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TRV HD & LT, 2002 FFICEFREHIF2IC L > TEFR SN Uy K TIE 2005 4F12 H ARPERBERE S )
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V. BEICEHT 5IEH
(2) BR R B ER

1) BEEE5HER
OHEIHR 5 R
TR R B 19 Fllc e Zmy (7 kL) % 10, 50, 100, 200, 300mg XX 7" F &R % Zefg B ElRR O
Bl (50mg OAZENERER ORHEEE) Lizs &, 1960F 78] 9 HFoREEEPREINT (T BRES
(ZEhEIE) 1§, ©xX7my 10mg #5451 B, 50mg £5 (Z2RENF) 3 f5l, 200mg %45 1 Bil&% OF 300mg ¥t5- 1
), 2 BILL ETRD DN HEFERFRIL, B 2 6 (BT 1 50mg &5 (ZEREIE) 2 ), E5GERY: 2 #
(B2 10mg 85 1 5] X O 50mg %5 (ZE0EF) 1 6) K ONESLAEIRILE 2 61 (777 B Rixs (Z21E1)
LB RO ERT ey 200mg #5 1 fl) Tholo, RRBRTIE, SLCRVOEERAEFZOBRE X2 o7,
(003 #ER)

) AFOREROCHEL., M@, ACZeXZ o2 LTomg 2 1 H 1 EABRICERAKEGTS, ] T
»H5b,

QBRBRHUK AN :-BEOZEDKRE
TEFERLA B 8 Bl B2 U §E 50mg & ZEMERFICHIERR NG L7z & &, FHIDS L1 1 Rl Sz,
e m s L ORERRIZEER L LT S, BBRRGRFCIIEEFLOBBIIRE SN2 o7, K
BT, SEE, BELAEFRLL OB ILICE > HERFRIIRD SN notz, (T101 RER)
(TVIL 1. (2) BERBBR CHERR SN IR ) DIESR)

2) REREHER
AR AR T 24 I QMRS I B 4 16 fllce_Zay (B &) % 50, 100, 200mg XIL7 T &R% 14
AFIRER NS Lo &, X7 a L 50mg B 6 4 3 . 100mg 7 18 il 9 il CGEAHME 6 il 3 4,
w5 4 12 Bl 6 B) , 200mg Bf 6 Bl 5 ICAFHFRNRE SN2, Kb Eh oo HFRILE IR
FEWERE [13.3% (4/30 B) . Wi 4L h 200mg BE] TH V., H b3l T L oRREBEENEETE RN
EHIT SN, ARBRCIE. HCKRCEERAEFGZORE LD o7, (009 3B)
(TVIL 1. (2) BEARRBR CHER S hIREE ) DIESR)

) AFOMEROHEZ., DR, RAKIZEXZ a2 LT50mg &2 1 H 1 EE%ICRO®EET S, ] Thd,
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R A B (SEAN) 52 fla ki L LA " mSHR 75 v RSB, BB (XL 7nxds i3
FERT), ABEA W7 v 24— _R—HBRIZB\T, EXZ ey (BE) & LT 200mg ™, 400mg ™, IR
IEEX T 7 X9 400mg & ZERGIRFHRIRE O B 5D QT/QTe JEE % QTcF (Fridericia JEIZ & 2 DUl IE
QD) AW TEME 7=,
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V. BEICEHT 5IEH

& THREOR—ZXZA UALDELE(TFEREDE)

o e &g?ﬁfﬁﬁi %ﬁigiw OH{EHHIX ] (msec)

(msec) TR | kR

B2 1 200mg 50 1 4. 98 3.07 6.88
B a2 400mg 52 1 4. 60 2.71 4. 68
EF T F Y 400mg 49 2 11.16 9.24 13.07

# o BT O T T Q0%EFHX [ O EBRD R b K & AR fE 2 R L7 AR
A AQTCF : & RIER R COEEGRED /) Tt — REEMN A TO T 7 2 REGREO /N e F-1y
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ARRICBWTIH T R OEEREERAI IV TNOR G THRO b7, B 1 2 200mg & UN400mg
BHW T 78R EETIIAEFLRBUC L 2R P ILOREIT o7z, ©X7 1 2 200mg K O 400mg £
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ou—/»L (f #EEE) L7 2e vy (EIRESE) 21 8 187 AMKEROFHRS Lz L2 oXE
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(=23 . WO Tk < ER EAER

PSES

EIEBEEMEEE GMNEA. BARN) . ~N— 5Bk : 1395 fil, iERR SR « 845 4
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5, RAY 13, A XV 7T 4, HA3L, @E4, A¥x> a2, =a—I—F0 K4, /vy =—8,
=5 R—=F L K6, v T4, 77U N8, Avxz—FT 6, FET)

E7
oL e

NR— 2R

18LA E 5 LA T CTH Y, RIEERER G2 & 3EHARTL VIBIEEIEEDE (0AB) & 2ZHr s
NTWHHEE (72721, BEAZFOMAN ERE 10%E Liz)

T EL I BR LA N OB R BR LA 1T BN T, 0AB wet XU 0AB dry OWFRUH D HE 2 i 7=
0AB wet :

1 BH 720 ONFEHERBIEN 8 B 1

<1 B ®H72 0 OFEHIEAMER KRB ES 1 B2l E

- GhAMEIR R EE OB G E IR KRR ORI A EE 5

OAB dry :

<1 B0 OFHYEIREIEA 8 (8L E

-1 BH 720 OB R BB 3 [B2L 1

<1 HH72 0 OFHULAMRIEEE S 1 BIAGE

- GhA MR K EE OB G TR AR DR EIE A EE 5

7272 L. OAB dry & DAL LR 20% & L7=,

LR R R
N— 23R Part 1 Xl Part 2 #5587 L7-FE

E7
Bl L ve

RBEEEMEIC LY REULAR, MR UIREZECE S LTS RN H DI (R
A, FEERERE S, IREE BRI, RN ARAE, TRBREMTEMSIC X 0 ERICER S & 5 L flEr
SNTRIIRIER OIHEREFS) 2055 Ll Shi-id
< FERRES B O IR 24 KO3R8, TR, UIMRATERR (R IEMELES) OBEE
BETHEE
< W 6 5 A LANICIEEME IR RS O3 BRI O I OB FE 2 9 5 g
< BEAERE, BRAREEIR, SURERRRERE R0 D RISEIYE 2 R LTV 5 JUIAFIZ 6 [11LL R L
TWD Z EDER SN BE
LUTFIZZT AN OREE A7V —=> 7 WABER B 550 f#BitamT 2 WA E Clzhik L, 158k
HIRIHIIIRIE L2 2 S IZE LW
Fr= U AERZEET HIA, TFIRAMES. EEERAEGEO B THERENS 3.7 KL
TV U R, ARPFIRALVEY | RAKFYT AT IT—E5HEK, .7 FL)- VU %
PIIN (IR S)
« A7 Y —= 7 BtART 8 WE LA LU T O RRMIEHR 2 Bith U7 B8 SUITRBRIAR 2 y69 % BY
FE LS IEETLPERD L BHE
(ZBZH Y SEUIZFOMAEE., Eue h=r KO/ T/ 27 U B A FHLESR
a 7 RUF U U BB, 5% IIRBFTEORVE CRMFERE, WAL Y V3 0AB O
SEIR B I PR BEE D VEIR D 12 DI S 5 135 3K)
cFREERA L TV DA
* BN ARIE R DIRE D 72012 5 o B IuERAEIE IIEFELZFERA L T D, HLLITiEE6
& A INICIRIE L 7= /e
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AERICEYT SRR

N—AHBR Part 1 EREGER
B o s conEs, =anpy e RS2 <= Rm>
B || oo MFOS ONRRSORMIERURSEOME|| | SERSHRORSERUANIONE
m ERIOY 3mg (n=144) —D-I
EAYO> 50mg (n=150) EARJOY 50mg (n=223)
_eng0y 50mg 7/ BRSO 50mg
Hb-rﬁf/xm 4%4;5%3)-/; F) (n= 134)4-.
751K e Ng (n=132 ﬁ
EAYO> 100mg -
EAYO> 100mg (n=149)
(n=248)
— \\\\HLTEI)&ER 4mg (n=: 135 \\—P NN D N q
:I-\ MVZOYYER dmg =
%ﬂifﬁﬁjﬂf — 771!11( (n=141) =t
-8 0B A
‘_tlﬁ*"%‘ t N—R5kER Part 2
SATUA(4EM) <—EEIR> (n=240)
BEM | [ npns s s RO MO EHE
BE) | | s emoEntRORSEORE
EA2J0> 100mg (n=112) EAYO> 100mg =
N NN AN WA
MVFOSYER dmg (1= 12\* L MFOYVER dmg. | —
TSt A , /
seRgnY 100mg 7/
%52 Nl&;DJ“JER 4mg/(n=110)/ I EAYOY ) 100mg
] / ¥ HlaTIJ//ER 4né/, / (n=134)
751K (n=64) rb
- 138 08 4E/0:8 5238
Eﬂﬁ! HIHIEES
MUFOSVER @ NLFOS U RREHE]
(2
EEEHIIEE -
~_— AR
8WIRED 1 HEWHEREE D RX—RF 4> (0#) »5DE{bE (Part 1)
EIRARHmE H
~N— 2R
< 4ERED 1 A EHPEREFDOR—R T A 92 b D& L (Part 2)
- 8 MIKE (Part 1) MON4 K (Part 2) @ 1 HEHERAMIRIEEREDON—2 T A L inb D
{b&
« 8 HIKF (Part 1) KN4 HKE (Part 2) @ 1 HYEERIEEIEORX—R T A v inbOElE
SEAThE H 8 HMKF (Part 1) KOV4 K (Part 2) @ 1 HIFEHRBEYHEREEIEDOR—RF 1 52 b DAL

=)

==X
1 AEYRAME IR REE RIS OV T B PR REERIEE OFFTIE S~ T 0AB wet FBHIZ OV TOHRE
jj‘m 1/7’;0

< 52 KED 1 HWEHERIEI DO N—R T A b O

« 52 IFD 1 H YRR REFEE O R—R T 4 VoD OZ b
< 52 JKED 1 HSWEHRKEEEBDON—R T A b O

- 52 JKE D 1 HSERRETHARKEEE DO N—2 5 1 L inb D2 E

(2 &=tk)
HEHRG, WEBREME, A INAVTA L DR—2F7 4 b ORLE

(008 F5R)

) AFORMEROCHEX, HEFE, RAZIZER7rr e LTo0mg # 1 A 1 REIEHICRNKRET 5, Thod,
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V. ARICEYHIER

(CHEZHIE)
~N— 2R
EEFHMHEE -
Part 1
- SMERED 1 HEBPEREIFL D N—RZ T 1 b D&
50, 100mg M X b LT 11 P U BETT T BRI AR RIS E B R BB b,

, ERJOY ERJOY ERJOY ERYOY NLFOSVER E~RGOY
JotRBE 3mgBf  15mgB¥  SOmgB¥  100mgBf  4mgBf SOmgfHFREE
(n=141) (n=144) (n=132) (n=148) (n=148) (n=134) (n=134)

R=Z5AE 1086 1093 1132 1121 1115 11.00 1090
(CHOELRERE) +284 +235 +348 +3.16 +232 +217 +252
0 - : e i
~ \
| —05-
A
=
14 109 |-1.16
=7
7 [_1'50'j . ;
24 -082 : :
B =157 -1.62 =161
D —1957 [ —19, A
z E —129 ] L=w27] P03 [ _12'05’
& -204 b ~1e
= | [ —240,
—174
. * % —0.64[— 1.1, —0.18] i
- % % * —091[— 137, —0.44]
(=)
* —0.54[—1.02, —0.07]
#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 7T &REE (cLDA i)
BN R+ (95%(EHEX )
P D TEX
ﬁ% *ﬁﬂiff%%

8 EREFD | BEPREBDN—RS A U oDELLE

< 1 BEBPEREE D RN—R T A S DELEDOHE (B5)

At 1S HARS
~
|

A

-

e

Z

h

5

@D

E

1t

= <= TSR (n=118) -\ ERSOY3mgBin=113)
3 - ERJO>15mgB¥(n=111) @= LA 0>50mgBE(n=121)
(@) =@ ERJD0>100mgE¥(n=122) - NLFT02VERAmgE (n=134)

i ERJ 0> 50mg B (n=134)

*:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 77 BREE (cLDA %)
/N IR+ (95%(EHE X )
¥ eI a L 50mg OF BRI E XTG4+

1 BESHFREBDA—R5 1 oMo DEILEDHTR

(008 #ER)
) AFNOMEROHAEIL, EE., RAIZIZERZ7 oL LTs0mg 2 1 B 1EE%ICROKET S, Thd,

17



V. ARICEYHIER

R AR TE H

Part 1
< 8WFED 1 HIFHULAMIR I DO R—RA T A )b OB R
15, 50, 100mg KN M LT a P U BT T B REECH SR FIICE B R 2338 Sz,

ENJOY  EnJOY EnJOY EAJOY NLFOSVER ERJOY
JStABE  3mgB¥  15mgBF  S0mgB¥  100mgB¥  4mgB¥ SOmgffFIE¥
(n=118) (n=113) (n=111) (n=121) (n=122) (n=100) (n=111)

R=ZF4 Al 311 270 294 281 296 2.80 271
(CEOMBLIEERE) +268 +194 +2.23 +2.06 +242 +2.13 +1.88
0 —
’l‘\‘ -0.5-
A
=2~ g3
7 r —152
= 15 L_pgos ] L= 152 R
AN ' [ -181, o
) -123 = 9 : —2.00, —201
—2.10, i :
R —20q il ERES [ S ] i -142
;E -167 1 L —167 *
Lty
L * * —0.57[—0.97, —0.17)
50 * x x —0.72[—1.11, —0.33]
(Iﬁl) * % *x —0.71[—1.10, —0.32]
* —0.46[—0.87, —0.04]

#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 77 & AREE (cLDA )
/NIt (95%13 HE X [E)

XM E R

OAB wet HFE D Ix

X 8EFD 1 BTHESERAERBDORN-RS A UHALDELE

- 1 BEBEBAMER LRI DO N—2 T A b OELEROHER (25)

R=2 {5 AR
1> 1 2 4 8 (1A)
0— 1 | ! 1
/ﬁ
A
>
~<
>
H
5
@D
IE
1k
= O T5tREE(n=118) -\ ERY0>3mgBi(n=113)
- EAIO>15mgBE(n=111) =®= P ~RJ0>50mgBE(n=121)
— 3 “®- EARS0>100mgBE(n=122) = MNUF03VERAmMgEE(n=134)
@ - EAJ 0> 50mgHFEE(n=134)

#:p<0. 05, % *:p<0. 01, * * *:p<0.001 vs 77 &AREE (cLDA %)
B/ TR+ (95%EHE X )

e m v 50mg GBI E Ak

0AB wet B3 D FH

1 BEHUASREZEEBDOR—R 514 N5 DELEDHR

(008 #ER)

) AAOMEROCHEZ, DEFE, RAZIZERX7m L LTo0mg # 1 H 1 BRIE#ICRAKRET 5, Thod,
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V. ARICEYHIER

- 8WRFD 1 AR RREEEIL D N—R T A b DR LR
15, 50 B TF 100mg #E T 7T £ ARBECHARFHFRICH BB B8 bz,

ERJ0>Y  ERJOY ERGOY ERJOY NUFOSYVER ERJOY
J5tREE  3mgB¥  15mgB¥  S0mgE¥  100mgE¥  4mgBf  S0mgfiFIEY
(n=118) (n=113) n=111) (n=121) n=122) (n=100) (n=111)

R-Z54VfE 361 305 332 310 343 308 315
(PIMELERE) +326 £211 +244 +226 +283 +239 £241
oo = M —
.
| —05
A
)
X -104
>
) -152
= -1.71
D [ . N
= -121 |: —202, i NSNS an
,{t —2.04 -1.39 |: —2.20, syt s
= ‘ = -is2d [oa
- -169] [-2437 [ —168
| ~1,2 | L-180 ><
—2.5
&) * —048[—091, —0.05]
* * —060(—102, —018]

* % —0.58[—1.01, —0.16]
#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 77 AHREE (cLDA %)
/N TR £ (95%(E HE X))
XM E R
OAB wet HRFE DI

8ERED 1 B FEWREZERYMDR—RS A oMo DEILE

- 1 BSEHRREEEE DR —R T A b OELROHER (B5)

R=2 155 HARE
4> 1 2 4 8 (i)
0- L | 1 1
~
|
A
o
~
=7
h
>
@D
2’{
it
= <O= F5tREE(N=118) -/ EAYO>3mgin=113)
3] - EART0>15mgBi(n=111) =@= R 0>50mgEE(n=121)
(E) =0~ ERJ0>100mgE#(n=122) == MLFO2VERAMgE (n=134)
B EAJ0Y50mgHFIE¥(n=134)

%*:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 77 BREE (cLDA 1£)
B/ N RS+ (95%EHEIX )

¥ e a L 50mg OF FABEIIMRE XTG4

0AB wet B3 DA

1 BEYRRZERBDAR—R S Uh b DEILEBDIHETRE

(008 #ER)

) AFOMEROHEIZ. D@, RAKIZIERXZ a2 LTomg &2 1 A 1 EA%ICRO®ET S, ] Thd,
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V. ARICEYHIER

c 8 HIKFD 1 B IEHRBYNAEEIORX—R T A inb OE b E
50, 100mg . ON hVT v DU HETT T BRI ANFEHRIICE BRBD 330 bivz,

IOy ERJOY ERJOY ERJOY NLFOSYVER EAYOY
JothEE  3mgBF  15mgBf  50mgBF  100mgB¥  4mgB¥ SOmgfHFREY
(n=141) (n=144) (n=132) (n=148) (n=148) (n=134) (n=134)

R-25(E 652 6.49 693 643 734 639
(CEOMELIRERE) +437 +3.66 +4.69 +422 +414 +378
’l\‘ —05-
A
S —1.04
7
<  _q154 |—159
72\ _2.07’ e 1.77
) [ -11 —224,7
() —2.0 -130 J
zﬁj?z{
g —2.5-
= =)
_(laﬁl(;_ * —0.76(— 143, —0.10]
* x % —1.24[—1.90, —0.58]
* * —0.94[—1.62, —0.26]
#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 77 AHREE (cLDA %)
/N = (95%ERE X M)
¥ RE XG4
fii K 8EEFED 1 BFHYREVEBREHOR—ISA4 UMD ELLE

<1 BEYREYRAEEIEONR—R T A b OELBROHE (25)

A2, JSHAR
~
|

A

=

e

s

n

5

D

£ |
16 ] i
e “On TR (N=118) 2 BRSO 3mgBEn=113)

4 - EAJ0215mgB#(n=111) =@ £AJ0250mgBén=121)
(@) @ ERIO100mgB¥(n=122) A MLFOSYERAMgEEN=134)
- EARS 0 50mg A N=134)

%:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 7T &REE (cLDA 1)
/N TR+ (95%EHE X )
¥ e 1 v 50mg PSR E KT S4

1 BEYRETEARBHDA—ZX 54 oo DEILEDHR

(008 #XBx)

) AFNOMEROHAEIL, EE., RAIZIZERXZ o LTs0mg %2 1 H 1 EE%ICRAOKRET S, Thd,
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V. JAEICET5IEE

Part 2

4O 1 HIEHHERBEEONR—RZ T A inb OELE

100mg #ET7 7 B ARBECHANRHFOICHEE R B O b, 100mg HHEHEZ. MrTrry
VRIS HR RIS E BB R LT,

enjoy  NIFOSYER  EnJOY
JStRBE 100mgB¥ 4mgB¥  100mgiHFABE

(n=64) (n=111) (n=122) (n=110)
R=Z54UfE 1156 11.88 1107 1124
(POELIEERE) +323 +381 +230 +294
0
-
| —05-
A
=2
« -1.04 |—-1.12
b7 —160,7
m -063 [ —-157,
B~ -090
@D
&731
it —2.04 [ —207,
= i [ —250,
-179
=25
((EN)

% % —0.79[—139, —020]  * * % —0.91[— 139, —0.43]

#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 77 BAREE, b7 EREE (cLDA %)
/N Y+ (95%(EHEIX )

X 4O 1 BPHHEREBORN-RS4 oA LDELE

AR
< 4AEFFO | B SEHENAMEIR KR O R—R T A b O L&
100mg PEAREL b VT v O VBRI R TR RIS H B R 2R LTz,

ERJO>  NLFOSTER  ENJOY
JStuREE 100mgB¥ 4mgB¥  100mgfHFEEY

(n=53) (n=86) (n=102) (n=86)
R—=251 Ul 352 322 329 283
(ﬁﬂfﬁﬂ%ﬁéﬁé) +252 +241 +243 +204
~
L -os
>
7
3 —1.0]
5
;g‘ — 1.5 —149 [ -1e
. —195,7] -1.04
1515 [ -102 -1.73
= r —208,
=204 ~= Tl = [ ~2.25,
() o

* —0.53[—1.01, —0.06]

#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 7T BAREE, bLT 1 EREE (cLDA %)

/N L+ (95%EHEX R
0AB wet HFE DI

X 48O 1 BPHNEERAERBON-RS A UHALDELE

(008 #5Bx)

) AFOMER ORI, D@, RAKIIERZ e LT5mg &2 1 B 1 EB%ICRo®ET 5, ] Thd,
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V. JAEICET5IEE

4O 1 BIPEHRREREON—2F A b O E
100mg FERREIZ. LT o P U BRCHA TRERIICHE E R B 2R LTz,

ExRJO>  NUVIFOSVER  ERJOY
JotREE 100mgE¥ 4mgBf  100mgfHFEEE

(n=53) (n=86) (n=102) (n=86)
R—-254 B 425 363 376 324
(FIELEERE) +343 +2381 +290 +243
0 //
N \ /
| —0.54
A
=
< — 1.0
5
N\
5 -154 |-1.62 =1
2 [ —210, [ —196,
= -1.14 —129
4Eb = [ —238, ﬁ
= —165 [ -250,
-1.77
— 2.5
(D)
* —0.51[—0.99, —0.03]

#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 7T BAREE, F/LT P EREE (cLDA )
/N R £ (95%EHEX )
OAB wet 3 D&

X 4EFE) 1 BEHRAEABDA—IXSM4 Mo DELLE
UES
<4 IO 1 AR EYNAREE DO N—2 T A b OR{LE

100mg DFAIREIZ, RAT v O BRI TREMARNICE BRI 2R LTz,

EAJOY  MNVFOSYER  ERJOY
JSthEE 100mg&¥ 4mgB¥  100mgfHFEEE

(n=64) (n=111) (n=122) (n=110)
R—=254 Ml 724 6.53 6.68 6.13
(%':J{Et%iﬁﬁﬁ) +369 +377 +371 +3.14
/ﬁ ~5.54
A
S5 —1.0
i
=
—1.54 =
72 [ ~1.96,
B -1.11
@D — 2.0
%j -2.30
-291,
= 257 [ R—
~209 _ 7
—3.04 ’ [ =325,
@ i
*0.76[0.03, 1.50] * % % —1.27[—1.88, —0.66]

#:p<0. 05, * *:p<0.01, * % %:p<0.001 vs 7T AREE, AT EREE (cLDA %)
e/ T FRE+ (95%EFEX )

43EEED 1| BEYREVEARBBDA—RS 1 N oDEILLE

(008 #5Bx)

) AFOMEROHAEIL, B, AT ERXZ o LTsmg % 1 H 1EE#%ICRAOKRET S5, Thb,
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V. ARICEYHIER

(S

£

52 WHFD 1 FFPRREIE DO N—Z T A b DL L E
100mg BEAIREIL, FAT B P UBRT R TREMFIIICH BRI 2R LTz,

- 52 WHF D 1 B PEEERAMERREBE DO =2 T A )b DR R

A EAJOY  NUFOSYER  ERJOY
50mga¥ 100mgE¥ 4mgB¥  100mgfHAIET

(n=223) (n=246) (n=240) (n=134)
R=254>ME  11.18 11.60 11.00 1147
(FOMEHEERE) 261 +348 +241 +3.25
0 =
N
A -054 N
1 N
A =104
=
1T 15
7
N\
5 —2.0
& 2.5
2B e [ —287, -2.77
&: =220 —3.08,
2 —307 X [ —245 ]
—3.51
()
—1.10 [—1.62, —0.58]

BN £ (95%(EHEK M)
KR B4t

X 528D 1 BFHHRERDR—ZS51 UMb DELE

ExJo> ExJOY  NUIFOSYER  ERYOY
50mgE¥ 100mg&¥ 4mgB¥  100mgfHAET

(n=179) (n=200) (n=189) (n=112)
R=254 1B 299 334
(flziﬂﬁﬂ%i%g%%) +207 +255
~N
[ —0.5+
A
=
“ —1.0
37
h
5 —154
@D
g
£ -2.04
= [—2.43‘
—1.87
— 2.5 —272,
(=) -2.14

/N IR+ (95%(EHE X )
0AB wet & DA

52:EEFD 1 B Y ERRAERBDON—RS A U LDELE

(008 #5R)

) AFIOMER ORI, D@, RAKIZIERZ e LComg 21 A 1EA%ICRO®EET S, ] THD,
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V. ARICEYHIER

« 52 WD 1 BRI EBIEDOR—R T A inb DE &

(HES 52D 1 FFEIRBENAREEL DN =2 T A b DLt

100mg PFABEIE, AT v ¥ B O 100mg BEZ L~ THERHEIIC

enjo> EAJO>  NMUIFOSYER  ERJOY
50mgE$ 100mgE¥ 4mgBf  100mgfHAREE
(n=179) (n=200) (n=189) n=112)
R-ZF/ME 346 386 382 375
(mr:j@igiﬁgﬁﬁ) +247 +290 +299 297

i TH
~N —0.5+ 5///’ //j’//
2 )
S5 —1.04 T4
- 7
~ /s 7/
g =B %
5
@D —2.04
?’E‘
2 25 —274, [ —289,

-303, R —207
—304 L —236
(E)]
/N TR (95%EHEX )
X RE RIS
OAB wet HBF# D F
B 52BR®1 BEHREZERBDOR—ISA UNODELLE

BRI R Lz,

e~Jo> ExJO>  NLFOSYER  ERJOY
50mgE¥ 100mgE¥ 4mgB¥  100mgfHFEE
(n=223) (n=246) (n=240) (n=134)
NR=R51 B 735 7.54 6.94 6.56
(Eﬁiﬂﬁigiﬁéﬁﬁ) +378 +427 +3.86 +341
R T8 NN\
NN\
| —1.04 NN G
A N %
S —1.54
~
\/ s 20—
n s
B
gr) — 3.0+
?E —3.54 -267 ( —384,
= Pd |t
g _,0 3.00
- 4.5
(=)
—1.24[-193, —0.56]
—0.76 [—1.45, —0.08]
B/ TR+ (95%EHE X )
X RUE 54
52 BEFD 1 HEHREVAREHDA—X S/ UMb DELE

(008 #ER)

) AFNOMER OB, EE., RAIIZERXZ7 o LTs0mg 2 1 B 1EE%ICRAOKRET S, Thd,

24



AERICEYT SRR

(Z22ik)
~AN— 2R

- HEER

HERELOFRBEESIZ, 3. 15, 50, 100mg, ~ATF a2 50mg M. 100mg fERAKNT T &R
BETHENEI 38.2% (55/144 f3)) . 52.2% (70/134 f5i]) . 41.9% (62/148 i) . 41.0% (107/261
), 45.1% (116/257 1), 51.5% (69/134 f51]), 36.4% (40/110 f51]) 2 (*42.9% (88/205 f5) T
>77,

AHN o BB SN -8 CR O BEBE GO @M o Io B EFHLIX, 50mg BED SIHTASE K ORI R
(Wb 5.4%) . YRUNT 100mg BEDTENE (4. 6%) ThH 7=,

BIVEF ORBZT, 3. 15, 50, 100mg. "7 a2 50mg JFH. 100mg OB LT T & REE
T, ZNEI 14.6%(21/144 B) . 17.2% (23/134 f51]) . 15.5% (23/148 ), 11.9% (31/261 1) .
16. 3% (42/257 1), 22.4% (30/134 f51), 19.1% (21/110 fil) KOV 14.6% (30/205 f5l) TH -7z,
BHHRILCES7ZRIERIE. 3mg BET 261 2 (FHIL OWERMER) . 15mg BEC 4 6 4 1 (fEFL,
SER . A5 AR M ONEBEZS) | 100mg #EC 3 1 3 (B89, (EAL K ONERARMEEDE) . 50mg PEAAET 2
B2 CEEEROVTFH) . 100mg FAFET 1B 11 (0¥8) RO ZEREEC3 B34 (B, B
FIE IR B OVEL) Tho T,

ARBR T THNTRD bR d -1z,

EELRAEERSGI, 3, 50mg, TPy 50mg fERALOT 7 2REETENTH L6144 (B
BREss 4 30) . 161 1 4F IBVERAZEMEIRR) . 364 (LEME)., B AEirERE, mih
OFEWV, BEFID). 1F 1 GREERS) K22 (77 4 7% —Kit, @iiE) B 5
Nz, TXTOEERAEFEGIL., IFRELEMSIC L KEBEGRIEZR L LB s,

- BRI A A

WTHOEERETH, FFETREZMITRD b holz,

s NA BN A

WENOBERETYH, BRMICEE R ORI RE & TR EEAIEERD Do 7z,

It E RS

W - HEER

HERELOFBESIE, 50, 100mg, ~LT a2 KON 100mg fEHEETENER 60. 1% (134/223
1), 63.3% (157/248 f5]) . 65.8% (158/240 fil) K TN61.2% (82/134 f5i) T -7z,

AF 2 BB 5 SN TR LERE GO E N> 2 A EFRIT 50mg BEOREEY: (12.1%) . &
VT 100mg BED BIHTAZS (9. 7%) Tdh-o7-,

BIER ORBREIEIE, 50, 100mg. "LT o2 KON 100mg PEREETENEN 12. 1% (27/223
Bl) . 14.9% (37/248 ), 20.0% (48/240 f51]) J O 20.1% (27/134 ) TdH -7,
BEHRILICES7ZRITERIL. 50mg #EC 6 5] 7 ¢F (MERRMETE. B0, JE5 . ONEEREEOVE O FEiE
N LR, DB QT EREDS 2 48) . 100mg BT 761 74 L. BEMERE. LIS, =MD
G, KRB R, SERRBEIESS R OMERK) . Ry a P U BT 15 6] 18 (FREMEA Lo A&
MR pRE, BRZ O FEE, EREZE:R. RIEMERE. IR, Bo. HERR, B2, gk,
AT, M. SERNE. DW%@&U¢ﬂﬁ&rﬁ%1@ X%i@@ﬁ3#)&@mmyﬁ
FRETH B8 CRIYMEEIE, DNz, (B, MG, =HRs, IR, EREER & Ot EES
HHFEN) ThoTo,

AREEBR I EHNIRD S do Tz,

EERAEELIL, 50, 100mg, hAT a YU KON 100mg JFHBETEILEI 14 41 16 44 CHBE~
=T EEE. A LU A Al BEEREA, NG, FEBEEETT. 2REI. #E K
BRE K, EREASRIIERE, BEENE L IE, MERIE, ARMEERENIS 24, 848
(i, OARFEZE, TAEEE. ORI, OEFRRAEE, s, SRMEIME, Sk
%Llwﬂm#(%m\ﬁﬁﬁ4v?z\T&%ﬁ RAMIMLE ., S PERmE, Melid, BRIt
EE T, IREE. MK, N7, BEIRIE. HRIEZE. WAL $L. Eaﬁrﬁmdmﬁéf D
AmEh, KEREBIT. AFEtE. BAMIEBHR % 14, m%wz#)&olmlﬁ(TVJYWm)
HOOLNT, MTrIUUBEETHEILL L REMEA LY R) ZERE ., JBBOIREEMEIZLY
REBHRILE E S N7z,

- AR R A A
WTNOBREHETEH, FFETREIEZITRD ool
c XA B LA v

WINOREHE TS, BRI EERZUIFICRE L TS EHmIIRBO b o7,

(008 FfHx)
) AFNORER OB, EE., RAIZIZERZ7 oL LTs0mg %2 1 B 1EE%ICRAOKET S, ] Thd,
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V. BEICEHT 5IEH

(4) FRELAIEABR
1) B3R ER
ENE ML (T301 FER)
HEY GBI (0AB) BEEZXRIZE NI m % 1 H 50 LT 100mg O A& T 12 MR 0 ES L7-BEo
HE (77 B REGIC T B8 KOZeME R 5,

wﬁﬁ\ ZhagxItHE, MiEL(L., “EER., 77 BARx, WATRER iR
THA
k5 WIEEIREBEEE (HAN) 1232 4

i 20 LA _E

Bl (—238) o6& ALLERID HIBIEENELE (0AB) ORERZ AT 2 BARANEE
E7 TRIRWIBRMEER IS, BEHOPRAZEL Y, LFOT X COERELZTH =T8S

G UE + 1 BEHHEREIE S 8.0 BILL E

+ 1 BEENEME IR AR RIS 1.0 BILL B, X% 1 B EEREYE AN 1. 0 [|I2L
- BB MR R EE ORISR REEOREIE O 4 2 B % 5

CRAVE, REEREA URERA. Rk A. B a, Ba%) . REEYYE (bR, miirgk
). MVEMEREMRZE . BARNERERIE, ARRE MR, 5 L < IZERPRAVICRARE & 72 2 T El IR B PAZER B
(BISTRRIEKAESS) 2400 288, TSR RIEYE (B2 WIET 6 8 A LANIZ 3 [B12L L)
UL IIRHOBENR ® 5 B

o FEBIR I R QMR SR B A BT TE RN TN, TR R (M (LIES) DRBEE
EHTHERE

- BIZRIWIAT 6 8 A LI EM R R U B RIS o R OBEE 2 A+ % B

- BlEET 4 W E I FIZBT A EAOERZPEL, BBEMETIIERA L2 SICFEEL
RUVEBE
=Y AERERT LA FEHMER. B, 7 FL U UZRREEHE, B 7 RLFU v
EETA SRBIEEEE, A RBTRIR A VE | 0AB OFEMRUE UTHEIRBEE OIRE D I DI i S o7

BRoFHLE WA BEROEREO B THER SRS a7 RLT U U2/ RIERER, 7 3 BEAH, 57
v Ru AU AR, RARY T AT T —F 5 [HERK)

- BIZRWET 8 WRILIPICUA T O3WIaR 2 Bl L= B, XUTIRBREIM iR 2 ke L <13
W3 TEND D HBEH
(ta b= RO/ X/ v 37 U D IARLESK, 2 VT KU U AEEME - 850
o F=AEEERL D 23K, o T RV U U FIRIERNEE, 25 UTRFTED R E AT
. HEIRE A SK)

CFREEHEA L WD EE

* BINZRRIE R ORI D 72912 b o B LR ERZHEH L T2 UTHE 6 & H UNICIRE L7248
H

- BEHIRT VAFELDNICAR Y U X ZAFBROBERNEAZSZ T2 L85 5 BHF

JETE EE B R A PR ICAHE] 1 H 50, 100mg, A L X7 =F 31 HO0.2mg (BRIEK) I 77 &R
OVTANE LA 26 12 BRERICRORE L (B2 o 3#lRgkEh, 77 R RS RE
FEIE RO B%EEE), B, BRE ([ IX 7T 0) BEE. AR ORI BT 2 iR
LI,

ﬁ:ﬁm SAREHA(12180)
(W) <ZEHR>
<HE®R> -
RV EAYOY 50mg (n=372)

 EAJO> 100mg (0-372)

I’'Stks
TS5tk (n=371) =P
SREX(BRITIRN) (h=117) =)
-2 i@ 1238
% : BRE AZ97I1F3> 02mg

(T301 BR)

) AFOMEROHEIL, A, RAKIZERZ a2 LT50mg %2 1 H 1 RABICKRORET S, ] Thd,
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V. BEICEHT 5IEH

A2
Bt Siaib U=
TR 12 W RITO 1 HPEEPEREEDON—=2F A > (0) 206 DL L

BIREEHI A H

TBFRIAS AT R L COBFHIEE O X=X F 1 > (0i) b DOZ bk
1 B PRR

1 AP R EORa &AL

SRR E RS I BIERE N SN EIE o

e R e S T
- G EEREEZE 0 5 A OREELETE ) PR R
< 1 [EIHER &
o XU REFETHEEIZ X 5 quality of life (QOL) D KAA 2 a7
PER/RT A — 2 DIEFALEIS
Patient global impression (PGI) T X % HREALEE
e
HEEG, BRRE, A 2010, 2FELNERKRE, RIRE
FERGE B 1, FAS 2 B/ AMATRIGEM E U, BEREZ LR 12 B To 1 B IFEPERE
BOBEBMEE N0 B\ H OB EOEIRELZFEH Lz, HiH T, constrained longitudinal
data analysis model (cLDA) {E%&HWT, FEEEED 0 WD DA ED I/ ZFe 25 K OVl
AT | OBWETEX M OHEE., X7 1y 50 KT 100mg FED 75 B ARBEC KT B 5/ “FRTFEH DFE KR F D
W 95%ETEX M OHEE, WO E ENEREEIC L DL EIEARIE L7 7 BRI B/
LR DFEDRE LT o1, B, BRIEEEZHOWTIT, EX_XZ 12 50 KON 100mg #E, NS5
T ARRE L OMEHTIEEE L2 o7z,
BEY & (FAS)
. [N/ = SR/ = e S
el 50mg Bt 100mg Bf 77w el
BRI EL 370 368 369 117
< 65 239 (64.6) 238 (64.7) 238 (64.5) 68 (58.1)
S (25) " 65 < 131 (35.4) 130 (35.3) 131 (35.5) 49 (41.9)
P SE ¥ (SD) 58.0 (11.8) | 58.7 (11.1) | 58.9 (11.8) | 59.7 (12.4)
ol EE| 24-83 30-87 21-84 26-81
P s 36 (9.7) 38 (10.3) 36 (9.8) 12 (10.3)
s 334 (90. 3) 330 (89.7) 333 (90.2) 105 (89.7)
- < 55 186 (50. 3) 176 (47.8) 176 (47.7) 54 (46.2)
s B I (ke) 55 < 184 (49.7) 192 (52.2) 193 (52.3) 63 (53.8)
< 10.0 125 (33.8) 129 (35.1) 119 (32.2) 38 (32.5)
1 B 10.0 £ < 12.0 118 (31.9) 114 (31.0) 121 (32.8) 35 (29.9)
HERIEH (| | 12.0 £ < 15.0 101 (27.3) 103 (28.0) 100 (27.1) 36 (30.8)
15.0 < 26 (7.0) 22 ( 6.0) 29 (7.9 8 (6.8
LHYVE | < 1.0 (0AB dry) 81 (21.9) 84 (22.8) 84 (22.8) 24 (20.5)
DA MR Ak
1% (A 1.0 £ (OAB wet) | 289 (78.1) 284 (77.2) 285 (77.2) 93 (79.5)

MUBERE Y (0 EREA TN TOES)
*1 : [FIEBUGEE

%2 : 03

#¥3: A IHXT7x2F 0. 2mg

(T301 3&ER)

) AFORELOCHREIT, [EE, RAKIZE_XZ a2 LTh0mg 2 1 B 1 RAEZICRAKRET S, ] Thd,

27



V. ARICEYHIER

Bt Siaib U=
1 H P HRIRIEE

A2

TRIEH 12 RS TO 1 BIEHPEREFDOR—A2Z 1 (0 ) NHHOE{LEIZBNT, 50 KO
100mg #ECTT 7 B ARBECHARHFICHE B RO RRBO SN, BB, A I X T = O
k& (/b3 (95%EHIXH)) 15-2.06 [F] (-2.39,-1.73) Th-oT=,
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100mgtE®H n= 45 45 45 45 44 42 42

#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs O MK (LDA %)
/NI 4+ (95%(EHE X )
02N 0 ThanWEBE

X 1 HEHUEBMERAZERELH

(T302 BR)

) AFOREROHREZL, @, RACIEERZ e LComg 2 1 B 1EABRICROBET S, ] Thb,
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V. ARICEYHIER

- 1 AR R AR R

1S HAR
0 4 8 12 24 36 52(8)
0— | 1 1 1 1 |
=@~ A7 0>50mg#t
~N ~@- ERJ0>100mgiBEF!
| -1.25
R ALl
5 -1+ =152 —154 -1.65 —1.56 -161
=7
b\
5
D -2
3712
{_L’,
-
(—@3)— -226 —-234 539
50mg#EEHl n= 93 93 91 88 88 88 85
100mgtRH n= 45 45 45 45 44 42 42
#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs O MW (LDA {%)
/N L+ (95%ETEX )
0725 0 THRVWEH
X 1 BFHREZES
- AR A HE R 14
1S HAR
0 4 8 12 24 36 52(:8)
0 | 1 L 1 1 1
=@~ EAJ0>50mgHEsF
n =@~ ERJ0>100mgi&EF)
|
Z -0.69 -0.70 -0.69 -071
S —os-
,(
7
D\
¥ ‘5
PR D -1.0- =
z= =04 -076 e
2 -0.78
1t
-
=
—1.5+
(=)
SOmg#ERH n=103 102 98 95 93 93 90
100mgiE@EA n= 43 43 43 43 42 40 40

#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs O MWK (LDA %)
/N I+ (95%(EHE X))
0 A 0 THRVERE

& F 8 R E 25

T | EEIR R

(mL) | =@=ERJO>S50mg#tiFH
80 =@~ ERJ02100mgtE=HI
/I\‘ 53.85 s
48,58 - :
= 60
=
o
{\ 40
5
2
& 20_
e
=
1862
0- T T T T T T
0 4 8 12 24 36 52(A)
15 HAR
50mgHERBI n=115 114 110 107 105 105 102
100mgiSEH n= 51 51 51 51 50 48 48

%:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 0 A (LDA %)
/NI (95%EHEIX M)

B T 1 EHRE

(T302 3&ER)
) AFoOREROHEZ, DEE, RAZIEEZ a2 LT50mg %2 1 B 1 EB%ICRO%RET S, ] THD,
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V. ARICEYHIER

c XUV EFEFHREICL D quality of life (QOL) D KA A A= T
52 WIRF DX o FHEFEAA D QOL A a7 D_—RA T A b DELEIL., X7 1 50mg #EHF
BITIETXTO AL O THEMFIICHEBREGEPREO billz, £/, X7 1 100mg H &4
TIIeMPIRRIKZ R T _XTO R AL THEFFIINCE B RUGENR O bl

2mm | EEA0 | ABRU | BH0ED | HecEn | mAms | . . ks
e BE | KEOWE | oslR osIE | Ampag | DOMBE (ERRUED| SEEFG

< sbz]

* x| -133

! |

4

(=] w o
1 1 I

5=

|
o
(=)

|

1544 ~
.k (—2732
L“”}

BIRIS 0\ AUIN— .

|
N
«x

|

- 3&72]

e [—3779]
[ 2174 =219
* ok ol

Il £~50>50mghén=104 (fELABIBARIBIF : n=78. BEIRKUSER : n=103)]
[ ©~50>100mgBfin=48 (BABIRARIBIF : n=40)]
#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 0 MK (LDA %)
BN+ (95%ETEIXH])
FUORBERBEZICL S quality of life (QOL) D KA >Ra7

~3581,
—2440
A

'; 2357
S

- Patient global impression (PGI) 1T X % B RAEE

b 52 R CO HRMSEL ORI T 5 PCLICHIT 288 %E (P61 A7 28 I1: EFICEL AR
STl 12 B lpote] RN I3 D LR otz LipoTn) OEIGIE, BXJ 1 50mg #FF
BIROERT 1 100mg BRG] T 92. 2% % 1 88. 2% CTH VW, FxhekE (PCI A= 778 I1: JEHIC
B 72olz) KR 12: B eofe) Eieodz) OEIGIE, BT 1 50mg MEFHFI L N ER T 1
> 100mg B &4 T 74. 8% M X 62. % Td > 7=,

(%) (%)
100 100+
[766, 945]

[85.8, 95.8]

80 [66.1,818]

[49.0, 74.7]
60—

40

20

O_

EAJ0>50mg EAYJ0>100mg EAJ0>50mg EA)0>100mg
HEREAB 1R HERSB1 BRI
(n=115) (n=51) (n=115) (n=51)

BoE EchE

/N (95%EHEIX )
Patient global impression (PGI) &2 BEEHREE

PGI (Patient global impression) : HRE DORKAYRFIS:
WETEBENEBE ORI U CREBIMERTORIEN S EQO L SIZEN LT 11 FEFICELS holz) 12 B
{Tpotzy 13: LB eofe) T4 Ebbian) 15 LEL rolz) 16: B rofzy 17 JEFICHEL
Teodz] O 7 BpECHRE A & DFEHE

(T302 FRER)
) AFIOMER ORI, D@, RAKIZIENZ a2 LComg 21 A 1EA%ICRO®EET S, ] THD,
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V. BEICEHT 5IEH

(2 arE)

- BHERS

HEHFGORRBFEIGIL, BT 1l 50mg #EFFFIT57.8% (67/116 ), &7 1 2 100mg 4 & fl
T49.0% (25/51 ) THoTz,

v 7 m L 50mg #ERFRITC 2%l EREL U7 A EESE, SR 17. 2% (20/116 f51) . BEBEAE
8.6% (10/116 f3) , FRIREIHEMA 4.3% (5/116 f51]) , DWNEzEE, h RV 77U &Y REMNAE 3. 4%
(4/116 ) . BZ, A 7 MRS, WE, BEEH., ESOEORENS 2.6% (3/116
) THoT=, BT 1 100mg BEEHI T 2 FILL HICHEH LA EF ST, SRS 13. 7% (7/51
). DNHLEERDS 7.8% (4/51 f5) . {HEKAS 5. 9% (3/51 ), THI, IZE% 3.9% (2/51 %) TH

-7,

BIVERIX, B X7 1 50mg #EEEFIT 18, 1% (21/116 1)), B2 1 > 100mg B &1 T 11. 8% (6/51
) THoiz,

2 BILL BB U IZFIERIZ. B X7 1 o 50mg HERHEICI%, ZRIREIEM 4. 3% (5/116 fI) ., NN
W R RN FILER 2. 6% (3/116 ) . R 1. 7% (2/116 ffil) Tho7=, B2 m L 100mg &
BICIE, RS, DOWNERDRZNZI3.9% (2/51 f) Thotz,

BeEHIEICE S =RIERIZ, B2 a 50mg HERFBID 3 il 3 44 (WAHZE 1 (K ORIR &0 2
) THoi,

BEERMAEERIL, X270 50mg #ERFHIT 5.2% (6/116 ), &2 1 > 100mg #5&45] 0% (0/51
) THoiz,

FEflE LT, 16 (B X7 a2 50mg HEFFB]) @B bhiz, X7 mr 50mgl A 1 EIFEEGShi
60 fRZctEAy, 5 29 H BICHRENC X 2 BHHEEE O/ DT Lz, 1BREBLEMICEI Y | AT

PEES I L 2FHTHY, BT L ORBERITAR L LB ST,
TEUIEGI 2 R WEARAEFRIISN S (U Y XA ZUSIE, EZE, P OE, HERMRZE
H L, BERTHEEEEMED FE ) TH Y . T_XTERT 1 50mg MEFHE TR -, =D 5 HK R
BNBETERWAERSIL, MEE Uf14) ThY., BIRIIEETH -7,
- BRI A
B 50mg HEEHEI K ONE RS L 100mg R & b SRERHI A 0m U CERIR MR A O 25 B
&L BEREITRD bR o Tz,
XA BN A
BT B0mg MERFEI KR OV BN 1 100mg BRG] & BITSA S A AT R E AT
o Tz,
- 12 FHELERBRE
12 FELEXOREF R CENXT 0 o BERRMGHRICHR ERRE L 70 2 BE T AATED iz El
A%, BT 1 50mg MERFBIC 3.5% (4/115 f)) . B 12 100mg #&:4T 2. 0% (1/51 i) <
HoT,
B G hIE SPUVTIERNIE, BT 1 50mg MERFEI O 1] (BEESG PLIME)) T, FIRRFICR
FE ST LHRMNBOH Sz,
- FRIR &
B 50mg HERFEI KR OV 1 2 100mg BEEA] & bz, BB 2@ L CERIREOEWE
IRFET REZENIRD SN2 o 77,
vy m s 50mg #ERFBITIX, 5 BT, BRIREHEMAEO LI, 2095 2 fITERENRTIESh
776
EAR7 1 100mg RG] CIE, ARBREIMAZE L THEFL L L THRE SN2 ERERINIERD 5
Npnoi,

. HARGEIE BB EE 2 xR e _7 a2 50mg/H (100mg/ B~ R RE) #RH (52 AF) #

B UT-BOREMICRE REBEITRO bneho Tz,

(T302 #BR)

) AFOMEROHEZ, D@, RAKIZIENZe 2 LComg %1 A 1EA%ICROBET S, ] THD,

(5) BFE - RWRERIFER
gk L
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V. BEICEHT 5IEH

(6) A RAE A
D ERRAERE (—RERRERE. FECARERE. ERAMBLERRE) . RERTRT I —IARE. R
EIRFERERRABROANE
C BRI (K T)

RERD HHY I 5ERE T2 I8 1) D Atk OV A PE O fERR

EIEEERE IR T B IR BN, SR OUAIRGEEFTLHRED I B, N —
$ES0mg Z H /- I A BE

[LESw e TR AR T TRk

T - 2019458 A~2023 47 H (4 4E[))
A IR BIEWIR « AFPGBHAE 1280, 7277 L, 12 BOR S TGk TR T o = ERNT.
BE 52 M E CHET 5,

HASEBIR : 1238 2L EOBIEIERIE & L T120041

IR GeAERRHT R QIS - 184801

T BRI R (FFA )

DEBEHELTREFEONERIEEME L1-FHE - HEROBE
A L2

(1) £ Dith

DERFLNETS RSB - EEREERER ?
ITEEEE R 1107 Bl & KFIC B X7 1 2 50mg, 100mg ' X7 7w AR%, 1 A 1[EEH%KIC 12 BRE&R &S
L7z & & OFEFMIERE TH D 1 B FHPIREZLOZE(LE, WONCREIKFHMEEE Th 5 1 A FXREYLARKE
BOEELO 1 B EHOEMR AR OZECEO IS Z KITR Lz, ZHERERHEBROMER., Wiho
FHEEH CH, B 1 50mg BER O 100mg BE T 7 B AR AEREENED bz Y,
BIVEFA BB X, B2 a2 50mg BET 7. 6% (28/370 ), 100mg #E T 5. 4% (20/369 ) V7T & REE 5. 1%
(19/369 i) T -o7-, LRBIVERIL, 50mg BE T 1. 6% (6/370 ) . CIPIELHER 1. 4% (5/370 f5il) TdHh-7-,

x 12801 BEYHREROELLE

B h-RE JE B B Al EAL & 7T v RBE L Ol
o -1.21
75w AR 369 11.20+2. 40 —
(-1.40, -1.03)
v a s 50mg B 370 11.13%2.37 208 <0. 0001
~ +~ 50mg . 13=%2. p<0.
(-2.27, -1.89)
R . -2.03
B2 a2 100mg B 368 11.08%2. 25 p<0. 0001
(-2.22, -1.84)
SERAE - R AR =

# : Constrained longitudinal data analysis(cLDA){%. fx/N_RFHIE (95BEFEIXH)
## 1 cLDA VA, A EKUEM ] 5%

® 12:8F0 1 BFYREVEREHROELLE

BeH-RE JE B ER B 5l A&t 7T REE L DL
N -1.77
7T AR 369 3.77+2.23 —
(-1.96, -1.58)
o ) -2.28
v a v 50mg B 370 3.70£2. 08 p=0. 0001
(2. 46, -2.09)
R ) -2.44
B2 a2 100mg B 368 3.77+2.25 p<0. 0001
(-2.63, —2.25)
SR R R 22

# 1 cLDA YA, /b IRVIME (95%(E FHIXTH)
Y : cLDA 5, A EKYUENM 6%, FHEHEH TRIEDOZEIETHE S L TH2n
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V. BEICEHT 5IEH

x 128D 1 BEHUEERAERKOEILE

BehEE JEGI 2L P 550 L& 7T v RBE L O L
75 KR 333 1.88+1.33 108 —

(-1.21, -0.96)

LTy 50mg B 329 1.97+1. 48 L p=0. 0015
(-1.48, -1.23)

L m s 100mg BE 327 1.86+1.31 L p<0. 0001
(-1.60, ~1.34)

i A YRR A2

#: cLDA VE. B/ T IEHIME (95%EHEX )
#t : cLDA ¥&, A EKYEMM 5%, FHNEE M CRIEDZEMHITFHE I N TV

) AFOMEROHREZ., DaE, RAKIZEXZ a2 LTomg 2 1 A 1 Ea%IcROEET S, ] ThD,

2) ENENHEEHRRSHER Y

TR EEE B 166 2 RTRIZ, EXFr b5img & | B L ERFZBIIC2BEMEAHRE L, £/, X7 uy

50mg % 8 MG Li=th. VRBP4, Do &EICBEAR W S IREBR Y R AVEIN L, 2 odirg iR

EHLAL-EAICIRY . 1 H 1[E 100mg P~#EE L7, 8 ML N62 WMiED 1 BB REBROZE(E, 1 H

SR PRE R R O L B K OV 1 B IS OE MR KRR OB E O R 2RISR Lz, W oFiiEH

TH, B mr 50mg BRI L TN 100mg B EH] & HICBEG-RI O OWEN R D Hiv, 52 WRFE THEIT

DT LR MR SN2 Y,

BIVERSEHMEE L, © X7 1 2 50mg MERFG T 18. 1% (21/116 1) . 100mg HEEH4 T 11. 8% (6/51 #) TH -7z,

EABIEMIL, 50mg HERHFI TR ESEMN 4. 3% (5/116 #1) . DN KR OVBEES 2. 6% (3/116 fi), fHEL 1. 7%
(2/116 f) . 100mg H & CEER L OV NIZEE: 3. 9% (2/51 #i)), BAEIY v~F KOZ 5 FESE 2. 0% (1/51 fi)

ThHoT-,
= | BTEHBEREANOELE

B 51 JiE 1% e 5-if 8 W 52 AL &

|/ = -2.52 -2.71
50mg {4 15 10.62£1.88 | 5 90 _9.13) (-3.21, —2.21)

|/ = -1.85 -3.16
100mg #4841 o 12782295 1 () 4o 1. 98) (-3.90, -2.41)

VB S R

#: Longitudinal data analysis (LDA) ¥%. f/DIeEHME (95%(2 #E X )

x 1 BFYREVEREHOELE

PR SR 5 8 I AL B 52 I (L B
| /A= -2.72 -2.91
+
50mg HEFFH 15 3. 792.59 (-3.14, —2.29) (-3.43, -2.39)
EXRJa -2.19 -3.42
+
100mg #4841 ol 5562357 (-2.82, -1.55) (-1.20, -2.65)
S+ R

#: LDAVE, fx/D I EME (9595 HE X )

® 1 BEHUENRAERBOEILLE

B 55 TRCAE= P 550 8 W AE (L 52 A AL B
|/ = -1.49 -1.55
+
50mg FEFr 93 L.81=1.39 (-1.78, -1.20) (-1.88, -1.22)
|/ = -1.49 -2.29
+
100mg ¥ 451 15 2.792.60 (-1.91, -1.07) (-2.76, -1.81)
SR fIE = AR 22

#:LDA YA, fo/N SRV ME (95%E M XTH])

) AFNOMER OB, [EE, RAIZER_XZ o & LTh0mg # 1 H 1 B&ZICRAKEST S, ] ThD,
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VI. EEHEIRIT 58
VI. E3EEICET HIRE

. REZICEEH SILEYMRITIEEYEE
BINKY B3 7 K LT U v BARESh @I B s TR Al
A/ =

EE  BEEO S DM OMESUTNREF L, RIOBE RS L2 &,

HEER

(1) 1EFRERGL - 1EREF
WEIE AR AFIET % B2 7 KL ) R R BRI R L, IEDE 2 3R S 5 = & CRIRMEAES Tt L, il

TRENEEIC I D IREYLAK, #UR, UNATERAE ZSGEET D,

KA s
‘ B RBAICRAL
4 BEGEEMEL

() mmp |

&L
Q cAMP EE D
N / \ § Ty
h y T @k Y-

\ @ I7=s AT SIS SR e
<sE> AU EItSE0iEX
MUY RO Vo
PEFN U ETRHO s J&

P SS Wﬁﬂ

LN BEKREETI0E
BREL. RSO T3, -ﬂ'Y—\-

(2) B &= BT+ D EABRAHE
NBTFTELFIUZRIKIZRT BER (in vitro)
DE k B 7 RLFTY UREERIZHT BEEEER (in vitro)
ERBsT RLF U UBREEA~D PI-CYP OFEAICKT LT, BT a0 105 EIE 193 nmol /L TH -7,
F.oexsariie b iAW B, 7 KLU UZFRIRIITITE A EREA Lieh o,
£ EFBTERELFYUERKY IS TIZHTHERNT DU OEEER

ICsfE (nmol/L)

BRI — e = he
|/ = >20000 >20000 19341

Biv Bo: PHE (0=2), By PHEEARHERLE (n=5)
PI=CYP : B 7 R v U UKD B YRR Y 7§

FE e b By BoXiE BT RLF U UMK A2 EFRI X7~ CHO Ak
ARBRE FEE LT,

173 & F TR R AR
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VI. ENEE(CEHI SHEB

@tk B 7 RLFY URBEKIZHT BRIBIER (in vitro)
BT uroe b By T RLF U VB RERFEBMIICIIT S cAMP EHAER O BCy fEIT 1. Inmol/L TH Y, %
DOEATEME (T1A) 1X84%Tholz, EXITrrDE b B KD B 7 NV U RFEEMALICIIT 5 cAMP
EAERNIZE<. B b B XIE BT DB b BT RLF U UZRRA~OZMEIT 9000 (5288 2 72,

K EFBTRLTYLVRBARYITRATITHT HERT OO OFRIBIER

B ZAR B2 SRR B3 SRR
M ERIR ECso fE 1A ECs i IA ECso fiE IA
(nmo1/L) %) (nmo1/L) (%) (nmo1/L) (%)
|/ = % >10000 5 >10000 7 1.1%£0.5 84
ECsofli : B B PHMHE, B FRIME AR
Bi. Bz:n=3
B 3 . n=7

IA: EAEEY CGERFEETH DA Y a7 L) — VORI E 10058 LTz & & OFE*HE)

FiE B MR B2 XL BT R U USRI LERBL S W72 CHO Hifla & -V T, flEAN cAMP JR % 15
L LTH BT RLF U UZEBIEY T & A 1t 2 RIE R 2 2840 L 7=,

2) £ MMEHBERARICKT BER (/n vitro)
AN & 0 IHE S E 7= b MBS IC W T, X7 03 0.01~3 pmol/L T IRAFHIIT IR
M A4 L. ECso 13 43nmol /L, Epuy 13 64% Td o 72,
(%)

75| —e=tnyOy
=O=JBIR

254

~80 -75 -70 i S —60 -55 (mol/L)
SEYIE SRR HERRTE  (n=6)
E MEEERESICS TS 74— L FESTBIREICXT 2 ERT OV DEE

J7ik - v MR Z VT 7 o = R & 2 B4 2 #HER 2 8Et L7,
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VI. ENEE(CEHI SHEB

3) BEBtREIC xS H4ER (/n vivo)
OF7 H 7 IV OBEBEEEIC T 21ER (FREFT)
-EXRTOUVOHE
BT OT 7P ATEBNT, B m TR A B A 8 S 7,
e m DA BITHENA RE A SE 5 R/NTE (r/NEDE) 130.03mg/keg TH Y | FRARBEIEA RIT
R=2T A BRI 725 156 198 L7z, JEPRIEIE 0.3 RO 3mg/kg THEICIET L., Bit
AT AT A0, Ing/kg LETHEIC LA LTz,

(%) (AcmH:0)
1807 —e= D> bt 6 —e—tryoy
@) 44 O AR
160
2_
T
b
H%, 140 HE 0
= £
= 120 4l
_6._
10043
_8-
80— T T T T T T T - 10— T T T T T T T
0 0003001 003 01 03 1 3 0 0003001 003 01 03 1 3
o (ma/kg(iv) P (mg/kg(iv.)
EAsOY I EAOY I
(AmL/cmH20) e ™
87 —e=ErRYOY
O AR
i3
Bt 67
|
o
o
S5 4
/(
7
=7
Z o]
0 0003001 003 01 03 1 3
(mg/kg(iv))

exgo>
ERfE R YERRZE  (n=5-6)
k, dk o N— 2T A T B EFE (%:P0. 05, #%:P<0. 01, SETIE S BAHT)
# WRBEREC R A A EZE (##:P<0. 01, Dunnett HIZ E L)
§ : n=5 TH 57~ O ERFEi,
EXJTOUOERESE. $HRE. BRIV T34 7RI T SR

Fik rZ I BT OMENET B AR VT, B 0 ORI G5 O EDERE 25 %
ZBEBEPERIERE (2 R A B U —1) THREF LT,
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VI. ENEE(CEHI SHEB

- ERSTOVELRDY UERRAERZEOHADR
MTa Py ROE ) 7 )y ORISR R A RKENICEN S, exXZrr b b
FTaIUNFAY T2 F R ORI LY BEIE R TERAEREOHINEZ R LT,

& EAXJOVREUVLRAY URBAEREOHAREICKIERBE~DOHE
NR—R T A Py OHIINE (%)

v~ 1 (mg/kg) 0 0. 003 0.01 0.03 0.1 0.3 1
0 - 4,1%+3.5 | 18.0+5.7 | 27.3+5.1 [33.9+ 9.5 - 55.9+18.5

rFaPy | 0.01 | 10.7% 5.0 |26.7%4.9| 31.0%6.3 - - - -

(mg/kg) 0.03 | 16.8+13.9 [35.5+9.3| 36.4+4.0 | 43.4+6.8 - - -
0.1 |40.3+ 9.8 - - 62.9+8.3 |56.8+ 8.1 - 69.6+14.6

0 - 4.1+3.5 | 18.0£5.7 | 27.3%5.1 [33.9% 9.5[31.3% 5.0 -

ZY7=F %001 | 8.9+ 7.1 - 13.7+4.0 | 23.7%3.3 - - -

(mg/kg) 0.03 | 18.3* 8.6 - - 37.1+9.4 [43.3+12.6 - -

0.1 |29.4%+ 8.9 - - - 58.0+19.5 | 68.7+20.9 -

SR AR HERR A (n=5-6)
— YT —H L

Tk 2 U T O T B SV EANTERT bl ML Ta Y XIA Y T 2 DR
B 5 (RN 5) Ot
X% ENRKTE

QO =V A FIDEMBEEICHT 28 (EHRET)
MR T OB =7 A FAZBNWT, EXT aid, AERFOICERAEZ NI, ZO/EMIX0. 3ng/ke
MOLEETH-oTZ, — ., JHREICH L TUEEAEHEBE 5 2 o7z,

(%) (%)
180 160
160+ 140-
140 120-
120
i " 1004 O
s 100
§§ 2 P 80-
= 80 JES
60
60
40 40
-e-EnRJOY -e- Aoy
20 -e-=5/J0> 20 -e-=5/J0>
O BE O AR
T T T T T T T 0 T T T T T T T
0 001 003 01 03 1 3 0 001 003 01 03 1 3
(mg/kg(ivy) (mg/kg(iv)

SERME EHEERR S (n=6)
* 1 P<0. 05 vs IRIERE (Steel BATE)

B EXJOUOBEREERVCHREICKT SHER

D BRI T OMEE D = 27 A PN T, BT m RO T 1 ORI 5% ORI
MY LMEMET A A MY —IETHE LT
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VI. ENEE(CEHI SHEB

() VEFAEIRAFRE - Frihsr

1) {ERRBREFME
B AR ERS LRI (008 FABR) X — ZX3BA Part 1 12BWT, 1 HIEBHEREEDR— 25 A1 b D%
{bEIZ, EXZ oy 100mg BEE 1ML D, B XZ oy 50mg BEE 2@ L 0 . 75 BARBHICHAHEAICA
BB BRD ST (eLDA ik, p<0. 05),
F7z, 1 BFHREDIEEEE, 1 B FHUAMRAEEREE K O 1 B PEREZEEL D=2 T A inb O
{biEiX, X711 50mg KON 100mg BT, 7T AR L R LT 1 R GHEHICHE BERBD RO b1
7= (cLDA J%, p<0.05),

(T'V. 5. (4)HERYRRR] OIEESR)
E) AFOMEROHAEIZ, A%, AT eEXZ oL LChmg & 1 B 1RAKICRAKBEST 5, Thd,

2) fe PR RS
LR L
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VI EMBIREICRE Y SE
VI. EMBREICET HIER

1. M RED#RS

(AR ERGMPIRE

R L
Q) ERRABR THR SN -OFRE
) BERS

TR B 6 Bl B2 1 > 10~300mg (7 7B )V) Z ZBERFICH AR O &5 LT & X | Cux KOV AUC ¢ 1B 5
B EDO FREZRLUED, trm KRt 3G RBICE ST ETH o7, (003 7 ER)

(nmol/L)
2,000
1,800
1,600 -A-EARJO> 10mg
1 -8-E~40> 50mg
fy 14007 -O-EA4 0> 100mg
15 . -O-EA4J0> 200mg
1,200 -O-ERS 0> 300mg
E |
91m&
3 _
>~ 8001
e |
>~ 6001
4001
2007
Ol T T T T Q
16 20 24(hr)
SERE R 2

BERBAIZCERT O 10~300mg MR EEEOKRELI-EED
EXT DU omERREERE

& BERABAICEAST O 10~300mg ZZREEEEZEORS LIz ED
EXT O OmMBEREDFE/NS A -4

P - Coox toax ™ AUC; ¢ tie

(mg) (nmol/L) (hr) (pmol- hr/L) (hr)
10 6 6.57 (60.9) 1.00 (1.00 -4.00) 0.212 (30.3) 60.5 (40.8)
50 6 134 (34.7) 3.00 (0.800-3.00) .92 (27.2) 64.0 (12.6)
100 6 360 (70.3) 2.50 (0.500-4. 00) 3.89 (23.1) 58.9 (21.3)
200 6 1090 (40.3) 2.00 (0.500-4. 00) 11.5 (16.2) 59.1 (16.7)
300 6 1580 (36.8) 2.00 (1.00 -4.00) 13.7 (25.5) 60.7 (15.7)

) (%CV)
H ool (e ME-fRE)

) AFOMELOHEZ. DR, RAKIZEXZ a2 LT5mg 42 1 A 1 Ea%ICROEET S, ] ThD,
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VI. RMENREICEE I HIEE
2 RERE
fEHERC A TP 6 B B2 1 250, 100 & TF 200mg (7 7&/V) Z 1 H 118114 HFZERERRER G LIz & & 0O
AUCo o 3, B5- 1 H A & H_T 184~2. 20 5 T o7z, B 0w O MBI, #5607 HUPICE
HORABIZEE L7z, (009 3ABR)

(nmol/L)
1,800

1,600 &
S0 -8-EARJ 0> 50mg

-0-ER4J 0> 100mg
1,400 -OFERJO 200mg

1,200
1,000
800

600

@A\ O\, AR

400

200

432 480 528(hr)

A +

BERAIZERS O 50, 100 R 200mg # 14 BRI REROBZELI-LEZD
EXSOrOmETEE#S

x& BERAIZEANST D250, 100 BT 200mg & 14 BEIZEEICRERS LI-EZD
EXT O OmMBERENHE/NS A —4

BehE | BHR | g Cuax Tnax AUCy-94 tis
(mg) B | # | (mol/L) (hr) (4 mol- hr/L) (hr)
50 1 6 90.1( 73.7) 1.00 (0.500-4. 00) 0.559 (69.4) —
14 5 110 ( 67.2) 3.00 (0.500-3.00) 1.28 (43.5) 69.6 ( 9.9)
100 1 6 324 (135.6) 1.50 (0.500-6. 00) 1.89 (86.1) —
14 5 354 ( 60.3) 2.00 (2.00 -4.00) 3.72 (29.6) 64.9 (34.9)
1 6 778 ( 57.4) 2.00 (1.00 —4.00) 5.31 (46.3) —
200 6 59.7
14 1380 ( 28.1) 1.00 (0.500-6. 00) 9.76 (14.8) (3.3)

) (%CV)
Hofl G/ ME-FcKME)

) AAIORER AR, @, BAIIZEXZ a8 LThmg 2 1 H 1 EEBICKRAFKST5,] Thod,

Q) hEE
LR L
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VI. EMBEICEISER
) BE - HAXOEE

NEEOZE

R A B 8 Fllc BN v Y 50mg & ZEfERF R OVEZICHEBIR OG- Uiz & & ZEJEIRFD Cpu KTV AUC ¢ 1,
BHRBE LI L XITHR, ZNEN LT3 KL A0 ETH T2, toas KONt ICEENIERD B0 o T2,
(T101 #RBR)

£ REBRAICEAT O 50ng 2ZMEERURHICEERORE Lz 20
EXT O OmEHENEE/ S A —4

y Cua o AUC; ¢ tie
i (nmol/L) (hr) (umol+hr/L) (hr)
N 155 1.00 1.92 69.0
Ze G I 8 (99. 1) (0. 500-4. 00) (46.0) (12.5)
o ] 89.7 1.00 1.37 68.9
! (84.3) (0. 500-2. 00) (39.7) (15.0)
[0

— 1.73 — 1. 40 _

(ZEigms /12 1%)

) (%CV)
H ool GeME-feKME)
HH PR

D HAEDEE
DOrLTFEDY
R FELN) 12 B2 B2 1 L 100mg & CYP2D6 DIEE TH D hATu P dng OFRABG L L &
ENRT D Coax KOVAUC 04 (X, BT B U ZBMB G LT & & LT, ZREN 103 KRN 085 TH
STy Flo. MTED VD Cuy KON AUCeo 1F, MAT D0 ZHMEE L7z & LT, ZREN1.12
K108 THoT,

@4y taFv—I
EEEER A GMEAN) 10 Flic e X7 1 2 100mg & JR\> CYP3A4 M ONP-FE X /%0 (P-gp) DOILEAITH S 7 b
2 —¥200mg APFAEG L X, BT LD Cuy KOV AUCH: IXFLEI 2.22 KN 2.08 {5 Th o
77

¥ R OANLENRES

o

QOTUIFFTEL
EEERL N OMEL) 12 Bl B2 1 2 100mg & FPFREE D CYP3A4 K O P—gp DFLEHRITH 5 /L F 7 £ A 240mg
EOHBRE L2 X, BT B D Co KOVAUC ¢ 1T FNFA 1.68 KR 1. 63 5T o7,

@R O BT
PR SUTIN BB O LctE GHEA) BHlicE X 1 100mg &R DB (=F =L X T V4 —/L
0.03mg/ LR/ VA MLV 0. 16mg) Z#PFAEL L7t &, ZF = AT A RT TUF— LD Cpp KO AUC ¢ 1
FNFEI0.96 LNL.04FE, VAR AT AR LMIENRZEN 1L 1I8 KN L. 2L fETh -7,

(GP2=E Y
RN BFEAN) 18 FllcE_Z oy 100mg & P-gp EETHDH I AF 0 0. 25mg A FEREG LIZ L %,
VAR LD Cpy LONAUC i 1XENEN 121 KL 1L fETH o T,

E) AFNOMEROCHAEIZ, M@, AIZE_XZ o LTomg % 1 B 1 EEgIcRA%EE5Ed 5, T
»H5b,
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VI. EMBEICEISER

2. FUEERNIS A— S

(M g A&
BT OEYBREIZOWT, BT a2 HERAORS LIZEROIEMEREIZ VT D non—compartment 7
JVFRETIZ & - TREm L 7=,

(2) RULIR FE TE 31

MUER R L

Q) HRRETEH

MUER R L

D)7V R

R A B ME 8 Fllc e 7 1 6 50mg ZZEJERFICHBIROK G LIz EORNTDO 7 VT 7 A (7Y
(%CV)) 1% 58.5 (46.0) L/hr ThH o7z, (T101 3ER)

) P HBHE

EFERR AN B 8 Fllc X2 v U 6E 50mg & ZEERFICHERE OB G Lz L O RNTOSMERE G (%Cv))
125820 (56.1) L T o7, (T101 3ER)

(6) ZDith
M LR

3. BEE(REaL—a V)@

(1) fEAr A&
gk L

QIS A=A EEER
MU ER e L

4. IRIR

PAFTRLTEY T 4, WAL, WAL
E R TOMLLEEAR L

5. 2%

(1) I % - X BE P9 @ @ 4
E N TOMEERR L
(%]
HEPEZ » MMl e_s ' m v bmg/kg ZHEIRROES Lz & 25, RSO PRI R AR Tl E B
HESNRnoTcZ Linh, X7 a KO ORBWIT M EANEEFT 2 @i U 2 & 23R S 7z,

(2) % -RRAEEA P B @
b N TORYERR L
(%]
MR I8 BHOZ » MIPHI B 1y 10mg/kg ZHEIRE A L 2 A, PH B 1 o BROBURREIL,
(MR RGAE BEFE 2 383 UG R A~AT LTz,
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VI. =Y ENHEICBET HIEE
Q) EA~DFITH
b NCORREER R L
(%]
RGO ER 7 v MCPHI B v 10mg/kg ZHERROEEG Lz & & FITPITBERED 3D B s,
EEEIZMER D Chy £ 0 BIED o 72, FH N D OWIRITMEE & REEOHER 27~ L, #&5-1% 24 B O FLH
H BRI 1T IR EE DY 1/4 Th o T,

(4) BERA~DBATHE
iRk L

(5) Z Dt DRI~ DFEITHE

b FCORREER L

(%]

HEMEZ » MMl ey m v bmg/kg ZHERE O G L& &, M e_7 o U 3liemnic il S, Bix 7
FAREA~IREEPRIC A0 Lo, %< O T, 5% 2 RERICHROKIREE & 72 o 7ol ARk R RB IR L 1XRSH] & &
HITIT U, KR O A REI X% 5% 168 Rl & Tl B BB A £ TR F L7, IRER. SE OB, B
B, ELR R OV BT 514 840 Wl T b HURE A M L7223, RPN R B BE O RITER SN2, R
AIWICERT 2 2 L i3 Ex ohi, £io. IROF MR CITEAROBDPBRTH LD, A 7=
VAEADFEGDRIE SN, T FERAWEEERER IR, BEFEEDOTELINED S W T OMAIC BV T
b, BEEZRTHTASCHL D2 REITRO 5T,

(6) MIEFERHEEE

N E FREEHER (/n vitrosR)
b MM PH B 1 0. 1~100 pmol /L (iR EE) 2RI L 72 & & S REHREE TOR B G HRIT 49. 6%
~51L.3%TH Y M LIZRERGRTIE, EX7 o oRECILTEAKERITI -EThoT,

2) b FMERFBITE (/n vitroitER)
b MIEICPH BN m 0. 1~10 pmol /L (A& HRIEE) Z UM L 7o & & A WaHR A C o i/ i 4 iR i L
120.8~1.0 TH Y . Mt LZMERPA T, B0 OBEICL S PImEBITIE—EThor,

6. fH

(1) ACEHER AL B UM B2 B

FRBHERAL - Tl

FRETRE S
ey my 50mg F[MC] e Y 100mg 2 HERE O Lz & &0t PRI RICREIEE LTHF
fEL, R E LT3HD I L7 o U Biaad (M7, M35, M36) KON 2 FEOEMLAEHY (M4, M17) 2338 5
nize (ARAKROSMEANT —4)
[MClE_Zm s 100mg 2 HEREO#E Lz &0 MNREOEFIZITFICRE(AE LTIFEL, RPICiZ4
OB M3, M4, M6, M7) ROFEPIZIT 3 FOMHY ML, M3, M11) GRS L22, WIhoR#Em b
BB 26K T o7z,
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VI. EMBEICEISER

({YN ovonvERaE
©5/\,_"\/©/ t’\dﬂ/ conf M7

SR V| NV N
N P Oy\'_\/\/(j/‘g o
( T <3>'°"”‘* M35
—4OH M11 N
e

C%%QH = T |O (Dﬁ(rkv[:rm (33/f3v£:r E%g M36
H

23 (d:pEpd ) o

K EXSOrOb FEBEERE

QRBI_EETIER(CYPHE)DHFE. FEXR
NR#EBESESR (/n vitro)
XS m e MFI 7 m Yy —2 (NADPHAFFET) KOt MFMARZ H Wz in vitro BRI, 1E & A G
Ehdgmolz, B FUCT BB 7 vy — L& fnTERT nr 0 s vy a s BERERMICBIE-3 2 R
ZRIE LA 5, M35 1L UGT1A3 12 L Y A=pk & 41, M36 1L UGT1AL, UGT1A3, UGT1A4 K TNUGTIA9 IZ LV Bk s i
77

2)CYP OREEMER (in vitro)
b MFI 7 v Y —2L%HWTS CYP 4> T (CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 &% UF CYP3A4)
DORGTEMEIZXT 2 BT m COREERNICOWTRE LI2RER, X7 1 A3nd o CYP o+ R LT
HELEMEH AR ERD o7 (1C5>100umol /L), F£7=, EXZ 1 d CYP3A4 (254 2 MR AE AL E M 2R
I pnot,

3)CYP OFEZBER (/in vitro)
b MR A VT CYP 4 F-FE (CYP1A2, CYP2B6 KX CYP3A4) (Z%F4 5 E_7 o OFENEMIZHOWTHiET
LR, BEXZ o iin$ho CYP 4 RISk L CHDBEMER 2 RS R oz,

(3) *JJIEIJEL;JJ%ODWET,.“&U%O)EU%
LU L

4) ﬂu%ﬁ%cbé.ﬁ li@ﬁ,.“&lﬁ%ﬁtts FHELE

R OIENE 34 ER 2 L

Rt o R
B m s 50mg X[l B m Y 100mg #HEE NG L7z & & o MufEdh ERSEmIENT (-7 v |
VEEREER) KOM3S (MANAREA VT VT v CBREER) THY ., BIEREWITh T Th oz, [MC]
ey a b 2 ot b iETF ORI LATEERIT 8% TH Y . b MIIEPICIZEITRE bR L L CIEE
LTz,
7B M ROMBS L Em PR B ED R NIV a U ERAEIRTH D,
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VI. EMBEICEISER

7

8.

o HEH
1) BEHEERGL B UNHR K
SR R OV
2) Bt R
fRERER A B E GMELN) 6 BlZ [MC] By a2 100mg Z HERE O L~ AT o AR R, 5% 20 A £
TIZ, BEEHEEED 20. 3% RHIT, 59. 2% FHICHEME Sz, £, #51% 5 B F TR XUTEME PSPl
NTERED 5 BHARZBAVIED 5 2 FIE 13, WP TIZ 2. 7% TH v, FMEPTIXIL 0% ThHh-o7=, (011 3B
) AFOMELOAEIE, LEd., AT E_Z ey LChmg % 1 B 1 RIEH%ICKRORET S, ] Thb,
(%)
100
PR O3 -e- At
901
80
701
%
i 60
gg 50
9
407
-
30
20
104
% 48 96 144 192 240 288 336 384 432  480(hr)
Bl
X [“ClEXS DY 100mg ZHEEROKRE L= ZOREDKE D BiEHHE
S U RR—E2—IZBET B1EH
BRI P-HESX %7 (Pgp) IR LT, EEMAAT D AlREM IR S8, BUEERITRD e
277,
B 1 1% BCRP, O0AT1 & Of OAT3 DML Tk 72 < . BCRP, OATP1B1, OATP1B3. OAT1 i OAT3 MPHE/EM TR
B HNRoT-, £72, 0CTL, 0CT2, MATEL M UNMATE2—K 1253 % ICs iZZHLFH 23, 36, 6.54 (X 84. 7 umol/L
Thol-N, BT o 3K HAE T, 0CTL, 0CT2., MATEL MO8 MATE2-K DOPFHZEZ /1 L7- 28 E KT+ 2 &1
BMNEEZ LT,
BREICLDBRER
R L

53



VI. EMBEICEISER

10. RENDERZEZARILEE

1) EEE
R i B (65~T4 3%, 6 41) ICE_Z o 100mg 2 1 H 18 14 HRIKER OG- L7 L D Cpy LTV AUC) 24
WL R A BIE (23~39 &%, 5 LIENT, TNEN 1.8 RN 1. 45 ThH 7=, (009 7ER)

= BESREMRUBEZERMHICERS DO 100ng # 14 BRIRERELELZD
EXT B OMmEPEDBE/NS A —45

INT A — & (Bifi) Crax Cax AUCo-24 tie

Py EWE | i (nmo1/L) (hr) (2 mol-h/L) (hr)
354 2. 00 3.72 6

FAET 23-39 5 49

(60. 3) (2. 00-4. 00) (29.6) (34.9)

S— 6574 6 667 1. 50 5. 40 76. 8

(25.2) (0. 500-4. 00) (12.3) (6.6)

i/ A D 1.88 - 1.45 -

AL (%CV)
# R/ ME-IOKE
H4 PRl (RIME-fKRMH)

E) AFIOEROAEZ, s, RAIZIEEXZ oL LTsmg & 1 B 1RAE#BICRAKRST 5, Thd,

2) [FHgRefEE R E
ERERR AN (EH 2 FHRE 2 T 2 HR#E) & HEEO#AERS (Child-Pugh 227 7~9) 2T 554 (UHE
A) 8Bl BT 1 100mg & HAEIFR N5 L7z & & D Cpox KOV AUC 0 ZBERERC N & b2 & W% B o JF R RefE
EHETIITNTN 135 ROV 2T 5 Th o7, (013 3RBR)

R DEEOFMEREEERVEERACERS O 100ng ZHEERARS LI-LZ2D
EXSOUOMmIERENHE/NRS A —4

1§IJ Cmax:’¢ tmaxﬁ;tt AUCin # t /2 f
HFHERR . ! bz
5 (nmol/L) (hr) (pmol- hr/L) (hr)
4.10 [3.25-
Fh &g g 8 378 [265-540] 1. 00 (0. 50-3. 00) 5. 16] 94.54 (8. 88)
N 3.23 [2.56-
EH 8 281 [197-401] 1.50(0. 50-4. 00) 4.07] 92.48(9. 37)
FrinERE s B 1. 35[0. 88-2. 06] 1.27[0.96-1. 67]
et . . . . . . _

R [95%EIKE]  IRARET & TR
#3# PRE (R ME-ROKE)

T AP (%CV)

I Skl [90%(EHEXK ]

) AFNOBEROHEIL, A, RACIZERZ o LTomg % 1 B 1EIEH%ICRAOKRET S, Thb,
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VI. EMBEICEISER

) EREEETRE
B REREE A R OMERERR A 8 5 UMEN) 2T 2 100mg & BEHE O G LTz & & D Cy KOV AUC, ¢ & R
A (eGFR 90mL/min/l1. 73m* LA E) L LB & REEOBHEAEREEE (eGFR 90~60mL/min/1. 73m®) TIXEthZ

U 1.96 LN 1. 49 fiF, WAL ORFHSREREEE (eGFR 60~30mL/min/1. 73m2?) TITFILFHL 1. 68 KN 2. 06 {7, &
FEDRHSEEREESE (eGFR 30mL/min/1. 73m’ A%) TIXZENEN 1.42 KV 1.83 {5 Th o7, (014 #BR)

* DHEREERVBEBRAICERSOL 1000 2HEEOBSL-EEZD
EXJOUOmMBHENBE/NS A4

m%ﬁb 'f&‘lj Cmax# tmax# # AUCin # t1: T
ﬁﬁ,_.__b w ! v Cmax H: * AUCinf H: *
[Exe=e 5 (nmol/L) (hr) (nmol- hr/L) (hr)
473. 01 1.00 5156. 07 96. 2 1.96 1. 49
SR 8
[323.26-692. 12] (0. 50-3. 00) [4045. 44-6571. 60] (11.5) | [1.23-3.13] |[1.11-2.00]
404. 50 1.25 7137.53 108. 2 1.68 2.06
FREERE | 8
[277.65-589. 30] (0. 50-3. 00) [5615. 70-9071. 77] (21.0) | [1.07-2.63] |[1.55-2. 74]
B 342. 83 0. 50 6337. 17 130.6 1. 42 1.83
= 8
[232. 00-506. 62] (0. 50—4. 00) [4940. 96-8127. 91] (10.0) | [0.89-2.27] |[1.36-2. 46]
) 240. 80 1.50 3466. 04 98.8
ER 8 _ _
[159. 24-364. 11] (0. 50-4. 00) [2663. 08-4511. 11] (13.9)

H o s [95%EHEXME]  IREMRTTAERWTELN

4 PRl R ME-RORE)

T B (%CV)

ISkt (RS, P&, S OBHIERES AR A)  [90%(EHEHX ]

E) AFIOEROAEZ, EaE., BRAIZIEEXZ oL LTsmg & 1 H 1 RAE#BICRAKRST 5, Thd,

1. Z0h

LR
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I 22 M(FERLOITEHFICEHTHEHR

VI. Z&4 (ERALDIES) ICEI HIER

1. EHERNBEZDER

RESIHTWARN

2. EERNRETDER

2ERROBEICEIBRELENI L)
AAN DRIV LI BUE DAL D & 5

[ ]

KEIDENE S T D BT 1 o ROARNTE £ 2 RINAN S L CORBUEDBIERED & 5 BE IR E Lz e
WBIEZ RS Z T HRMENRH D FTOTREEZ LRV &,

AHEN DSy

ERZuy Dvr= b SRR =R JaAp A n—ZF R A B RadyTatikin
— A, ATTVUVER~ IRV A WK, e aAn—2 BbFH, MU TREF U, BEZRIE
g FO2ETAI=ZUAL—F HAFusmy

3. MEXITHRICEAET HFELZTNDER

[V, 2. EEXIIPRICEHEST HEE] 2RI 52 L,

4. RERUVRAEICEHAEY 5FIELEDER

P

BRIE STV

5. EEGERMIE L ETDER

A==y

PRE ST

6. REDERERI LBHICHT IR

(D EHHE - IEBRFOHLEE

9.1 GHHE - BEEZFDOHDEE
9.1.1 EBERDNEEDHDEE
DB LY | ERPE T 282005 D,

(]
KR E TORERBRICB VT, EERLEROH 5 BE TOFRARBRN RN, ZEMENFESL L TV,
EEROEBOD D HBE TIE, DHABOBINEIC L VIERPEBELTI2BENNH D Z 0 LERBET 57201
BRE LT,
(2) BHREfEE R HE
RRE STV 20
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I 22 M(FERLOITEHFICEHTHEHR

9.3 IFiaclEERHE
1 BEDOEEEEDHSEE
mMAREN LR T28FZnnH 5, [16.6.2 BH]

(]
TR E TORRKRRICBO T, FEEOIHRIEREO 5 5 BH TOMMARBA 2D, ZatEIHT LTz
W, EEOIFREEREDH 5 BEFIIE R OMFRENEMTI28EFNRH D 2 ENLEEMRET 57201
BRE LT,
(TVIL. 10. 2) fFHEREREERE ) OESHR)
D) EFEREHEH T HF
BEIN TV
(5) bE 17

9.5 14w

TS SUFAEAR LT 2 FTREME D & 2 PRI, 18R L OB MRt Z LIRS &l S 558120
BETHZ L, BWER(T Y MDICBWTRE~OBITAEE SN TND,

[figsn]

AR 18 HE DT v MIPHI BT 1Y 10mg/kg Z HERE ARG LizL 2 A, PHl e~ a o dskofdt6eIEL,
WIERERIFY 2@l LR IR~SBAT LTI 2 LD BRIE LT,

PRAT SUTIRYR LTV D FTREMED & D 2eMEITI, BF (BHME) 1Tk 2 F 481 & B IR~ DR % +/0 B 8 L
5952k,

¥, KGR E CORKRBRICE W Ciths, iRk ORARELARP LA LI, Zh b DBEITHT 5
LZEPEIIMEST LT 720,

(TVIL 5. (2) M-z B F @ tE ] OEZ )

(6) =247

9.6 123Li
W DA ISR ORI R OA NS B8 L, RIALOWFEULH L 2 AT 5 2 &0 BIER (7 v 1)
BRI BT 5 2 & A S SR TS,

[fian ]

SWHOWER T v MCPH EX7 a v 10mg/kg ZHIERR OIS Uiz & & HHPICHARARD btz 2 &b
BEE LTz, I P O R EEBEZMET D Cpu £ 0 BIKD - 7223, FLHF 20 5 O I3 & R OHEB 2R L,
Be btk 24 RO H R RERE IR SIRE DN 1/4 Th o7z,

AR EOBRMERORARBOARMEEZEZE L. IO UTh L 2R3+ 2 2 &,

72k, IKFRIFE TORKREBRICB W TR, EREORAREL RN OBRA LD, ZLH0BRFICKT S
ZEMEITHESL LTl

(TVIL 5. 3)HH~DBATH: DESMR)

MR
9.7 /MR
NS AR L LT BRI NG L TR,

(s ]
AR ERE, HAER, LU, SR XN E 3G & LR 2 £ L Wiz, et LT
WRWNWZ END, NNEEADBEEIZOWTEEMIE T 57D E LT,
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I 22 M(FERLOITEHFICEHTHEHR

8) EHrE
9.8 SthE
BEDORELZ TOICBE LN OEEICRSG T2 L, —RICAERBRENMET LTV, [16.6.3 ]

(s ]

— RIS ERE CITAEBUWSRE MK T LEMER ORBUBEN B 725 Z L0, IERDEEAT 2 AlEMERSH 5 2 &
5. EEE ~OFERGIZOWTEEMRIL T 572 DIZRE LT,

(TVI. 10. 1) mifiv ) OHESH)

7. HHEM%EHA

(D HEBEZEZEZTDER
BRE I TV

Q) HAZEELENEH

10. HHE1EF
B 1 N E CYP3AL X P-HEH X7 (P-gp) OEBETHDLZ LN RBEINTNS,
10.2 FREE (BERICEET B2 L)

HH 4 5 BERIARIEAR - HEE ST 5 BERF - falRIA -

7 — VR E A

A hTafy L
HIV 7 5 7 — B [HEA)
DIl i P -3

[16.7.2 &)

FhaF S — AL
7Lt E . ExXJoroff
WENEH Lz L ows
BdH 5,

CYP3A4 KON P-gp % [HLE4 2 34 L ff
HATsZ Lk, . exXrrroff
REN EFT 508805 5,

CYP3A4 }, OYP—gp #7583 53k &
HATszZLicky, exXxrrroff
REMIT T HREE%ERH 5,

R SV N
TJrx= kA
TINR~E

v 7o OEH N BT
THEREMER S D,

g )

FRUY CYP3AL KON P& v /X7 (P-gp) OILERITH D7 b2ty — A EOPFRICE Y BXT 1 DR D Cu
T 2.22 f%, AUCins T 2.08 fEITEIM L2 Z E B, B 1 78 CYP3A4 XL P-gp DIEEETHD Z R s
Joo Lo T, CYP3M KN P-gp ZMET2HYTHDL T Y —AVRIEEFILGHIV a7 7 —8lER Lo e
7a OO OWTEEMRET 272 OIZ%E Lic, £/, TREED CYP3A N P-gp DRERITHL LT T
Yo LOMFRAOERBRRERND & B 1 )8 CYP3A4 T P-gp DEEBE TH D Z &R STz,
FEEORERICFED X CYP3A4 LN P-gp 3K T 23K L OFH Lo B i e~ m o o iR E MK T3 % vHe
HEREBEZBND T NG, CYP3AM KO P-gp ZFFEET 2K THHLV 77 0BV, V2= b Y RIS
BT oyl OPRICOWTHEEMREL T 572 DI E L,

¥ kY — BOANTENAFET

(TVIL 1. (D2)PFHZEDFEHE) DHEBH)
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I 22 M(FERLOITEHFICEHTHEHR

8. El¥EH

(D EXLEIER EPHAER

1.1 EXIGEIER
11.1.1 BREA GHEEAH)

(g ]

ERE CTOBERBRO > b, S5 THEEEEILFERBR (008 RER) I8\ T, X7 m o B 58T 1/1158 i,

E_7mr b b7 a Y R dng HARET 3/378 BlIC BV CIEEBE R RN bz, Bl %E 52T, R

PADIERD & SN G Icid s 2 i L, @ERAEBEITH 2 &,

7k, IMIEBIERLAEE A%l g & U7 E P AR LU ER PR 3R BR  (T301 #RBR:739 f) S OVE PN EE MLAA R 4% -5k
(T302 §B% 167 fil) TIXIREADIFHIT 2D~ 7=,

FI 1 R 9 5]
= B FEHLH
FI|VE 1 58 53 EEM 5 o
BIER4 Ve - AED BhEE B 511 P Y Eita e
ek 60 1% N 12 HE . ,
FREH AELI 71 50mg 428 H 7.89 3 A JEEE | Mk [EK;)
A4 R% | EXZ m 2 100mg+ 13 HH P . .
R (AAN) K502 ER 4mg 398 H 3.57 HER | M| EHE
61 EE | B mr 100mg+ 110 H H
392 3 1
PR EN) rLV5 1> ER 4mg . 1.57 ¥ HER | R I
2 50 7% S 1 100mg+ 57 HH
393 - bS 1
PR (FrEIN) rLF 12 ER 4mg . 2.1 % H HER | R i
2) =Dt EIER
11.2 20O DEI1ER
1~ 2% A i 1% AT B
R AR, O FV, RHGE, fHIR
M bas ONFLEE, (HE) UL, MEEE . HIERER, BR, BR
HWGEERER, TR, I8, BAER
PEER 2 QT #E5, BhiE
WRER - B | REEY (B BEPRBRERE . PR, EIR. PEIRIAEE
M) IR BN
id BB, SITIE. £ 9 FEIE
5! 7= ARRziE, FEH
JikRl: 3 AST E&ALT E&- | IF#seR . v -GTP k&, Al-P L&
Z D Wy, 1ETY ., BARME, AHEITE. i
WA, ZME, K B&. 1%, mFE EF-
MR A R
[fran]

WIEENEERE 2B & L EANSIRRRGRER (T301 #ER) & ONEWNESAE M55 (1302 R5k) THEIL
L7ZFWERZEE LIERL G 2 U BB L FR % T1~2%0R0) & TI%RH) oficitdfli Lz, £/, %
W% AR ERSIERIBR (008 3BR) T2l ERBLZHEDO 5B TI~2%KiM) & MW OMICRHE LT
RNERE THEARY ) OMICEEHE L7,

Fio, BNICBWCIERTZ O BRWE L LU TORERANERINIZZ L2 6, HEEART] OEITELL
72

< FOEEE (2021 4E2 A 15 H) . IJE BF (2023 4E 11 A 21 H). A&AGEGE., MEBAP® (2024 4210 H 8 H)

) AFNOMER OB, [EE., RAIZIZERZ7 o LTs0mg 2 1 B 1EE%ICROKRET S, Thd,
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I 22 M(FERLOITEHFICEHTHEHR

SEIEREE—ERE
EIPN G AR FLi ek (T301 3XBR) . ENESIFAR MR 535 (1302 3B K OVZ 155 I AREERILFRER (008 3K
BR) 1SR\ T, mIEEBEE RS 2 RIS m 3, 15, 50, 100mg 25 L, RH LR EBEREAGETE A
WHESFEROFKBERIUTO LB Tholz,

& EBIERORENRBEHEE—E

Bk ] PR AR TILAH L e ik lilm%‘ma A DA
(T301) F W53k (T302) [EI B 4 [R1 305k (008)
s HAAN HAAN SEA [ AAA
= HERFI e Bl 3mg, 15mg
B 50mg 100mg 50mg 50~100mg 50mg. 100mg
A R YR A 2K 370 369 116 51 1004 154
HHWRA I 28 20 21 6 149 13
FEBEEL 37 22 26 6 248 14
FEBLEE (%) 7.6 5.4 18. 1 11.8 14.8 8.4
HEFG4 FEE GRELER (%))
At 28 (7.6) 20 (5.4) |21 (18.1) | 6 (11.8) | 149 (14.8) | 13 (8.4)
Mg LY o RkREE 1 (0.3)
E=yul 1 (0.3)
i 2 (0.5) 2 (0.5) 1 (0.9) 5 (0.5)
FEENR 1 (0.9)
Ef= 2 (0.5) 3 (0.3)
TRMEARIR 1 (0.3) 1 (0.1)
b S S 1 (0.3)
LEE P SMIHE 1 (0.1)
HE X OukpEE 2 (0.2)
[l#EPE 6D F 2 (0.2)
AR pE 2 (0.5) 14 (1.4) | 2 (1.3)
A F 15 10 (1.0)
&5 2 (0.5)
R AR 1 (0.1)
AN 1 1 (0.6)
FR 4 (0.4)
FE BRI 1 (0.6)
H GRS 13 (3.5) | 4 (1.1) 4 (3.4) 4 (7.8) 73 (7.3) 5 (3.2)
M EBAS 1 (0.3) 2 (0.2) 1 (0.6)
MR i 3 (0.3)
R 1 (0.3) 3 (0.3)
5K 6 (1.6) 1 (0.3) 2 (1.7) 2 (3.9) 18 (1.8) 3 (1.9)
T 1 (0.3) 2 (0.2)
M PN REIG: 5 (1.4) 1 (0.3) 3 (2.6) 2 (3.9) 35 (3.5) 1 (0.6)
HIER R 3 (0.3)
B 1 (0.1)
537 1 (0.3) 2 (0.2)
BR 3 (0.3)
B R IE IR R 1 (0.3) 3 (0.3)
L 8 (0.8)
AN 1 (0.3)
—i% - BHREER L OG0 REE 3 (0.8) 2 (0.5) 19 (1.9)
A7) 1 (0.1)
PR AS Rk 1 (0.3)
J¥a 75 1 (0.1)
W57 11 (1. 1)
HLw K 1 (0.1)
Ek 2 (0.2)
4 By PP 1 (0.1
1 2% 1 (0.3)
T 1 (0.3)
A 7 1 (0.1)
L3k 1 (0.1)
178 1 (0.3) 1 (0.3) 1 (0.1)
1R 2 LA HE 1 (0.1
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. REMERALEDFESICEISEE

B ] PN 55 TR L ieit B EW%mW %%%Hm
(T301) F MR 5380 (1302) [EI 4[R]3 (008)
e HAN HAN SEA [ AAA
A HEREE A 3mg. 15mg
B5E 50mg 100mg 50mg 50~100mg 50mg. 100mg
HEFRRL HHEL BB (%))
JHRESE R P 1 (0.3) 2 (0.5)
IRk RE LR 1 (0.3) 2 (0.5)

JRYLIE R K OVF A BUE 2 (0.5) 1 (0.3) 3 (2.6) 8 (0.8) 2 (1.3)

RUE R 1 (0.6)
S 2 (0.5) 1 (0.3) 3 (2.6) 1 (0.1
LEREDS 1 (0.6)
BRIR 1 (0.1)
PR Y 4 (0. 4)
K T DR S 1(0.1)
[z~~~ 2 1 (0.1)

R 5 (1.4) 7 (1.9) |10 (8.6) 7 (0.7)
TI5=2T ) T UART 2T — PN 1 (0.3) 1 (0.9)

IS X ik N = 5 — >
é;/7#/m7\/h7/x7 7—F 1 ©.3) L ©.9)
e YL e 1 (0.3)
MmA = v 2T a— LN 1 (0.1)
7 V7 F R AR —E 8N 2 (0.5) 1 (0.9)
L7 V7= Hhn (0.3)
M ~Y 7YY REEMN 1 (0.3)
LERQ TIERE 4 (0.4)
vy = NVEINKT AT =T —BEN 1 (0.3) 1 (0.3)
I P EREO 1 (0.3)
IR S 1 (0.9
i ER 1 (0.3)
SR A i ER G E 1 (0.9
LR T 1 (0.1)
SRR A Bk 1 (0.3)
M7 A Y HRAT 7 Z2—EH 1 (0.3) 1 (0.9
SR D 1 (0.1)
TR R N 1 (0.3) 5 (4.3)

Rtk L Ok E 7 (0.7) 1 (0.6)
iR 3 (0.3)

B L AT — UIiE 2 (0.2)
BAOTIHE 1 (0.1
BB GR 1 (0.6)
e I I i 1 (0. 1)

B HE R 3 L O A M RkEE 1 (0.3) 1 (0.9) 1 (2.0) 8 (0.8)
RAfHR 1 (0.9) 1 (0.1
W ERIE 1 (0. 1)
AR 1 (0.1
7 P 3 (0.3)
FHERIRE 1 (0. 1)
Y v~ 1 (2.0
T 2% 1 (0.1)
FHHR 1 (0. 1)
B R A 1 (0.3)

R 1 (0.3) 2 (0.5) 3 (2.6) 33 (3.3) 1 (0.6)
URERGES 1 (0. 1)
viAsi ZE 1 (0.9)

FEIED £ 1 (0.9) 10 (1.0)

SER 15 (1.5 1 (0.6)
A RRE 1 (0. 1)

T BlURR 1 (0.3)

SE R 1 (0.1

AR 1 (0.3) 1 (0.3) 6 (0.6)

— IR IR 1 (0.9)

S 1 (0.1
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B, [E] PN &5 TIUAR L il [E[ PN &5 A 3 eI
(T301) FH 5588 (1302) [E]B 3L [R50k (008)
Wt EEIN EEIN SHEA | AAA
A HERE A 3mg. 15mg
B5E 50mg 100mg 50mg 50~100mg 50mg. 100mg
HEFG4 FEAE GEEE %))
T 6 (0.6)
5 Y 1 (0. 1)
BIR 2 (0.2)
AARE 2 (0.2)
RIEEAR i 5 1 (0.1)
BB L OURKREE 1 (0.3) 1 (0.3) 12 (1.2) 1 (0.6)
Ji e 2 (0.2)
HER A 1 (0.3) 1 (0.1)
1R 1 (0.6)
ERAEME b 1 (0.1
R 1 (0.1)
PRI JE A 1 (0.1)
HER B 3 (0.3)
SR P 1 (0.1)
PRI D 1 (0.3)
i PO S i 1 (0.1)
KRR T 1 (0.1
MR ER. FRERES X OMEhmRE & 1 (0.9) 2 (0.2)
[FTYsN 1 (0.9)
bl e 1 (0. 1)
X 1 (0. 1)
F2 8B KO PRk E 1 (0.3) 1 (2.0) 9 (0.9) 1 (0.6)
B RIS 1 (0. 1)
A2 1 (0.3)
LB 2 (0.2)
ZIFIE 2 (0.2)
SRR AU S 1 (0.6)
& 5 FEAE 1 (2.0) 1 (0.1)
S 2 (0.2)
& O MRS 1 (0.1
M pEE 1 (0.9 9 (0.9) 1 (0.6)
WAL 5 (0.5)
5 I 1 (0.9 1 (0.1)
SRR I 1 (0.1)
FTH 2 (0.2) 1 (0.6)

F44 : MedDRA/T Ver. 19. 0
KA AR F ORGRIRF R A}

) AFIOMEROHEZ, HEE., RAIKIZERZ o2 LTomg 42 1 A1 EABICRABEET S, ] Thb,
) FR—ER CEEORWERARBI L T\ 5D,
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L 2

10.

11.

12. ZOMDEFE

de =
B3R

®F A B ARBEE
AR E TICHE M S NI ENBIHRARBRICB W T, By o iz &b SN B O RIR IR R B

EIXLLTFTo LB TH 5D,
& BHERFINEMERREEE
. - - o | PN 26 T AR = 1 s -k
VY [ PN 26 AR bLisesk B (T301 5ER) (T302 34BR)
S5 R [ =2 [ =2 2R (HERFE -+ 1)
Bl fik 7 50mg 100mg 50~100mg
GENCE RIRE B F RO RR e CGERE®)
- = 2/36 (5.6) 4/36 (11.1) 0/38 (0.0) 3/20 (15.0)
8 17/333 (5.1) | 24/334 (7.2) | 20/331 (6.0) 24/147 (16.3)
o 65 % AT 7/238 (2.9) | 14/239 (5.9) 8/239 (3.3) 11/93 (11.8)
65 LA | 12/131 (9.2) 14/131 (10.7) 12/130 (9.2) 16/74 (21.6)
- 5bkg K | 7/176 (4.0) | 14/186 (7.5) | 12/176 (6.8) 14/86 (16.3)
55kg LI | 12/193 (6.2) | 14/184 (7.6) 8/193 (4.1) 13/81 (16.0)
PEFH® Y 8/34 (23.5)
JIZS — — —
=y PEAZ L 19/133  (14.3)

FEBLER (%) = EBLEIRA B+ A0 B OHERHE ) < 100

FRRRERRICRIET

BEIN TN

BEXRS

BRIE STV

BERALEDE

E) AFOMEROH &L, D@,

B2 488
s

BAICIZERZ m o e LTh0mg 2 1 B 1 RAZICROKREST 5,

14.1 ERIRFEDITE
PTP BLEEDIEFNL PTP & — b WOV L CTIRAT 2 X 5 4aET 5 2 L, PTP o — FOBEEIZ XY | iV
FERNEIEREEA~TIA L, EICIEBEAL 2B 2 L CHBBIMRZEDEELRAHEL R TIZ E08H 5,

(]
AENIPTP 2 TH D Z &b, HIEGEFE 240 5 CEpK 8 4F- 3 A 27 H) TPTP OFAEKKIRIZDOWT IZHEW
BRE LT,

(M EERFERIZE D IER
BRIE I LTV 20

(2) JEEGERERERICHE D < 1EHR
RRE STV 20
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X. JEEREREHER ICEI Y S IHE

X. JEERREAERICRE Y 215

1. FEHEHER

(1) EhZEIBRER
(TVI. 3EBhFEBICBAT 2HA | OESM)
(2) e
ZARVEERBIER L U CHRMRR, ODME R, FERR, HLERRICHTAER 2t LT,
WsRmE - e Xy
LA B FE/ i
S by | ABRIEH BN e 5 RFRE TN E T A
Ry ki (n) PR
i 20 2 TX 1000mg/kg :
% SD & 2. 20 X B ER R, RS, RERT
g FOB 1 7 v b BN 1000mg/kg 1000mg/kg :
s (Hfe 1 % 6 £51) Bl - IR PASE, FRESIRIE R, ke, & x X0F
R W, MEEMZ, BT
hERG F ¢ /L
BEEERE |, 101 zmol/L :
[SEQvey
o | PERCERIE | ok |77V B 10 umol/L e i L bl U C 21%00 hERG S HI
1. 4
il e
% 2.5, 15 %0 135mg/kg
K ODFAEEN, QT MIMEEME, FPU s, (&
% I JFR 2.5, 15 FO® w5
W | TVYANY—| TATHL B 135mg/kg 15 } TX 135mg/kg :
F (ML 2 1)) B [AIT R R 5 PR [ b 44
135mg/kg :
= FH . QRS FIRRIER., IR EEHE N
hERG.
hKCNQ1/hKCNEL
. 30 umol/L :
Pifﬁﬁ“ igggééz‘mWM) £L£DL YRR & ol LC 0. 2Hz FHEFLT 14%. 3Hz
N 3 - 0Qq JSE
7= CHO X1t HIELHFIZ 28%0DF kU 7 KNEEHE O]
HEK293 #lfa
1HA :
A SRR P DEEI, PR RIFRENE, QT MMREHE. K
= _ T H , 20mg/kg i ES
L TYAMI= e w1 | T | 4 ppscsis |2~4 BE -
F 1) DIEEIN, PR RSN, QT MMRREEHE (LA
% b FRT1 AR BRERNSV)
5 — s Al =gV i
- “;;Zj/ DRI, PR FIRRATAE. QT MIRRER.,
5 R maEs QTei MIFER . T k5
; L = A TR 52N
Y |74 FU— CHE 1 . 3 O | AZE 20mg/kg K G -
z 1) (}zang/ LR (BEFR 5 SR A0k % L) | PR
NPT, Rl AEAE, QT FIRRAEHE. QTci MIRER., 1M
BEIDFRES | g " km ks
&UQQ;;V POEE T
= : s
R W[ QT FMRIER: . QTci MIMRER., MmEKT
TULANI—| THFFL | KO | K3 20mg/kg K& G -
N4 1 Ealy iy ) N o
(R 2 61) Ufé;yé/ LB, PR ISR . oT R, QTei
= J_TZ 43/ =
B T FMRER . f)JFK T#% L&

T XY 72k, ERFREAR
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X. JEEREREHER ICEI Y S IHE

Y
wis | B/ : o s
S | v | me B BHET X R
wigw | TR ) BRT L a2 1RO S o0mg g - ik

Q) Dt D FE K ER
B L
2. HHEHEK
() BExS5HE4HER
T B 085 > BE B (mg /)
~ U A e >1000
7w b #n >1000
v %K >1000

ST U7 Bl bt i L TR b9, RIEHR G- B O )l 542 (Rl L 72,

Q) RiEHRSEMRER
B GRRH oy piii= 2y
B TE ] (ng/kg) (mg/kg/A) EeEMERT R
(n) [t MEEE L O AUC ] F
p 2250mg/kg : FET=[1000mg/ kg (i
i Bﬁégiiﬁﬂ BOQBé?O‘ 100 7/10. W 1/10) . 500mg/kg (ki
(ke 10 f51/8F) | 500, 1000 [36 5] fﬁg)] \%%ﬁ%w) + 250me/ke (B
@ 18ang/ kg : {?Fi{it \ﬁiﬁi%'ﬁﬂﬁﬂﬁ%ﬂ\
Sk 6 %ﬂ‘% 10 30. 180 30 ﬁu‘«ﬁz&(ﬁﬁuﬁﬁdtié@*ﬁﬁ% Ho
(HEHE 10 /) o [27 %] B, RBREHEB O IR
AL

P 100 Y i]=1) Nl 1
ki OB | 25, 100, 300 [21 1] SCBED U o SE RO O

(HERE 4 71/8F) O W RN O SN

H:AARANERLMEICERXT a2 50mg 2 1 A 1A 14 AMKEROES L& 05 14 B B O AUCy,, DHE
EfE (2.62umol- hr/L) ZAVWTHEH,

Q) BizHE AR
A RENES PR ST B it
S. typhimurium TA97a . i
mon. ThL00. Tisas oy | TRTEHELRIFGET,
Ames 3R T ’ FAE T & % 1230~5000 2
in E. coli WP2 wuvrd pKM101 L a/plate
vitro D5 K
R e R RIELTE T
UONE e N Bk ~ ~ 29y
Yo (S B b R Y o ER fF1ET & b IT5L.2 Rk
225.0 pmol/L
in vivo 7w NMElE ) = . - 4 )
. F A7k 2k R MEREPESDR T > b 2~1000mg/kg/ H Rt
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X. JEEREREHER ICEI Y S IHE

4) NARMRER

, Be 5 i bR R )

B | e ) ST it R
HE 10, 30, 90mg/kg 104 38 26fi%

-717x S N -
e 15. 50. 150mg/kg 99 i 6815 AN S i)

FEELFEAITERD B 7

1 3. 10, 20. 30mg/kg 104 i 22fi% v -

7w b -
e 20, 60. 180mg/kg 104 ¥ 1465

H:BARANERLMEICERZ 2 50mg 2 1 H 18] 14 HRERORE L& 0®E 14 H H O AUCyq OHE
FEfE (2.62 umol-hr/L) & HWTEH,

5) EEFLEFHHER
NZER) BERUVERE TONHREREE
BeEREE, HAM BE5 & M VER (ng/keg/ A) V- AT
D (n) (mg/ke) | [E MREER E 0 AUC K] TR
Z“E;}?ggﬁ‘l ; HEW : 10 B -
Syt | ' 10, 30, [2.9 %] =30mg/kg : REEH NN
7 N 300 IR, OIMIRTAE © 300 | BZIARE :
Pl (341 1) ZleraL
(i 20 f51/75) )
BlEny
FETC : 1000mg/kg (2/20 i)
I% D;m% o | s, 100 *ﬂi}j? {;31'00 1000mg/kg : (A TEHIINHD
= L AQHCAN H N N I=) T B 7 y
7R ST (a0, 1000 | saede. puER: oo | PP, TEEHED
(e 20 1 /H) [277 {5] BT BBOLR, RES
ZHEHe
1000mg/kg : ZHEEDIET T
DI - BRERE
BehReE HAR ®h5 & MM R (ng/ke/ A) N
e (o) (ma/ke) | [t MGEE B & 0 ALC 1 AR
KB : 300 REY
) (342 {] FET- : 1000mg/ke (5/20 fA)
= ﬁm) 50, 100, IR« BRI 1 300 1000mg/kg : AEEHE N4
Z v N | iR 6~20 H 300, " JO = _
(IHfE 28 ’fﬁﬂ/ﬁ) 1000## [342 {ﬁ‘} %IJ\ Tﬁéﬁ%ﬁi/}\ E +¥
TEFFIEME + 300 6N - S OYLE, Mo
(342 %] T - ik, ME(ESE
#4100 By
®n, . 395 fi] 300me/kg : FEAT AL
gy |imgT~0n |00 100 W TR - 100 Wl
‘ 300 [355 ] B
(it 22 451/8F) TZFFE - 300 300mg/kg : REJED, R
[1118 %] 2B OB O HN
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X. JEERREERICRE Y IR H
3) HARTR U H A # DR A I VI BHAD AL

B G-f8 . BT e 5B MFHPER (ng/kg/ H) e
mo o (ne/ke) | [ PUREBE 2 00 ALC 1] ® AT
KE
=100mg/kg : BB INANHI
RLE @ 30 500mg/kg : fEEH B8
B, (11 4%] AR
Sk IEHR 6 H ~53tk | 30, 100, ZEFEERE @ 100 500mg/ke @ AFIFE TSI,
20 A 500 (110 fi%] FEREZR OB, (RERD
(i 20 51/ %) AR : 100 IRESMBNE], FE b
[110 ] (B4, CIsREAH, ARESEH
G, LR M) B . SO
FIGOET?

H:AARANERHLMEICE_7 o 50mg 2 1 A 1 14 AMKERAOKRS L-E o5 14 B B O AUCy,, DHE
Bl (2,62 mol- hr/L) & HAWCTHH,
Hi B8 L2 EDEEDOBREENRD LN, ORI OV TITH U OME 2 Fiie 1%

B BT LT,
T —RRREEDOE(LICEIE L2 TH D & EE,
I REBAICERT 2 “REZBOARENEDN H 5 L EL,

(6) BFTRIZ I ER
R L

(N Z DD FERE M

1) fEERR
HET v MR 1230 KU 300mg/kg % 3 HFBERE ML L, BB -8 SRR 2 BRI LIRS R, 2
FEECIE, MR K QYR B AR A (IR OARR) 1M 2R T AT B o 7,

) LRAY) UERRERELOHFASERR
N=TAHPLD 3 EARKEE X7 ar e s raP o fARNRGHEERR (ExZay/Maeyr:
0/1, 0/5. 100/1. 100/3 Jx T} 100/5mg/kg) DFEF, E_XTa KON MLTFa P O xR G2 L - T, Koo
BEDH 2 WVITEMEOHEITRO b eho T,
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X. EEMEIAICAETSEE
X. EHMEIEICEYT 5IEH

MHX 5

B Kl A B SOmg AFFEERT ) EE-EMEOLAFECLVEMTS L
ARGy - BT my FE LA

2. AREME

24 & A

3. BERETOIE
SRR

4. FIRWLVEDEE

LR

5. BEMITEM

BEMEELT AR 2L
<TvoLBy :HY
ZOMOBEFTEM : HY
[RA— BEZIRH S5 T~
https://www. kyorin—pharm. co. jp/prodinfo/manual/ORBV0013. pdf

[ % ¥

Bs7 KLV o RIRMEEIHK
R IRT s (RH = REE 25mg, BE 50mg, T AT T ARUEK)

LAT) Y 2 BRSPS
FTXTFo VR (RTXAGE L $E2/ 883, T/ T 77 —n0), 7R UERE (RNy 77+
—BE 10,/ 5E 20,/ K0k 2%, KIESES T . AT o P lARE (F Ry b= 7 2ng/ 1 7k
JVdmg, T4 7 MU RBIEK) o SRV Y T oF vy (RS TUEE 2. bmg,/$E bmg, X7 OD*BE 2. bmg
JOD 6 bmg, 7 AT T AREL) | T =V T YU 7w (b ETm— 6 dngBE Smg, 7 7 A ). A
IAT=FTr (U R AEO. Img, /0D FE 0. Img, FFARELER) (A7 —7 F"6E 0. Img, /0D & 0. Img, /NEF3E
T 2E)

7. EEREERA
20184E9 A 21 A (AA)

8. HERGTAREABRVARES., RMELENHFEAB. REhBEAH

W7e 4 RS EARFA A K& SATEVENHAEA B | BRGERARE A A
AN —/ O 50mg 2018 459 H 21 H | 23000AMX00813000 | 20184F11 H 20 H | 2018411 H 27 H
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X. EEMEIEICET51EE

9. MERFHMEEM. AERVASEEEMENEABRUTONE

RSN

10. BEEHR. BMERRLARFEABRUVEOAR

LR

11. BEEHM

84 : 20184F 9 H 21 H~2026 49 H 20 H

12. HEHYMFHRIZET 515

LR,

13. &fa—F
JEAE B SR | ERIE S = — R L7 R
5e HOT (9 #71 =
W IR E R = — R (Y] 2— 1) (O 5 5 LRF Afla— R
’{Z“_/§®ﬁ 50mg 2590017F1025 2590017F1025 126530901 622653001

14, RIR#EF LDEE
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k584, : GEMTESA
B « Bk : Tablets:75mg
EIEEREESIIES
1 INDICATIONS AND USAGE
GEMTESA® is indicated for the treatment of overactive bladder (0AB) with symptoms of urge
urinary incontinence, urgency, and urinary frequency in adults.
JER O &
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage
The recommended dosage of GEMTESA is one 75 mg tablet orally, once daily with or without food.
Swallow GEMTESA tablets whole with a glass of water.
In adults, GEMTESA tablets also may be crushed, mixed with a tablespoon (approximately 15 mL)
of applesauce and taken immediately with a glass of water [see Clinical Pharmacology 12.3)].
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FDA CKEDERA CEDFHE) (GEMTESA Tablets:75mg 2020 4E 12 A 20 Hi&ET)
8.1 Pregnancy
Risk Summary There are no available data on GEMTESA use in pregnant women to evaluate for a drug-—
associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes.
In animal studies, no effects on embryofetal development were observed following administration of
vibegron during the period of organogenesis at exposures approximately 275-fold and 285-fold greater
than clinical exposure at the recommended daily dose of GEMTESA, in rats and rabbits, respectively
Delayed fetal skeletal ossification was observed in rabbits at approximately 898—fold clinical
exposure, in the presence of maternal toxicity. In rats treated with vibegron during pregnancy and
lactation, no effects on offspring were observed at 89-fold clinical exposure. Developmental
toxicity was observed in offspring at approximately 458-fold clinical exposure, in the presence of
maternal toxicity. No effects on offspring were observed at 89-fold clinical exposure (see Data)
The background risk of major birth defects and miscarriage for the indicated population is unknown
All pregnancies carry some risk of birth defect, loss, or other adverse outcomes. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively

Data

Animal Data

300, or 1000 mg/kg/day vibegron during the period of organogenesis (Days 6 to 20 of gestation).
These doses were associated with systemic exposures (AUC) 0-, 9-, 89—, 275-, and 1867-fold higher,
respectively, than in humans treated with the recommended daily dose of GEMTESA. No embryo—fetal
developmental toxicity was observed at doses up to 300 mg/kg/day. Treatment with the high dose of
1000 mg/kg/day was discontinued due to maternal toxicity

In an embryo—fetal developmental toxicity study, pregnant rabbits were treated with daily oral
doses of 0, 30, 100, or 300 mg/kg/day vibegron during the period of organogenesis (Days 7 to 20 of
gestation). These doses were associated with systemic exposures (AUC) 0-, 86—, 285-, and 898-fold
higher, respectively, than in humans treated with the recommended daily dose of GEMTESA. No embryo-—
fetal developmental toxicity was observed at doses of vibegron up to 100 mg/kg/day. Maternal
toxicity (decreased food consumption), reduced fetal body weight, and an increased incidence of
delayed skeletal ossification, were observed at 300 mg/kg/day

In a pre—and post—natal developmental toxicity study, pregnant or lactating rats were treated with
daily oral doses of 0, 30, 100, or 500 mg/kg/day vibegron from day 6 of gestation through day 20
of lactation. These doses were associated with estimated systemic exposures (AUC) 0-, 9-, 89—, and
458-fold higher, respectively, than in humans treated with the recommended daily dose of GEMTESA.
No developmental toxicity was observed in F1 offspring at doses up to 100 mg/kg/day. Maternal
toxicity was observed during lactation (decreased body weight gain) at doses >100 mg/kg/day and
during gestation (decreased body weight gain and food consumption) at 500 mg/kg/day. Developmental
toxicity was observed in F1 offspring (increased stillborn index, lethality, reduced viability and
weaning indices, decreased body weight and body weight gains, low physical development
differentiation indices, and effects on sensory function and reflexes) at 500 mg/kg/day.
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8.2 Lactation

Risk Summary There are no data on the presence of vibegron in human milk, the effects of the drug
on the breastfed infant, or the effects on milk production. When a single oral dose of radiolabeled
vibegron was administered to postnatal nursing rats, radioactivity was observed in milk (see Data).
When a drug is present in animal milk, it is likely that the drug will be present in human milk
The developmental and health benefits of breastfeeding should be considered along with the mother’ s
clinical need for GEMTESA and any potential adverse effects on the breastfed infant from GEMTESA
or from the underlying maternal condition.

Data

Animal Data

In a lactational transfer study, lactating rats were treated with a single oral dose of 10 mg/kg

radiolabeled [®H] vibegron on postpartum day 10. Levels of radioactivity were determined in milk

and plasma collected at 1, 4, 12, and 24 after dosing. The Cmax of total radioactivity in milk and

plasma were observed at 9 and 2 hours after dosing, respectively, with a maximum milk-to—plasma

concentration ratio of 2.2 observed at 12 hours after dosing. Vibegron elimination from milk showed

a similar trend as that from plasma. The radioactivity concentration in milk at 24 hours after

administration was approximately 25% of the Cmax.

(2024 29 A 9 HIFFA)
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KEATSCE 8.4 Pediatric Use
GEMTESA Tablets:75mg The safety and effectiveness of GEMTESA in pediatric patients have
(2020 4= 12 H 20 H) not been established
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