 135 126 122 150
A 758; P SEEEESD | 57132+ 1443.90| S318.74+ 1366.64| 55260+ 1542.28| 53149+ 121131 | 518524+ 117642 | 54532 + 1461.98| 52484+ 1294.12| 52873 + 1418.68
,%E%{gﬂ il 5500.0 5300.0 5500.0 5300.0 5100.0 5250.0 5200.0 5100.0
R (Nt KA | (2600, 10000) | (2500, 11000) | (2300, 11900) | (2200,9400) | (2700,8300) | (2700, 10800) | (1800,8900) | (1800, 11900)
I Bk 50 50 50 49 47 44 2 50
A 710“02 F SEEESD  |5900.0 1499.80| 561804 1368.25| 56820+ 129374 5249.0 1055.37| 53894+ 112448 | 54886 1364.88| 524764+ 1414.08| 52380+ 133155
1 %{f@ rhfiE 5700.0 5500.0 5450.0 5300.0 5400.0 5350.0 5000.0 5000.0
(e N, B | (3400, 11200) | (3400, 8300) | (3700, 8400) | (3500,7300) | (2500,8700) | (2700,8800) | (2600,8800) | (2600, 8800)
< o (S 152 150 146 141 135 126 122 150
‘75;5‘]“ SEHHEESD | 13.10+£1.091 | 1297+1.129 | 12.98+1.172 | 12.87+1.159 | 12.80+1.169 | 1324+ 1.144 | 13.18+1.087 | 13.11+1.107
ﬁ’#éﬁ%‘d rhfiE 12.90 12.90 12.90 12.90 12.90 13.10 13.10 13.00
~NES 1 Gz Nl T | (99,16.1) (100,17.0) | (9.8,17.1) (9.9, 17.0) 92,16.5) 9.8,17.3) (109,163) | (9.5,16.3)
B [EES 50 50 50 49 47 44 ) 50
S 7]0“051 T SEEESD | 13.0441.230 | 1278+ 1281 | 1298+ 1341 | 12.8041332 | 125441291 | 13.13+1.370 | 13.06+1338 | 13.06% 1.260
%i@% rhfiE 12.95 12.80 13.00 12.90 12.50 13.05 13.10 13.10
G NE BB | (100,156) | (98,159) | (10.1,16.5) (94,16.0) 9.0,15.5) 99, 16.9) (9.5,16.1) 9.5,16.1)
e (S 152 150 146 141 135 126 122 150
h 75&?;' 7| PHEESD | 3832+3.110 | 37.98+3253 | 38.08+3.351 | 38.05+3.248 | 37.86+3.332 | 38.75+3.338 | 38.51+3.105 | 3840+3.109
s il 3795 37.65 37.80 38.10 38.00 38.10 3825 3820
~v 7 G NE BB | (29.6,468) | (299,49.1) | (29.1,49.8) | (29.5,48.1) | (276,475 | (293,506) | (32.5,479) | (29.5,47.9)
U b e s 50 50 50 49 47 44 Yl 50
A 710“01;; SEHAEESD | 38283293 | 37443409 | 3820+3.547 | 38.04+3.630 | 37.13+£3.512 | 3849+3.668 | 3826+3.709 | 38.30+3.484
H 5] il 38.00 37.40 37.85 38.00 37.10 3845 37.85 37.90
G NE BB | (310,455 | (29.7,454) | (304,480) | (28.7,463) | (28.1,45.1) | (31.1,482) | (294,472) | (294,47.2)
s s 151 150 146 141 134 126 121 150
A 758; F SEEELSD | 24.81 45447 | 248245316 | 24.59+5251 | 244444933 | 23.11+£4.836 | 22.63+4.576 | 22.65+4.495 | 22.82+4.624
%E%{g% il 24.40 24.70 24.25 24.20 22.55 22.70 2220 22.65
N Nl BB | (13.0,588) | (12.7,39.0) | (123,368) | (12.1,36.6) | (109,354) | (119,346) | (115333) | (115,353)
o Bk 50 50 50 49 47 4 42 50
h 7]0“051 g” SEHHEESD | 24.80+£6.080 | 24.56+£5407 | 2426+5.627 | 24716055 | 234745367 | 2290+5.705 | 2249+5.581 | 22.48+5.517
H LA e 23.95 2330 2395 23.80 2320 22.70 2240 2195
(Nl BB | (14.0,407) | (153,394) | (132,407) | (150,413) | (142,382) | (13.7,353) | (120,342) | (12.0,342)
e (S 152 150 146 141 135 126 122 150
A 758:; 7| PHHEESD | 229+625 | 239+740 | 224+550 | 224+765 | 208+560 | 225+649 | 227+604 | 223+596
HEE i 220 220 220 21.0 20.0 21.0 220 21.0
AST G NE BB | (13,49) (12, 56) (14, 45) (13,77) (12, 55) (13, 56) (13,48) (13,48)
Gon | _ 1 BBk 50 50 50 49 47 44 o) 50
S 7]0“051 T SEESD | 2404872 | 2284643 | 2364650 | 2274550 | 2194608 | 235+7.64 | 216422 | 21.6+4.15
%i@% I 230 21.0 220 220 21.0 25 21.0 21.0
Gl 5B | (15,69) (16, 54) (15,54) (16,48) (14,47) (14,57) (15,37) (15,37)
e (S 152 150 146 141 135 126 122 150
S 75?.5;’ | EHEESD | 199+945 | 208+11.56 | 197+965 | 191+11.10 | 17.5+862 | 197935 | 1964926 | 19.0+8.99
e il 17.0 180 17.0 16.0 150 17.0 17.0 17.0
ALT (Nl FE) (7,72) (8,98) 8,72) (6, 80) (7,70) (9, 69) (7,70) (7,70)
G| s 50 50 50 49 47 4 42 50
S 716\01;; PHAEESD | 202+£992 | 193+£752 | 205+9.09 | 197+7.16 | 17.9+611 | 20.5+889 | 17.5+6.11 182+6.16
BB i 17.0 17.0 19.0 18.0 17.0 180 15.5 16.0
(Nl FE) (9,63) (10,51) (10,57) (10,45) 9,41) (10,45) (11,43) (11,43)
s s 152 150 146 141 135 126 122 150
A 758; P SESEESD | 24142993 | 23.6£2650 | 22242340 | 22742696 | 21442355 | 24242992 | 23742923 | 22542671
%E%{g% i 17.0 16.0 16.0 16.0 160 17.0 16.0 16.0
+GTP (Nl BB | (6,308) (5,250) (6,202) (6,254) (5,228) (7,257) (7,284) (5,284)
s Bk 50 50 50 49 47 4 42 50
A 710“();; PHELSD | 23341693 | 22341485 | 220+1471 | 232+17.90 | 23.0+£1590 | 25.1+2009 | 21.2+1506 | 21.2+14.19
LA i 18.0 16.5 175 17.0 17.0 18.0 16.0 16.5
(G RSN (6, 86) (6,65) 6,73) (5,92) (6,89) (5,87) (5, 86) (5,86)
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BRERMIZ &1t
HH Ow 4w 8w 16w 28w 40w 52w FASETATIRE
e Btk 152 150 146 141 135 126 122 150
X 75&{ P SEfEESD | 223.0473.61 | 2184+£66.80 | 219.8+7031 | 215946674 | 211.9+£68.57 | 222.6+7329 | 221.6+7039 | 218.6+66.15
,%E##g‘d rh 215.0 210.0 213.0 213.0 204.0 2145 216.5 2125
ALP NI TN | (62,456) (75,409) (71, 440) (80,392) (80, 396) (82, 488) (68,407) (68,407)
e e L 50 50 50 49 47 44 42 50
S 710“0§1 A SEHEESD | 210.5+82.57 | 20808327 | 205.7£76.76 | 209.0+83.16 | 202.5+£79.26 | 2045+67.26 | 1972+71.35 | 204.0+72.24
t%i@% il 185.0 189.0 186.0 189.0 180.0 200.0 182.0 190.0
BrNE BB | (75,471) (70, 435) (78, 460) (71,434) (53,410) (82,335) (69,369) (69,369)
o (I3 152 150 146 141 135 126 122 150
h 75’&1{ P SEHEESD | 103244874 | 101244654 | 105445596 | 111.3+62.92 | 100.9+£46.82 | 108.6+54.90 | 105244844 | 103.8+47.98
R %E%{%}J HrgufiE 93.0 86.0 88.0 97.0 89.0 94.0 915 91.0
Cayl NIl BB | (39,286) (28,293) (33,402) (42,570) (33,320) (34, 335) (37,314) (33,314)
R N Bk 50 50 50 49 47 44 42 50
S 710“0&‘:’ 7| EEESD | 1146+ 111.62 | 98.5+3445 | 1182+82.02 | 107.4+53.57 | 120.6+92.14 | 123.1+87.60 | 1063+49.19 | 103.8+47.58
t%i@% i 88.0 92.5 94.0 98.0 100.0 99.0 915 915
rNE BB | (43,811) (49,193) (54, 546) (47,309) (49, 651) (40, 539) (41,306) (41,306)
o (I3 152 150 146 141 135 126 122 150
> 75’&1{ o SEHEESD [ 0.627+0.1314 | 0.627+0.1324 | 0.63040.1417 | 0.630 £ 0.1350 | 0.654 % 0.1402 | 0.640+0.1271 | 0.638 +0.1338 | 0.636+0.1334
%E%{%}J e 0.610 0.600 0.610 0.610 0.640 0.620 0.610 0.610
LT (oMb, BN | (042,127) | (041,1.17) | (040,1.14) | (041,121) | (045,132) | (043,1.19) | (043,123) | (043,123)
O IR s 50 50 50 49 47 44 2 50
h 710“02; 7| EEESD | 0.655+0.1647 | 0.637+0.1539 | 0.646+0.1532 | 0.655+0.1578 | 0.672 +0.1672 | 0.662 +0.1733 | 0.663 +0.1701 | 0.657 +0.1602
1 {5 il 0.610 0.620 0.630 0.620 0.650 0.620 0.635 0.625
G N N | (040,1.18) | (041,1.18) | (0.39,1.13) | (041,121) | (040,131) | (0.39,126) | (0.37,1.19) | (0.37,1.19)
o (I3 152 150 146 141 135 126 122 150
> 75’&1{ P EHEESD | 0.56+0.188 | 0.57+£0204 | 0.58+0203 | 0.59+0218 | 0.61+£0214 | 0.62+0201 | 05740227 | 0.57+0217
;ﬁ&%{%}] i 0.50 0.50 0.50 0.50 0.60 0.60 0.50 0.50
BEY L Nl BB | (02,1.4) 02,13) 02,13) 02,1.5) 02,1.7) 03,14) 02,1.6) 02,1.6)
g N ik 50 50 50 49 47 44 42 50
S 710“0&‘:’ 7| EEESD | 0.57+0.180 | 0.51+0.143 | 0.58+0.167 | 0.54+0.151 | 0.58+0.177 | 0.58+0.189 | 0.55+0.173 | 0.55+0.169
t%i@% e 0.55 0.50 0.60 0.50 0.60 0.60 0.50 0.50
N, BB | (03,1.1) 0.3,09) (03,09) 03,09) 03,12 03,12 02,0.9) 02,09)
o I3 152 150 146 141 135 126 122 150
= 75&{ S SEEEESD | 1454407 | 1414387 | 1434358 | 1434378 | 145+4.10 | 1404379 | 1434401 14.6+4.25
%E%fiu g 14.0 14.0 14.0 14.0 14.0 13.0 14.0 14.0
[ (%/Jﬂa,wﬁ'ﬁméo (7,33) (7,31) (8,24) (8,26) (7,29) (7,28) (7,29) (7,31)
e e i1 50 50 50 49 47 44 42 50
S 710“0&‘:’ 7| SEHfEESD 1444370 | 138+332 | 147+363 | 14243.18 | 144+351 143+3.64 | 145+342 | 143+347
4 i@% rhaf 14.0 13.0 14.5 14.0 140 140 13.5 13.0
G INiE, B (9,26) 9,23) (7,22) (9,20) (8,23) (7,24) 9,23) 9,23)
o I3 152 150 146 141 135 126 122 150
h 75’&1{ P SEEEESD | 4.67+ 1210 | 4.69+£1.167 | 4.64+1.263 | 4.68+1.266 | 4.82+1.138 | 473+ 1.181 | 473+ 1.230 | 4.67+1.234
,%E##g‘d th 455 4.60 450 450 470 455 4.60 455
[ Nl BB | (07,92) (1.0,84) (13,8.8) 0.8,9.1) (25,83) (22,89) (22,9.7) (0.8,9.7)
e e i1 50 50 50 49 47 44 42 50
S 710“0&‘:’ | EEESD | 4.64+ 1315 | 446+ 1253 | 4.50+1.253 | 4.51+1.236 | 4.66+1.527 | 459+1.453 | 453+1.380 | 4.41+1.384
4 i@% rhaf 450 425 420 440 430 445 435 430
FNE BB | (23,8.0) (22,83) (23,75) (22,7.5) (25,9.7) (2.1,84) 1.9,7.7) (1.9,7.7)
NS (I3 152 150 146 141 135 126 122 150
™ som PHHEESD | 7.09+0.431 | 7.00+0.397 | 7.00+0.390 | 6.96+0.346 | 6.88+0.339 | 6.98+0.371 | 6.92+0.363 | 6.90=0.363
%#ﬂ% rhfiE 7.10 7.00 7.00 7.00 6.90 7.00 6.90 6.90
@ Nl BB | (6.1, 8.6) (6.1,8.1) (6.1,8.1) (6.0,8.1) (5.9, 7.6) (6.1,7.9) (6.0,7.8) (6.0,7.8)
e e L 50 50 50 49 47 44 42 50
S 710“0&‘:’ 7| EHEESD | 7.04+0378 | 6.91+0.298 | 7.00+0.352 | 6.95+0.348 | 6.79+0.364 | 7.00+0.369 | 6.83+0.408 | 6.84+0.420
t%i@% i 7.10 6.90 7.00 6.90 6.80 6.95 6.80 6.80
FrNE BB | (6.2,7.8) (6.3,7.6) 6.1,7.7) (6.2,7.6) (6.0,7.9) (6.3,7.9) (6.1,7.8) (6.1,7.9)
o (I3 152 150 146 141 135 126 122 150
h 75’&1{ o SEHEESD | 208.7 4+ 34.26 | 205.0 £33.69 | 205.1 +34.32 | 204.7 + 33.13 | 199.1 £ 33.64 | 208.2 + 35.02 | 207.1 +£35.01 | 205.3 = 34.17
%E%fiu rh 203.0 202.0 204.0 204.0 201.0 207.0 206.0 202.0
BaL =z (oMb, BB | (134,299) | (125,293) | (128,302) | (111,292) | (126,288) | (141,332) | (121,338) | (121,338)
TR ik 50 50 50 49 47 44 42 50
S 710“0&‘:’ 7| EEESD | 199.1+30.97 | 194.8 +30.77 | 200.3 +34.33 | 198.2 +31.80 | 192.9 + 32.44 | 203.5 +34.35 | 196.7 +32.59 | 196.0 + 31.62
t%i@% il 199.0 195.5 208.0 199.0 194.0 201.5 196.0 196.0
N BN | (135,259) | (136,260) | (124,258) | (136,258) | (118,274) | (129,271) | (142,263) | (142,263)
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4w

Ow
150

8w
146

16w
141
421+0.212

28w
135
4.18+0.230

40w
126

4.25

4.25+0.239
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[E47: D=4k

52w
122
4.26+0.221
4.30

Iof&RHIRE
150
422 +0.239
420
(3.7,4.8)

HH
ik

152

4.26+0.241

4.27 +0.246
4.30

4.20

4.20

(3.8,4.8)

(3.6,4.8)

42

50

IR |
50mg

Gfe
,T:&

45| ERS N

SEHfEESD

4.30+0.246
4.30

430
(3.7,4.9)

(3.7,5.0
50

) (3.6, 4.6)
49

G N, FANE

(3.8,4.9)

50 50

36

4.32+0.283

4.20+0.26
4.10

(3.5,4.8)
47

4.12+0.236

4.10

9

44
423 +0.263
420

4.20

4.20+0.289

4.20+0.286
4.20

(3.6,4.9)

(3.6,4.9)
150

TN

~

1

aZA=N

HaRA

Bk
00mg

FLfELSD
ERS N
(G NE, FE)

4.23+£0.2

4.28 £ 0.266
4.20

425
(3.5,4.9)

152 150

140.5

(3.8,4.9)

(3.8,

1.72

4.30

146
140.6 £ 1.77

5.2)
141

140.1+1
140.0

(3.7,4.9)

(3.6,4.8
135
140.8 1

.66
141.0

) (3.8,4.9)
126

74
141.0

140.7 £ 1.61

(136, 146)

122
140.8 +1.82
140.0
(136, 146)
42

140.5+£1.92
140.0
(134, 146)

50

14

e ZA=N

50mg
HERE{51

ik
FEEESD

R
(AN [T 2N

140.4 +2.04
140.0
(136, 153)
50

(135, 1
50

140.0

140.5

(136, 144)

45)
50

(134, 145)

139.9+1.84

49
140.0 =

47

191 | 1404 +

(137, 145)

44

140.5+1.97

140.6 £ 1.92

140.0

1.80

139.9+1.80
140.0

144) | (136,1

140.0

141.0
(136, 144)

44)
150

X

aaZa=¥
100mg
=i/l

B
FEEESD
R
(AT 2N

139.9 £ 1.79
140.0
(137, 144)
152

(136,

140.2 £ 1.95
140.0

150

145)

140.0
(136, 144)
146
4.15+0.293

140.

14

413+
4,

(136, 145)

0
(136,

13
4.07 £
4.

1
0.260

10

144) | (136,

5
0.271

10

126
4.11+£0.331
4.10

410+

122

4.05
(3.5,

0.358
4.10

(3.5,54

5.4)
50

4.11 +£0.350

)

RAaa=0
50mg
HERFE

Btk
SEHfEESD
o
Gz INE, FE)

4.14+0.363
4.10
(3.4,5.4)

4.16+0313
4.10
(3.3,5.1)
50

(2.9,4.9)

4.10

50

(3.1,4.8)
49
426+0411

(3.3,5.2)

47

4.13+0.347
4.10

4

50

+0.364

4.29+0.374

4.20

(2.8,5.2)
44
27 +0.465
4.15
(3.5,5.6)

Y}

4.17+0371
4.10

(3.6,5.2)

4.10
(36,5

4.17+0.366

2)

150

I m
100mg
HEEpl

Btk
SEHfEESD
rhofiE
G INE, FE)

ik

4.20+0.373

4.20

420
(3.5,5.3)
152

3

420
6,5.3)
150

103.7 £ 1.86

425
(3.3,5.4)
146
103.8 + 1.97

(3.

104

6,5.4)
141
0+1.64
104.0

(34,5.3)

135

104.4 £ 1.75

104.0

126
104.0 + 1.76
104.0
(100, 108)

122

103.6 £1.92

104.0

(98, 108)

42

103.6 = 1.90
104.0

(98, 108)
50

Cl

VARVA=N
50mg
HERFE

~

SEHfEESD

ERS N

G N, FANE

103.3 4+ 1.90
103.0

(97, 108)
50

104.0

(98, 109)

50

104.0
(99, 109)
50
103.7 +2.00

(1

104.2 £2.02

00, 109)
49

(100, 108)

47

104.4 £ 1.65

104.0

44
103.8 +2.20

103.5

104.0 +£2.00

104.0
(100, 109)

104.1 £1.93
104.0
(100, 109)
150

aZA=N
100mg
S Eefs]

2

Bk

FEEESD

ERS N

103.4+1.90
103.0

104.1 £ 1.76

104.0
(100, 108)

104.0
(100, 107)
146

104.0
(100, 109)
141

(100, 108)
135

(98, 109)
126
5.35+0.440

5.46+£0.432

(AT 2N

(99, 108)
152

150

5.51+£0.598

5.52+£0.676

5.40

5.30

5.30
(4.3,6.8)

122

5.47+0.458

5.40

5.53+£0.698
5.40

(4.6,7.0) (4.

6, 11.6)
50

HbAIC

P2aZA=®
50mg
HERH

14

Bk
FEEESD
R
(AN [T 2N

5.47+0.512
5.40
(4.7,8.7)
50

5.49 +0.554
5.40
(4.6, 8.8)
50

5.40
(43,94
50

(4.6,10.8)
49
539+ 0.540

(4.5,7.0)
47
5.35+0.565
5.40

44
525+0.498
525

)

530+ 0.481
530

(3.8,6.9)

5.3

2+0.470
5.30

(3.8,6.9)

100mg
kA

A=

Bk
FEEESD
R

5.36£0.541
5.40

(3.5,7.0)

5.35+0.540
5.40
(3.7,6.9)
150

5.35+0.564
5.30
(3.5,7.1)

146

5.40
(3.5,6.8)
141
101.8 +22.43

(3.7,7.0)
135

(3.5,6.5)
126
98.3+16.79

101.1 £23.15

95.0

(AN [T 2N

152

104.9 £29.43

96.0

S

103.0 £27.68

98.0

96.0

(62, 189)

122

98.8+16.78
97.0

(62, 207)
Iy}

10

150
0.0 + 25.04
97.0
(62,331)
50

50mg
HERFE

NV A=

SEHfEESD
o

101.1 +22.33
97.0
(59, 241)

98.5

(75,331
50

(73, 284)

)
50

LN IN )
50

99.3 +20.7

(71, 259)
49

102.4 + 25.66

95.0

1

(57,227)
47
101.5+23.57

44

99.0

99.9+19.12

100.8 £ 16.63

98.1+19.37
92.0

94.0

93.0

(70, 160)

(70, 160)

Jiikiia

I m
100mg
HEEpl

S

SEEHEESD | 100.8 + 26

97.0

74

103.3 +£24.58
95.5

94.0

ERS N
G INE, FE)

(62, 242)

(79, 188)

(75, 184)

(73,213)

(75, 195)

(73, 138)

Fl% GEBLE)
Source : CL-051 #fE#MAE, # 12.52.2.1.1, #12.522.12, # 1252213
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BRERMREE

+£274716 HEEXIEBIRER [CL-045, CL-048] IZHBFHB/3\14 2 )L A4 O OEHHHE (BEE

FERERITE)
HH 2w ow 4w 8w 12w SRR R
[ES 591 591 577 559 548 587
FI R ) iE+SD 1245+18.93 | 1224+ 18.76 | 1204+ 1820 | 120.9+18.34 | 1212+ 1827 | 121.5+18.37
(045,048) R 124.0 121.0 119.0 120.0 120.0 120.0
(he/IMil, e KAE) | (80, 176) (75, 174) (76, 177) (75,213) (69, 181) (69, 181)
RN Bl 210 210 206 205 201 210
\‘72’;:;/ S fE£SD 124.0£18.46 | 120.7+18.46 | 119.1£16.97 | 120.0+18.55 | 121.3+18.01 | 121.6+18.32
(045) Pk fE 122.0 120.0 118.0 118.0 120.0 122.0
e/ ME, FeKfE)|  (73,168) (80, 174) (76, 190) (75, 196) (80, 178) (80, 180)
NN Bl 587 587 574 549 545 584
2 0 \‘75’0\5;{/ S fE£SD 123.4+£18.93 | 121.3+18.50 | 121.7+17.83 | 120.5+ 1827 | 121.0+17.71 | 121.5+18.24
(045,048) A 124.0 120.0 120.5 119.0 120.0 120.0
e/ ME, FeKfE)| (79, 178) (82, 173) (80, 196) (81, 178) (78, 191) (78, 196)
I Bk 208 208 204 201 197 208
‘716551;/ THEESD | 12432042 | 121.6+18.66 | 123.0£18.54 | 119.9+18.18 | 1220+ 18.71 | 122.0+ 18.73
(045) R AE 122.5 120.0 121.5 119.0 120.0 120.0
e/ ME, FKfE)| (86, 176) (80, 178) (80, 174) (80, 178) (84, 180) (84, 180)
_ B> 375 375 369 361 355 371
M//f‘j -H)fEESD 125341927 | 123.4+18.44 | 121.3+18.00 | 121.9+17.87 | 1223+£17.26 | 122.9+17.53
(048) i 125.0 124.0 121.0 122.0 123.0 123.0
(he/IMil, e KAE) | (73, 178) (80, 177) (80, 175) (73,173) (78, 174) (78, 174)
B> 591 591 577 559 548 587
TR ) fiE+SD 747+1172 | 73.4+£11.66 | 73.0+£11.58 | 72.7+11.14 | 73.0£11.20 | 72.9+11.24
(045,048) e fiE 75.0 72.0 73.0 72.0 74.0 74.0
e/ M, HKAE)| (40, 107) (42, 106) (39, 110) (41, 105) (35, 105) (35, 105)
I Bl 210 210 206 205 201 210
\‘72;:;{/ ) iE+SD 75.1+£12.04 | 729+11.31 | 724+11.19 | 72.6+11.29 | 73.4+10.81 | 73.7+10.90
(045) Pk fE 76.0 72.0 72.0 72.0 72.0 73.0
(he/IMil, FeRAE) | (43, 101) (50, 107) (39, 100) (40, 106) (48, 100) (48, 100)
- M?ﬁz 587 587 574 549 545 584
A S = S0mg SEEIfEESD 744+1148 | 72.8+11.58 | 74.0+£11.09 | 73.8+11.48 | 73.2+11.39 | 73.3+11.49
(045,043) Pk fE 74.0 72.0 73.5 74.0 72.0 72.0
e/ ME, FKfE)|  (44,108) (40, 108) (40, 118) (40, 118) (35, 135) (35, 135)
e e Bl 208 208 204 201 197 208
“f&ig/ SEHIfELSD 74141188 | 73.0£11.19 | 73.8+10.87 | 729+1123 | 73.6=10.71 | 73.7+10.74
(045) Pk fE 73.0 72.0 74.0 72.0 74.0 74.0
e/ ME, FeKfE)| (50, 108) (49, 108) (40, 106) (50, 108) (47, 108) (47, 108)
_ B> 375 375 369 361 355 371
M//i‘j S fE£SD 74.6+12.04 | 73.6+10.71 | 7431196 | 74.6+11.50 | 74.0+11.10 | 74.0=11.08
(048) i 74.0 72.0 74.0 75.0 74.0 74.0
e/ ME, FKfE)|  (44,109) (44, 105) (40, 114) (43, 112) (48, 108) (48, 108)
B> 591 591 577 559 548 587
TR ) iE+SD 70.9 +£9.39 72.2+927 73.0+9.87 72.7+9.20 72.6+9.66 72.8+£9.92
(045,048) e fiE 71.0 72.0 72.0 72.0 72.0 72.0
(Fe/MiE, FKfE)| (50, 103) (50, 100) (42, 120) (51, 109) (42, 103) (42, 104)
I % 210 210 206 205 201 210
A 72/5\15 gﬂ 7| FfSD 6984971 | 706+9.17 | 740+972 | 7431032 | 7244994 | 72.5+10.01
(045) R AE 68.0 72.0 73.0 72.0 72.0 72.0
(Fe/ ML, Fe A (50, 95) (50, 98) (53, 111) (54, 111) (50, 98) (50, 100)
NN Bl 587 587 574 549 545 584
W h 75,0\5;1 7| TitSD 70.3 +9.46 72.1+10.01 | 75.2+10.01 75.8+9.94 74.3 +9.99 743 +10.22
(045,048) Pk fE 70.0 72.0 74.0 75.0 73.0 73.0
(oM, HKAE)| (50, 106) (50, 102) (44, 118) (42, 109) (42, 109) (42, 118)
e e Bl 208 208 204 201 197 208
h %qu; 7| EfsD 70.1+9.38 72.0 +9.64 76.5+10.02 | 76.4+10.01 | 75.6+10.98 | 75.6+11.03
(045) Pk fE 69.0 72.0 75.0 76.0 75.0 75.0
e/ ME, fFeKfE)| (50, 100) (50, 102) (50, 109) (42, 112) (50, 111) (50, 111)
_ Bl 375 375 369 361 355 371
b /;i " S fE£SD 69.5+8.84 71.6 + 8.85 75.0+9.75 75.6 +9.46 73.9+9.65 73.9+9.57
(048) Pk fE 69.0 71.0 73.0 75.0 73.0 73.0
(e/ME, FekfE)|  (52,109) (52, 100) (50, 111) (50, 108) (50, 112) (50, 112)

B (FEHE)
Source : CTD fi##, 3 274_08_006
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BRERMREE

R274717 HEXIEBRER [CL-045, CL-048] IZHBFB/3 1 2 )L A4 OOEHNHTE (FHER

HRE)
HH ow 4w 8w 12w T ACETAT
il 586 564 553 546 577
IR ) E+SD 125.89 + 18.476 | 125.70 + 18.148 | 126.59 + 18.050 | 127.07 + 17.820 | 127.24 + 17.744
(045,048) P 125.67 125.67 125.33 128.00 128.00
(Fe/IMiE, B KAE)| (82.0,177.3) | (86.0,195.7) | (85.5,177.7) | (86.0,205.3) | (86.0,205.3)
I Bl 207 203 202 196 203
h 72;{ g‘j 7| EfELSD 123.40 £ 17.595 | 123.69 £ 17.407 | 123.93 £ 17.254 | 123.99+ 18.279 | 123.91 + 18.136
(045) H A 121.67 123.00 122.83 121.00 121.00
(Fe/IMil, BeRAil)| (83.3,169.7) | (83.0,168.0) | (91.0,169.0) | (83.3,178.3) | (83.3,178.3)
W | < sesme B 585 565 544 540 573
MiE - | Somg SPHMEESD 12535418328 (125.52£18.091 | 126,42+ 17.244 | 126.84+17.703 | 127.17+18.576
KRS | (045,048) A 124.50 124.67 126.33 127.00 127.00
(he/IMil, B RAE)| (80.0,186.7) | (77.0,186.7) | (73.0,179.0) | (81.0,177.3) | (81.0,210.0)
I IE:S 205 199 196 192 203
h 710“01?1 ;/ SEEIfEESD 12530+ 17.590 | 126.18 + 18.780 | 126.53 £ 17.477 | 127.11+£17.930 | 127.22 + 18.155
(045) R AE 124.67 124.67 124.75 125.33 125.00
(he/IMil, B RAE)| (91.0,173.7) | (88.0,190.0) | (90.3,182.0) | (89.3,166.3) | (89.3,190.0)
— Bl 375 365 360 354 367
“ﬁ:‘j - fEESD 125.86 +17.762 | 126.43 + 18.269 | 127.73 £17.007 | 127.14 + 17.539 | 127.34 + 17.703
(048) Pk fE 125.00 125.33 127.17 128.00 128.50
(Fe/IMiE, B KME)| (81.3,179.0) | (81.5,176.0) | (89.7,172.3) | (86.3,174.0) | (86.3, 174.0)
il 586 564 553 546 577
IR ) E+SD 77.18 = 11.428 | 76.67 £ 11.031 | 77.17 £ 10.806 | 77.57 + 10.909 | 77.60 + 10.933
(045,048) e fiE 77.33 77.00 77.33 77.67 77.67
(Fe/IMil, B KME)| (44.0,113.7) | (46.0,133.7) | (46.3,110.7) | (49.0,121.7) | (49.0,121.7)
e e Bl 207 203 202 196 203
“72;?3/ - fEESD 76.05+ 11.013 | 76.36 + 10.380 | 76.16 + 10.501 | 76.21 + 10.814 | 76.20 + 10.741
(045%’ Pk fE 77.00 76.67 75.50 76.67 76.67
(Fe/IMiE, BeKAE)| (49.3,111.0) | (47.3,103.0) | (53.0,108.3) | (47.0,106.5) | (47.0,106.5)
%K 585 565 544 540 573

BRERA | 5 rm S fE£SD 76.90 + 11.519 | 77.28 + 10.964 | 77.89 + 10.766 | 77.96 + 11.056 | 78.14 + 11.257
£ - 50mg

RS | (045,048) ToRfE 76.67 77.00 78.17 78.67 78.67
Uhe/IMiE, e RAE)| (43.7,117.0) | (47.0,128.0) | (43.5,114.7) | (50.0,106.7) | (49.0,106.7)
e %K 205 199 196 192 203
> 7]0“0;1‘3 7| EfkLSD 77.08 + 10.946 | 77.62 + 10.946 | 77.82 + 10.598 | 78.06 + 10.744 | 78.14 + 10.740
(045)g H A 76.00 77.00 7733 77.17 77.00
(Fe/IMil, e RAE)| (50.7,104.7) | (49.3,106.3) | (51.7,109.3) | (57.7,107.7) | (57.7,107.7)
e %K 375 365 360 354 367
//z S fE£SD 76.61 + 11.278 | 77.65 + 11.737 | 78.37 + 10.600 | 77.61 + 10.761 | 77.56 = 10.690
(048) g 76.67 77.33 78.33 77.67 77.67
Ue/IMiE, e RAE)| (46.3,121.7) | (46.3,126.3) | (50.7,116.0) | (49.0,107.7) | (49.0,107.7)
il 586 564 553 546 577
IR ) E+SD 70.12+8.988 | 70.21 +£9.184 | 70.33 £8.690 | 70.40 +9.098 | 70.57 +9.050
(045,048) R fE 69.67 69.67 70.33 70.00 70.33
(Be/IMil, B RAB)| (44.3,103.0) | (48.0,99.7) | (48.7,107.0) | (48.3,100.7) | (48.3,100.7)
e e RS 207 203 202 196 203
‘72;?3/ SEEIfEESD 70.11+9.117 | 71.29+9.093 | 71.17+9.239 | 71.15+9.700 | 71.15 +9.697
(045 R 70.00 70.67 69.67 70.83 70.67
(Be/IMil, B RAB)| (48.5,105.0) | (49.0,99.7) (47.7,99.7) | (50.7,102.7) | (50.7,102.7)
e e RS 584 565 544 540 573
WRfad - | ° 7535 H P fEESD 69.40 £ 8.399 | 71.62+8.480 | 71.58 £8.387 | 72.12+8.265 | 72.15+8.216
JEL IR (045 04%8) o fiE 69.33 71.33 71.17 72.00 72.00
’ (Be/IMil, BRAE)| (44.0,98.7) | (44.3,106.0) | (46.0,99.3) (46.7,96.7) (46.7,96.7)
=y %K 205 199 196 192 203
STNTEL s 69.79 +8.495 | 74.18 £9.109 | 73.65+8.178 | 73.57 £8.559 | 73.66 +8.707
100mg <= : : : ‘ : : : ‘ : :
(045) H A 69.00 73.33 73.33 73.00 73.00
(BFe/IMil, B RAl)|  (48.7, 95.0) (51.3, 98.0) (51.0, 93.0) (48.7, 95.0) (48.7, 95.0)
e %K 375 365 360 354 367
//z S fE£SD 68.90 +8.378 | 70.68 £8.690 | 70.79 +8.279 | 70.98 +8.866 | 70.83 + 8.849
(048) H A 68.67 70.67 70.33 70.67 70.33

(Fe/IMil, BeRAl)| (44.0,94.3) | (48.0,106.0) | (44.0,95.0) (44.3, 99.0) (44.3, 99.0)
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FRRRHIR 2
HH ow 4w 8w 12w T ACETAT
il 584 565 553 542 574
IR ) E+SD 124.05 +15.345 | 124.22 + 15.199 | 125.35+ 14.948 | 125.23 + 15.596 | 125.42 + 15.566
(045,048) P 123.67 124.00 125.33 124.67 125.00
(Fe/IMil, BeRAl)| (86.7,178.5) | (86.5,171.0) | (84.3,168.5) | (89.0,185.0) | (89.0, 185.0)
e IS 207 205 202 199 208
= 72;{ g‘j 7| EfkSD 12393+ 15.455 | 124.11 £ 14.778 | 124.34 + 14273 | 124.77 + 14.086 | 125.20 + 14.595
(045) H A 122.33 123.33 124.17 123.67 124.00
(Fe/IMil, B RAl)| (94.3,185.5) | (95.3,177.5) | (90.7,157.3) | (96.3,159.0) | (96.3,177.5)
W | < Sermy itk 585 569 548 542 575
[ﬁlE/' = S0mg S fE£SD 124.19+15.835 | 124.82 £ 15.191 | 125.30+ 14.794 | 125.06 + 14.112 | 125.21 + 14.714
65 | (045,048) H A 123.67 125.00 125.00 124.67 124.67
(he/IMil, B RAIE)| (84.5,182.0) | (83.7,172.0) | (79.0,169.0) | (84.0,181.0) | (83.7,181.0)
I Bl 207 202 199 196 207
= 710“01?1 ; 7| EfkLSD 124.47+17.292 | 12628 + 16.411 | 126.09 + 15.680 | 126.66 = 15.752 | 126.90 + 15.842
(045) H e 123.00 125.17 123.67 125.58 125.67
(Fe/IMil, B KAE)| (85.3,167.0) | (87.3,173.0) | (93.3,168.0) | (88.3,174.7) | (88.3,174.7)
_ Bl 370 366 358 354 366
B ’j: " F-H)fE+SD 123.71 £15.639 | 124.98 + 16.064 | 125.93 + 14.976 | 125.45 + 14.889 | 125.65 + 14.973
(048) P fE 123.33 124.00 125.42 125.33 125.33
(Fe/IMiE, B KAE)| (87.3,170.0) | (81.7,178.0) | (84.7,170.7) | (87.7,163.7) | (87.7,163.7)
il 584 565 553 542 574
IR ) iE+SD 75.03+9.758 | 75.29+9.723 | 75.53£9.626 |75.75+10.012 | 75.83 + 10.023
(045,048) e fiE 74.33 75.33 75.00 75.67 75.67
(Fe/IMil, B KAE)| (49.0,106.0) | (49.7,103.7) | (49.0,102.7) | (50.0,117.3) | (50.0,117.3)
e e Bl 207 205 202 199 208
h 72;f H P fEESD 76.37 + 10.096 | 75.55+8.734 | 75.89+9.173 | 76.38+9.660 | 76.50 +9.723
(045%’ Pk fE 75.67 75.67 75.67 76.67 76.83
(he/IMil, B RAE)| (53.7,104.3) | (52.0,95.7) | (53.0,103.0) | (52.0,102.0) | (52.0,102.0)
I %K 585 569 548 542 575
[ﬁiE/- h 75()“{; 7| PiESD | 75382 10.087 | 76.27+9.901 | 76.559.817 | 76.40£9.145 | 76.51 £9.291
6 R | (045,048) H A 75.67 76.00 76.33 76.33 76.33
(Fe/IMil, e RAE)| (46.0,105.3) | (53.0,112.0) | (44.5,103.3) | (52.0,105.0) | (52.0,105.0)
I S 207 202 199 196 207
= 710“04 ; “| PHELSD | 7527+10.756 | 76.84+9.273 | 76.48£9.732 | 77.16 £9.908 |77.42 + 10.097
(045) A 74.67 76.50 75.00 75.67 75.67
(Fe/IMil, BeRAl)| (48.5,112.5) | (49.0,107.0) | (52.7,105.0) | (54.3,100.0) | (54.3,107.0)
_ %K 370 366 358 354 366
b /1//? " S fE£SD 74.79 £ 10313 | 76.66 + 10.296 | 77.54 + 10.625 | 77.03 £9.848 | 77.04+9.744
(048) i 74.33 75.67 77.33 76.83 76.67
(Fe/IMil, B KME)| (47.3,118.7) | (43.3,118.7) | (46.7,116.0) | (48.0,114.3) | (48.0,114.3)
il 584 565 553 542 574
IR 2 iE+SD 75.07+9.471 | 74.77 £9.446 | 7426 £9.378 | 74.17+9.158 | 74.36 +9.181
(045,048) e fiE 74.42 74.33 74.00 73.00 73.00
(Fe/IMil, B KAE)| (47.3,111.0) | (51.0,113.0) | (50.3,108.5) | (52.3,110.7) | (52.3,110.7)
e e Bl 207 205 202 199 208
h 72;1? g‘j 7| FiSD 74.76 £9.525 | 75.16+£9.198 | 75.16 +9.694 | 75.28 £9.938 | 75.29 + 9.869
(045) Pk fE 74.67 74.00 74.00 74.00 74.17
(Fe/IMiE, B KAE)| (52.0,101.0) | (51.7,105.3) | (49.3,108.7) | (51.7,107.7) | (51.7,107.7)
e e Bl 584 569 548 542 575
e 7535 P SERESD | 74.61£9.065 | 76.40£9.486 | 75.94+8.658 | 76.02 8380 | 76.09 + 8.561
6 FEfE 1% (045 04%8) Pk fE 74.17 76.00 75.33 75.67 75.67
' (Fe/IMil, B RAl)| (48.7,109.0) | (50.3,106.5) | (47.7,99.3) | (47.7,109.7) | (47.7,109.7)
I IE:S 207 202 199 196 207
‘710“051;/ S fE£SD 7491 +9.651 | 78.99+9.113 | 78.36+9.735 | 77.97 £8.851 | 78.14 +9.007
(045) H A 73.67 79.00 78.00 78.00 78.00
(Fe/IMil, e RAE)| (50.7,109.0) | (51.3,106.0) | (49.7,108.0) | (51.3,106.7) | (51.3,106.7)
_ %K 370 366 358 354 366
b /1//? " S fE£SD 74.09 +8.773 | 77.27+9.697 | 77.22+9.057 | 77.33 +£9.451 | 77.21 £9.379
(048) R AE 73.67 76.33 76.67 77.00 77.00
(Fe/IMil, B RAE)| (51.0,102.0) | (50.3,114.7) | (50.0,107.7) | (51.0,108.7) | (51.0,108.7)

B (FEBL=R)
Source : CTD fi##, 3 274_08_001
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AN e
#2747-18 REKRESHER [CL-051] [THEFTDH/3 4 2 LY 4 D OEHNMEE (EEEERE)
HA —2w Oow 4w 8w 12w 16w 20w 24w 28w 2w 36w 40w 44w 48w 52w e Afiliss
B 202 202 200 196 193 190 188 186 182 176 174 170 170 165 164 200
PEAER] | EEMELSD | 74941086 | 753+ 11.10 | 744+£10.53 | 7451072 | 754+11.62 | 740+12.02 | 73.8+£11.09 | 73.6+£10.59 | 74.8+11.39 | 74.7+10.88 | 74.5+ 1047 | 747+ 11.04 | 75.8+10.93 | 752+ 10.99 | 75.5+10.39 | 74.9+10.70
I R 76.0 76.0 74.0 74.0 76.0 72.0 725 72.0 735 745 74.0 74.0 76.0 76.0 75.0 745
(/M BRAE) | (44,100) | (50, 103) (50,98) (50,99) (50,115) | (50,116) | (50,114) | (50,107) | (50,108) | (48,104) | (48,101) | (50,100) | (42,107) | (46,100) | (42,110) | (42,110)
% 202 202 200 196 193 190 188 186 182 176 174 170 170 165 164 200
IS 5 SEEEESD 122,64+ 1847(121.1+18.83|120.8+17.18 1202+ 1648 | 120.8+ 18.14| 119.1+ 18091202+ 17.71| 119.0+ 18.94| 1194+ 17.86| 1199+ 18.13 | 118.5+ 18.00| 119.6+17.91 | 1209+ 17.08 | 120.6 + 17.93 | 121.6 + 1604 | 121.8+ 16.76
I e fE 122.5 120.0 1200 120.0 120.0 1180 1180 117.0 1180 1180 117.5 1180 1185 120.0 120.0 120.0
(Be/MilE, BRME) | (82,174) | (78,175) | (84,170) | (84,157) | (80,167) | (80,165) | (85,181) | (76,200) | (80,184) | (86,194) | (88,177) | (88,176) | (80,176) | (80,180) | (92,170) | (80,170)
% 202 202 200 196 193 190 188 186 182 176 174 170 170 165 164 200
Wik -H)fEASD 69.9+891 | 724+938 | 732+937 | 733+9.71 | 72.6+892 | 72.6+8.76 | 732+938 | 73.5+9.77 | 71.3+£885 | 72.1+£9.53 | 73.0+£934 | 740+941 | 740+923 | 743+9.89 | 72.5+9.68 | 72.0+£9.47
e fE 68.0 72.0 72.0 72.0 72.0 72.0 72.0 72.0 72.0 72.0 72.0 72.0 72.0 73.0 70.5 70.0
(Be/MiE, BRAE) | (54,96) | (52,102) | (51,99) | (50,103) | (56,96) (53, 96) (51,98) | (51,100) | (50,100) | (53,102) | (54,98) | (52,101) | (52,107) | (51,100) | (56,110) | (56, 110)

Bk (GEELER)
Source : CL-051 #aFGE#AH, #* 12.53.1.1.1, #* 12.53.1.2.1
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[E47: D=4k

:274719 EREBESHE [CL-051] [TEITH/ 1 2 LA DOENMETE (HEREBRIE)
HH Oow 8w 16w 28w 40w 52w A
- eIl 201 196 187 185 170 163 194
ml,f SEIEESD | 128.94+19.669 | 127.49+18.753 | 124.16+ 18.642 | 122.57 £17.590 | 124.11 +16.556 | 126.00+ 17.517 | 126.04 = 18.302
i e EAPS N 126.67 125.33 121.67 121.33 122.67 12433 124.50
(B IMIlE, FRfiE) | (94.7, 183.3) | (90.0,181.7) | (88.7,175.3) | (81.0,172.0) | (89.3,176.7) | (88.7,190.3) | (87.5,190.3)
p— eIl 201 196 187 185 170 163 194
i ,I’, THIMEESD | 79.97 +11.654 | 78.52 £ 10.520 | 76.21 +11.349 | 75.20 + 10.683 | 76.11 + 10.168 | 77.62 + 10.511 | 77.17 + 10.544
i e EAPS N 79.67 77.33 75.67 74.67 75.33 77.00 76.67
(B IMil, FRfiE) | (55.0, 119.0) | (53.3,110.0) | (56.0,111.0) | (51.5,103.3) | (56.0,108.0) | (54.0,113.7) | (53.0,113.7)
. ik 201 194 190 185 170 165 196
%%}1}&% SEEESD | 125.76+16.537 | 125.13+£15.636 | 121.91 +£15.498 | 119.89+ 15271 | 122.20+ 14.207 | 124.95+ 15467 | 124.55+15.731
6 B[ ERUSEN 123.67 122.83 121.00 119.00 122.17 124.67 124.67
(B IMIlE, BRfE) | (96.7,170.0) | (88.5,174.3) | (91.7,162.7) | (86.3,175.3) | (94.0,166.3) | (90.7,172.0) | (86.3,172.0)
(17 201 194 190 185 170 165 196
ﬂéﬁﬁ SEHEESD | 77.19+10.383 | 76.32+£10.134 | 74.86+9.399 | 72.84+9.721 | 74.97+£9.265 | 76.36 +10.168 | 75.76 + 10.035
6 5% ERUSEN 76.33 74.67 74.83 71.67 74.67 75.67 75.00
(e IMIL, KA | (53.0,111.7) | (48.0,116.3) | (54.3,107.0) | (52.7,105.7) | (54.7,102.3) | (51.3,106.7) | (51.3,106.7)
(17 201 196 187 185 170 163 194
WRta%L - SEfEESD 70.54 +8.147 | 71.50+8.325 | 71.52+8.588 | 70.62+7.753 | 70.14+7.362 | 71.60 +7.628 | 71.65 +7.880
FELPRIRF sk 70.33 71.42 71.33 70.67 70.42 71.33 71.33
(/ML oK) | (52.3,92.0) | (52.3,94.7) | (42.7,983) | (49.3,90.7) | (51.7,89.3) | (51.3,89.7) | (49.3,90.0)
i 201 194 190 185 170 165 196
MR % - SFfiE£SD 74.67+9279 | 752948512 | 75.40+8.788 | 75.53+£8.279 | 74.60 +8.445 | 74.65+8.494 | 74.77 +8.479
6 FRfii] el 74.67 75.33 75.50 75.00 74.00 74.67 74.67
(e IMitL, KA | (55.3, 105.0) | (55.0,102.3) | (48.0,101.3) | (56.7,98.3) | (56.0,105.7) | (58.0,110.0) | (56.7,110.0)

Btk GEBLER)

Source : CL-051 #fE#E®E, #* 12.53.2.1.1,

# 1253212
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BRERMREE

et HRERER [CL-045, CL-048] IZHIT5EFREDEN#HEE (ELE)

% 2.7.4.7-20
HH 12w AT
%K 548 580
7T R SEH)fiE+SD 0.95+14.965 | 1.21 £14.905
(045,048) i 0.00 0.00
(Be/IMill, BeRKAl)| (—80.7,87.0) | (=80.7, 87.0)
S ST %K 201 206
S THA SEyfiaSD | 05515764 | —0.55+15.638
mg -
(045) 'T'%f[li 0.00 0.00
(/M fic A fE)| (—94.5,58.9) | (-94.5,58.9)
BIRE | o o itk 545 578
GE2kbEn| S 7| PHEeSD | 095514911 | 08215331
NHO me B
- (045,048) g 0.00 0.00
ZALHD) (/ML R RfE) | (-63.8,96.5) | (~63.8,96.5)
S Bk 197 202
‘71007‘3/ SEHIEESD | 015+ 15.873 | 0.10 % 15.699
mg
(045) e 0.00 0.00
(Be/IMiE, HRAE)| (-50.8,94.0) | (=50.8,94.0)
e il 355 369
7 S fiE+SD 0.36+15.858 | 0.44+15.645
v
(043) Pk fE 0.00 0.00
(Be/IMiE, B RAE)| (-74.6,86.8) | (=74.6,86.8)

Bk GEBLER)

Source : CTD f##r, 2 2.7.4 12 001
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£ 2.7.4.7-21
HE 28w 52w AR
il 182 164 196
ITRT | SERfEESD —0.33+11.346 | 0.82+12.039 | 0.32+ 12.544
IEH] Pk fE 0.00 0.00 0.00
(Fe/IMil, e RAE)| (—40.9,30.4) | (—43.1,46.2) | (—58.1,46.2)
BRIRE [ o . %% 135 122 148
(E 230 A ‘75;5‘3/ THIEESD | 115+ 11.162 | 0.97 £ 13.029 | 0.48 + 13.053
MHD %E##{%"J oo f 0.00 0.00 0.00
Al ik) ’ (BFe/IMil, e RAE)| (—40.9,29.6) | (—43.1,46.2) | (—58.1,46.2)
RN il 47 42 48
3 Y/ S
h 71;01?: 7| SEHfESD 2.02+11.658 | 0.40+8.658 |—0.20+10.933
ﬁ%ﬁj o g ff 0.00 0.00 0.00
(/M e KME)| (=36.1,30.4) | (=36.1,27.6) | (=36.1,29.5)

Fl% GEBLE)
Source : CL-051 #fE#AE, #* 12.55.1.2, £ 125522
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BRERMREE

R#IR5HER [CL-051] ICHTHEREDENREE (ELE)

167



274

BRI S
:2747-22 ERNRRBRHEICETEIIRTOEEER (BHEHARD

MedDRA/J Version 12.1 N AT/ = Q] Efln LD

FRE IR (SOC) R ] S 65 A | 65 LA b | 55 kg Al |55 kg LAk
HEAGE (PT) (n=1207) (n=202) | (n=1005) | (n=797) (n=410) (n=597) | (n=610)

TRTCOFEFEFLR 985(81.6%) | 165(81.7%) | 820(81.6%) | 646(81.1%) | 339(82.7%) | 477(79.9%) | 508(83.3%)

R 42(3.5%) 12(5.9%) | 30(3.0%) | 18(2.3%) | 24(5.9%) | 21(3.5%) | 21(3.4%)
REINRFRPAEE A 4E 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
E AR 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
LR AN 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
FEREET vy 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
FE7 ey s 6(0.5%) 3(1.5%) 3(0.3%) 4(0.5%) 2(0.5%) 3(0.5%) | 3(0.5%)
R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
18 77 PASH AR 2 E 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
fulEs 10(0.8%) 0 10(1.0%) | 5(0.6%) 5(1.2%) 7(1.2%) | 3(0.5%)
fE7Tay s 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
PR R 4(0.3%) 1(0.5%) 3(0.3%) 2(0.3%) 2(0.5%) 3(0.5%) 1(0.2%)
TRPERR IR 4(0.3%) 3(1.5%) 1(0.1%) 1(0.1%) 3(0.7%) 1(0.2%) 3(0.5%)
S P IE 10(0.8%) 5(2.5%) 5(0.5%) 3(0.4%) 7(1.7%) 4(0.7%) 6(1.0%)
SR 2(0.2%) 0 2(0.2%) 0 2(0.5%) 2(0.3%) 0
D EE P IAMIE 5(0.4%) 1(0.5%) 4(0.4%) 3(0.4%) 2(0.5%) 2(0.3%) | 3(0.5%)
FEEEK 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)

B R USRS R 11(0.9%) 0 11(1.1%) | 10(1.3%) | 1(0.2%) 9(1.5%) | 2(0.3%)
A =T —/LIF 3(0.2%) 0 3(0.3%) 3(0.4%) 0 2(0.3%) 1(0.2%)
[l PED F U 7(0.6%) 0 7(0.7%) 6(0.8%) 1(0.2%) 6(1.0%) 1(0.2%)
H AR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0

AR 28(2.3%) 42.0%) | 242.4%) | 15(1.9%) | 13(32%) | 18(3.0%) | 10(1.6%)
AR A 57 7(0.6%) 1(0.5%) 6(0.6%) 4(0.5%) 3(0.7%) 5(0.8%) | 2(0.3%)
AR 2 4(0.3%) 0 4(0.4%) 3(0.4%) 1(0.2%) 100.2%) | 3(0.5%)
ARG 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
Sl 3(0.2%) 1(0.5%) 2(0.2%) 1(0.1%) 2(0.5%) 1002%) | 2(0.3%)
i L ifn. 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
IS 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
T UV — ARG 4(0.3%) 1(0.5%) 3(0.3%) 3(0.4%) 1(0.2%) 3(0.5%) 1(0.2%)
B PR 7 MR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
ARz f5 3(0.2%) 1(0.5%) 2(0.2%) 3(0.4%) 0 2(0.3%) 1(0.2%)
AR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
AR FE 1. 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
AN IR PF 28 2(0.2%) 0 2(0.2%) 0 2(0.5%) 2(0.3%) 0
B 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0

A i 165(13.7%) | 27(13.4%) | 138(13.7%) | 106(13.3%) | 59(14.4%) | 85(14.2%) | 80(13.1%)
A Rk 12(1.0%) 1(0.5%) 11(1.1%) 7(0.9%) 5(1.2%) 4(0.7%) 8(1.3%)
AT 8(0.7%) 2(1.0%) 6(0.6%) 4(0.5%) 4(1.0%) 4(0.7%) 4(0.7%)
JE i 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0
L REHE 8(0.7%) 1(0.5%) 7(0.7%) 5(0.6%) 3(0.7%) 40.7%) | 4(0.7%)
HAE% 3(0.2%) 0 3(0.3%) 1(0.1%) 2(0.5%) 3(0.5%) 0
FeiiRE PN TN 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
FERBR Y — 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
fEFL 44(3.6%) 42.0%) | 40(4.0%) | 28(3.5%) | 16(3.9%) | 20(3.4%) | 24(3.9%)
i 7(0.6%) 2(1.0%) 5(0.5%) 6(0.8%) 1(0.2%) 40.7%) | 3(0.5%)
T 25(2.1%) 42.0%) | 212.1%) | 18(2.3%) | 7(1.7%) 17(2.8%) | 8(1.3%)
1Nz 25(2.1%) 7(3.5%) 18(1.8%) | 18(2.3%) | 7(1.7%) 9(1.5%) | 16(2.6%)
+ AR 2(0.2%) 1(0.5%) 1(0.1%) 1(0.1%) 1(0.2%) 2(0.3%) 0
THIEAR R 8(0.7%) 1(0.5%) 7(0.7%) 5(0.6%) 3(0.7%) 40.7%) | 4(0.7%)
2B 3(0.2%) 0 3(0.3%) 2(0.3%) 1(0.2%) 1002%) | 2(0.3%)
BLW 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
BB 12(1.0%) 2(1.0%) 10(1.0%) | 9(1.1%) 3(0.7%) 8(1.3%) | 4(0.7%)
H I 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
LB 5(0.4%) 0 5(0.5%) 4(0.5%) 1(0.2%) 5(0.8%) 0
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BRI S
MedDRA/J Version 12.1 RAOS/4=04 el Flip IR
ARSI (80C) EE % 7 65 A | 65 mEUAE | 55 kg AR |55 ke BAE
HAGE (PT) (n=1207) (0=202) | (n=1005) | (n=797) (n=410) (n=597) | (n=610)
JIREEE 2ilix 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
I 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
LD 5(0.4%) 2(1.0%) 3(0.3%) 3(0.4%) 2(0.5%) 2(0.3%) | 3(0.5%)
7 JE 2(0.2%) 0 2(0.2%) 0 2(0.5%) 1(0.2%) 1(0.2%)
LEEES 5(0.4%) 0 5(0.5%) 4(0.5%) 1(0.2%) 2(0.3%) 3(0.5%)
NP 1(0.1%) 1(0.5%) 0 0 1(0.2%) 1(0.2%) 0
M ENE 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
WP EIE A 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0
msPN 4(0.3%) 2(1.0%) 2(0.2%) 3(0.4%) 1(0.2%) 3(0.5%) 1(0.2%)
R 2(0.2%) 1(0.5%) 1(0.1%) 1(0.1%) 1(0.2%) 2(0.3%) 0
M - 5(0.4%) 1(0.5%) 4(0.4%) 3(0.4%) 2(0.5%) 3(0.5%) | 2(0.3%)
5 i, 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
1 D LSRR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
A By B L OV SR TR RE 20(1.7%) 1(0.5%) 19(1.9%) | 15(1.9%) | 5(1.2%) 9(1.5%) | 11(1.8%)
PR AN Rk 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
JaJee 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
e 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
L 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
18 3(0.2%) 0 3(0.3%) 3(0.4%) 0 1(0.2%) 2(0.3%)
TEIE 2(0.2%) 0 2(0.2%) 2(0.3%) 0 0 2(0.3%)
TR 4(0.3%) 0 4(0.4%) 2(0.3%) 2(0.5%) 2(0.3%) | 2(0.3%)
=F) 7(0.6%) 0 7(0.7%) 6(0.8%) 1(0.2%) 5(0.8%) | 2(0.3%)
T REE R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
JIEE=TS 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
JEAE LR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
g R 4(0.3%) 1(0.5%) 3(0.3%) 3(0.4%) 1(0.2%) 2(0.3%) 2(0.3%)
ZHIMET L L — 4(0.3%) 1(0.5%) 3(0.3%) 3(0.4%) 1(0.2%) 2(0.3%) | 2(0.3%)
Y Je OV A HUE 346(28.7%) | 40(19.8%) |306(30.4%) | 241(30.2%) | 105(25.6%) | 174(29.1%) | 172(28.2%)
thaE g% 2(0.2%) 0 2(0.2%) 2(0.3%) 0 2(0.3%) 0
B R 3(0.2%) 1(0.5%) 2(0.2%) 2(0.3%) 1(0.2%) 1(0.2%) 2(0.3%)
JEIE ¢ 49(4.1%) 1(0.5%) | 48(4.8%) | 24(3.0%) | 25(6.1%) | 23(3.9%) | 26(4.3%)
ELCES 9(0.7%) 4(2.0%) 5(0.5%) 7(0.9%) 2(0.5%) 5(0.8%) | 4(0.7%)
7 A )L ANEE IS 6(0.5%) 0 6(0.6%) 4(0.5%) 2(0.5%) 40.7%) | 2(0.3%)
Faif~ L~ A 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
BRI/ 7(0.6%) 1(0.5%) 6(0.6%) 3(0.4%) 4(1.0%) 3(0.5%) | 4(0.7%)
FERLIE 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
A TN W 14(1.2%) 1(0.5%) 13(1.3%) | 13(1.6%) 1(0.2%) 8(1.3%) | 6(1.0%)
SHIHEESE 248(20.5%) | 31(15.3%) |217(21.6%) | 180(22.6%) | 68(16.6%) | 119(19.9%) |129(21.1%)
MR EHR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
R R Y 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
NHBA S 9(0.7%) 0 9(0.9%) 5(0.6%) 4(1.0%) 5(0.8%) | 4(0.7%)
JRFE M ST it 2% 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
LR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
A RB R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
PN 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
Rl S PE 2% 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
JE S 1 1(0.1%) 1(0.5%) 0 0 1(0.2%) 1(0.2%) 0
SR G 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
ks 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0
GBI 5(0.4%) 1(0.5%) 4(0.4%) 4(0.5%) 1(0.2%) 3(0.5%) | 2(0.3%)
PR BRI G 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
PANESHIPN 4(0.3%) 0 4(0.4%) 3(0.4%) 1(0.2%) 1(0.2%) 3(0.5%)
AL AT % 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
P RS 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
~Y any Z—PEHR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
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BRI S
MedDRA/J Version 12.1 RAOS/4=04 el Flip IR
ARSI (80C) EE % 7 65 A | 65 mEUAE | 55 kg AR |55 ke BAE
HAGE (PT) (n=1207) (1=202) | (=1005) | =797) | (m=410) (n=597) | (n=610)
7 A L AVERG S 2(0.2%) 0 2(0.2%) 2(0.3%) 0 1(0.2%) 1(0.2%)
e 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0
A PES B A% 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
F g~ L~ 2 4(0.3%) 0 4(0.4%) 2(0.3%) 2(0.5%) 3(0.5%) 1(0.2%)
(55, Wk OWLE A DHE 44(3.6%) 6(3.0%) 38(3.8%) | 27(3.4%) | 17(4.1%) | 19(3.2%) | 25(4.1%)
s 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
i1 2 Bl s 2(0.2%) 0 2(0.2%) 2(0.3%) 0 1(0.2%) 1(0.2%)
yS 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0
SE-E T 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
SMEE 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
e 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
#8155 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 0 2(0.3%)
RAFIT 10(0.8%) 1(0.5%) 9(0.9%) 7(0.9%) 3(0.7%) 3(0.5%) | 7(1.1%)
SEE g 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
a5 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
W& EE T 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
W& i 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
LN 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
FHEE BT 2(0.2%) 0 2(0.2%) 0 2(0.5%) 2(0.3%) 0
BHEE DT 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
[ASEARSE=1 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
BaR g 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
s 3(0.2%) 1(0.5%) 2(0.2%) 2(0.3%) 1(0.2%) 2(0.3%) 1(0.2%)
P15 8(0.7%) 1(0.5%) 7(0.7%) 5(0.6%) 3(0.7%) 5(0.8%) 3(0.5%)
Al 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
B 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
e H BRI 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 0 2(0.3%)
EERIEN 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
kS 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
R IR 799(66.2%) | 140(69.3%) | 659(65.6%) | 526(66.0%) | 273(66.6%) | 371(62.1%) [428(70.2%)
TIZY T I NTURT=T—PEN| 50(4.1%) 13(6.4%) | 37(3.7%) | 39(4.9%) | 11(2.7%) | 18(3.0%) | 32(5.2%)
fzfg;aj]a TRABT I/ NTLAT 2T 3399 7G3.5%) | 3232%) | 26(3.3%) | 1332%) | 18(3.0%) | 21(3.4%)
M7 L7 2 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
M e e s #n 25(2.1%) 6(3.0%) 19(1.9%) | 17(2.1%) | 8(2.0%) 10(1.7%) | 15(2.5%)
M =t L 2T v — L 2(0.2%) 1(0.5%) 1(0.1%) 2(0.3%) 0 1(0.2%) 1(0.2%)
M= 2T m— L 48(4.0%) 10(5.0%) | 38(3.8%) | 29(3.6%) | 19(4.6%) | 21(3.5%) | 27(4.4%)
M7 L7 F ok AR —EHin 167(13.8%) | 26(12.9%) | 141(14.0%) | 111(13.9%) | 56(13.7%) | 89(14.9%) | 78(12.8%)
7 V7= 7(0.6%) 0 7(0.7%) 4(0.5%) 3(0.7%) 2(0.3%) 5(0.8%)
iz L7 F =8 16(1.3%) 1(0.5%) 15(1.5%) | 12(1.5%) | 4(1.0%) 8(1.3%) | 8(1.3%)
L7 R o R 32(2.7%) 9(4.5%) | 23(23%) | 24(3.0%) | 8(2.0%) | 20(3.4%) | 12(2.0%)
i 7 R o BN 26021.5%) | 63(31.2%) | 197(19.6%) | 162(20.3%) | 98(23.9%) | 93(15.6%) |167(27.4%)
M7 ) o A 1(0.1%) 1(0.5%) 0 0 1(0.2%) 1(0.2%) 0
M) o L0 9(0.7%) 0 9(0.9%) 6(0.8%) 3(0.7%) 5(0.8%) | 4(0.7%)
e F 5 12(1.0%) 2(1.0%) 10(1.0%) | 5(0.6%) 7(1.7%) 5(0.8%) | 7(1.1%)
ML~ Y o A0 2(0.2%) 0 2(0.2%) 2(0.3%) 0 1(0.2%) 1(0.2%)
ifiL 77 PR SR A 28(2.3%) 0 28(2.8%) | 26(3.3%) | 2(0.5%) 15(2.5%) | 13(2.1%)
1R SE N 25(2.1%) 42.0%) | 212.1%) | 9(1.1%) 16(3.9%) | 11(1.8%) | 14(2.3%)
1. R s 15(1.2%) 3(1.5%) 12(1.2%) | 11(1.4%) | 4(1.0%) 9(1.5%) 6(1.0%)
1 H RN 15(1.2%) 9(4.5%) 6(0.6%) 10(1.3%) 5(1.2%) 2(0.3%) | 13(2.1%)
DEEX T EAR IR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
DB T s 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
Y= NEINEF AT =T — BRI | 124(10.3%) 9(4.5%) | 115(11.4%) | 83(10.4%) | 41(10.0%) | 53(8.9%) | 71(11.6%)
PRHT R o B 66(5.5%) 26(12.9%) | 40(4.0%) | 25(3.1%) | 41(10.0%) | 18(3.0%) | 48(7.9%)
7 a~Es e 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
~< b7 Uy Mg 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
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BRI S
MedDRA/J Version 12.1 RAOS/4=04 el Flip IR
GBI (SOC) ESiE 7 i 65 A | 65 mEbL L | 55 ke il |55 kg AL
HAGE (PT) (n=1207) (1=202) | (=1005) | =797) | (m=410) (n=597) | (n=610)
~ES a e U 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
REE N 2(0.2%) 1(0.5%) 1(0.1%) 2(0.3%) 0 2(0.3%) 0
i/ MR R A 11(0.9%) 4(2.0%) 7(0.7%) 7(0.9%) 4(1.0%) 6(1.0%) | 5(0.8%)
=R 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
1 E D 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
RERE N 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
R AR 53(4.4%) 3(1.5%) 50(5.0%) | 37(4.6%) | 16(3.9%) | 35(5.9%) | 18(3.0%)
I EREEE N 30(2.5%) 8(4.0%) | 22(22%) | 25(3.1%) | 5(1.2%) 9(1.5%) | 21(3.4%)
LEXRRE EAARR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
LIS T 3(0.2%) 0 3(0.3%) 1(0.1%) 2(0.5%) 2(0.3%) 1(0.2%)
/NSO N 31(2.6%) 4(2.0%) 27(2.7%) | 23(2.9%) 8(2.0%) 19(3.2%) | 12(2.0%)
I E] 109(9.0%) 18(8.9%) | 91(9.1%) | 69(8.7%) | 40(9.8%) | 46(7.7%) | 63(10.3%)
QR S 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
MFT T RAT 7 2 —E D 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
MFT TV RAT 7 2 —EHM 56(4.6%) 7(3.5%) | 49(4.9%) | 33(4.1%) | 23(5.6%) | 28(4.7%) | 28(4.6%)
RS . B 1 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
PRI Bw 175(14.5%) | 13(6.4%) | 162(16.1%) | 119(14.9%) | 56(13.7%) | 85(14.2%) | 90(14.8%)
L UL 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
M7 L7 F ok ARFF—ERd 23(1.9%) 5(2.5%) 18(1.8%) | 16(2.0%) | 7(1.7%) 8(1.3%) | 15(2.5%)
R R OV b 3(0.2%) 0 3(0.3%) 1(0.1%) 2(0.5%) 1(0.2%) 2(0.3%)
BRI 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
AR 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
5 s S e O LR o 45(3.7%) 6(3.0%) | 39(3.9%) | 26(3.3%) | 19(4.6%) | 18(3.0%) | 27(4.4%)
RAEH 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
T 20(1.7%) 4(2.0%) 16(1.6%) | 13(1.6%) | 7(1.7%) 7(1.2%) | 13(2.1%)
B R LA SR AR E 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
AR 2(0.2%) 1(0.5%) 1(0.1%) 0 2(0.5%) 1(0.2%) 1(0.2%)
AR 2(0.2%) 1(0.5%) 1(0.1%) 0 2(0.5%) 1(0.2%) 1(0.2%)
FH 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
EREIES 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
w53 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
EEEEIEPN 3(0.2%) 0 3(0.3%) 2(0.3%) 1(0.2%) 0 3(0.5%)
JEBEARIES 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
ITERMEDR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
Jiedit ¢ 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
[ESS 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
7B s SR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
MR EN 7(0.6%) 0 7(0.7%) 4(0.5%) 3(0.7%) 5(0.8%) 2(0.3%)
Je e 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
%%U %%gggfﬂw DR (K% 4(0.3%) 0 4(0.4%) 2(0.3%) 2(0.5%) 3(0.5%) 1(0.2%)
FEJE g 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
I P 5 0D B A 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
G A4 2(0.2%) 0 2(0.2%) 2(0.3%) 0 2(0.3%) 0
iR R b 55(4.6%) 9(4.5%) | 46(4.6%) | 41(5.1%) | 14(3.4%) | 31(5.2%) | 24(3.9%)
Jisd HHaf. 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
fibiAg 3E 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
FFBIE B A 1(0.1%) 1(0.5%) 0 1(0.1%) 0 1(0.2%) 0
FFEMED F 8(0.7%) 4(2.0%) 4(0.4%) 5(0.6%) 3(0.7%) 2(0.3%) | 6(1.0%)
IRALPESD F 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
BV 36(3.0%) 2(1.0%) | 34(3.4%) | 28(3.5%) | 8(2.0%) | 24(4.0%) | 12(2.0%)
IR RIS 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
AR 2(0.2%) 1(0.5%) 1(0.1%) 2(0.3%) 0 1(0.2%) 1(0.2%)
AL F PR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
BB PETE 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
TR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)

171



274

BRI S
MedDRA/J Version 12.1 RAOS/4=04 ) S PN
ARSI (80C) EE % % 65 mAi | 65 mebl L | 55 ke Al |55 kg AL
HAGE (PT) (n=1207) (0=202) | (n=1005) | (n=797) (n=410) (n=597) | (n=610)
SR R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
U PR PRI 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
Eiliipaacsy 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
Ao i 16(1.3%) 2(1.0%) 14(1.4%) 8(1.0%) 8(2.0%) 8(1.3%) 8(1.3%)
Rz 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
5 O 3(0.2%) 1(0.5%) 2(0.2%) 2(0.3%) 1(0.2%) 2(0.3%) 1(0.2%)
RRSE 10(0.8%) 1(0.5%) 9(0.9%) 3(0.4%) 7(1.7%) 5(0.8%) | 5(0.8%)
AR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
R E 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
B K QYR BB 19(1.6%) 6(3.0%) 13(1.3%) | 12(1.5%) | 7(1.7%) 7(1.2%) | 12(2.0%)
HEDR K3 2(0.2%) 0 2(0.2%) 2(0.3%) 0 1(0.2%) 1(0.2%)
1R 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
HEIR B 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
PR IR 15(1.2%) 4(2.0%) 1(1.1%) | 9(1.1%) 6(1.5%) 6(1.0%) | 9(1.5%)
AT B ORI 6(0.5%) 1(0.5%) 5(0.5%) 4(0.5%) 2(0.5%) 1(0.2%) 5(0.8%)
LR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
H AR 2(0.2%) 0 2(0.2%) 2(0.3%) 0 1(0.2%) 1(0.2%)
B H # 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
ATNEIRE 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
IEREZ D FEAE 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
R 2R, T K OV B 33(2.7%) 3(1.5%) | 30(3.0%) | 22(2.8%) | 112.7%) | 16(2.7%) | 17(2.8%)
Ligss 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
K 4(0.3%) 2(1.0%) 2(0.2%) 4(0.5%) 0 0 4(0.7%)
AIEIN: iz A 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
S H i 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
5P 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
Ja e 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
7 LV — gk 6(0.5%) 0 6(0.6%) 4(0.5%) 2(0.5%) 2(0.3%) | 4(0.7%)
SR 2(0.2%) 0 2(0.2%) 0 2(0.5%) 1(0.2%) 1(0.2%)
< LA 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
FRIEDORNE 8(0.7%) 0 8(0.8%) 6(0.8%) 2(0.5%) 5(0.8%) 3(0.5%)
11 JPENH FE AR e 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
11 [N SE R 6(0.5%) 1(0.5%) 5(0.5%) 4(0.5%) 2(0.5%) 3(0.5%) | 3(0.5%)
B2 B OVEE TR 61(5.1%) 8(4.0%) 53(5.3%) | 33(4.1%) | 28(6.8%) | 31(52%) | 30(4.9%)
B 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
MM e 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
BER e 52 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
B & %% 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
RSN R & 4% 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
Pt 52 4% 8(0.7%) 0 8(0.8%) 6(0.8%) 2(0.5%) 40.7%) | 4(0.7%)
B Wik 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
FEIT R 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
i 17(1.4%) 4(2.0%) 13(1.3%) | 8(1.0%) 9(2.2%) 5(0.8%) | 12(2.0%)
FENR R Z M5 4(0.3%) 1(0.5%) 3(0.3%) 1(0.1%) 3(0.7%) 2(0.3%) | 2(0.3%)
FLEOTTS 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 1(0.2%) 1(0.2%)
9 EE 2(0.2%) 0 2(0.2%) 2(0.3%) 0 1(0.2%) 1(0.2%)
J95 6(0.5%) 0 6(0.6%) 6(0.8%) 0 40.7%) | 2(0.3%)
liR2 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
ARt B R 5% 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
OV - br&ER 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
B A 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
AT 4 =T A Va ) EGRE 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
AR 7(0.6%) 0 7(0.7%) 4(0.5%) 3(0.7%) 6(1.0%) 1(0.2%)
H7 B2 E 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0
SYMZ S PR 2(0.2%) 1(0.5%) 1(0.1%) 0 2(0.5%) 0 2(0.3%)
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FRRRHIR 2
MedDRA/J Version 12.1 RAOS/4=04 ) S PN
[ EBIRH (SOC) B s 5 S 65 A | 65 ML L | 55 kg Ao |55 kg L
HAGE (PT) (n=1207) (0=202) | (n=1005) | (n=797) (n=410) (n=597) | (n=610)
BFILAEREE 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
1. 12(1.0%) 3(1.5%) 9(0.9%) 4(0.5%) 8(2.0%) 3(0.5%) | 9(1.5%)
RKENIRIE 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
RENRAERE 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
e 1ML 7(0.6%) 2(1.0%) 5(0.5%) 2(0.3%) 5(1.2%) 1(02%) | 6(1.0%)
ERiiGER 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
# R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
ETY 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0

Bk (GEELE)
Source : CTD f##7, 2 274 06 _002

+x2747-23 ERNRABHESIZEITHHREE 2% ULDRIER (Eo2E£RA)

MedDRA/J Version 12.1 R2OS/8=04 5] E LD
HE RIS (SOC) E s bl # 65 meAl | 65 mRLAL | 55 kg Al |55 kg AL
HAGE (PT) (n=1207) (0=202) | (=1005) | (=797) | (=410) | (@=597) | (n=610)
T _TORENEH 313(25.9%) | 53(26.2%) |260(25.9%) | 198(24.8%) | 115(28.0%) | 161(27.0%) [152(24.9%)
Bk E
&% 35(2.9%) 2(1.0%) | 33(3.3%) | 22(2.8%) | 133.2%) | 193.2%) | 16(2.6%)
1 PN 21(1.7%) 6(3.0%) | 15(1.5%) | 14(1.8%) | 7(1.7%) 8(1.3%) | 13(2.1%)
BRI AR AR
737117:V TTRIRTEAT=T B ) ) 52.5%) | 16(1.6%) | 15(1.9%) | 6(1.5%) | 10(1.7%) | 11(1.8%)
;%%;739\4&7 RIRTIATETT 19(16%) 52.5%) | 14(14%) | 111.4%) | 82.0%) | 10(1.7%) | 9(1.5%)
MH 7 L7 F ok Ak —E 1 31(2.6%) 2(1.0%) | 292.9%) | 18(23%) | 133.2%) | 18(3.0%) | 13(2.1%)
Y= NEIN T RT =T — PN 45(3.7%) 100.5%) | 44(4.4%) | 32(4.0%) | 13(3.2%) | 24(4.0%) | 21(3.4%)
L E] 17(1.4%) 3(1.5%) 14(1.4%) 6(0.8%) 11Q2.7%) | 10(1.7%) | 7(1.1%)
M7 AHYRAT7 7 Z—EHN 30(2.5%) 4(2.0%) 26(2.6%) | 202.5%) | 102.4%) | 16(2.7%) | 14(2.3%)

Bl (GEELER)
Source : CTD fi##r, # 274_06_014
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BRI S
%2747-24 BERZBERHESICETEIIRNTOEMER EHHE£HEF)

MedDRA/J Version 12.1 N AT/ = Q] Efln LD

FRE IR (SOC) R ] S 65 A | 65 LA b | 55 kg Al |55 kg LAk
HEAGE (PT) (n=1207) (0=202) | (n=1005) (n=797) (n=410) (n=597) (n=610)

T _TORENEH 313(25.9%) | 53(26.2%) |260(25.9%) | 198(24.8%) | 115(28.0%) | 161(27.0%) [152(24.9%)

R 28(2.3%) 8(4.0%) | 202.0%) | 12(1.5%) | 16(3.9%) | 14(2.3%) | 14(2.3%)
s AR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
FoEREETay s 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
Ve A= 4(0.3%) 2(1.0%) 2(0.2%) 2(0.3%) 2(0.5%) 2(0.3%) | 2(0.3%)
(g fEE 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
B 8(0.7%) 0 8(0.8%) 4(0.5%) 4(1.0%) 5(0.8%) | 3(0.5%)
RE7ay 7 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
TRE A EE R 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
TRPELR R 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
S AR 8(0.7%) 3(1.5%) 5(0.5%) 2(0.3%) 6(1.5%) 40.7%) | 4(0.7%)
HER 2(0.2%) 0 2(0.2%) 0 2(0.5%) 2(0.3%) 0
D E A IE 4(0.3%) 1(0.5%) 3(0.3%) 3(0.4%) 1(0.2%) 2(0.3%) 2(0.3%)

B R OBk bEE 3(0.2%) 0 3(0.3%) 3(0.4%) 0 3(0.5%) 0
[l PED F U 3(0.2%) 0 3(0.3%) 3(0.4%) 0 3(0.5%) 0

AR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
AR 7 1. 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0

A i 76(6.3%) 13(6.4%) | 63(6.3%) | 48(6.0%) | 28(6.8%) | 40(6.7%) | 36(5.9%)
A Rk 3(0.2%) 0 3(0.3%) 2(0.3%) 1(0.2%) 1(0.2%) 2(0.3%)
AT 5(0.4%) 2(1.0%) 3(0.3%) 3(0.4%) 2(0.5%) 2(0.3%) 3(0.5%)
JE i 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
R 1(0.1%) 1(0.5%) 0 0 1(0.2%) 0 1(0.2%)
R 35(2.9%) 2(1.0%) | 33(3.3%) | 22(2.8%) | 13(32%) | 19(3.2%) | 16(2.6%)
T 5(0.4%) 0 5(0.5%) 4(0.5%) 1(0.2%) 4(0.7%) 1(0.2%)
NI 21(1.7%) 6(3.0%) 15(1.5%) | 14(1.8%) 7(1.7%) 8(1.3%) | 13(2.1%)
+ FRIE 2(0.2%) 1(0.5%) 1(0.1%) 1(0.1%) 1(0.2%) 2(0.3%) 0
LR B 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
BB 7(0.6%) 1(0.5%) 6(0.6%) 6(0.8%) 1(0.2%) 5(0.8%) | 2(0.3%)
H I 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
i AE SR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
I R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
L 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
NS 2(0.2%) 0 2(0.2%) 1(0.1%) 1(0.2%) 2(0.3%) 0

A By B L OV SR TR RE 10(0.8%) 0 10(1.0%) | 10(1.3%) 0 4(0.7%) 6(1.0%)
B 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
PE R 3(0.2%) 0 3(0.3%) 3(0.4%) 0 1(0.2%) 2(0.3%)
VRN 2(0.2%) 0 2(0.2%) 2(0.3%) 0 0 2(0.3%)
78 4(0.3%) 0 4(0.4%) 4(0.5%) 0 3(0.5%) 1(0.2%)

JIT B R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
JEETS 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
RRAE LR 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0

EYUE B OV A= HRUE 7(0.6%) 0 7(0.7%) 4(0.5%) 3(0.7%) 2(0.3%) 5(0.8%)
S 6(0.5%) 0 6(0.6%) 4(0.5%) 2(0.5%) 1(0.2%) 5(0.8%)
R ZEN A 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0

B R AR A 188(15.6%) | 31(15.3%) | 157(15.6%) | 120(15.1%) | 68(16.6%) | 92(15.4%) | 96(15.7%)
TI=v T NIRRT =TV 21(1.7%) 5(2.5%) 16(1.6%) | 15(1.9%) | 6(1.5%) 10(1.7%) | 11(1.8%)
;%%;739\4&7 RIRTIATETT 19(16%) 52.5%) | 14(14%) | 111.4%) | 82.0%) | 10(1.7%) | 9(1.5%)
A e Y L e AN 5(0.4%) 0 5(0.5%) 4(0.5%) 1(0.2%) 2(0.3%) | 3(0.5%)
M= 2T o — L 5(0.4%) 1(0.5%) 4(0.4%) 3(0.4%) 2(0.5%) 5(0.8%) 0
MH 7 L7 F ok Ak —EHIn 31(2.6%) 2(1.0%) | 29(2.9%) | 18(2.3%) | 13(32%) | 18(3.0%) | 13(2.1%)
7 vy = 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
iz L7 F =8 6(0.5%) 0 6(0.6%) 4(0.5%) 2(0.5%) 1(0.2%) 5(0.8%)
L~ R R 3(0.2%) 0 3(0.3%) 3(0.4%) 0 2(0.3%) 1(0.2%)
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BRI S

MedDRA/J Version 12.1 RAOS/4=04 PERI S iy

[ EBIRH (SOC) B s il # 65 BeAl | 65 mRLAL | 55 kg Al |55 kg LA
HAGE (PT) (n=1207) (0=202) | (n=1005) | (n=797) (n=410) (n=597) | (n=610)
1 RN 12(1.0%) 3(1.5%) 9(0.9%) 6(0.8%) 6(1.5%) 2(0.3%) | 10(1.6%)
i RNl 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
i JE R 5 7(0.6%) 2(1.0%) 5(0.5%) 3(0.4%) 4(1.0%) 2(0.3%) | 5(0.8%)
1. R SR 2(0.2%) 0 2(0.2%) 2(0.3%) 0 2(0.3%) 0
1 H R SN 3(0.2%) 1(0.5%) 2(0.2%) 1(0.1%) 2(0.5%) 2(0.3%) 1(0.2%)
1fn PR R 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
1 H RN 4(0.3%) 3(1.5%) 1(0.1%) 3(0.4%) 1(0.2%) 0 4(0.7%)
Y= NEIN T AT =T — BN 45(3.7%) 100.5%) | 44(4.4%) | 32(4.0%) | 1332%) | 24(4.0%) | 21(3.4%)
PRAT R o B 5(0.4%) 2(1.0%) 3(0.3%) 3(0.4%) 2(0.5%) 100.2%) | 4(0.7%)
7 a~Es e 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
DAEEE N 2(0.2%) 1(0.5%) 1(0.1%) 2(0.3%) 0 2(0.3%) 0
/N 4(0.3%) 1(0.5%) 3(0.3%) 2(0.3%) 2(0.5%) 2(0.3%) 2(0.3%)
R ED 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
I 1 Bk E D 15(1.2%) 3(1.5%) 121.2%) | 9(1.1%) 6(1.5%) 10(1.7%) | 5(0.8%)
I ERER BN 5(0.4%) 2(1.0%) 3(0.3%) 5(0.6%) 0 100.2%) | 4(0.7%)
i/ INIRECHE N 11(0.9%) 1(0.5%) 10(1.0%) | 7(0.9%) 4(1.0%) 8(1.3%) | 3(0.5%)
L E] 17(1.4%) 3(1.5%) 14(1.4%) 6(0.8%) 11Q2.7%) | 10(1.7%) | 7(1.1%)
P 7B Y RAT 7 Z—E N 30(2.5%) 4(2.0%) 26(2.6%) | 202.5%) | 102.4%) | 16(2.7%) | 14(2.3%)
PR S 11(0.9%) 2(1.0%) 9(0.9%) 9(1.1%) 2(0.5%) 3(0.5%) 8(1.3%)
o7 L7 F ok AR FF—ERd 8(0.7%) 1(0.5%) 7(0.7%) 5(0.6%) 3(0.7%) 40.7%) | 4(0.7%)

R R OV b 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
BRI 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)

s 13(1.1%) 1(0.5%) 12(1.2%) 8(1.0%) 5(1.2%) 9(1.5%) | 4(0.7%)
Jibd HH ifn. 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
FEEWED E 3(0.2%) 1(0.5%) 2(0.2%) 2(0.3%) 1(0.2%) 0 3(0.5%)
IRALPESD F 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
B 7(0.6%) 0 7(0.7%) 5(0.6%) 2(0.5%) 7(1.2%) 0
T BHRR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
ERARVEDRSR 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)

kbR 2(0.2%) 0 2(0.2%) 2(0.3%) 0 2(0.3%) 0
5 O 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0
RIRSE 1(0.1%) 0 1(0.1%) 1(0.1%) 0 1(0.2%) 0

B R QYR BB 12(1.0%) 3(1.5%) 9(0.9%) 8(1.0%) 4(1.0%) 500.8%) | 7(1.1%)
HEIR R 4 1(0.1%) 0 1(0.1%) 1(0.1%) 0 0 1(0.2%)
HEIR B 1(0.1%) 1(0.5%) 0 1(0.1%) 0 0 1(0.2%)
BRI 10(0.8%) 2(1.0%) 8(0.8%) 6(0.8%) 4(1.0%) 5(0.8%) 5(0.8%)

MR ER, AR K OV R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
MJEINf: R 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0

B2 B OV T ARk R 10(0.8%) 0 10(1.0%) | 4(0.5%) 6(1.5%) 8(1.3%) | 2(0.3%)
RSN & 4% 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
i 1(0.1%) 0 1(0.1%) 0 1(0.2%) 0 1(0.2%)
J&95 3(0.2%) 0 3(0.3%) 3(0.4%) 0 2(0.3%) 1(0.2%)
AT 4 =T A P a ) NEGERE 1(0.1%) 0 1(0.1%) 0 1(0.2%) 1(0.2%) 0
ZERRS 4(0.3%) 0 4(0.4%) 1(0.1%) 3(0.7%) 4(0.7%) 0

. A 5(0.4%) 2(1.0%) 3(0.3%) 1(0.1%) 4(1.0%) 1002%) | 4(0.7%)
5 I 5(0.4%) 2(1.0%) 3(0.3%) 1(0.1%) 4(1.0%) 1002%) | 4(0.7%)

Bk (GEBLER)
Source : CTD f##r, %274 06 012
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FRRMR SN
274725 HFEAHNDODMERAETERFETE (65 mlE) [CL-045 CL-048, CL-051]
MedDRA/J Version 12.1 7 IR 25 mg 50 mg 100 mg T aYr 50 mg EFRH51 100 mg 34 A5 ot
EERIRIFE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO051) (CL051) (CLO51)
FEAGE (PT) (n=210) (n=63) (n=211) (n=73) (n=147) (n=46) (n=17) (n=63)
TRTOFERS 10(4.8%) 5(7.9%) 15(7.1%) 6(8.2%) 13(8.8%) 11(23.9%) 2(11.8%) 13(20.6%)
D 7(3.3%) 3(4.8%) 10(4.7%) 3(4.1%) 8(5.4%) 7(15.2%) 1(5.9%) 8(12.7%)
KBRS PASHAS E 0 0 0 0 0 1(2.2%) 0 1(1.6%)
REMERER 0 0 0 0 0 1(2.2%) 0 1(1.6%)
LA ANE) 1(0.5%) 0 0 0 0 0 0 0
FERETay s 0 0 0 1(1.4%) 0 0 0 0
W v s 0 0 0 0 1(0.7%) 0 0 0
FHW7 ey s 1(0.5%) 0 0 0 0 2(4.3%) 0 2(3.2%)
R 0 0 0 1(1.4%) 0 0 0 0
50~ P AN A 0 0 0 0 0 1(2.2%) 0 1(1.6%)
EfEs 0 2(3.2%) 3(1.4%) 0 0 0 0 0
A= 0 0 1(0.5%) 0 0 0 0 0
TAPEAEE AR 0 0 2(0.9%) 0 1(0.7%) 0 0 0
AR IR 0 0 1(0.5%) 0 1(0.7%) 2(4.3%) 0 2(3.2%)
MM 4(1.9%) 1(1.6%) 4(1.9%) 2(2.7%) 4(2.7%) 0 0 0
HEIR 0 0 2(0.9%) 0 0 0 0 0
D ERVER A 3(1.4%) 0 1(0.5%) 0 2(1.4%) 0 1(5.9%) 1(1.6%)
FEER 0 0 0 0 1(0.7%) 1(2.2%) 0 1(1.6%)
R AR AR A 3(1.4%) 0 5(2.4%) 2(2.7%) 4(2.7%) 4(8.7%) 1(5.9%) 5(7.9%)
e 5 2(1.0%) 0 3(1.4%) 1(1.4%) 1(0.7%) 2(4.3%) 1(5.9%) 3(4.8%)
DR T IRIE R 1(0.5%) 0 0 1(1.4%) 0 0 0 0
oSiEE= e bl 0 0 0 0 1(0.7%) 0 0 0
DERRE EAARR 0 0 0 0 0 1(2.2%) 0 1(1.6%)
DEREE T 0 0 1(0.5%) 0 2(1.4%) 1(2.2%) 0 1(1.6%)
QR SHhFRE 0 0 1(0.5%) 0 0 0 0 0
L ERIKEN 0 0 0 0 0 1(2.2%) 0 1(1.6%)
1fn. /8 e 1(0.5%) 2(3.2%) 3(1.4%) 1(1.4%) 2(1.4%) 2(4.3%) 0 2(3.2%)
)R 0 0 0 0 0 1(2.2%) 0 1(1.6%)
e L 1(0.5%) 2(3.2%) 3(1.4%) 0 1(0.7%) 0 0 0
ikl [ 0 0 0 0 0 1(2.2%) 0 1(1.6%)
IETH 0 0 0 1(1.4%) 1(0.7%) 0 0 0

Bl%k (FEEL=R)
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FRRMR SN
$:2747-26 FEAHNDDMERAETERFAEIE (65 mAkim) [CL-045 CL-048, CL-051]
MedDRA/J Version 12.1 7 IR 25 mg 50 mg 100 mg T aYr 50 mg EFRH51 100 mg 34 A5 ot
EERIRIFE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO051) (CL051) (CLO51)
FEAGE (PT) (n=381) (n=147) (n=376) (n=135) (n=228) (n=106) (n=33) (n=139)
TRTOFERS 12(3.1%) 3(2.0%) 6(1.6%) 5(3.7%) 6(2.6%) 11(10.4%) 6(18.2%) 17(12.2%)
Dl 9(2.4%) 3(2.0%) 2(0.5%) 3(2.2%) 2(0.9%) 7(6.6%) 3(9.1%) 10(7.2%)
EM AR 2(0.5%) 0 0 0 0 1(0.9%) 0 1(0.7%)
LEARED 0 0 0 0 0 1(0.9%) 0 1(0.7%)
FoEREET ey 1(0.3%) 0 0 0 0 0 0 0
AR 1(0.3%) 0 0 0 0 0 0 0
HFHZ7 ey s 2(0.5%) 0 1(0.3%) 0 0 1(0.9%) 2(6.1%) 3(2.2%)
BiE 2(0.5%) 1(0.7%) 2(0.5%) 1(0.7%) 0 1(0.9%) 0 1(0.7%)
TRPEAHENR 1(0.3%) 1(0.7%) 0 0 0 1(0.9%) 0 1(0.7%)
TAPERR IR 2(0.5%) 0 0 0 0 1(0.9%) 0 1(0.7%)
SRV 1(0.3%) 0 0 2(1.5%) 2(0.9%) 1(0.9%) 0 1(0.7%)
L IMIHE 0 1(0.7%) 0 0 0 1(0.9%) 1(3.0%) 2(1.4%)
W AR AR A 2(0.5%) 0 3(0.8%) 1(0.7%) 2(0.9%) 3(2.8%) 2(6.1%) 5(3.6%)
mJE E5 1(0.3%) 0 1(0.3%) 0 2(0.9%) 3(2.8%) 1(3.0%) 4(2.9%)
DFER T i 0 0 1(0.3%) 0 0 0 0 0
DAEE N 1(0.3%) 0 1(0.3%) 1(0.7%) 0 0 0 0
DEREE T 0 0 0 0 0 0 1(3.0%) 1(0.7%)
M pEE 1(0.3%) 0 1(0.3%) 1(0.7%) 2(0.9%) 1(0.9%) 1(3.0%) 2(1.4%)
KEDRAERE 0 0 0 0 0 0 1(3.0%) 1(0.7%)
& 1T 1(0.3%) 0 1(0.3%) 1(0.7%) 2(0.9%) 0 0 0
KA 0 0 0 0 0 1(0.9%) 0 1(0.7%)

Bl%k (FEEL=R)
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FRRMR SN
#274727 MHAHOLDOERBEEERRERE (B%) [CL-045 CL-048, CL-051]

MedDRA/J Version 12.1 Felk FEEBR  [CL-045, CL-048] EW 58 [CL-051]

HEHIRTA (SOC) 77 R 25mg 50 mg 100 mg N SOmg MEFFB] | 100 mg HIRLR At
AL (PT) (n=102) (n=42) (n=90) (n=35) (n=64) (n=22) (n=13) (n=35)

TRTCOEEHRSR 6(5.9%) 2(4.8%) 4(4.4%) 2(5.7%) 4(6.3%) 7(31.8%) 3(23.1%) 10(28.6%)

N 5(4.9%) 0 3(3.3%) 2(5.7%) 2(3.1%) 5(22.7%) 2(15.4%) 7(20.0%)
FEMERER 1(1.0%) 0 0 0 0 0 0 0
L AN 1(1.0%) 0 0 0 0 0 0 0
W EREETa vy 1(1.0%) 0 0 0 0 0 0 0
7 ey s 1(1.0%) 0 0 0 0 2(9.1%) 1(7.7%) 3(8.6%)
E=s 1(1.0%) 0 0 0 0 0 0 0
RNk 0 0 1(1.1%) 0 0 0 0 0
TAVERRIR 0 0 1(1.1%) 0 1(1.6%) 2(9.1%) 0 2(5.7%)
SIS 2(2.0%) 0 2(2.2%) 2(5.7%) 1(1.6%) 1(4.5%) 0 1(2.9%)
D EE P SMI A 1(1.0%) 0 0 0 1(1.6%) 0 1(7.7%) 1(2.9%)
FEEIEX 0 0 0 0 1(1.6%) 0 0 0

i AR AR AT 1(1.0%) 0 2(2.2%) 0 1(1.6%) 1(4.5%) 1(7.7%) 2(5.7%)
IfJE -5 1(1.0%) 0 0 0 1(1.6%) 1(4.5%) 1(7.7%) 2(5.7%)
DAEE N 0 0 1(1.1%) 0 0 0 0 0
QRS #ih 5 0 0 1(1.1%) 0 0 0 0 0

Mg REE 1(1.0%) 2(4.8%) 0 0 1(1.6%) 1(4.5%) 0 1(2.9%)
PN 0 0 0 0 0 1(4.5%) 0 1(2.9%)
e 1(1.0%) 2(4.8%) 0 0 1(1.6%) 0 0 0

Bl%k (FEEL=R)
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FRRMR SN
#2747-28 MADODLDOEREEERERE (XM%) [CL-045 CL-048, CL-051]
MedDRA/J Version 12.1 Lfset B aRBR [CL-045, CL-048] EW# 58k [CL-051]
HEHIRTA (SOC) 77 R 25mg 50 mg 100 mg N SOmg MEFFG] | 100 mg IR At
SEAEE (PT) (n=489) (n=168) (n=497) (n=173) (n=311) (n=130) (n=37) (n=167)
TRTCOEEHRSR 16(3.3%) 6(3.6%) 17(3.4%) 9(5.2%) 15(4.8%) 15(11.5%) 5(13.5%) 20(12.0%)
N 11(2.2%) 6(3.6%) 9(1.8%) 4(2.3%) 8(2.6%) 9(6.9%) 2(5.4%) 11(6.6%)
KBRS PR BE 0 0 0 0 0 1(0.8%) 0 1(0.6%)
SRR 1(0.2%) 0 0 0 0 2(1.5%) 0 2(1.2%)
LB ANE) 0 0 0 0 0 1(0.8%) 0 1(0.6%)
FERET Oy 0 0 0 1(0.6%) 0 0 0 0
GNIR 1(0.2%) 0 0 0 0 0 0 0
M7 ey s 0 0 0 0 1(0.3%) 0 0 0
7wy s 2(0.4%) 0 1(0.2%) 0 0 1(0.8%) 1(2.7%) 2(1.2%)
(rEEE 0 0 0 1(0.6%) 0 0 0 0
RS PSR AE 0 0 0 0 0 1(0.8%) 0 1(0.6%)
B 1(0.2%) 3(1.8%) 5(1.0%) 1(0.6%) 0 1(0.8%) 0 1(0.6%)
G 0 0 1(0.2%) 0 0 0 0 0
AR EE IR 1(0.2%) 1(0.6%) 1(0.2%) 0 1(0.3%) 1(0.8%) 0 1(0.6%)
TR R 2(0.4%) 0 0 0 0 1(0.8%) 0 1(0.6%)
SIS 3(0.6%) 1(0.6%) 2(0.4%) 2(1.2%) 5(1.6%) 0 0 0
SER 0 0 2(0.4%) 0 0 0 0 0
D EE MM 2(0.4%) 1(0.6%) 1(0.2%) 0 1(0.3%) 1(0.8%) 1(2.7%) 2(1.2%)
FEEIEX 0 0 0 0 0 1(0.8%) 0 1(0.6%)
YR 4(0.8%) 0 6(1.2%) 3(1.7%) 5(1.6%) 6(4.6%) 2(5.4%) 8(4.8%)
fE E5 2(0.4%) 0 4(0.8%) 1(0.6%) 2(0.6%) 4(3.1%) 1(2.7%) 5(3.0%)
DER T EHRERRD 1(0.2%) 0 0 1(0.6%) 0 0 0 0
DFER T it 0 0 1(0.2%) 0 0 0 0 0
D 1(0.2%) 0 0 1(0.6%) 1(0.3%) 0 0 0
LERREEARE 0 0 0 0 0 1(0.8%) 0 1(0.6%)
0 0 1(0.2%) 0 2(0.6%) 1(0.8%) 1(2.7%) 2(1.2%)
0 0 0 0 0 1(0.8%) 0 1(0.6%)
Mg REE 1(0.2%) 0 4(0.8%) 2(1.2%) 3(1.0%) 2(1.5%) 1(2.7%) 3(1.8%)
RENRAEAE 0 0 0 0 0 0 1(2.7%) 1(0.6%)
i 1L 1(0.2%) 0 4(0.8%) 1(0.6%) 2(0.6%) 0 0 0
RAH IR 0 0 0 0 0 1(0.8%) 0 1(0.6%)
iR 0 0 0 0 0 1(0.8%) 0 1(0.6%)
1FTH 0 0 0 1(0.6%) 1(0.3%) 0 0 0

Bl%k (FEEL=R)
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ERIRHIR &M
#2747-29 EHICETL2RENDLOEREESRARE (45kg Ki#i) [CL-045, CL-048, CL-051]
MedDRA/J Version 12.1 77N 25mg 50 mg 100 mg MTFBEY Y 50 mg AR 100 mg 5 ik 45 &
EERIRIFE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO051) (CL051) (CLO51)
HEARGEE (PT) (n=60) (n=24) (n=68) (n=24) (n=34) (n=13) (n=5) (n=18)
TRTOFERS 2(3.3%) 3(12.5%) 2(2.9%) 2(8.3%) 2(5.9%) 1(7.7%) 0 1(5.6%)
Dl 2(3.3%) 3(12.5%) 0 2(8.3%) 0 1(7.7%) 0 1(5.6%)
REIIRT PASHA 4 0 0 0 0 0 1(7.7%) 0 1(5.6%)
FEREETa s 0 0 0 1(4.2%) 0 0 0 0
R 0 0 0 1(4.2%) 0 0 0 0
5 7~ P AN AE 0 0 0 0 0 1(7.7%) 0 1(5.6%)
Bl 0 1(4.2%) 0 0 0 0 0 0
TRPEARHENR 0 1(4.2%) 0 0 0 0 0 0
SRS 1(1.7%) 1(4.2%) 0 1(4.2%) 0 0 0 0
D EE MBS 1(1.7%) 0 0 0 0 0 0 0
R 0 0 2(2.9%) 0 0 1(7.7%) 0 1(5.6%)
e 5 0 0 1(1.5%) 0 0 0 0 0
LB IX] T 3 9in 0 0 1(1.5%) 0 0 0 0 0
DEREE T 0 0 0 0 0 1(7.7%) 0 1(5.6%)
ifn A8 P 0 0 0 0 2(5.9%) 0 0 0
& 1L 0 0 0 0 1(2.9%) 0 0 0
IECH 0 0 0 0 1(2.9%) 0 0 0

Bl%k (FEEL=R)
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FRRMR SN
#2747-30 HTHIZBITHAAREFHODDOERBEEERRETE (45kg LILE) [CL-045 CL-048, CL-051]
MedDRA/J Version 12.1 7 IR 25 mg 50 mg 100 mg T aYr 50 mg EFRH51 100 mg 34 A5 ot
EERIRIFE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO051) (CL051) (CLO51)
FEAGE (PT) (n=429) (n=144) (n=429) (n=149) (n=277) (n=117) (n=32) (n=149)
TRTOFERS 14(3.3%) 3(2.1%) 15(3.5%) 7(4.7%) 13(4.7%) 14(12.0%) 5(15.6%) 19(12.8%)
Dl 9(2.1%) 3(2.1%) 9(2.1%) 2(1.3%) 8(2.9%) 8(6.8%) 2(6.3%) 10(6.7%)
EM AR 1(0.2%) 0 0 0 0 2(1.7%) 0 2(1.3%)
LEARED 0 0 0 0 0 1(0.9%) 0 1(0.7%)
IR 1(0.2%) 0 0 0 0 0 0 0
s A= 0 0 0 0 1(0.4%) 0 0 0
HFHZ7 ey s 2(0.5%) 0 1(0.2%) 0 0 1(0.9%) 1(3.1%) 2(1.3%)
BiE 1(0.2%) 2(1.4%) 5(1.2%) 1(0.7%) 0 1(0.9%) 0 1(0.7%)
Ry 0 0 1(0.2%) 0 0 0 0 0
MR Bk 1(0.2%) 0 1(0.2%) 0 1(0.4%) 1(0.9%) 0 1(0.7%)
TAPERAR 2(0.5%) 0 0 0 0 1(0.9%) 0 1(0.7%)
MM 2(0.5%) 0 2(0.5%) 1(0.7%) 5(1.8%) 0 0 0
SR 0 0 2(0.5%) 0 0 0 0 0
D ERVER A 1(0.2%) 1(0.7%) 1(0.2%) 0 1(0.4%) 1(0.9%) 1(3.1%) 2(1.3%)
FEEIEK 0 0 0 0 0 1(0.9%) 0 1(0.7%)
R AR AR A 4(0.9%) 0 4(0.9%) 3(2.0%) 5(1.8%) 5(4.3%) 2(6.3%) 7(4.7%)
e L& 2(0.5%) 0 3(0.7%) 1(0.7%) 2(0.7%) 4(3.4%) 1(3.1%) 5(3.4%)
DR T RIE R 1(0.2%) 0 0 1(0.7%) 0 0 0 0
oS isEeshll 1(0.2%) 0 0 1(0.7%) 1(0.4%) 0 0 0
DERRE EAARR 0 0 0 0 0 1(0.9%) 0 1(0.7%)
DEREE T 0 0 1(0.2%) 0 2(0.7%) 0 1(3.1%) 1(0.7%)
LR ENT 0 0 0 0 0 1(0.9%) 0 1(0.7%)
1fn. /8 e 1(0.2%) 0 4(0.9%) 2(1.3%) 1(0.4%) 2(1.7%) 1(3.1%) 3(2.0%)
KB RFTEE 0 0 0 0 0 0 1(3.1%) 1(0.7%)
& I 1(0.2%) 0 4(0.9%) 1(0.7%) 1(0.4%) 0 0 0
A I 0 0 0 0 0 1(0.9%) 0 1(0.7%)
iERRE 0 0 0 0 0 1(0.9%) 0 1(0.7%)
Eae 0 0 0 1(0.7%) 0 0 0 0

Bl%k (FEBL=R)
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FRRMR SN
+&2.7.4.7-31 EOTEEHOAENDODODEREEERERE (BLEESEHHY) [CL-045 CL-048, CL-051]

MedDRA/J Version 12.1 77K 25 mg 50 mg 100 mg Al = 50 mg EFRH51 100 mg Ha & 45 &t

ERIRIFE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO051) (CL051) (CLO51)
FEAGE (PT) (n=150) (n=36) (n=131) (n=55) (n=107) (n=35) (n=13) (n=48)

FTRTCOFEFSR 7(4.7%) 2(5.6%) 10(7.6%) 3(5.5%) 11(10.3%) 6(17.1%) 2(15.4%) 8(16.7%)

Dl 5(3.3%) 0 6(4.6%) 1(1.8%) 7(6.5%) 5(14.3%) 1(7.7%) 6(12.5%)
EM AR 0 0 0 0 0 1(2.9%) 0 1(2.1%)
LA ANE) 1(0.7%) 0 0 0 0 0 0 0
VA= 0 0 0 0 1(0.9%) 0 0 0
HH~7a v s 0 0 0 0 0 1(2.9%) 0 1(2.1%)
EfEs 1(0.7%) 0 1(0.8%) 0 0 0 0 0
TRk 0 0 2(1.5%) 0 1(0.9%) 0 0 0
TATERR R 0 0 1(0.8%) 0 1(0.9%) 2(5.7%) 0 2(4.2%)
SRV 3(2.0%) 0 3(2.3%) 1(1.8%) 4(3.7%) 0 0 0
SR 0 0 1(0.8%) 0 0 0 0 0
L IMIHE 1(0.7%) 0 0 0 1(0.9%) 1(2.9%) 1(7.7%) 2(4.2%)
FEER 0 0 0 0 1(0.9%) 0 0 0

W AR AR A 1(0.7%) 0 3(2.3%) 1(1.8%) 1(0.9%) 1(2.9%) 1(7.7%) 2(4.2%)
i 5 1(0.7%) 0 1(0.8%) 0 0 0 0 0
DB T iR 0 0 0 1(1.8%) 0 0 0 0
DEMRE EARR 0 0 0 0 0 1(2.9%) 0 1(2.1%)
DEREE T 0 0 1(0.8%) 0 1(0.9%) 0 1(7.7%) 1(2.1%)
QR SHhFRE 0 0 1(0.8%) 0 0 0 0 0
LA RUKFENL 0 0 0 0 0 1(2.9%) 0 1(2.1%)

M pEE 2(1.3%) 2(5.6%) 4(3.1%) 1(1.8%) 4(3.7%) 1(2.9%) 0 1(2.1%)
KENRA 0 0 0 0 0 1(2.9%) 0 1(2.1%)
2 i 2(1.3%) 2(5.6%) 4(3.1%) 1(1.8%) 3(2.8%) 0 0 0
1ECH 0 0 0 0 1(0.9%) 0 0 0

Bl%k (FEEL=R)
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FRRMR SN
:2747-32 EHEEEHOEENODOERASTERZREE (GMEEEHL L) [CL-045 CL-048, CL-051]
MedDRA/J Version 12.1 77K 25 mg 50 mg 100 mg Al = 50 mg EFRH51 100 mg Ha & 45 &t
EERIRIFE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO051) (CL051) (CLO51)
HAGE (PT) (n=441) (n=174) (n=456) (n=153) (n=268) (n=117) (n=37) (n=154)
TRTOFERS 15(3.4%) 6(3.4%) 11(2.4%) 8(5.2%) 8(3.0%) 16(13.7%) 6(16.2%) 22(14.3%)
D 11(2.5%) 6(3.4%) 6(1.3%) 5(3.3%) 3(1.1%) 9(7.7%) 3(8.1%) 12(7.8%)
KBRS PASHAS E 0 0 0 0 0 1(0.9%) 0 1(0.6%)
REMERER 2(0.5%) 0 0 0 0 1(0.9%) 0 1(0.6%)
L ARED 0 0 0 0 0 1(0.9%) 0 1(0.6%)
HERET ey 1(0.2%) 0 0 1(0.7%) 0 0 0 0
AR 1(0.2%) 0 0 0 0 0 0 0
FHW7 ey s 3(0.7%) 0 1(0.2%) 0 0 2(1.7%) 2(5.4%) 4(2.6%)
R 0 0 0 1(0.7%) 0 0 0 0
50~ P AN A 0 0 0 0 0 1(0.9%) 0 1(0.6%)
Bl 1(0.2%) 3(1.7%) 4(0.9%) 1(0.7%) 0 1(0.9%) 0 1(0.6%)
A= 0 0 1(0.2%) 0 0 0 0 0
AR Bk 1(0.2%) 1(0.6%) 0 0 0 1(0.9%) 0 1(0.6%)
TAPERR AR 2(0.5%) 0 0 0 0 1(0.9%) 0 1(0.6%)
SN 2(0.5%) 1(0.6%) 1(0.2%) 3(2.0%) 2(0.7%) 1(0.9%) 0 1(0.6%)
HEIR 0 0 1(0.2%) 0 0 0 0 0
D ERVER A 2(0.5%) 1(0.6%) 1(0.2%) 0 1(0.4%) 0 1(2.7%) 1(0.6%)
FEER 0 0 0 0 0 1(0.9%) 0 1(0.6%)
R AR AR A 4(0.9%) 0 5(1.1%) 2(1.3%) 5(1.9%) 6(5.1%) 2(5.4%) 8(5.2%)
£ 5 2(0.5%) 0 3(0.7%) 1(0.7%) 3(1.1%) 5(4.3%) 2(5.4%) 7(4.5%)
DR T IRIE R 1(0.2%) 0 0 0 0 0 0 0
LB T P Win 0 0 1(0.2%) 0 0 0 0 0
eSisEechll 1(0.2%) 0 1(0.2%) 1(0.7%) 1(0.4%) 0 0 0
DEREE T 0 0 0 0 1(0.4%) 1(0.9%) 0 1(0.6%)
M pEE 0 0 0 1(0.7%) 0 2(1.7%) 1(2.7%) 3(1.9%)
KEDRAERE 0 0 0 0 0 0 1(2.7%) 1(0.6%)
IR G 0 0 0 0 0 1(0.9%) 0 1(0.6%)
H IR 0 0 0 0 0 1(0.9%) 0 1(0.6%)
ENe 0 0 0 1(0.7%) 0 0 0 0

Bl%k (FEEL=R)
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ERIRHIR &M
274733 HEWMDEBEOAENOLDNERFESRERE FREMLEESHY) [CL-045, CL-048, CL-051]
MedDRA/J Version 12.1 7R 25 mg 50 mg 100 mg FLFE Y 50 mg #4451 100 mg #4 &5 e
wEBIRSE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO51) (CLO51) (CLO51)
HAGE (PT) (N=2) (N=1) (N=4) (N=3) (N=5) (N=2) (N=0) (N=2)
TRTOFEEHESL 0 1(100%) 0 1(33.3%) 0 0 0 0
Dl 0 0 0 1(33.3%) 0 0 0 0
HERET ey 0 0 0 1(33.3%) 0 0 0 0
R 0 0 0 1(33.3%) 0 0 0 0
If 4 s 0 1(100%) 0 0 0 0 0 0
5 L 0 1(100%) 0 0 0 0 0 0

Bl%k (FEEL=R)
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FRRMR SN
$:2747-34 HBEHDEBOEAENODOERASTERZRIEE (FREMDEEL L) [CL-045 CL-048, CL-051]
MedDRA/J Version 12.1 77K 25 mg 50 mg 100 mg Al = 50 mg EFRH51 100 mg Ha & A5 &t
EERIRIFE (SOC) (CL045, CL048) (CL045) (CL045, CL048) (CL045) (CL048) (CLO051) (CL051) (CLO51)
HAGE (PT) (N=589) (N=209) (N=583) (N=205) (N=370) (N=150) (N=50) (N=200)
TRTOFERS 22(3.7%) 7(3.3%) 21(3.6%) 10(4.9%) 19(5.1%) 22(14.7%) 8(16.0%) 30(15.0%)
Dl 16(2.7%) 6(2.9%) 12(2.1%) 5(2.4%) 10(2.7%) 14(9.3%) 4(8.0%) 18(9.0%)
KBRS PASHAS E 0 0 0 0 0 1(0.7%) 0 1(0.5%)
REMERER 2(0.3%) 0 0 0 0 2(1.3%) 0 2(1.0%)
LA ANE) 1(0.2%) 0 0 0 0 1(0.7%) 0 1(0.5%)
FERETay s 1(0.2%) 0 0 0 0 0 0 0
AR 1(0.2%) 0 0 0 0 0 0 0
VA= 0 0 0 0 1(0.3%) 0 0 0
FHW7 ey s 3(0.5%) 0 1(0.2%) 0 0 3(2.0%) 2(4.0%) 5(2.5%)
50~ P AN A 0 0 0 0 0 1(0.7%) 0 1(0.5%)
Bl 2(0.3%) 3(1.4%) 5(0.9%) 1(0.5%) 0 1(0.7%) 0 1(0.5%)
A= 0 0 1(0.2%) 0 0 0 0 0
AR Bk 1(0.2%) 1(0.5%) 2(0.3%) 0 1(0.3%) 1(0.7%) 0 1(0.5%)
TAPERR AR 2(0.3%) 0 1(0.2%) 0 1(0.3%) 3(2.0%) 0 3(1.5%)
SN 5(0.8%) 1(0.5%) 4(0.7%) 4(2.0%) 6(1.6%) 1(0.7%) 0 1(0.5%)
HEIR 0 0 2(0.3%) 0 0 0 0 0
D ERVER A 3(0.5%) 1(0.5%) 1(0.2%) 0 2(0.5%) 1(0.7%) 2(4.0%) 3(1.5%)
FEER 0 0 0 0 1(0.3%) 1(0.7%) 0 1(0.5%)
R AR AR A 5(0.8%) 0 8(1.4%) 3(1.5%) 6(1.6%) 7(4.7%) 3(6.0%) 10(5.0%)
i E 5 3(0.5%) 0 4(0.7%) 1(0.5%) 3(0.8%) 5(3.3%) 2(4.0%) 7(3.5%)
DR T IRIE R 1(0.2%) 0 0 1(0.5%) 0 0 0 0
LB T P Win 0 0 1(0.2%) 0 0 0 0 0
eSisEechll 1(0.2%) 0 1(0.2%) 1(0.5%) 1(0.3%) 0 0 0
DEMRE EFRE 0 0 0 0 0 1(0.7%) 0 1(0.5%)
DEREE T 0 0 1(0.2%) 0 2(0.5%) 1(0.7%) 1(2.0%) 2(1.0%)
QR SHhFRE 0 0 1(0.2%) 0 0 0 0 0
DERKENN 0 0 0 0 0 1(0.7%) 0 1(0.5%)
M pEE 2(0.3%) 1(0.5%) 4(0.7%) 2(1.0%) 4(1.1%) 3(2.0%) 1(2.0%) 4(2.0%)
KENRA 0 0 0 0 0 1(0.7%) 0 1(0.5%)
KEDRAERE 0 0 0 0 0 0 1(2.0%) 1(0.5%)
& 1T 2(0.3%) 1(0.5%) 4(0.7%) 1(0.5%) 3(0.8%) 0 0 0
RAE RS 0 0 0 0 0 1(0.7%) 0 1(0.5%)
Hr IR 0 0 0 0 0 1(0.7%) 0 1(0.5%)
IETH 0 0 0 1(0.5%) 1(0.3%) 0 0 0

Bl%k (FEBL=R)
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BRERAIZ &t
:2747-35 ERNTEELEZZSSIANTOVOTRTOBKHAR THONI-HRABEXIIRERNELTEHONIAEER
AR e e - e o B FHETOD
e BE W SN AERRL | B LD ARG B e
RSB LT X LU E BB S
CL-049 Il R T A PRI kB PRI kB $5<sn S0mg 24 AR
~ i, e s e ¢ _— S =
e PR mﬁ‘ﬁﬂ;gﬁagﬁd;&{f/ MR ZaPERHIERR 4 A ZaPERHIERR 4 A 15rEY 100mg 316 AR
CLo9 B o VAL s A SR 1 FATEYY 4me 86 A I
R ARG T I J U7 UL L 7= PTRERE & 58 C & 72 T
: 7 1 : _
Lot O i AT AA Pl ABEDREL $5R7uY S0mg 80 I
L7 PR - W - Ltk - 69 B, FE5UH - K, AR A — AR N
#70781 SRRSO A L PRI o A 177y 25mg 27 A
RRRRTE LT XL el 57 S L
- E : F UK . A~H .
CL-044 o, R A R St g $5R7BY 200mg 36 A
~ T+ M [ TE . 3 JFYL::\‘ ‘\’_) : ¢ et e S = S
CLods e gﬁ'ﬁﬁﬁgg%ﬁzgm%égg MR PR ks AT 27 sEY S0mg 10 A
CLow e b AT R It $5~sEY S0me 338 M
_ MBI - 4R - B E 2 — : = o
CLod e gﬁ'ﬁﬁﬁ%fbfigA%égg P AR L AT <FSsBY 100 me 3
CL049 ey i AT IR it FhEFR $TATEY 100me 21 Al
i PRI - AR - Aotk . : HiE . KEH, B - SN Y N
CL-049 e i AR EA Pl WP it $5sEY 100 me 313 H
- M . BA ¥ S 2w .
o Al O e T AT I L5 AT S5y 25mg 45

CL-074 : BN/ E 4 111 AR R ER
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FRERER 24
+F27.4.7-36 By ER [CL-044, CL-046, CL-047, CL-049] IZH TR EBEDOFIAE
. Y .
7R 25 mg 50 mg 100 mg 200 mg brrme

o o s 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
KRNI T AHRUBR [CL-044] § (0/169) (0/169) (0/169) (0/168) (0/167) (0/85)

I 0.2% 0.2% 0.4% 0.4%
RN ZE T ARRUBR [CL-046] (1/494) - (1/493) (2/496) - (2/495)
e 0.4% 0.9% 0.7%
SKES AR [CL-047] (2/453) - (4/442) (3/433) - -
; . 0.9% 1.8% 1.0%
HEMR £ B [CL-049] - - (7/812) (15/820) - (8/812)

Bk, EMEROSEAOBAEY (BlREOR) —725T) CHBESNLDAEEEROFBEE (RBEHIE L LMERNT L6150
+ MedDRA Version 9.0, i MedDRA Version 9.1
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BEERMR &M
274737 BHARABRSHEHER [CL-049] (2HIT5HERD FKIRHFH
) CL-049 RERIZ 35 1) 2 N5 o6 S s 1
Mo (o & RITRABRC D H 51 7 )
e (")
2 4 | 5 ] 6 | 7 1 8 1 9 J 10 [ 11 | 12
I I_J 1 50mg
TE PR 1 e 315 X
FE T s 315 X
FE S R 7T &R 162 X
FEJE ANy I 571 100 mg 88
FE NS A - 73
FLIE O BAEFTAEY) II_7 1 50mg 20
B FLIANE 571 100 mg 35 X
i e 2 I _J 150 mg 345 X
2T 7 1100 mg
PR I 571 100 mg 86
FLEL 77 'R 92 X
FE NI - 139 X
AR rMLFEr Y 329 X
Jifi O FEME A § 2 I _J 150 mg 126 X
i DR EM L 77 'R 53 X
AT R | II T\ 50 mg 54 X
EURASE - 49 X
e A= 323 X
FORIRBTAED ¢ 571 100 mg 263 X
BAT E R 7I R 309 X
FE NS A 35711 100 mg 342 X
FEJE ANy I 571 50 mg 213 X
FE NS e = e 333 X
e 3N S 7787 100 mg 333 X
HLE D BYER Y 571 100 mg 293 X
k=%
fitio RS 300 X
g _ 293 X
ER T _ 203 X
T B rvra o 296 X
TE IR R rLTFrY 85
F BV S - 7
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[:473: DEee 4k

i CL-049 RERIZ I 1T B 538 FR IS
Mgﬁ%ﬁﬂ$gl HTEBR COHE HRE i )
4 5 6 7 8 10 11 12
A IR e 222 X
FLE P FLEAE B 222 X
- bR I 57w 100 mg 168 X
ST AE ) I\ 50 mg 141 X

T OATEER (M ES I AHRAER [CL-046], >KIEIH NIAHRER [CL-047]) (Z&DHL,

P BEERAEFS

12 HEOWERFEH K30 A OBBIERMAK T L-gkig 1T, KRB [CL-049] OB TREE L,
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MR 2
#+274.7-38 WHEHAMER—X S 4 ERIQINMEEAMTEDHET (#HERERIE, ¥KRFF) [CL-045 CL-048, CL-051]
140 mmHg A 140 mmHg LA F
B G FEATREI N e b AR 7 . . I b =R
B~ S fE AR 2 LT AT-0w) %k SR fE AR 2 (LS AT-Ow)
75 ER Ow 456 118.66 + 13.418 — 130 151.26 + 8.906 —
(CL045, CL048) I Saalilss 449 121.60 + 14.471 2.97 +9.789 125 147.60 + 13.033 -3.66 + 11.004
25mg Ow 172 117.73 = 12.987 — 35 151.30 = 7.932
(CL045) I Salilss 167 119.24 + 15.116 1.72+9.528 35 146.84 + 13.260 —4.47 +12.839
Pl sl B SR 50 mg ow 462 118.45 + 13.204 — 123 151.28 £9.524
[CL-045, CL-048] (CL045,CL048) IS 453 121.51 = 15.038 3.21+9.532 118 148.70 = 14.815 —2.62 + 13.666
100 mg Ow 162 118.73 = 12.866 — 43 150.04 + 8.648
(CL045) I Salilss 157 120.89 + 14.227 2.34 + 8.890 43 149.26 + 12.750 -0.78 + 13.499
A= Ow 288 118.69 + 12.883 — 87 149.59 + 8.725
(CL048) I K& AT IRE 283 121.66 + 15.384 3.14 +£9.902 84 146.49 + 9.844 —-2.89 + 10.466
50 mg HERHE ow 108 118.57 + 11.234 — 43 155.36 + 11.382
(CLO51) I Salilss 102 117.90 + 13.745 —-0.94 + 10.009 41 146.13 £ 14.161 -8.76 + 12.777
F #5385k 100 mg 14 2451 Ow 34 118.46 + 12.586 — 16 150.24 + 6.249
[CL-051] (CLO51) I K& AT IRE 34 119.21 + 12.987 0.75+10.113 16 143.43 +7.116 —6.81 +8.018
At ow 142 118.54 +11.526 — 59 153.97 + 10.449 —
(CLO51) SRR IR 136 118.22 + 13.524 —-0.52 £ 10.024 57 14537 +12.582 -8.22 +11.602
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MR 2
274739 WHEHMER—X S 4 ERQINMEEAMTEDOHTE (HEBREHE, &5 6 B¥E#E) [CL-045, CL-048, CL-051]
140 mmHg A 140 mmHg LA F
B 58 FEATREI N e b AR 7 . . I b =R
B~ S fE AR 2 LT AT-0w) %k SR fE AR 2 (LSS -Ow)
75 ER Ow 490 119.40+ 11.710 — 94 148.34 £ 6.697 —
(CL045, CL048) I Saalilss 478 121.64 + 13.318 2.27+9.349 92 145.18 £ 10.750 —3.02 + 10.346
25mg Ow 177 119.46 + 11.301 — 30 150.28 +9.023 —
(CL045) I Salilss 175 121.89 + 12.401 2.51+£9.513 30 143.59 + 11.922 —-6.68 +11.615
Pl sl B SR 50 mg ow 488 119.20 + 11.681 — 97 149.30 + 8.344 —
[CL-045, CL-048] (CL045, CL048) IS 480 121.81 = 13.094 2.66 +9.281 93 142.66 + 9.488 —6.80 = 11.024
100 mg Ow 166 117.97 £ 12.114 — 41 150.78 + 7.045 —
(CL045) I Salilss 165 121.50 + 11.867 3.56+9.056 41 148.57 + 10.640 —2.21+11.940
A= Ow 313 119.22 +12.103 — 57 148.39 + 7.895 —
(CL048) I K& AT IRE 305 122.51 + 13.472 3.48+9.163 56 143.05 + 10.401 -5.41+11.210
50 mg HERHE ow 120 118.83 + 11.246 — 31 149.17 + 6.823 —
(CLO51) I Salilss 115 119.60 + 14.029 0.79 £ 8.971 30 142.10 + 12.347 —-6.87 £10.922
F #5385k 100 mg 14 2451 Ow 36 11925+ 11.871 — 14 150.05 + 7.814 —
[CL-051] (CLO51) I K& AT IRE 36 120.25 + 11.598 1.00 + 10.531 14 139.05 + 8.774 —11.00 + 12.232
At ow 156 118.93 +11.356 — 45 149.44 + 7.068 —
(CLO51) SRR IR 151 119.75 + 13.455 0.84 +£9.330 44 141.13 £ 11.321 -8.19+ 11.379
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MR 2
+274.7-40 REAMER—X S 4 VERIQOYGREAMTEDHET (#HERERIE, ¥KRFF) [CL-045 CL-048, CL-051]
90 mmHg A 90 mmHg LA _E
B G FEATREI SR fE b AR 7 . . o IAb B = R
i o e 2 GRAETI-0w) i TR RIEE AT A-0w)
TR Ow 497 74.00 +9.139 — 89 94.94 +4.612 —
(CL045, CL048) I Saalilss 486 75.39 £ 9.694 1.41 +7.399 88 89.81+9.119 —5.18 £8.223
25mg Ow 184 73.76 +9.284 — 23 94.38 +4.867 —
(CL045) I Salilss 179 74.44 + 9.805 0.74 + 7.428 23 90.34 + 6.537 —4.04 £5.627
Pl sl B SR 50 mg ow 506 73.93 +9.068 - 79 95.92 + 6.133 —
[CL-045, CL-048] (CL045, CL048) I A& FTAT 494 75.96 + 10.138 2.12+7.230 77 91.94 +7.897 —3.84+ 8211
100 mg Ow 180 7438 + 8.616 — 25 96.49 + 4222 —
(CL045) I Salilss 176 75.90 + 9.225 1.58 +7.814 24 93.67 + 7.564 -3.05 £ 8.302
A= Ow 328 73.81 + 8.840 — 47 96.10 + 5.899 —
(CL048) I K& AT IRE 321 75.64+9.610 1.84+7.126 46 90.94 + 7.958 —5.24 + 8.446
50 mg R Ow 116 74.71 +7.643 — 35 96.83 + 7.283 —
(CLO51) I Salilss 110 73.54 +9.003 —-1.41 +6.931 33 87.25 +8.599 —9.18 £9.285
F #5385k 100 mg 14 2451 Ow 40 76.66 + 8.060 — 10 95.20 + 4.683 —
[CL-051] (CLO51) I K& AT IRE 40 76.50 + 7.802 -0.16 + 8.264 10 88.97 + 10.992 -6.23 +11.024
At ow 156 7521 +7.773 — 45 96.47 +6.778 —
(CLO51) SRR IR 150 74.33 £ 8.772 -1.07 £ 7.302 43 87.65 +9.098 —8.49 + 9.660
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MR 2
R274741  PERHMER—R S 1 VEAOIEAMEDHERE WEBRERE, %5 6#RMK%) [CL-045, CL-048, CL-051]
90 mmHg A 90 mmHg L
B 58 FEATREI N e b AR 7 . . I b =R
B~ S fE AR 2 LT AT-0w) %k SR fE AR 2 (LS AT-Ow)
77 iR ow 541 73.55 + 8.486 — 43 93.64 + 3.600 —
(CL045, CL048) I Saalilss 528 7476 £9.372 1.25+7.386 42 89.44 +7.751 —-4.24 + 6.877
25mg Ow 187 74.43 + 8.469 — 20 94.58 +4.081 —
(CL045) I Salilss 185 75.01 £ 8.857 0.74+7.173 20 89.14 + 7.371 —5.44 + 7.648
Pl sl B SR 50 mg ow 538 73.66 + 8.505 - 47 95.08 + 4.047 —
[CL-045, CL-048] (CL045, CL048) I A& FTAT 527 75.38 + 8.565 1.72+7.113 46 89.46 + 7.442 —5.68 + 7.826
100 mg Ow 187 73.05 + 8.612 — 20 96.01 +5.208 —
(CL045) I Salilss 186 75.92+9.311 2.86 + 8.057 20 91.04 + 6.468 —4.97 + 6.263
A= Ow 344 73.14 + 8.511 — 26 96.56 + 6.752 —
(CL048) I K& AT IRE 335 75.84 + 8.873 2.62 + 6.894 26 92.45 +7.220 —4.12 + 5.485
50 mg FEFRFH5 Ow 132 74.03 + 8.115 — 19 94.73 +5.137 —
(CLO51) I Salilss 127 73.19 + 8.998 —0.84 + 6.909 18 90.60 + 7.066 —4.02 +7.684
I 538 100 mg 14 2451 Ow 43 76.28 £ 8.410 — 7 94.71 +4.897 —
[CL-051] (CLO51) I K& AT IRE 43 75.06 +7.163 -1.22 +7.758 7 89.33 + 6.944 —-5.38 +10.320
At ow 175 74.58 +8.221 — 26 94.72 +4.976 —
(CLO51) SRR IR 170 73.66 + 8.589 -0.94 +7.112 25 90.25+6.911 —4.40 = 8.297
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FRRMR SN
+=274.742 HIMREBXKEZEHLE-BERHEBBICBTS2EEETRAERA [CL-046, CL-047]
- N N A/ =V —asa
MedDRA/J Version 9.1 77eR 50 mg ? 100 mg PrTEY S dme
AEBIRSE (SOC) o A BT o A BT o AT o AT
HAFE (PT) HY 7L HY 7L HY 7L Y 7L
(n=49) (n=48) (n=45) (n=46) (n=49) (n=51) (n=26) (n=24)
TRTOFERSR 20(40.8%) 25(52.1%) 18(40.0%) 19(41.3%) 20(40.8%) 22(43.1%) 12(46.2%) 11(45.8%)
JEYRIE K VT AE BURE 7(14.3%) 5(10.4%) 5(11.1%) 3(6.5%) 3(6.1%) 6(11.8%) 2(7.7%) 1(4.2%)
LIz W 0 0 1(2.2%) 1(2.2%) 0 1(2.0%) 0 0
Jiti 1(2.0%) 0 0 0 0 0 0 0
FEERR 0 0 0 0 1(2.0%) 1(2.0%) 0 0
JE 2% 0 0 0 1(2.2%) 0 0 0 0
EALEEDS 1(2.0%) 0 3(6.7%) 0 0 0 1(3.8%) 0
NEMEER 2 0 0 0 0 0 0 1(3.8%) 0
R RGE R 3(6.1%) 0 0 2(4.3%) 0 1(2.0%) 0 0
Bl gk 0 1(2.1%) 0 0 0 0 0 0
HRRY 0 0 0 0 0 1(2.0%) 0 0
R Y 0 1(2.1%) 0 0 0 0 0 0
R SRy g 0 1(2.1%) 0 0 0 0 0 0
SRS 1(2.0%) 0 1(2.2%) 0 1(2.0%) 2(3.9%) 0 0
ElZES 0 0 1(2.2%) 0 0 0 0 1(4.2%)
SPERE IR 0 1(2.1%) 0 0 0 0 0 0
Lo ER B PENEEE 2% 0 1(2.1%) 0 0 0 0 0 0
A L A& 0 1(2.1%) 1(2.2%) 0 0 0 0 0
Bt~ L~ 2 0 0 0 0 1(2.0%) 0 0 0
%b&@fé 0 0 0 0 1(2.0%) 0 0 0
AlG R 1(2.0%) 0 0 0 0 0 0 0
Bk, i&mﬁum*ﬁﬂ DFEY (FRKORY —T 2 ETe) 0 1(2.1%) 0 0 1(2.0%) 1(2.0%) 0 0
FRRE AR, MR X A R 0 0 0 0 0 1(2.0%) 0 0
FEJECH s 0 0 0 0 1(2.0%) 0 0 0
A YA MEREE 0 1(2.1%) 0 0 0 0 0 0
MR KOV >R bEE 0 0 0 0 1(2.0%) 0 0 0
/NERPER 1 0 0 0 0 1(2.0%) 0 0 0
S gl R 0 0 0 0 2(4.1%) 0 0 0
HEY R BUE 0 0 0 0 2(4.1%) 0 0 0
NGNS T 1(2.0%) 1(2.1%) 0 0 0 0 1(3.8%) 0
oL A7 e —LE 0 0 0 0 0 0 1(3.8%) 0
K7~ U AE 1(2.0%) 0 0 0 0 0 0 0
FLJIE A e 0 1(2.1%) 0 0 0 0 0 0
FE R 1(2.0%) 1(2.1%) 0 1(2.2%) 1(2.0%) 0 0 0
AMRE 0 0 0 0 1(2.0%) 0 0 0

194



274
[:473: DEee 4k

e ISy .
MedDRA/J Version 9.1 77ER 50 mg = 100 mg b7 Ry dmg
B ARSI (SOC) o AT oy AT o AT o AT
FAGE (PT) HY 2L HY 7L HY L HY L
(n=49) (n=48) (n=45) (n=46) (n=49) (n=51) (n=26) (n=24)
A 1(2.0%) 0 0 0 0 0 0 0
i3 0 1(2.1%) 0 1(2.2%) 0 0 0 0
PR 2(4.1%) 3(6.3%) 1(2.2%) 2(4.3%) 3(6.1%) 0 1(3.8%) 2(8.3%)
S 0 1(2.1%) 1(2.2%) 1(2.2%) 2(4.1%) 0 0 0
AL E PR 1(2.0%) 0 0 0 0 0 0 0
T I BN IR 0 0 0 0 0 0 0 1(4.2%)
AR 0 1(2.1%) 0 0 0 0 0 0
FEEDFE 1(2.0%) 1(2.1%) 0 1(2.2%) 1(2.0%) 0 0 1(4.2%)
TAMN 0 0 0 0 0 0 1(3.8%) 0
AR PR 0 0 1(2.2%) 0 2(4.1%) 1(2.0%) 0 0
AR Az 0 0 0 0 1(2.0%) 0 0 0
TRBEA M 0 0 0 0 0 1(2.0%) 0 0
B RS 0 0 0 0 1(2.0%) 0 0 0
B 0 0 1(2.2%) 0 0 0 0 0
HR OIS 0 0 0 1(2.2%) 0 0 0 2(8.3%)
iRt gE 0 0 0 0 0 0 0 1(4.2%)
[RIHEPED F W 0 0 0 0 0 0 0 1(4.2%)
FHEEE AL 0 0 0 1(2.2%) 0 0 0 0
DR 2(4.1%) 0 1(2.2%) 0 2(4.1%) 2(3.9%) 2(7.7%) 0
B LM 0 0 0 0 0 1(2.0%) 0 0
BRI 1(2.0%) 0 0 0 0 0 0 0
DARA 0 0 0 0 1(2.0%) 0 0 0
SIS 0 0 0 0 1(2.0%) 0 0 0
L HEANE) 0 0 1(2.2%) 0 0 1(2.0%) 0 0
DM 0 0 0 0 1(2.0%) 0 0 0
AL M ifn. 0 0 0 0 0 0 1(3.8%) 0
LR 0 0 0 0 1(2.0%) 0 0 0
FAEMSER 0 0 0 0 0 0 1(3.8%) 0
TRPERRAR 1(2.0%) 0 0 0 0 0 0 0
Mg REE 3(6.1%) 6(12.5%) 4(8.9%) 5(10.9%) 3(6.1%) 2(3.9%) 5(19.2%) 5(20.8%)
KA I A R 0 0 0 1(2.2%) 0 0 0 0
iR LAiE 0 0 1(2.2%) 0 0 0 0 0
GREES R AR AR E 1(2.0%) 0 0 0 0 0 0 0
EinEs 2(4.1%) 6(12.5%) 3(6.7%) 4(8.7%) 3(6.1%) 2(3.9%) 5(19.2%) 5(20.8%)
PR AR, HOEh M OMthmie 4(8.2%) 1(2.1%) 1(2.2%) 3(6.5%) 2(4.1%) 0 0 0
A G e R R i A A 1(2.0%) 1(2.1%) 0 0 0 0 0 0
I R i 1(2.0%) 0 0 1(2.2%) 0 0 0 0
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- . N2 VA= e
MedDRA/J Version 9.1 A 50mg = 100 mg b7 Ry dmg
B ARSI (SOC) o AT oy AT o AT o AT
FAGE (PT) HY 2L HY 2L HY L HY L
(n=49) (n=48) (n=45) (n=46) (n=49) (n=51) (n=26) (n=24)
MENE B 0 0 0 1(2.2%) 0 0 0 0
Mo Ny 0 0 0 0 1(2.0%) 0 0 0
£ 1(2.0%) 0 0 0 0 0 0 0
Jifi 5 - 1. 0 0 1(2.2%) 0 0 0 0 0
i ZERE A 1(2.0%) 0 0 0 0 0 0 0
Y 0 0 0 0 1(2.0%) 0 0 0
% S 0 0 0 1(2.2%) 0 0 0 0
H ks 7(14.3%) 4(8.3%) 4(8.9%) 5(10.9%) 3(6.1%) 6(11.8%) 4(15.4%) 1(4.2%)
H NEz i 2(4.1%) 0 1(2.2%) 0 2(4.1%) 2(3.9%) 3(11.5%) 1(4.2%)
e 0 0 1(2.2%) 0 0 0 0 0
T 0 0 1(2.2%) 0 0 2(3.9%) 0 0
HMERE 1(2.0%) 0 1(2.2%) 0 1(2.0%) 1(2.0%) 0 0
DS 1(2.0%) 0 0 0 0 0 0 0
fff~ =7 0 0 0 0 0 1(2.0%) 0 0
HE 1(2.0%) 0 0 2(4.3%) 0 0 0 0
g 0 0 1(2.2%) 0 0 0 0 0
{5 1(2.0%) 2(4.2%) 0 3(6.5%) 0 0 2(7.7%) 0
MEEBAS PRk 1(2.0%) 0 0 0 0 0 0 0
M~ =T 0 1(2.1%) 0 0 0 0 0 0
H B MR A 0 0 0 1(2.2%) 0 0 0 0
b 0 1(2.1%) 0 0 0 0 0 0
HLD) 1(2.0%) 0 1(2.2%) 0 1(2.0%) 0 0 0
(AR 1(2.0%) 0 0 0 0 1(2.0%) 0 0
JIIREEE(RIiN 1(2.0%) 0 0 0 0 0 0 0
JHNEE R P 0 0 0 1(2.2%) 0 0 0 0
EE UL fLE 0 0 0 1(2.2%) 0 0 0 0
BTG B OV T AR 0 3(6.3%) 0 0 1(2.0%) 1(2.0%) 2(7.7%) 0
FEITREE 0 1(2.1%) 0 0 0 0 0 0
ZTE 0 0 0 0 0 1(2.0%) 0 0
PR LR 0 0 0 0 0 0 1(3.8%) 0
gz 0 0 0 0 0 0 1(3.8%) 0
EH MRS 0 0 0 0 1(2.0%) 0 0 0
BiS2 0 1(2.1%) 0 0 0 0 0 0
H etk (ke 0 1(2.1%) 0 0 0 0 0 0
A R B O B LR 2(4.1%) 3(6.3%) 1(2.2%) 3(6.5%) 4(8.2%) 3(5.9%) 1(3.8%) 1(4.2%)
FAfR 0 2(4.2%) 0 0 1(2.0%) 1(2.0%) 0 0
BAf S 0 0 0 0 1(2.0%) 0 0 0
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MedDRA/J Version 9.1 77ER 50 mg = 100 mg b7 Ry dmg

B ARSI (SOC) o AT oy AT o AT o AT
FAGE (PT) HY L HY 7L HY L HY L

(n=49) (n=48) (n=45) (n=46) (n=49) (n=51) (n=26) (n=24)

A 0 0 0 1(2.2%) 0 0 0 0
HRIFI K 0 0 0 1(2.2%) 0 0 0 1(4.2%)
IR HESS 0 0 0 0 0 0 0 1(4.2%)
Yl 1(2.0%) 1(2.1%) 0 0 0 0 0 0
i A 0 0 0 0 1(2.0%) 0 0 0
AR LI 0 0 0 0 0 0 1(3.8%) 0
LI 2(4.1%) 0 0 0 0 2(3.9%) 0 0
TRIRE B 0 0 1(2.2%) 0 1(2.0%) 0 0 0
s 0 0 0 1(2.2%) 0 0 0 0

B R OUR B E 1(2.0%) 1(2.1%) 2(4.4%) 1(2.2%) 1(2.0%) 2(3.9%) 1(3.8%) 2(8.3%)
REE 0 0 0 0 0 1(2.0%) 0 0
SR S 0 1(2.1%) 0 0 0 1(2.0%) 0 1(4.2%)
HEIR A 0 0 1(2.2%) 0 0 0 0 0
PEIR B 0 0 0 1(2.2%) 0 0 1(3.8%) 0
PRPA 1(2.0%) 0 1(2.2%) 0 0 0 0 1(4.2%)
BieElEE 0 0 0 0 1(2.0%) 0 0 0

TR K OB E 1(2.0%) 0 1(2.2%) 0 1(2.0%) 1(2.0%) 0 0
I ES 0 0 0 0 1(2.0%) 0 0 0
BRI RIE K SE 0 0 1(2.2%) 0 0 0 0 0
TN A 1(2.0%) 0 0 0 0 0 0 0
AL 0 0 0 0 0 1(2.0%) 0 0

B EE KO 5 JRPTEERE 2(4.1%) 3(6.3%) 2(4.4%) 6(13.0%) 3(6.1%) 2(3.9%) 1(3.8%) 0
FEEN 0 0 0 0 1(2.0%) 0 0 0
AL 0 0 0 1(2.2%) 0 0 0 0
i 0 1(2.1%) 2(4.4%) 2(4.3%) 0 0 0 0
iRz 1(2.0%) 0 0 2(4.3%) 0 2(3.9%) 1(3.8%) 0
M 0 2(4.2%) 0 0 2(4.1%) 0 0 0
Fe Lol e 0 0 0 2(4.3%) 0 0 0 0
30 1(2.0%) 0 0 0 0 0 0 0

R AR AT 4(8.2%) 3(6.3%) 0 3(6.5%) 4(8.2%) 3(5.9%) 3(11.5%) 0
L7 K o 2(4.1%) 0 0 0 2(4.1%) 0 0 0
TI7=v T MTFUAT =T — BN 0 0 0 0 0 0 1(3.8%) 0
TARTXUBT I b T AT =T —EH 0 0 0 0 0 0 1(3.8%) 0
y =T NE IV T AT =T — PN 0 0 0 0 1(2.0%) 0 1(3.8%) 0
MR 5 0 0 0 0 0 0 1(3.8%) 0
M7 A H U ARAT 7 2 —F RN 0 0 0 0 0 0 1(3.8%) 0
7 L7 F = N 1(2.0%) 0 0 0 0 0 0 0
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- . N2 VA= e
MedDRA/J Version 9.1 77ER 50 mg = 100 mg P7 R 4mg
B ARSI (SOC) o AT oy AT o AT o AT
FAGE (PT) HY 2L HY 2L HY L HY L
(n=49) (n=48) (n=45) (n=46) (n=49) (n=51) (n=26) (n=24)
A U o A8 0 0 0 0 0 1(2.0%) 0 0
M7 L7 F ok ZRFF—PHN 0 0 0 0 1(2.0%) 0 0 0
1fi. 5P PR SN 1(2.0%) 0 0 0 0 0 0 0
RN iR % 1(2.0%) 0 0 0 0 0 0 0
IREFEREIEN 0 1(2.1%) 0 0 0 0 0 0
I HE R ERE N 0 1(2.1%) 0 0 0 0 0 0
#%B REEREE N 0 1(2.1%) 0 0 0 0 0 0
~< h7 Uy M 0 0 0 1(2.2%) 0 0 0 0
~ET e R 0 0 0 1(2.2%) 0 0 0 0
i JE_F 5 0 0 0 0 0 1(2.0%) 0 0
S 39 1f L= 55 0 1(2.1%) 0 0 0 0 0 0
PRSI R 0 0 0 0 0 0 1(3.8%) 0
SR S4B 1(2.0%) 0 0 0 0 0 0 0
il N R A 0 1(2.1%) 0 0 0 0 0 0
FFpknEmR A 0 0 0 1(2.2%) 0 0 0 0
A e 0 0 0 0 0 1(2.0%) 0 0
RSN 0 0 0 1(2.2%) 0 0 0 0
LR T RIS 0 0 0 1(2.2%) 0 0 0 0
B, TEk OWESOHE 0 1(2.1%) 1(2.2%) 0 1(2.0%) 1(2.0%) 1(3.8%) 0
LT 0 0 0 0 0 0 1(3.8%) 0
AL 1% IR 0 0 0 0 1(2.0%) 0 0 0
pdESE 0 0 1(2.2%) 0 0 0 0 0
BT 0 0 0 0 0 1(2.0%) 0 0
s 0 1(2.1%) 0 0 0 0 0 0
B O RHLE 0 2(4.2%) 2(4.4%) 3(6.5%) 1(2.0%) 0 0 0
B 0 0 1(2.2%) 0 0 0 0 0
R A T T AR 0 0 1(2.2%) 0 0 0 0 0
EERRE 0 0 1(2.2%) 0 0 0 0 0
Pty 0 0 1(2.2%) 0 0 0 0 0
BB A Bk 0 0 1(2.2%) 0 1(2.0%) 0 0 0
AU —7GIkR 0 1(2.1%) 0 0 0 0 0 0
FERG AR U — YR 0 0 0 1(2.2%) 0 0 0 0
Sl 0 1(2.1%) 0 0 0 0 0 0
R PRAE H RIS AR BR 0 0 0 1(2.2%) 0 0 0 0
HHIRIE Tl 0 0 0 1(2.2%) 0 0 0 0

Bil%k (FEEL=R)
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®2747-43 BILREREZGHLBHEBRBICET 1M 2LTF (4 0 OKL (ERHERE) [CL-046, CL-047]
PiE 3N 7"?{;;% i'?f\“ﬁ‘{;‘;*SOmg i?m\‘&“;‘;immg ]\/V?‘D{;f;:4mg
e L e b o 52 A AGEE TR o 52 A AGEE TR o 2RI TR o A BT
SR 2 3R [CL-046, CL-047] w0 | P~ P~ | =T 0 | T P~ | D
I (mmHg)
(ks 48 46 44 43 47 45 23 24
R—ZF A 129.7 133.7 133.0 133.1 128.6 138.6 136.7 143.1
T A& RFAm IR 129.5 134.4 133.2 133.9 130.5 131.0 135.1 145.1
X% -0.1 0.8 0.2 0.8 1.9 -7.6 -1.6 2.0
At B O A EE -2.5 1.1 0.4 1.8 -0.4 —4.4 2.4 4.6
TTRARREE D i i 2.1 0.7 2.1 —5.4 0.1 35
(95%15 1 X M) (-2.8,7.0) (—4.3,5.8) (-2.8,6.9) (-10.4,-0.5) (-6.0, 6.2) (-2.6,9.6)
JEEHIMTE (mmHg)
B3k 48 46 44 43 47 45 23 24
S 74.0 76.9 77.9 77.9 76.2 79.0 79.8 80.3
B RS 76.1 77.8 71.5 71.7 74.6 74.4 80.4 82.5
X% 2.1 1.0 -04 -0.2 -1.6 4.5 0.7 2.1
At B O A EE 0.8 0.9 -0.2 0.3 -1.9 -3.8 1.1 2.8
77RO ) i -1.0 0.6 -2.7 -4.7 03 19
(95%(ZHE X ) (-4.1,2.0) (-3.6,2.5) (-5.7,0.2) (-7.7,-1.6) (-3.5, 4.0) (-1.8,5.6)
FEIREE (bpm)
GBS 47 46 44 43 47 45 23 24
R A 72.1 68.9 68.8 66.9 712 70.7 73.1 75.1
B RS 73.0 72.0 70.0 68.7 73.6 71.3 75.0 73.6
X% 0.9 3.1 1.2 1.7 2.4 0.6 1.9 -15
LA B DR 1.4 2.7 0.8 0.6 25 0.5 32 0.2
7T E O i i —0.5 -2.1 L1 22 1.8 24
(95%(ZHE X ) (-4.1,3.0) (-5.7,1.5) (-2.4, 4.6) (-5.8, 1.4) (-2.6, 6.2) (-6.9, 2.0)
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MR 2
%x2747-44 RBINIRBRKRKEZEHLEBEEHEERICETAN\AM 2L 14 00DEL (BERERIRE) [CL-046, CL-047]
5 o 2 o S A A T SK o S A A T SK o S A RIIE T 3K o S A RBE T 3K
SR 2 3R [CL-046, CL-047] P~ | L w0 | P~ w0 | T w0 | D
UHESI L (mmHg) : AM JI7E
% 48 46 45 42 47 46 23 24
R—2F A 130.1 133.3 1344 131.8 132.0 135.1 138.1 138.8
Bk SR A B 129.1 134.2 135.3 1313 133.6 135.5 142.0 137.9
X9 -0.9 0.8 0.8 -0.5 1.6 0.4 4.0 -0.8
IAC B D L Lo -22 1.0 1.0 -0.2 1.4 14 3.7 -0.9
7T E O i i 3.2 -12 3.6 0.3 59 -1.9
(95%f= H <) (-0.6, 7.0) (-5.1,2.7) (-0.2,7.3) (3.4, 4.1) (1.2,10.6) (-6.6,2.8)
UAER T (mmHg) @ PM JIE
% 48 46 45 42 47 46 23 24
R—2F A 129.7 132.1 132.8 129.8 126.4 132.7 131.0 137.0
T A& RFAMm IR 130.2 132.3 132.5 130.4 129.1 132.4 135.4 134.9
X9 0.5 0.3 -0.3 0.7 2.7 -0.3 44 -2.1
IAC B DL Lo -0.1 0.8 0.3 0.8 1.2 0.6 3.3 -1.0
7T R L D% ) i 03 -0.0 13 -0.2 33 -1.8
(95% 2 18 X ) (-3.6,4.2) (-4.0, 4.0) (-2.6,5.2) (-4.1,3.7) (-1.5,8.2) (-6.7,3.1)
LRI T (mmHg) : AM JIE
(ks 48 46 45 42 47 46 23 24
R—=ZF A 77.1 78.9 78.8 78.5 78.6 77.7 80.0 77.2
S A& RFAm IR 75.6 78.4 78.5 78.3 78.2 77.2 82.3 78.9
X9 -15 -0.6 -04 -0.2 -0.4 0.6 2.3 1.6
IAC B DL Lo -1.8 -0.4 -0.2 -0.2 -0.3 -0.7 2.7 1.4
TTRRREE DFE i i 1.6 0.2 1.5 -0.3 45 1.8
(95% 2 18 X ) (-0.7,3.9) (-2.1,2.6) (-0.8,3.7) (-2.6, 2.0) (1.7,7.4) (-1.0, 4.6)
LRI T (mmHg) : PM JHIE
(ks 48 46 45 42 47 46 23 24
R—ZF A 75.4 75.9 76.0 76.1 73.7 74.9 74.3 75.0
S A& RFAm IR 74.4 75.9 76.6 76.2 74.8 74.0 78.1 75.1
X9 -1.0 0.0 0.6 0.2 1.1 -0.9 3.8 0.1
IAC B DI EL T Lo -1.0 0.2 0.8 0.4 0.7 -1.0 3.6 0.1
7T R L D ) i 1.8 02 1.6 -12 4.6 -0.1
(95% 5 1E X [H) (-0.7,4.2) (-2.4,2.7) (-0.8,4.1) (-3.7,1.2) (1.6,7.6) (-3.2,2.9)
PRI (bpm) @ AM JHIE
B3k 48 46 45 42 47 46 23 24
S 69.3 67.1 67.7 62.0 68.3 68.0 69.0 67.0
kST 68.1 66.8 68.0 64.6 70.2 68.1 70.6 68.7
X (9%=s -1.1 -0.3 0.4 2.6 1.9 0.1 1.6 1.7
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MR 2
%t - o i?/\“ﬁ};‘;SOmg i?’*‘ﬁz;;lOOmg F)V?D{Z’;4mg
; e e o 52 A AGEE TR o 52 A AGEE TR o 52 ARG TR o A BT
HEsM R 2 3Bk [CL-046, CL-047] P L w0 P~ w0 D w0 D
At B O A EE -0.7 -0.4 0.5 1.4 2.1 0.2 2.1 1.8
TTRRREE DE i i 1.2 1.8 2.8 0.6 2.8 2.1
(95%15 1 X M) (-1.4,3.7) (-0.8,4.4) 0.3,5.3) (-1.9,3.1) (-0.3,5.9) (-1.0,5.3)
SEIRRIEEC (bpm) @ PM JHIE
B3k 48 46 45 42 47 46 23 24
S 74.0 74.1 73.1 67.5 72.9 72.1 73.5 71.8
A& ETAm 73.7 73.3 74.0 68.2 74.5 72.3 75.3 73.5
X (9= 0.3 -0.7 0.8 0.8 1.7 0.2 1.8 1.7
ZEAb B O A ) 0.1 -0.2 1.0 -0.2 1.9 0.3 1.5 1.0
TTRRREE DE i i 0.9 0.0 1.8 0.5 1.4 1.2
(95%(EHE X [H) (-1.7,3.5) (-2.7,2.7) (—0.8, 4.3) (-2.1,3.1) (-1.8, 4.6) (-2.0,4.4)
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274745 HIMREBXEZEHLE-ERHEBBICBSITSERENZELL [CL-046, CL-047]
24 - 75{25;% i?«“ﬁ‘m‘;SOmg i?’*‘fDl;FlOOmg I‘JV?‘DV;4mg
5 v o 2p o SRR o S AR TSR o AT o SRS
SR 2 3R [CL-046, CL-047] P~ | L P | L B0 | L w0 | P~
IR & (mL)
% 49 48 45 46 49 51 26 24
R—=RF A 27.8 40.5 41.4 36.3 39.2 46.7 36.8 31.1
(/M i) (0, 134) (0, 263) (0, 253) (0, 168) (0,201) (0, 239) (0, 122) (0, 105)
T A& RTA IR 33.8 325 39.9 39.5 372 43.4 36.1 312
CUN AR PN (0, 270) (0, 165) (0,237) (0, 168) (0, 320) (0, 199) (0, 175) (0, 136)
EIREOELE (mL)
SR il 3.7 -10.3 -1.5 2.6 1.1 -6.3 -3.6 -0.2
R 37.20 44.12 49.15 44.79 53.37 59.58 33.67 34.60
/Ml -55 -149 -216 -109 -118 -185 -76 -51
[EoN ) 152 92 98 134 198 148 93 113
o g fE 0.0 0.0 0.0 0.0 2.0 0.0 0.0 -2.0
51 IUSEA -17.0 -27.0 -13.0 -16.0 -26.0 -32.0 -14.0 -20.0
3 VAL 10.0 8.0 8.0 14.0 10.0 13.0 6.0 9.0
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FRRMR SN
#=274.7-46 OABHEIAEREDEEIDEEZTEZRDEL [CL-045]
A 25 mg 50 mg 100 mg
AITTEHESE AITTEHESE AITTEHESE AITEEESE

»HY L »HY L »HY L »HY 2L

n=29 n=183 n=41 n=169 n=38 n=170 n=40 n=168
HEFEL 17(58.6%) 140(76.5%) 33(80.5%) 136(80.5%) 31(81.6%) 140(82.4%) 34(85.0%) 141(83.9%)
BRI OBEMS T E CE RV EES 4(13.8%) 36(19.7%) 12(29.3%) 37(21.9%) 9(23.7%) 42(24.7%) 12(30.0%) 42(25.0%)
FIRICE > FERS 1(3.4%) 3(1.6%) 2(4.9%) 3(1.8%) 2(5.3%) 5(2.9%) 1(2.5%) 7(4.2%)
GBI RN G E CX WP ILICE S T- A EHS 1(3.4%) 1(0.5%) 0 1(0.6%) 1(2.6%) 4(2.4%) 0 6(3.6%)
EERAEEFES 0 4(2.2%) 0 3(1.8%) 1(2.6%) 0 0 1(0.6%)
1B E ORI G E CE RVWEE LA ERES 0 1(0.5%) 0 1(0.6%) 0 0 0 1(0.6%)
Bl (FBI=R)

& 274.7-47 OABRIABREDEARIDEEEROERN [CL-048]
77 2R 50 mg A=
AITEEESE AITTERESE AITTERESE
»HY L »HY L »HY 2L
n=136 n=243 n=129 n=250 n=114 n=261

FEFR 100(73.5%) 192(79.0%) 96(74.4%) 185(74.0%) 92(80.7%) 213(81.6%)
IRERIK E OBEEN G E CTERVEEFLR 29(21.3%) 62(25.5%) 27(20.9%) 66(26.4%) 36(31.6%) 95(36.4%)
HIRICE > FEES 3(2.2%) 5(2.1%) 4(3.1%) 8(3.2%) 3(2.6%) 9(3.4%)
TR & ORBEMEN G E CE RV ILICE > - HEFS 1(0.7%) 3(1.2%) 2(1.6%) 4(1.6%) 0 8(3.1%)
EERAEHEFG 2(1.5%) 2(0.8%) 2(1.6%) 1(0.4%) 2(1.8%) 2(0.8%)
BRI OBEMER EE CERVWEERTEEL 1(0.7%) 0 0 0 0 1(0.4%)

Bl%k (FEEL=R)

203




274

FRRMR SN
#2747-48 OABRIAEREDOEAENDAZTERHIINR [CL-045]

MedDRA/J Version 10.0 Zo7 —E ﬁ‘ . %5 mg _ 5‘0 me \100 mg_

PRERIRFE (SOC) CIRES S AITTEHESE AITEEESE AITEEESE
HAEE (PT) HY 2L HY L H0 L H0 2L

n=29 n=183 n=41 n=169 n=38 n=170 n=40 n=168

Mg VY >R REE 0 1(0.5%) 0 0 0 0 0 0
=il 0 1(0.5%) 0 0 0 0 0 0

NS 4(13.8%) 4(2.2%) 2(4.9%) 4(2.4%) 2(5.3%) 5(2.9%) 2(5.0%) 4(2.4%)
SRR 0 1(0.5%) 0 0 0 0 0 0
N ED) 1(3.4%) 0 0 0 0 0 0 0
FERET YT 0 1(0.5%) 0 0 0 0 0 1(0.6%)
iR 0 1(0.5%) 0 0 0 0 0 0
[ A= 0 0 0 0 0 0 0 1(0.6%)
7 ey o 1(3.4%) 1(0.5%) 0 0 0 1(0.6%) 0 0
EULES 0 1(0.5%) 1(2.4%) 2(1.2%) 1(2.6%) 3(1.8%) 0 1(0.6%)
WE7T vy 0 0 0 0 1(2.6%) 0 0 0
RPN’ 0 1(0.5%) 0 1(0.6%) 0 0 0 0
TR AR 0 1(0.5%) 0 0 0 0 0 0
S P IE 1(3.4%) 0 1(2.4%) 0 1(2.6%) 0 2(5.0%) 2(1.2%)
HENR 0 0 0 0 0 1(0.6%) 0 0
D EE MM 1(3.4%) 0 0 1(0.6%) 0 1(0.6%) 0 0

H K Ok 1(3.4%) 1(0.5%) 0 2(1.2%) 0 1(0.6%) 0 1(0.6%)
HE 1(3.4%) 0 0 0 0 0 0 0
ELREEEIN 0 1(0.5%) 0 1(0.6%) 0 1(0.6%) 0 1(0.6%)
HAPE 0 0 0 1(0.6%) 0 0 0 0

R P 0 1(0.5%) 1(2.4%) 2(1.2%) 1(2.6%) 3(1.8%) 0 2(1.2%)
ARAGE 57 0 0 0 1(0.6%) 0 1(0.6%) 0 1(0.6%)
R MG & 0 0 0 0 0 2(1.2%) 0 0
H PR 0 1(0.5%) 0 1(0.6%) 0 0 0 0
T UK —PERE RS 0 0 1(2.4%) 0 0 1(0.6%) 0 0
BRI PR EE 0 0 0 0 1(2.6%) 0 0 0
MRz 445 0 0 0 1(0.6%) 0 0 0 0
F 0 0 0 0 0 0 0 1(0.6%)
R 0 1(0.5%) 0 0 0 0 0 0

T ks 3(10.3%) 24(13.1%) 8(19.5%) 13(7.7%) 6(15.8%) 18(10.6%) 6(15.0%) 19(11.3%)
AT 0 2(1.1%) 0 0 1(2.6%) 0 0 2(1.2%)
HE 0 0 1(2.4%) 0 0 0 0 0
N 1(3.4%) 1(0.5%) 1(2.4%) 0 0 0 1(2.5%) 2(1.2%)
HiE% 0 1(0.5%) 0 1(0.6%) 0 0 0 0
5% 0 4(2.2%) 2(4.9%) 2(1.2%) 2(5.3%) 7(4.1%) 1(2.5%) 6(3.6%)
F] 0 1(0.5%) 0 0 0 1(0.6%) 0 1(0.6%)
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FRRMR SN
MedDRA/J Version 10.0 77eh 25mg S0mg_ 100 mg
sn k4 (SOC) AIA SR AIA R HIRERES HIREYES
HAEE (PT) Ho 2L HY L H0 L H0 2L
n=29 n=183 n=41 n=169 n=38 n=170 n=40 n=168
T 1(3.4%) 6(3.3%) 0 2(1.2%) 0 4(2.4%) 2(5.0%) 3(1.8%)
H Nz 0 1(0.5%) 0 4(2.4%) 1(2.6%) 2(1.2%) 0 3(1.8%)
+ IS 0 0 0 1(0.6%) 0 0 0 0
LR R 0 1(0.5%) 1(2.4%) 1(0.6%) 0 1(0.6%) 1(2.5%) 0
e 0 0 1(2.4%) 0 0 1(0.6%) 0 0
BLW 0 0 0 0 0 1(0.6%) 0 0
DS 0 0 2(4.9%) 0 1(2.6%) 2(1.2%) 0 2(1.2%)
ERPS 1(3.4%) 0 0 0 0 0 0 2(1.2%)
HR 0 1(0.5%) 0 0 0 0 0 0
i AR 0 0 0 0 0 0 1(2.5%) 0
P E IR E (I 0 0 0 0 0 0 1(2.5%) 0
HLD) 0 0 0 0 0 0 0 1(0.6%)
5P 0 0 0 0 0 1(0.6%) 0 0
LGRS 0 2(1.1%) 0 0 0 0 0 1(0.6%)
ERNSR 0 2(1.1%) 0 1(0.6%) 1(2.6%) 1(0.6%) 0 1(0.6%)
AR 0 1(0.5%) 0 0 0 1(0.6%) 0 1(0.6%)
B i 0 1(0.5%) 1(2.4%) 0 0 0 0 0
g 0 2(1.1%) 0 2(1.2%) 0 0 0 0
OEOOOER 0 1(0.5%) 0 0 0 0 0 0
SHEE KOG RTHRE 0 3(1.6%) 0 3(1.8%) 0 3(1.8%) 0 6(3.6%)
HaEBAS PRI 0 0 0 0 0 0 0 1(0.6%)
EmE 0 0 0 0 0 0 0 1(0.6%)
s 0 1(0.5%) 0 0 0 0 0 0
P& gk 0 0 0 0 0 1(0.6%) 0 1(0.6%)
7 0 0 0 0 0 0 0 1(0.6%)
FEB 0 1(0.5%) 0 1(0.6%) 0 2(1.2%) 0 0
H8 0 1(0.5%) 0 2(1.2%) 0 0 0 2(1.2%)
JH B R b 0 0 0 1(0.6%) 0 0 0 0
JHFEZ 0 0 0 1(0.6%) 0 0 0 0
IEEE IS 0 0 0 1(0.6%) 0 0 0 0
SofERIEE 0 0 0 0 0 0 0 1(0.6%)
FREIPET 1L — 0 0 0 0 0 0 0 1(0.6%)
JE K OV AR e 8(27.6%) 40(21.9%) 15(36.6%) 49(29.0%) 14(36.8%) 50(29.4%) 15(37.5%) 46(27.4%)
HIAER 0 1(0.5%) 0 0 0 0 0 0
REIK 0 0 0 1(0.6%) 0 0 0 1(0.6%)
eSS 0 3(1.6%) 2(4.9%) 5(3.0%) 1(2.6%) 6(3.5%) 2(5.0%) 3(1.8%)
o 0 1(0.5%) 0 0 0 0 0 0
ELZES 0 4(2.2%) 0 2(1.2%) 0 3(1.8%) 0 1(0.6%)
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FRRMR SN
MedDRA/J Version 10.0 707 t ﬁ—: 25 mg% 50 mg* \1(‘)0 mg
s (SOC) CIREIPS CIREYIPS HIEEYES HIEEYES
HAEE (PT) Ho 2L HY L H0 L H0 2L
n=29 n=183 n=41 n=169 n=38 n=170 n=40 n=168
A VAN R 0 0 1(2.4%) 3(1.8%) 0 1(0.6%) 0 1(0.6%)
G~ LA 0 1(0.5%) 0 0 0 0 0 0
HREZ 0 0 0 1(0.6%) 1(2.6%) 0 1(2.5%) 1(0.6%)
A INT W 1(3.4%) 0 1(2.4%) 2(1.2%) 0 0 0 2(1.2%)
BLFTA S 7(24.1%) 29(15.8%) 11(26.8%) 32(18.9%) 10(26.3%) 39(22.9%) 12(30.0%) 34(20.2%)
At E R 0 1(0.5%) 0 0 0 0 0 1(0.6%)
W B J¢ 0 2(1.1%) 0 2(1.2%) 0 0 0 3(1.8%)
B 0 1(0.5%) 0 0 1(2.6%) 0 0 0
Il bk 0 0 0 0 0 1(0.6%) 0 1(0.6%)
JEE 0 0 1(2.4%) 0 0 0 0 0
SE B R 0 0 0 1(0.6%) 0 0 0 0
ks 0 0 0 0 1(2.6%) 0 0 1(0.6%)
B I 0 1(0.5%) 0 0 0 0 0 0
R 0 0 0 2(1.2%) 0 0 0 0
AN S 0 0 0 1(0.6%) 0 0 0 0
A AP % 0 0 0 0 0 1(0.6%) 0 0
EPEIRES 1(3.4%) 0 0 0 0 0 0 0
4 0 0 0 0 0 0 0 2(1.2%)
AR S T 2% 0 0 0 0 0 0 1(2.5%) 0
H e~ L~ 2 0 0 0 0 0 2(1.2%) 0 0
B, & OWLE A OHE 0 1(0.5%) 0 6(3.6%) 4(10.5%) 6(3.5%) 0 3(1.8%)
GRS 0 0 0 0 0 0 0 1(0.6%)
BUE 0 0 0 1(0.6%) 0 1(0.6%) 0 0
gEET 0 0 0 1(0.6%) 0 0 0 0
SMENEHERR 0 0 0 0 0 1(0.6%) 0 0
RAffa 0 0 0 1(0.6%) 1(2.6%) 3(1.8%) 0 1(0.6%)
73T F L 0 0 0 1(0.6%) 0 0 0 0
AHELE A BT 0 0 0 0 1(2.6%) 0 0 0
DHITHIREG 0 0 0 0 0 0 0 1(0.6%)
T BT 0 1(0.5%) 0 0 0 0 0 0
LR 0 0 0 1(0.6%) 0 0 0 0
P45 0 0 0 0 1(2.6%) 1(0.6%) 0 1(0.6%)
B HEE 0 0 0 0 1(2.6%) 0 0 0
B 0 0 0 1(0.6%) 0 0 0 0
R R A 14(48.3%) 112(61.2%) 27(65.9%) 115(68.0%) 19(50.0%) 108(63.5%) 29(72.5%) 117(69.6%)
TI=y T R TURT =T — PN 1(3.4%) 3(1.6%) 0 7(4.1%) 1(2.6%) 7(4.1%) 1(2.5%) 11(6.5%)
TARTGX VT I b T AT =27 —EHI 0 6(3.3%) 0 10(5.9%) 0 4(2.4%) 1(2.5%) 8(4.8%)
M7 L7 X N 0 0 0 0 0 1(0.6%) 0 0
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7.4

[:473: DEee 4k

MedDRA/J Version 10.0 77eh 25mg S0mg_ 100 mg
s (SOC) GRS GRS CIRES CIREES
HAEE (PT) Ho L HY L H0 L H0 L
n=29 n=183 n=41 n=169 n=38 n=170 n=40 n=168
M e U v e s 0 7(3.8%) 0 5(3.0%) 0 6(3.5%) 2(5.0%) 3(1.8%)
= L A5 v — L jEid 0 0 0 1(0.6%) 0 0 0 1(0.6%)
= L A5 v — L 2(6.9%) 10(5.5%) 4(9.8%) 10(5.9%) 0 8(4.7%) 0 3(1.8%)
fiLH 7 L7 F o7k AR —BHN 2(6.9%) 27(14.8%) 4(9.8%) 21(12.4%) 3(7.9%) 18(10.6%) 3(7.5%) 28(16.7%)
M7 V7= 0 2(1.1%) 0 0 0 1(0.6%) 0 3(1.8%)
M7 V7 F =8 0 0 3(7.3%) 1(0.6%) 0 2(1.2%) 0 2(1.2%)
M~ R o 1(3.4%) 7(3.8%) 2(4.9%) 7(4.1%) 0 5(2.9%) 2(5.0%) 6(3.6%)
iR 7" K o RN 4(13.8%) 23(12.6%) 5(12.2%) 31(18.3%) 10(26.3%) 35(20.6%) 10(25.0%) 33(19.6%)
i ) o Ajg 0 2(1.1%) 0 0 0 0 0 0
A U o A8 0 3(1.6%) 0 1(0.6%) 0 1(0.6%) 1(2.5%) 1(0.6%)
ifiJ £ 5 0 1(0.5%) 0 0 0 0 0 1(0.6%)
ifi. H R SR 0 3(1.6%) 0 4(2.4%) 0 3(1.8%) 0 4(2.4%)
AR 1(3.4%) 2(1.1%) 3(7.3%) 3(1.8%) 1(2.6%) 3(1.8%) 0 2(1.2%)
1. R R 0 2(1.1%) 0 2(1.2%) 0 1(0.6%) 2(5.0%) 2(1.2%)
i R N 0 1(0.5%) 2(4.9%) 2(1.2%) 0 1(0.6%) 1(2.5%) 2(1.2%)
7 LT F R AKX —E R 1(3.4%) 2(1.1%) 0 3(1.8%) 1(2.6%) 2(1.2%) 2(5.0%) 3(1.8%)
DT AR R 0 1(0.5%) 0 0 0 0 0 1(0.6%)
DER T Wit 0 0 0 0 0 1(0.6%) 0 0
Y= NE IV T AT =T — P 4(13.8%) 13(7.1%) 3(7.3%) 19(11.2%) 2(5.3%) 17(10.0%) 1(2.5%) 25(14.9%)
R T R oS 0 8(4.4%) 4(9.8%) 9(5.3%) 2(5.3%) 7(4.1%) 4(10.0%) 6(3.6%)
~ET e R 0 1(0.5%) 0 0 0 0 0 0
IRSisk el 0 0 0 0 0 0 1(2.5%) 0
IR EE 0 2(1.1%) 1(2.4%) 1(0.6%) 0 0 0 3(1.8%)
HER E R 0 1(0.5%) 0 0 0 0 0 0
K E N 0 0 0 0 0 1(0.6%) 0 0
RSN 0 0 0 0 0 1(0.6%) 0 0
F I ERE 1(3.4%) 4(2.2%) 2(4.9%) 4(2.4%) 2(5.3%) 6(3.5%) 2(5.0%) 9(5.4%)
i BkEE N 0 5(2.7%) 0 7(4.1%) 0 6(3.5%) 0 7(4.2%)
i/ NREEE N 0 8(4.4%) 0 5(3.0%) 1(2.6%) 5(2.9%) 2(5.0%) 6(3.6%)
SRR B B 2(6.9%) 12(6.6%) 6(14.6%) 16(9.5%) 2(5.3%) 19(11.2%) 4(10.0%) 24(14.3%)
M7 v U RAT 7 2 —E il 0 0 0 1(0.6%) 0 0 0 0
M7 /A VAR 7 7 & —PHN 1(3.4%) 9(4.9%) 0 8(4.7%) 3(7.9%) 10(5.9%) 3(7.5%) 6(3.6%)
JRUCIE B 1(3.4%) 19(10.4%) 8(19.5%) 21(12.4%) 4(10.5%) 16(9.4%) 6(15.0%) 19(11.3%)
R M O 0 0 0 1(0.6%) 0 0 0 0
TR 0 0 0 1(0.6%) 0 0 0 0
A R B O B LR P 0 5(2.7%) 1(2.4%) 5(3.0%) 0 3(1.8%) 1(2.5%) 5(3.0%)
FAfR 0 1(0.5%) 1(2.4%) 0 0 1(0.6%) 0 0
RAE % 0 1(0.5%) 0 0 0 0 0 0
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FRRMR SN
MedDRA/J Version 10.0 A 25 mg 50 mg 100 mg
s (SOC) CIRED S CIRED S (IREES (IREES
HAEE (PT) Ho L HY L H0 L H0 L
n=29 n=183 n=41 n=169 n=38 n=170 n=40 n=168
LI 0 2(1.1%) 0 3(1.8%) 0 2(1.2%) 0 2(1.2%)
[RES 0 1(0.5%) 0 0 0 0 0 0
R 0 0 0 0 0 0 0 1(0.6%)
NGRS 0 0 0 0 0 0 0 1(0.6%)
ESS 0 0 0 0 0 0 0 1(0.6%)
B R R 0 0 0 0 0 0 1(2.5%) 0
A R ot L 0 0 0 1(0.6%) 0 0 0 0
i3 0 0 0 1(0.6%) 0 0 0 0
B, BEEROGEMAHOFHAY (FREOR) —T 25T 0 0 0 0 1(2.6%) 0 0 0
IR A 0 0 0 0 1(2.6%) 0 0 0
R IR 0 9(4.9%) 2(4.9%) 9(5.3%) 0 8(4.7%) 0 6(3.6%)
b4 ifn. 0 0 0 1(0.6%) 0 0 0 0
fi S 0 0 0 1(0.6%) 0 0 0 0
FEMEDFE N 0 2(1.1%) 0 1(0.6%) 0 1(0.6%) 0 0
GIEE) 0 4(2.2%) 2(4.9%) 7(4.1%) 0 5(2.9%) 0 6(3.6%)
TR BHURR 0 1(0.5%) 0 0 0 0 0 0
SHZENBRE 0 1(0.5%) 0 0 0 0 0 0
PR 0 0 0 0 0 1(0.6%) 0 0
A B AR 0 0 0 0 0 1(0.6%) 0 0
< HIEF . 0 1(0.5%) 0 0 0 0 0 0
R 0 0 2(4.9%) 1(0.6%) 0 2(1.2%) 0 1(0.6%)
pRell] 0 0 1(2.4%) 0 0 1(0.6%) 0 0
RIRE 0 0 1(2.4%) 0 0 0 0 1(0.6%)
M R i 7 0 0 0 1(0.6%) 0 0 0 0
A 0 0 0 0 0 1(0.6%) 0 0
B OVR Kb 0 2(1.1%) 1(2.4%) 3(1.8%) 1(2.6%) 1(0.6%) 0 1(0.6%)
PR IR 0 2(1.1%) 1(2.4%) 3(1.8%) 1(2.6%) 1(0.6%) 0 1(0.6%)
LRy AN 0 1(0.5%) 0 1(0.6%) 0 0 1(2.5%) 1(0.6%)
A R R e 0 1(0.5%) 0 1(0.6%) 0 0 0 1(0.6%)
AHLHIA # 0 0 0 0 0 0 1(2.5%) 0
M. RSB % OithmbE 0 2(1.1%) 2(4.9%) 7(4.1%) 1(2.6%) 3(1.8%) 1(2.5%) 2(1.2%)
[TYs) 0 0 1(2.4%) 1(0.6%) 0 0 0 0
P 0 1(0.5%) 0 0 0 0 0 1(0.6%)
E iz iz 0 0 0 1(0.6%) 0 0 0 0
S 0 0 0 1(0.6%) 0 0 0 0
= 0 0 0 0 0 1(0.6%) 0 0
MM BRI 0 0 0 1(0.6%) 0 1(0.6%) 0 0
Mo 0 0 1(2.4%) 0 0 0 0 0
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FRRMR SN
MedDRA/J Version 10.0 77eh 25mg_ S0mg_ 100 mg
sn k4 (SOC) CIREIPS CIREYIPS HIEEYES HIEEYES
HAEE (PT) Ho 2L HY L H0 L H0 2L
n=29 n=183 n=41 n=169 n=38 n=170 n=40 n=168
7 UL X —PEEAR 0 0 0 1(0.6%) 0 0 0 0
sl 0 0 0 1(0.6%) 0 0 1(2.5%) 0
Lo 0 0 0 1(0.6%) 0 0 0 0
EEGE DRI 0 1(0.5%) 0 0 1(2.6%) 0 0 1(0.6%)
M B AN P Jak 0 0 0 0 0 1(0.6%) 0 0
B2 B OV T AR 0 3(1.6%) 2(4.9%) 6(3.6%) 0 4(2.4%) 3(7.5%) 6(3.6%)
=S 0 0 0 1(0.6%) 0 0 0 0
M I B 0 0 0 0 0 0 0 1(0.6%)
bR R R 2% 0 0 0 0 0 0 1(2.5%) 0
w5 0 1(0.5%) 0 0 0 3(1.8%) 0 1(0.6%)
g /R Z PERS 0 0 0 2(1.2%) 0 0 0 0
ZHALEE 0 1(0.5%) 0 0 0 0 0 0
ALEITE 0 0 1(2.4%) 0 0 0 0 0
% D FEAE 0 0 0 0 0 1(0.6%) 0 1(0.6%)
B 0 1(0.5%) 0 1(0.6%) 0 0 0 1(0.6%)
REIRIER 2 0 0 0 0 0 0 0 1(0.6%)
KBOS A 0 0 0 1(0.6%) 0 0 0 0
AT A —T VA Vg JEGRE 0 0 0 0 0 0 0 1(0.6%)
IR 0 0 0 1(0.6%) 0 0 2(5.0%) 0
EEVEZ 9 FEAE 0 0 1(2.4%) 0 0 0 0 0
BRI E 0 0 0 0 0 0 0 1(0.6%)
IfnL A P 1(3.4%) 0 1(2.4%) 1(0.6%) 1(2.6%) 0 0 2(1.2%)
e 1(3.4%) 0 1(2.4%) 1(0.6%) 1(2.6%) 0 0 1(0.6%)
1FTH 0 0 0 0 0 0 0 1(0.6%)

Bl%k (FEBL=R)
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FRRMR SN
274749 OABHRIAEREDOAENDAZTERHRIINR [CL-048]
MedDRA/J Version 10.0 3_7‘{27“: . 5‘0 me ]\{V? o /‘/
PRERIRFE (SOC) GIREDES AITTERESE BTG
HAzE (PT) HY L H0 2L H0 2L
n=136 n=243 n=129 n=250 n=114 n=261
RPNV ITAE Y% 0 0 0 0 0 1(0.4%)
N IES 0 0 0 0 0 1(0.4%)
NS 3(2.2%) 5(2.1%) 4(3.1%) 1(0.4%) 4(3.5%) 6(2.3%)
L EMEARHENR 1(0.7%) 0 0 0 0 0
A= 0 0 0 0 1(0.9%) 0
7 ey o 0 1(0.4%) 0 0 0 0
B E 1(0.7%) 0 1(0.8%) 0 0 0
TRk 0 0 1(0.8%) 1(0.4%) 1(0.9%) 0
TR IR 0 1(0.4%) 1(0.8%) 0 0 1(0.4%)
S P IE 1(0.7%) 3(1.2%) 3(2.3%) 0 0 6(2.3%)
HENR 0 0 1(0.8%) 0 0 0
D E PRSI 0 2(0.8%) 0 0 2(1.8%) 0
FEEEKR 0 0 0 0 1(0.9%) 0
H ROk E 0 3(1.2%) 1(0.8%) 1(0.4%) 2(1.8%) 3(1.1%)
HE 0 1(0.4%) 0 0 0 0
[EERED F 0 2(0.8%) 1(0.8%) 1(0.4%) 2(1.8%) 2(0.8%)
SANIMEERME D F 0 0 0 0 0 1(0.4%)
AR PR 1(0.7%) 2(0.8%) 1(0.8%) 5(2.0%) 4(3.5%) 3(1.1%)
ARG 77 0 1(0.4%) 0 1(0.4%) 0 0
MR Hg e A 0 0 1(0.8%) 0 1(0.9%) 0
H kg 0 1(0.4%) 0 1(0.4%) 0 0
LS 0 0 0 1(0.4%) 0 1(0.4%)
MRz 445 0 0 0 1(0.4%) 0 0
ARG 0 0 0 0 1(0.9%) 0
AR 0 0 0 1(0.4%) 0 0
HENERRIREH 2 0 0 0 1(0.4%) 0 0
FHl 1(0.7%) 0 0 0 3(2.6%) 1(0.4%)
IR 0 0 0 0 0 1(0.4%)
T ke 15(11.0%) 26(10.7%) 14(10.9%) 31(12.4%) 26(22.8%) 55(21.1%)
MEEBAS PRk 0 0 1(0.8%) 0 0 0
AL 0 0 2(1.6%) 1(0.4%) 0 1(0.4%)
HER 0 0 0 1(0.4%) 0 2(0.8%)
NG 1(0.7%) 2(0.8%) 1(0.8%) 1(0.4%) 2(1.8%) 0
ABR 0 0 0 0 0 2(0.8%)
ENIZES 0 0 0 0 0 2(0.8%)
{4 4(2.9%) 8(3.3%) 3(2.3%) 10(4.0%) 4(3.5%) 10(3.8%)

210



274

FRRMR SN
MedDRA/J Version 10.0 7 7 ‘Ei 50 mg% N ﬂ/? By
e (SOC) CIREES GRS GRS
HAzE (PT) HY L H0 L H0 L
n=136 n=243 n=129 n=250 n=114 n=261
B 0 1(0.4%) 1(0.8%) 0 0 0
I 2(1.5%) 0 2(1.6%) 3(1.2%) 1(0.9%) 3(1.1%)
H NEziR 3(2.2%) 8(3.3%) 1(0.8%) 9(3.6%) 18(15.8%) 35(13.4%)
+ ISR 0 0 1(0.8%) 0 0 0
HIERR 0 0 0 2(0.8%) 0 2(0.8%)
B 0 0 0 1(0.4%) 0 0
T i 0 1(0.4%) 0 0 0 1(0.4%)
b 0 1(0.4%) 0 0 0 0
DS 0 1(0.4%) 0 2(0.8%) 0 2(0.8%)
AR 0 0 0 0 1(0.9%) 0
EIRES 0 1(0.4%) 0 1(0.4%) 0 1(0.4%)
L2 0 0 0 0 0 1(0.4%)
Rt 0 0 0 0 1(0.9%) 0
mEET AL 0 1(0.4%) 0 0 0 0
HLD) 2(1.5%) 0 0 1(0.4%) 0 1(0.4%)
EHR 0 0 0 1(0.4%) 0 0
B AP 1(0.7%) 3(1.2%) 1(0.8%) 1(0.4%) 2(1.8%) 0
A% 1(0.7%) 0 0 0 0 2(0.8%)
HEM 1(0.7%) 0 0 0 0 0
R0 0 1(0.4%) 0 0 0 0
& i 0 0 1(0.8%) 1(0.4%) 1(0.9%) 0
P H if. 0 0 0 1(0.4%) 0 0
11 O SR 1(0.7%) 0 1(0.8%) 0 0 0
BHEE R OB LS Rk 1(0.7%) 4(1.6%) 3(2.3%) 0 4(3.5%) 9(3.4%)
HaEBAS PRI 0 0 0 0 1(0.9%) 0
MaJi 0 0 1(0.8%) 0 1(0.9%) 1(0.4%)
TR 0 1(0.4%) 0 0 0 0
W5 0 1(0.4%) 0 0 0 0
PE R 1(0.7%) 0 1(0.8%) 0 2(1.8%) 1(0.4%)
KA PEE IR 0 0 0 0 0 1(0.4%)
FEEL 0 0 1(0.8%) 0 0 0
=} 0 2(0.8%) 0 0 0 8(3.1%)
JHAEE R P 0 0 0 0 1(0.9%) 0
L A VRE(ERE 0 0 0 0 1(0.9%) 0
S RS 0 1(0.4%) 0 0 0 0
S EUE 0 1(0.4%) 0 0 0 0
JEYUE B OV AR e 27(19.9%) 54(22.2%) 23(17.8%) 54(21.6%) 24(21.1%) 54(20.7%)
AMERI S 0 0 0 0 0 1(0.4%)
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FRRMR SN
MedDRA/J Version 10.0 77 ‘Ei _ 5\0 me ]\{V? By
e (SOC) CIREES GRS GRS
HAzE (PT) HY L H0 2L H0 2L
n=136 n=243 n=129 n=250 n=114 n=261
B SR 0 0 0 1(0.4%) 1(0.9%) 0
2% 2(1.5%) 8(3.3%) 3(2.3%) 11(4.4%) 4(3.5%) 11(4.2%)
ELES 1(0.7%) 2(0.8%) 1(0.8%) 1(0.4%) 1(0.9%) 2(0.8%)
A VA E I 0 0 0 0 0 1(0.4%)
RIS 1(0.7%) 0 1(0.8%) 0 0 4(1.5%)
f TN 1(0.7%) 4(1.6%) 0 5(2.0%) 2(1.8%) 2(0.8%)
G 20(14.7%) 38(15.6%) 15(11.6%) 35(14.0%) 14(12.3%) 27(10.3%)
SR H R 0 0 0 0 0 1(0.4%)
%% 0 0 0 0 0 1(0.4%)
Bk JE AR 0 1(0.4%) 0 0 0 0
WEFE /5 2(1.5%) 1(0.4%) 1(0.8%) 2(0.8%) 1(0.9%) 2(0.8%)
JERE PSR 2% 0 0 1(0.8%) 0 0 0
AR RER 0 0 0 0 1(0.9%) 0
il g e 5% 0 1(0.4%) 0 0 0 0
SE B R 0 0 1(0.8%) 0 0 0
RGBT 0 2(0.8%) 1(0.8%) 1(0.4%) 0 5(1.9%)
ShBE s 0 0 1(0.8%) 2(0.8%) 0 0
TR P 58 1(0.7%) 0 0 0 0 0
AR MR IE 0 0 0 0 1(0.9%) 0
H e~ L~ 2 0 0 0 1(0.4%) 0 1(0.4%)
B, & OWLE A OHE 3(2.2%) 4(1.6%) 4(3.1%) 3(1.2%) 4(3.5%) 9(3.4%)
s 0 0 0 1(0.4%) 0 1(0.4%)
EHEs 0 1(0.4%) 1(0.8%) 0 0 0
HUR 0 0 0 0 0 2(0.8%)
B BT 0 1(0.4%) 0 0 0 0
s fH 0 0 0 0 1(0.9%) 0
KB 2 E T 0 0 0 0 0 1(0.4%)
GULGNEE 0 0 0 0 1(0.9%) 0
#B15 0 0 0 0 0 1(0.4%)
PRSI 1(0.7%) 0 0 0 0 1(0.4%)
B BT 0 0 1(0.8%) 0 0 0
B E 0 0 0 0 1(0.9%) 0
NEREEi 0 0 0 1(0.4%) 0 0
FHEE B E T 0 0 1(0.8%) 0 0 0
BHEE T 0 0 0 1(0.4%) 0 0
ARl 0 0 0 0 0 2(0.8%)
P 2(1.5%) 0 1(0.8%) 0 1(0.9%) 2(0.8%)
e H BB 0 2(0.8%) 0 1(0.4%) 0 0
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FRRMR SN

MedDRA/J Version 10.0 7 7 ‘Ei 50 mg% N }VT 2 i i

BRI JAyE (SOC) HIREY S S AIA SR AIA R
HAEE (PT) HY L H0 L H0 L

n=136 n=243 n=129 n=250 n=114 n=261

pdESE 1(0.7%) 0 0 0 0 0
BHHRG 0 0 0 0 0 1(0.4%)
HERE 0 0 1(0.8%) 0 0 0

YR 83(61.0%) 162(66.7%) 77(59.7%) 147(58.8%) 76(66.7%) 165(63.2%)
TI=r T I NTURT = T—BH 2(1.5%) 7(2.9%) 2(1.6%) 11(4.4%) 4(3.5%) 9(3.4%)
TANRTGEURT I ) TV AT =7 —BHN 3(2.2%) 11(4.5%) 1(0.8%) 7(2.8%) 5(4.4%) 8(3.1%)
e UL e i 4(2.9%) 7(2.9%) 2(1.6%) 3(1.2%) 3(2.6%) 8(3.1%)
M = v 25w — L 14(10.3%) 19(7.8%) 4(3.1%) 8(3.2%) 5(4.4%) 9(3.4%)
M 27 L7 F ok ZRFF—PH 19(14.0%) 34(14.0%) 22(17.1%) 27(10.8%) 20(17.5%) 37(14.2%)
w7 v7F= @b 1(0.7%) 1(0.4%) 1(0.8%) 1(0.4%) 0 3(1.1%)
M7 V7= 8 3(2.2%) 2(0.8%) 2(1.6%) 0 1(0.9%) 3(1.1%)
fiLFf 7" K o s 0 7(2.9%) 3(2.3%) 4(1.6%) 0 9(3.4%)
L7 K o 28(20.6%) 54(22.2%) 24(18.6%) 50(20.0%) 24(21.1%) 48(18.4%)
i) 7 Ajg 1(0.7%) 0 0 1(0.4%) 0 0
G NI | 1(0.7%) 3(1.2%) 1(0.8%) 0 0 1(0.4%)
ifi £ F 5 1(0.7%) 1(0.4%) 2(1.6%) 2(0.8%) 2(1.8%) 1(0.4%)
M kU o AN 0 0 0 2(0.8%) 0 1(0.4%)
1. IR SRR 2(1.5%) 7(2.9%) 1(0.8%) 8(3.2%) 1(0.9%) 7(2.7%)
1fi. 5P PR SN 6(4.4%) 7(2.9%) 4(3.1%) 5(2.0%) 2(1.8%) 2(0.8%)
ifi. H R g 1(0.7%) 5(2.1%) 2(1.6%) 3(1.2%) 0 5(1.9%)
i R RSN 2(1.5%) 3(1.2%) 0 0 0 4(1.5%)
7 LT F kAKX — B 1(0.7%) 6(2.5%) 3(2.3%) 2(0.8%) 3(2.6%) 3(1.1%)
Y= NEIN T AT =T — B 10(7.4%) 18(7.4%) 10(7.8%) 25(10.0%) 12(10.5%) 26(10.0%)
R T R o R 6(4.4%) 11(4.5%) 5(3.9%) 16(6.4%) 9(7.9%) 11(4.2%)
7 a~Esa e s 1(0.7%) 1(0.4%) 0 0 0 0
~< 7 U Mg 0 1(0.4%) 0 1(0.4%) 0 0
~ET T E U 0 1(0.4%) 0 1(0.4%) 0 0
RSiEE &l 0 1(0.4%) 0 1(0.4%) 0 1(0.4%)
i/ MR EGED 1(0.7%) 1(0.4%) 1(0.8%) 0 0 0
R 0 0 0 1(0.4%) 0 0
H i Bk s 1(0.7%) 1(0.4%) 4(3.1%) 9(3.6%) 0 11(4.2%)
SRkl 5(3.7%) 7(2.9%) 1(0.8%) 4(1.6%) 3(2.6%) 8(3.1%)
DEMET T 0 0 1(0.8%) 0 2(1.8%) 0
/N EHE N 3(2.2%) 2(0.8%) 3(2.3%) 6(2.4%) 0 3(1.1%)
SR A 6(4.4%) 20(8.2%) 6(4.7%) 17(6.8%) 6(5.3%) 9(3.4%)
QRS il 77 0 0 1(0.8%) 0 0 0
M7 A U kAT 72— Hn 6(4.4%) 14(5.8%) 9(7.0%) 8(3.2%) 4(3.5%) 8(3.1%)
JRUCIE B 14(10.3%) 32(13.2%) 18(14.0%) 36(14.4%) 15(13.2%) 27(10.3%)
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FRRMR SN
MedDRA/J Version 10.0 77 ‘Ei 50 mg% ]\{ V? By
e (SOC) CIREES GRS GRS
HAzE (PT) HY L H0 L H0 L
n=136 n=243 n=129 n=250 n=114 n=261
NI S 1(0.7%) 0 0 0 0 2(0.8%)
NI 1(0.7%) 0 0 0 0 1(0.4%)
A i A 0 0 0 0 0 1(0.4%)
B K OV A FR kB 75 13(9.6%) 3(1.2%) 3(2.3%) 7(2.8%) 0 7(2.7%)
BRI 0 1(0.4%) 0 0 0 0
HEA 6(4.4%) 2(0.8%) 2(1.6%) 2(0.8%) 0 3(1.1%)
B 1(0.7%) 0 0 0 0 0
AR 1(0.7%) 0 0 1(0.4%) 0 0
Yl 1(0.7%) 0 0 1(0.4%) 0 1(0.4%)
FHER 2(1.5%) 0 0 0 0 0
NGRS 0 0 0 0 0 1(0.4%)
M) v~F 1(0.7%) 0 0 0 0 0
THIRSENE 0 0 0 0 0 1(0.4%)
iRt ¢ 0 0 1(0.8%) 0 0 0
B R it L 1(0.7%) 0 0 3(1.2%) 0 1(0.4%)
B, BEMEROGEMAAORAY (BREOR) —T 251 1(0.7%) 0 0 1(0.4%) 0 0
1 IR E 1(0.7%) 0 0 0 0 0
HLPY LG O BB A 0 0 0 1(0.4%) 0 0
R I 5(3.7%) 6(2.5%) 7(5.4%) 5(2.0%) 2(1.8%) 12(4.6%)
FEAE R 1(0.7%) 0 0 0 0 0
FEPED 0 1(0.4%) 2(1.6%) 1(0.4%) 1(0.9%) 1(0.4%)
SER 1(0.7%) 5(2.1%) 5(3.9%) 4(1.6%) 1(0.9%) 9(3.4%)
TR BHURR 2(1.5%) 0 0 0 0 0
U AES 1(0.7%) 0 0 0 0 0
Jv 5EE 0 0 0 0 0 2(0.8%)
EXOR ML GETR 0 0 1(0.8%) 0 0 0
i B AR A L AE 0 0 0 0 0 1(0.4%)
FErr R 1(0.7%) 2(0.8%) 2(1.6%) 0 0 0
5 oY 0 1(0.4%) 0 0 0 0
RIRE 1(0.7%) 1(0.4%) 2(1.6%) 0 0 0
B M OVR K b 3(2.2%) 3(1.2%) 3(2.3%) 6(2.4%) 3(2.6%) 3(1.1%)
HEIR A 0 0 0 1(0.4%) 1(0.9%) 1(0.4%)
R 0 0 1(0.8%) 0 0 0
FRIR 3(2.2%) 3(1.2%) 2(1.6%) 5(2.0%) 2(1.8%) 2(0.8%)
AEBH R K OB R 0 0 1(0.8%) 1(0.4%) 1(0.9%) 1(0.4%)
LSS 0 0 0 0 1(0.9%) 0
HRHEFERPME LR & 0 0 0 0 0 1(0.4%)
(IS 0 0 0 1(0.4%) 0 0
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FRRMR SN
MedDRA/J Version 10.0 7 7 ‘Ei 50 mg% h } 1/? o i -
sn k4 (SOC) HIEEYES CIREYIPS CIREIP S
HAEE (PT) HY L H0 L H0 L
n=136 n=243 n=129 n=250 n=114 n=261
SMENEZ 5 FEAE 0 0 1(0.8%) 0 0 0
M. MasR & Oithmbe 2(1.5%) 1(0.4%) 2(1.6%) 4(1.6%) 0 6(2.3%)
MK 0 0 1(0.8%) 0 0 0
WE i iz 0 0 0 0 0 2(0.8%)
T 0 0 0 0 0 1(0.4%)
I 0 0 0 0 0 1(0.4%)
BBEE 1(0.7%) 0 0 0 0 0
MM BRI 0 0 0 4(1.6%) 0 0
T LU — R 0 0 0 0 0 1(0.4%)
SR 1(0.7%) 0 0 0 0 0
FREDORIE 0 0 1(0.8%) 0 0 0
MR EE AN Rk 0 1(0.4%) 0 0 0 1(0.4%)
B2 B OB T AR 5(3.7%) 10(4.1%) 7(5.4%) 15(6.0%) 6(5.3%) 10(3.8%)
FHEBHLIEZ 0 0 0 1(0.4%) 0 0
A EN 0 1(0.4%) 0 0 0 0
T UK —PER A% 1(0.7%) 0 0 0 0 1(0.4%)
KT B 2% 0 0 0 1(0.4%) 0 0
B R JE 0 0 2(1.6%) 2(0.8%) 1(0.9%) 1(0.4%)
AR 0 0 0 1(0.4%) 1(0.9%) 1(0.4%)
15 2(1.5%) 3(1.2%) 3(2.3%) 3(1.2%) 3(2.6%) 4(1.5%)
KGR ZVERZ 0 0 0 1(0.4%) 0 0
1k 1(0.7%) 1(0.4%) 0 0 0 0
Z 5 FERE 0 1(0.4%) 0 0 0 1(0.4%)
S5BE 0 1(0.4%) 0 0 0 0
b 0 1(0.4%) 0 3(1.2%) 1(0.9%) 2(0.8%)
iR 1(0.7%) 2(0.8%) 1(0.8%) 2(0.8%) 0 1(0.4%)
LB 0 0 0 1(0.4%) 0 0
BHMEE S FEAE 0 0 1(0.8%) 0 0 0
Mg fEE 0 1(0.4%) 2(1.6%) 1(0.4%) 2(1.8%) 2(0.8%)
& I E 0 1(0.4%) 2(1.6%) 1(0.4%) 2(1.8%) 1(0.4%)
1FCH 0 0 0 0 0 1(0.4%)

Bl%k (FEEL=R)
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T35 t27R(045, 048) (n=591)
A0 25mg(045) (n=210)
A0 50me(045, 048) (n=587)
I5A4'0 100mg(045) (n=208)
MLT RS (048) (n=375)

2.7.4.7-1

(n=529)
(n=179)
(n=522)
(n=171)
(n=315)

Source : CTD ####7, [X] 274 _05 001

(n=292)
(n=93)
(n=298)
(n=88)
(n=173)

5
(n=253)
(n=18)
(n=241)
(n=71)
(n=150)
AEHR

70
(n=176)
(n=56)
(n=179
(n=51)
(n=104)

]
(n=133)
(n=38)
(n=142)
(n=39)
(n=84)

98 12

(n=35) (n=0)
(n=1) (n=0)
(n=36) (n=0)
(n=2) (n=0)
(n=37) (n=0)

3I5A45'0Y 100mg(045)
MILT AT (048)

teE S ERELER [CL-045, CL-048] [THITHHFEERDBREHIHMR

0.7+

RERBE
o

o
IS
|

0.0

_J.uul‘”-l'u'

wida

1

'Llll{IIIJI.I LU L
1 1

[

T35 127R(045, 048) (n=591)
R4 0 25mg(045) (n=210)
~40 50me(045, 048)  (n=587)
4B 100me(045) (n=208)
LT RS (048) (n=375)

27472 B

(n=5689)
(n=201)
(n=562)
(n=195)
(n=334)

(n=547)
(n=197)
(n=542)
(n=185)
(n=311)

(n=504)
(n=187)
(n=495)
(n=175)
(n=280)

(n=484)
(n=184)
(n=478)
(n=172)
(n=268)

EHER

(n=469)
(n=173)
(n=452)
(n=166)
(n=251)

T
84
(n=407)
(n=131)
(n=395)
(n=128)
(n=236)

98 12
(n=116) (n=0)
(n=2) (n=0)
(n=113) (n=1)
(n=5) (n=0)
(n=108) (n=0)

75 127R(045, 048)
35RO 25me(045)
5% 02 50me(045, 048)
IS5 0 100mg(045)
RILT AT (048)

HEEABR [CL-045, CL-048] IZHITHEIERDREFRIRFEMR
Source : CTD ####7, [X] 274 _05 001
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BRERMREE
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0 14 28 42 56 70 84 98 12
T35 127R(045, 048) (n=591) (n=581) (n=577) (n=562) (n=555) (n=551) (n=486) (n=152) (n=0)
3540 25mg(045) (n=210) (n=207) (n=207) (n=204) (n=203) (n=203) (n=153) (n=2) (n=0)
IR A 50me(045, 048)  (n=587) (n=582) (n=576) (n=561) (n=652) (n=546) (n=488) (n=145) (n=0)
25450 100me(045) (n=208) (n=206) (n=204) (n=202) (n=202) (n=199) (n=156) (n=6) (n=0)
bLTES(048) (n=375) (n=372) (n=368) (n=364) (n=360) (n=359) (n=342) (n=165) (n=0)
ERAEER

27.4.7-3

Source : CTD f#E#T, X274 05 001

75 t7R(045, 048)
35402 25mg(045)
A~ 0 50mg(045, 048)
3I5A4'02 100mg(045)
RILT B2 (048)

teExERELER [CL-045, CL-048] [CHITHEELBFEETRODRBERIRMR

L LI UL AL 19400 Lb bk b1
f U

1.0
0.9
0.8
0.7
0.6
B
b
aé 0.57
B
0.4
0.3
0.2
0. 1
0.0 PP S TP T PUN T ST AN P A TIRTIT) L
0 14 28 42 56 70
75 27K(045, 048) (n=591) (n=584) (n=579) (n=565) (n=557) (n=553)
IR0 25mg(045) (n=210) (n=207) (n=207) (n=208) (n=203) (n=203)
5RO 50mg(045, 048) (n=587) (r=582) (n=577) (n=563) (n=554) (n=549)
I5R50 100mg(045)  (n=208) (r=206) (n=204) (n=202) (n=202) (n=199)
MLTBED(048) (n=375) (n=373) (n=371) (n=366) (n=361) (n=360)
EREER

27474

Source : CTD f#E#T, X274 05 001

84

(n=488)
(n=153)
(n=491)
(n=156)
(n=343)

98

(n=163)
(n=2)
(n=148)
(n=6)
(n=165)

12

(n=0)
(n=0)
(n=1)
(n=0)
(n=0)

3I5A4'02 100mg(045)
RILT B2 (048)

teExERELER [CL-045, CL-048] [CHITHEELEIMEAD RBERIRMR
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0 100 200 300 400 B
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BRERMREE
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g P | Il | | | ey |

0 100 200 300 400 B
RREE OBEENEETERVEEGEREROARETOAY

BERER

%

——— 3I5RJAY 50me #5461
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80+

60

207

8 | | 1L || S Y 117 1717
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0 400 B

I60 200 300
ABEE OREMAFTETE LV ERCATERORRETOBH

[ 2.7.4.7-6 E#& 5B [CL-051] (2B 2 EELRBIWER O BB R iR
Source : CL-051 #&F&#AE, X 12.5.1.1.1, [X12.5.1.1.2
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75 £ 7R(045, 048)
——— 35450 25mg(045)
A5 O 50me(045, 048)
0.9 — — - I5A4'0Y 100mg(045)
------ LT RZ(048)
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RERRER
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0 14 28 42 56 70 84 98 12

75 t27R(045, 048) (n=591) (n=581) (n=577) (n=563) (n=557) (n=553) (n=488) (n=153) (n=0)
IR A 25mg(045) (n=210) (n=207) (n=207) (n=204) (n=203) (n=203) (n=151) (n=2) (n=0)
5RO 50me(045, 048)  (n=587) (n=579) (n=567) (n=555) (n=552) (n=545) (n=488) (n=146) (n=0)
I5A4/0 100mg(045) (n=208) (n=204) (n=201) (n=200) (n=199) (n=197) (n=155) (n=6) (n=0)
FLFE DY (048) (n=375) (n=369) (n=363) (n=361) (n=358) (n=357) (n=341) (n=165) (n=0)

AEBRICEHPLL

27477 Bt RERER [CL-045, CL-048] IZH I+ AR ERILICE--HEERDEER
IH SRR
Source : CTD f#E#T, X274 05 001

75 t7R(045, 048)
——— I5AJ0 25mg(045)
S5~ 0 50mg(045, 048)
0.9 — — - I5A4'0Y 100mg(045)
------ RILT B2 (048)

0.8

0.3

0.0-F

75 27K(045, 048) (n=501) (n=584) (n=518) (n=565) (n=558) (n=554) (n=489) (n=153) (n=0)

3540 25mg(045) (n=210) (n=207) (n=207) (n=205) (n=203) (n=203) (n=153) (n=2) (n=0)

5RO 50me(045, 048)  (n=587) (n=579) (n=571) (n=559) (n=553) (n=548) (n=490) (n=148) (n=1)

I5/R%/02 100me(045) (n=208) (n=205) (n=201) (n=200) (n=200) (n=198) (n=156) (n=6) (n=0)

FLFE DY (048) (n=375) (n=370) (1=366) (n=363) (n=359) (n=358) (n=342) (n=165) (n=0)
EMERIZE Sk

2.7.4.7-8 e xtBRE ER [CL-045, CL-048] IZH T35 IEICES-EMHERADRBRIER
bl
Source : CTD fi#tfr, [X274_05_001
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