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(1) #04
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(2) %%

Beova® Tablets 50mg
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Beta 3 agonist for the patient with Overactive bladder
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3.0 37.2
4.0 30.0
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BRI NED b, 100mg EAREZ. MLTRY

E~JOy  MNUIFOSYER  EAJOY
JStRBE 100mgB¥ 4mgB¥  100mgiHFABE
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i), 45.1% (116/257 1), 51.5% (69/134 f5) . 36.4% (40/110 %) KU 42.9% (88/205 f5) T&H
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. FINZRIRROEEO BB THEMAEND a7 RUF Y U RRIERSE, 7 3 BERAH]., Hi7
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BYBERE S G RATATOES)
*1 : [AIEEUSRE
*2 : 03
#¥3: A IXTF 0. 2mg
(T301 #Br)

AT ERZ b LThmg 2 1 B 1 BEIR&BICRAKRET S, THD,

27



V. aRICEISER

(RS

TERHIEH
1 B HRR

A2HE)

REH 12 BRESTO 1 BEHPEREZDN—RF 1 (0 H) HOE(LREIZHB VT, 50 LY
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BT+ (95%EEX )
1 B REV)E K E

- 1 AE Ut R AR

&5 1A
0 4 8 12 24 36 52(8)
0 1 1 1 1 L 1
@~ EAJ 0 50mgHEE
~N @~ EARJO2100mglE =G
|
= 1
2 EleL ~159 -153 -155
,r i AT r vy
>
D\
=)
@D -2
z
1t
-4
—3] ~22 ~230 ~229
([B)
50mgHERH n= 93 93 91 88 88 88 85
100mgiE®H n= 45 45 45 45 44 42 42

%:p<0. 05, * *:p<0.01, * * *:p<0.001 vs O J@EE (LDA V£)
/N TR+ (95K X )
0 0 THRVWEE
1 BEHYLEHRAZE S

(T302 #BR)
) AFORELROCHAEIZ, @, A EXZ o LThomg % 1 H 1EE%ICRAOKEST5,] THD,
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V. aRICEISER

RES

REEREA)S Sl
1SR

0 4 8 12 24 36 52(38)
| 1 1 1 1 I

@~ EAJ0>50mgii )
~N ~@- EARJ0O>100mgiBEF!
| i
2 125
= =1 -1.56 -1.61
o e
=
b\
5
D -2
7}'&\
= |
= -205 1
=3 Fw o BW
50mg#EEHl n= 93 93 91 88 88 88 85
100mgi§EfH n= 45 45 45 45 44 42 42
#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs O MM (LDA i)
/N FREL + (95%ZHE X )
02 0 THRWEHE
X 1 BFHREZES
- AR HE PR B4
1S HAR
0 4 8 12 24 36 52 (&)
0 | 1 L 1 1 1
-@- U RJ 0> 50mgHEF
~ =@~ ERJ0>100mgi& = F)
|
Z -0.69 -0.70 -0.69 -0.71
S o5}
,(
7
D\
& 10
—1.04
% o B ~678 -078
g
—1.5+
(1)
SOmgitEsEHl n=103 102 98 95 93 93 90
100mgiE&EHl n= 43 43 43 43 42 40 40

#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs 0 AWK (LDA {%)
/NI 4+ (95%(E HE X )
0 A 0 THRVEE

X &ETFHHERER

<P 1 A PRR &

(mL) | =@=ERJO>50mgitiFH
80— =@-EARJ0>100mgiEEHI
/I\‘ 53.85 <oisi
4858 e :
2 60 v
>
=
{\ 40
5
&
,ﬂ: 20_
e
=
1862
0- T T T T T T
0 4 8 12 24 36 52(3&)
15 HARE
S0mgiHEREHl 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 O MEF (LDA ¥%)
/N ) £ (95%(E E X )
K Ty 1 EHRE

(T302 3BR)

) AFIOMER WL, EE, RACIIERZ e & LThmg % 1 B 1 EE#®ICROBRE5T5,] Tho,
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V. aRICEISER

B S

XU TRREETIAEIZ L D quality of life (QOL) O KA AL 22T

« Patient global impression (PGI) 2 X % B R EE

52 WEED X VA ZED QOL A 27 DNR—R T A VinhOE LEIL, B 1 50mg HEFRF
FITIETRTO R AL THRFZEOICERRUCENRD iz, £/, B X7 1l 100mg H &4
TITEMEHIEERK Z R < T _TD R A AV THEHEIICHE B R WENRD b,

2mm | EEA0 | ABRU | BH0ED | HewEs | mAmn | . o .
e BE | KEOWE | OBk oBE | Amgpg | DOMBE (ERRUED| SEEFG

! |

L

o w o
1 1 I

< sbz]

*xx [-133
—15-

BISRIO 01\ AUIN— .

1544 —
.k l’—znz
|—1592]
S,

|
N
«n

|

- 3&72]

£ [—3779]
[ 2174 —2194
* ok e

Il £~50>50mgBén=104 (AR ARIBIF : n=78. BEIRKUSES : n=103)]
[ £~50>100mgBfin=48 (BABIRARIBIF : n=40)]
#:p<0. 05, * *:p<0.01, * * *:p<0.001 vs O AR (LDA %)
/N (9% IXH])
FUURBRABTEIZE S quality of life (L) D KA RO 7F

~3581,
— 2440
A

L 2357
T

52 KA CTOHRBEE DM CTH 5 PCI 2RI A8 E (PGT A7 M1 FEFICRL 2
ST 12 B polz) ROV 13D LEL 2oTz) Lipolz) OFEIEE, BX7 1 50mg HEfFF
BRI ENRZ 1 100mg HEEGIT 92. 2% X 88. 2% ThH 0 . ExhitkE (PGI 2= 7 H I1: JEHIC
BL7polz) Y12 B oty Linote) OEIGIE, B vy 50mg MR L O BT 1
> 100mg B AT 74. 86K N 62. % Tdh > 7=,

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

[85.8, 95.8]

80

[66.1, 81.8]

[49.0, 74.7]
60—

40

20

O_

EAJ0>50mg EAYJ0>100mg EARJ0>50mg EA)J0>100mg
HERS{B 1B HERSB1 IR
(n=115) (n=51) (n=115) (n=51)

BRE EVNE

B/ N IR+ (95%EHEIX )
K Patient global impression (PGl) IZ&k 3 EHEMNERE

PGI (Patient global impression) : HBEF DORKAYRFIS:
BTG BB OFEIR T % U CHG-BRLARTORIEN S EDO X HIZB{L Licdns 11 : EFICRLS ootz 2 B
I7potz) 13: MW LB hot-] T4: Zbbin] [5: D LE otz 16: B otz 7 FFEFNITHEL
Tpofo) O 7 B THEE B &3

(T302 #BR)

) AFOMER WL, EE, RACIEERZ e & LThmg % 1 A 1 EE#%ICROBRE5T5,] Tho,
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V. aRICEISER

(et

- AERR

HEFGORBEGIL, B2 1 50mg #EREFT 57.8% (67/116 i), X7 1 > 100mg H &4
T49.0% (25/51 ) ToH o7,

BT 50mg MEFFEIT 26Lh ERBL L -G FEREGIT, SIHTEZAS 17. 2% (20/116 1) . BEMER DS
8.6% (10/116 f]) , FRIREIEMNA 4. 3% (5/116 1), OWNEZE, A MY 7V &Y REEINNA 3. 4%
(4/116 f5) . HRER., A 7 W WHBEZR, 45, BEHE. EXOEORIENE 2. 6% (3/116
) T otz, BT 1 100mg BERFIT 2 FILL EICRE LA EERIT, SHER A 13. 7% (7/51
F) . DONRLEERDS 7.8% (4/51 f31]) . {EFBEAS 5.9% (3/51 ), THI, WZBHE 3.9% (2/51 %) Th

ST,

BIWEMIL, X271 50mg #EFEEI T 18. 1% (21/116 i), X7 1 > 100mg ¥ & T 11. 8% (6/51
) THoiz,

2 BILL 3B UZRIERIEZ, B2 v 2 50mg #ERFEITI, ZRAREHIN 4.3% (5/116 ), DNz
M ERER BN F N ER 2. 6% (3/116 f5]) . L 1. 7% (2/116 f5l) Th o7z, EXZ 12 100mg Hi &
BICIE, ERL, OWNEEERZNZEILS. 9% (2/51 61) THoT,

B FILICE - IERIL, B2 1 50mg MEFFEID 3 il 3 #F (AMAEZE 1 - J Ok IR B 2
) ThHol-,

EERAEFRIL, X7 0 50mg #ERHME T 5. 2% (6/116 f5]) . B2 1 2 100mg HY&=45 0% (0/51
) THoiz,

LA E LT, 16 (BEXZ 1 50mg MEFRFG) 380 bitlz, B/ mr 50mgl H 1 EIEEG S
60 fRZctEAy, 5 29 H BICHRENC KX 2 BHHERIE D12 L Lz, 1EBRBLEMICEI Y | AT
jE S WEIZ L AFHTHY, EXT e OREBERITR L EHE ST,

FUER 2R < BERAERRIISF M4 (U Y A X VBROE, MIEZE, B lE, HERTHZE
WL BEMCPEEEEME D F ) THY . TRTERT 1 2 50mg #EFH TRO iz, 0 ) BIRGRE
BN ETERVEEERIL, WMEE U F 14 ThY., BFEEETH 7=,

- BRIR A

7w 50mg MERHEI R OV E N7 2 100mg R & b BB 208 U CRERIR IR AE DO ZEE)
hEL, BEREITRD bRt
XA B Y A

B m v 50mg MERFBI R VBT 1 2 100mg BEESI & B IS F A UICRFE T R & AT
oz,
- 12 FFELERBRA

12 FHHLEROBRAR T LS 1 G BRI EIR LR L 72 5 REHT A0 Bl
BlE. BT 1 50mg HEEREIT 3.5% (4/115 ff]) . B 1> 100mg HAEHIT 2. 0% (1/51 ff]) T
HoT,

BEAIE SRR, BN 50mg MEREEIO 1] (AEFS PeldE)) T, dikmcE
ST ERBRD BT,
. FRIR B

e 1 50mg MERFEI R OV w2 100mg BEEB L b IT, RERIH A8 L THRIR B E
WRFET RELABITRD bz noiz,

BT m 50mg MEREBITIE, 5 BT, EREHINARD b, 055 2 flTEENTIESH

72
B\ 100mg B &G Clrx, MBI ZE L CAEFRE L THE SNEREINTED 5
nnoi,

AARNEEEIEDEEE 2RI e~ m e 50mg/ A (100mg/ H~D¥ERE) 2 RW] (52 ) 2
5 U0 REMICK X MBI bk o T,

(1302 #ER)

) AHROMEROHER, Na%F, KAZEE~Z7m & LTomg 2 1 B 1 RERICEARST 5, THD,

(5) B& - RAEAIHER
AR L
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V. aRICEISER
(6) ;A0 A
D) ERMERE (—REARERE. HECARERAE. FRARBELERAE) . RERTRT —IA—RE. &
ERFTREBRABROAR
- BT A (R T)

AR H iy i F2RE T d61T B 22 axtE B OV PE O RS

EIEEIE DI 31T D IR EUNARE, HRK OUNAERESE 2T 2BE DI B, A=A

A SR BESOmMg 2 - I 4 B B

LR Tu AR T 4 TRk

T - 2019 4E 8 A~2023 47 A (4 4E[))
PRSI R BEIR - ARIREBIAT: 12 B, 7272 L. 12 B8ORS TGk T - 7 IERNE.
B 52 WM E TSI 5,

HAREGIE : 1208 PA_E OBIEEESIE & L T120041

G AR R U IS : 184801

= 7RG A (FA )

NARDBEBHELTERFENAERITER LI-RAE - HEROBE
YL

(7) £ D

NEREIRTSERNB_EGTREERR?
IBIEENEEE R 1107 Bl 2T RICE_ S 1 2 50mg, 100mg P XIE7 IR %4, 1 H 1 EE&KIC 12 BEROKRS
L7 b EOFEFHHEE TH D 1 HEHPIREFOZ R, WNCAIKEFHTHEE TH 5 1 A FERRELEEE
BOEEKL O B EBTLAME R AL BOELEOKEZ KIOR Lz, “EHBEREBRBROERE, WIiho
FHBIEE TH, BN a s 50mg BEA TN 100mg BEC T T B AREEC AN E B REERRO bz 2,
BIVEF S BAEREE X, X7 a2 50mg BEC 7. 6% (28/370 4i) . 100mg BET 5. 4% (20/369 fil) KON 7 & REE 5. 1%
(19/369 f5) TH 7=, ERENWEMIL, 50mg B TR 1. 6% (6/370 B1) ., ONELHE 1. 4% (5/370 ) TH-o7=,

x 12801 BEHHREBOELLE

51 SiE 4K 5l A &F 7T R L O
e -1.21
75 R 369 11.20+2. 40 -
(-1.40, -1.03)
o ) -2.08
v s 1y 50mg B 370 11.13+2.37 p<0. 0001
(-2.27, -1.89)
o ) -2.03
B sm v 100mg BE 368 11.08+2.25 p<0. 0001
(-2.22, -1.84)
R + AR R

# : Constrained longitudinal data analysis(cLDA) %, f/N T 3RIEHIME  (95%(E HE X [E])
B cLDA {E, A E/KYEMIN 5%

x 12:8FO 1 BEYREVEREHOELLE

BGHE TEBIEL 51 22 77 B AR & O™
SN, -1.77
A Y 369 3.77+2.23 -
(-1.96, -1.58)
o . -2.28
B/ 50mg B 370 3.70£2.08 p=0. 0001
(-2.46, -2.09)
ey X -2.44
B 1 100mg #E 368 3.77%2.25 p<0. 0001
(-2.63, -2.25)
PR fiE AR

#: cLDAVE, B/ FEHIE (95%FHEXH)
#it : cLDA ¥, A E/KUEMI 5%, FTMIEEH B CRIED S EMEITTHE S Ty
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V. aRICEISER

% 12880 | BEOYEEREZEAMOL LS
B 51 SIS B 5 (LR 7 5t BB L DR
75 R 333 1.88+1.33 108 -
(-1.21, —0.96)
71 50mg #E 329 1.97+1.48 19 p=0. 0015
(-1.48, -1.23)
71 100mg B 327 1.861.31 0 pe0. 0ol
(-1.60, -1.34)

PEIE AR R
# 1 cLDA A, d/h IR (95%(FHHIXIH])
# : cLDA JE, A EUKYERIA 6%, FFAGIE H A THRUE DL EMITFIRE S Tnan

) AFOMER ORI, DR, RAKIZERZ o2 LTComg % 1 A 1 EAE#%ICROBET S, ] Tho,

2) ENEIHEERZSHER Y

IBIEEIREDE R 166 B2 550, EXZ o b0mg &2 1 B 1 [AEIAHIC 52 BERA®KE LE, /2. E~XZ v

50mg % S MR G L7-14. VBB ARF5. o MEICRIEZR W LGB Y EEAVHIET L. 2o b &

AL UHAICHRY . 1A 1 100mg P ~#EE L7z, 8 HFFK O 52 IFD 1 A FEHEREROZ R, 1 A

R R E B EEOE R L O L B EIE MR REE B DR O BAE & ISR Lz, WO FHIE H

TH, BT 1y 50mg HEHERBI KON 100mg 2R & b ISR D OUEENFRD H AL, 52 WFE CRHEIT

DT LR MR SN Y,

RIVERR BT IL, X7 1 2 50mg HERHFIC 18. 1% (21/116 f51) . 100mg H &M C 11. 8% (6/51 i) TH o7z,

FRRWERAIE. 50mg HERHFICREIREIEM 4. 3% (5/116 ). MR OWEBEK 2.6% (3/116 Bi), AL 1. 7%
(2/116 f), 100mg HE &M CEM L N NTEE 3.9% (2/51 #), B Y U~F KOZ 5 FEE 2. 0% (1/51 #1)

THol,
& 1 BFEHHREIHOELLE

BehRE JEBIE E il 8 WHFA L E? 52 AR AL &

[/ = -2.52 -2.71
50mg HEFFH 15 10.621.88 (-2.90, -2.13) (-3.21, -2.21)

|/ = S -1.85 -3.16
100mg 3 F: 45 o1 12.7822.95 (-2.42, -1.28) (-3.90, -2.41)

SR E MR 2

#: Longitudinal data analysis (LDA) ¥5. f/D _ZBEYIE (95%EHE X H)

& 1 BEHREVEREHOELLE
Be 5Bt JEBIEKR BeH-Hi 8 WAL E* 52 MR b &*
SR A= -2.72 -2.91
+
50mg HEFFHBI 1o 3. 19+2.59 (-3.14, -2.29) (-3.43, —-2.39)
S =2 -2.19 -3.42
+
100mg 3 &1 o1 5. 563.51 (-2.82, -1.55) (4. 20, -2.65)
SR E MR 2

# 1 LDA YA, s/ SRVIME (95%(F X TH])

= 1 BEHYEERAZEHOELE
BBt JEBIEL e 581 8 W (L E* 52 MR L BF
SR = -1.49 -1.55
50mg HEFFBI 93 1. 811,39 (-1.78, -1.20) (-1.88, -1.22)
SR = -1.49 -2.29
100mg H4 15 15 2.7952.60 (-1.91, -1.07) (-2.76, -1.81)
SEEE R R 2

# 1 LDA YA, /b TIME (95%(5RHIXH)

) AFOREROH &L, @

A

N

BAIZERZm e LTh0mg 2 1 B 1 EBBICROEET S, ] Thd,
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VI. MBI BIEE
IBZRHd HIEH

|\
4

e L
VI. E3h2

1. EBRZMICEES LGN ILIEEHE
BRI B3 7 LT Y R BT B A

—WL I TR T e

EE  BEEO D DM OMBESUTNRE L, RIOEFRLEEZRT L2 L,

2. EIBER

(1) YERERGL - 1E A
BEBEERAICAAET 2 B, 7 N LU U RAERZRBRICHI L, B2 iR S5 - & CHRIIERZTIEL ,

IRENEEEIZ 3 DIREDNAK, SR, YhAMRREEZ SGET 5,

1
BhRA R

[ BREAICRAL.
BEAEEEL

\ P
\ I \ ( # gﬂpgspﬁw)

. >\ = ,

Y @i N
(@) IRV AF KRS SR B A eE

<sE> UV EREEDIEX
FIUVEOERNE SR
FEFN DB wwué;l

LAN BBMAEETEOR | R BB
PREL. BRI S, -N'Y—\- /

(2) EEE T HRERAAE
NB 7RLFUUZRIKIZHT B/ER (in vitro)
DE k B 7 ELFYOZRIKIZHT BERER (in vitro)
kBT RLF U UZRE~D PI-CYP DA LT, B r 0 10 fHIE 193 nmol/L Th o7, —
F. ExZariie b B KRN BT R U UEZBRIRIIZIFE A ETEA Lih o T,

X EFBTFRLTYURBHRYITZATITRT HERT DU DREEER

. ICsofE (nmol/L)
B 1S FE B2 SR BB
[/ A= >20000 >20000 193+41

Biv Bo: VPHE (0=2), B, VIEEARHERGE (n=5)
PI-CYP : B 7 RuT U U RRO B VRN Y 7 ®

Tk e b B B XU By 7 LTV U E A L E R STz CHO AR OO B 53 2 I T2 A IS
AR FE i L7z,
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VI. BHEE(CEHI SRR

@tk B 7RLFY URBERIZHT BRIBIER (/n vitro)
ERZ7uaroe b BT FUF U U FAREERMIICE T S AP _EFEMA O ECs Eld 1. Inmol/L THY, %
DOEATEE (1A) X84%Th o7z, EXT ot b B AT B 7 FLF U U/ RFBHNLIZI T D cAMP
FAEERIZEE<. B R BT BTxT D b BT LT U USSR~ DEIRMEIT 9000 5 %8 2 72,

R EFBTERELFYURBHY IS TICHTHENST O UORBER

B SRR B2 SRR B3 AR
BEBRIE ECso fE 1A ECso fE IA ECso fE 1A
(nmo1/L) (%) (nmo1/L) (%) (nmo1/L) (%)
RN/ = I >10000 5 >10000 7 1.1x0.5 84
ECsoffl : B1. B2 EXIHE, By FHIE AR E
Biv B2:n=3
B3 :n=7

IA : EATEN GERFBETHLIA Y TaT L ) —LORREGE 100%E L7z & & OFExHE)

JiE B R B BaXIE BT R U USRI ELEFRDL S W7 CHO MIE % VT, HERER cAMP JRJE 215
L LTH BT RLF U UZEEY T XA FIkwtT 5B /E R 2 264m L 7=,

2) b MEHEBERIC T BER (/n vitro)
BRI X0 I S E - b MFHEEBEERICIW T, BT 0T 0.01~3 pmol/L TR ERIFRITIEBEIL
KEZ B L. ECsofBIE 43nmol /L, Eux I 64% T o 7=,
(%)

75 —e=tnrHOy
=Om= B8

254

—é.O —1/.5 —'7.0 —'6.5 —%.O —‘5.5 (mol/L)
T EAEYEEGE (n=6)
B £ MEHBEBARICET ST — L FESRBIUEICHT 2 ERT D ORE

Jiik o v MMEHEEBEEREZ VT 7 o —r RESRRENT & 2 BRI (269 2 S R 2 s L7,
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VI. BHEE(CEHI SRR

3) EERLHEREIC XTI B4ER (/n vivo)
OF7 A7 FIL ORI T H1ER (FREFT)
- ERSTOVOHE
W FOT B A AICBNT, BT a TR EICRERE A &4 B X w77,
e o OFBEICHEMAREZ R I 2 R/IE (/N EEZIE) 130.03mng/ke TH Y | e REMA I
NR—2 T4 v (Y HRiE) 25 156 19%M L e, PERIET 0.3 &Y 3mg/kg THEIZIEK T L. B

a7 T AT ALK, Img/kg A ECHEIC ER LT,

(%) (AcmH20)
180 —@=EA4OY by 67 —a—tRIOY
O 4 O
160
2_
T
Y.
H%, 140 HE 0
= 55
£ 120 4l
_6._
1004-3
_8_
r————————t— =il —p—t——r——t————
0 0003001 003 01 03 1 3 0 0003001 003 01 03 1 3
o (mg/kg(iv) A (mg/kg(iv.)
EAOY I EAsOY I
(AmL/cmH:20) 3% "
87 —e=rRYOY
O BE
i3
BE 67
|
>
7
S5 47
/r
7
>
Z o]
0 0003001 003 01 03 1 3
(mg/kg(iv))

exJo>

FEME AR ERE (n=5-6)

¥, %k N2 T A NIHT DHEEE (%:P<0. 05, *:P<0. 01, SARHE > HSHT)
Ht o WRIEEEIC ST 5 A E S (##:P<0. 01, Dunnett YL HELEL)

§ : n=5 ThH D 7o OMEARFENM,

B EXJOUCOEREE. HRE. BRI TS50 7o RIHT 2R

Tk B VR T OMEET 0 S IO T B m s ORIRN R G4 OREBEREREIZ 6T 5

ZEBENERIETE (A b A

b U —3) CHRA LT,
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VI. EEIE(ICE T HIEH
- ERSTOVELRDY UERRAERZEOHADR
MTua o EOF Y 7 2t v OBFRETEREEE ABERENICENSEZ, exX7ard ML
TuIYUXITIA) T =2 F R OFRIIC IV, BA L R TENE RO AR LT,

£ ERTOVRUVLRNY URBREREOHAREICLIBERBFE~DHR

NR—R T A D OHIINE (%)

7\ (ng/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

KFaPy | 0.01 | 10.7% 5.0 |26.724.9| 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 -

FN 7 =F 0,01 | 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 -

FHE AR YRR (n=5-6)
YT —H L

FHE A E I VBT O T A AL RN TERTm ol M AT e YU IA Y T 2 F o8
Be - (B RN P 5-) Ot
% [ENARAGR

@h =Y A4 FILDEEMERE T T 2/ER (EIREET)
MREE T OB =7 A4 FTEBNT, BT i3, ABEFOICERARZBINE S, ZOERIK 0. 3mg/ke
NHEEEThH-T, — . FRFEICH LU L A EE L5 2 otz

(%) (%)
180 160
160+ 140-
140- 120-
120-
i3 " 100 ©
s 100
% 2 PR 80-
= 80 3
60
60
404 40-
-e-EnJOYy S i
20 -e-=5/J0> 20 -e-5/J0>
O AR O B
T T T T T T T 0= T T T T T T
0 001 003 01 03 1 3 0 001 003 01 03 1 3
(mg/kg(iv)) (mg/kg(iv))

SEEE £ FEYERR 2 (n=6)
*: P<0.05 vs IRPERE (Steel HUE)

B EXJOVOBEREERVHREICXT HER

T3k R T OMENE D =27 A Pz T, EXZ 1 RO F7 1 OFIRNEG-% OB IEEE I
MY DMEMAE T A B A MY —IETHE LT
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VI. BHEE(CEHI SRR

(3) YE FARIREFR - FrlnhFiE
1) ERRREFE

%W TAREFR L FER (008 FRER) ~_— Z3kB& Part 1 1ICBWT, 1 BEHPEREIDR—R T A )b DI
LB, EX_XZ o 100mg BEIE 1EE LD . X7 oy 50mg BEIZ 2 @R L 0 . 7T B ARBECE~FEHICAH
B FRD B (eLDA ¥, p<0. 05),

F7o. 1 BPEHRETNEEEE, 1 B FHEEMRAFEER K O 1 H P REEEEDOR—R T A inb D%
fbEiE, BX7 1y 50mg KON 100mg BET, 77 EARREE i U C 1L O HHNICHEE B BRED b
7= (cLDA {£, p<0.05),

(T'v. 5. (4)KEERIRER ] OESMR)
W) AFIORER ORI, D8, RAICRE~Zar b LChmg 2 1 A 1 RI&%ICHEARET5,] TH,

2) fe FRH RS
g L
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VI MBI SIEE
VI. E¥ENREICEE I IR HE

1. MAREDHER

(DaRERGMPIRE

gk L
(2) ERERRER CHER S FIRE
DET:ET

HERERR A 6 Bz B v 10~300mg (B 7 V) % ZEJEIREI BAAIRR 45 5 L 7o & 5| Cuax LY AUC e 1 4R -
B EDO EREZRLUEZN, tim AR tip 3G EIZE ST —ETh o7, (003 3Ek)

(nmol/L)
2,000
1,800
1,600 -A-ERJ0> 10mg
1 -o-£/~J0> 50mg
fy 14007 -O-EA4 0> 100mg
35 . O-£E~J0> 200mg
1,200 -O-ER% 0> 300mg
E _
/9\ 1,000
3 .
>~ 8001
= |
= 6001
400
2001
Ol T T T T Q
16 20 24(hr)
I R YRR A

BEMANIZERT O 10~300mg ZZEHEREEZEORELIZEED
EXT DU omERREERE

£ REMACEAT DY 10~300ng ZEEHEEEORE L&D
ERY 0O miEhEmEE S X —4

P -~ Coax toas AUCi¢ ti
(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) 1.92 (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)

SR (%CV)
# 0 hRAE G/ ME- R R E)

) AFOREROCHAEIL, M@, AT E_XZ o & LTsmg % 1 H 1 EE%ICRAOKETS,] Thb,
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VI. EYENEEICR T HIEH
) RE®RE
B AN B 6 il B2 m 2 50, 100 K TN 200mg (7 7 &v) A 1 A 118 14 ARZEERRERE L XD
AUCooi 13, $5-1 HE LHART 1.84~2.29 5 CTh oo, BT 1 OMmETRE L, 5% 7 HANIZE
FORRBICE LT, (009 3ER)

(nmol/L)
1,800

1,600 3
o0 -8-EARJ 0> 50mg

-0-ER4J 0> 100mg
1,400 -O-ER50> 200mg

m
3% 1,200
1,000

800

PEEENANAN AR

600

400

200

432 480 528(hr)

AN+

BEMAIZERT D50, 100 RU 200mg % 14 BMZEREFRICREZORS LIz =D
EXTOrOmERREHR

£ RERAICEAS D50, 100 RU 200mg % 14 ARZMECRERS L-E &0
ERY OO MmERENIRE S A —4

BE5E | #58 | @ Coax Cnax ™ AUCy-24 tie
(mg) (H) % (nmo1/L) (hr) (wmol- 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)

200 1 6 778 ( 57.4) | 2.00 (1.00 —4.00) | 5.31 (46.3) —
14 6 | 1380 ( 28.1) | 1.00 (0.500-6.00) | 9.76 (14.8) 59.7 ( 3.3)

A (%CV)
Hopefl (M- K AE)

) AFIOREROHEIT, AR, RAIKIZERZ o2 LTomg % 1 A 1EE#BICROBET S, ] Thb,

) &=
LR L
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VI RMBEICEET SRR
) BE - HtAEOEE

NEBEOTE
ERERR AT 8 Bl B X/ m v 50mg & ZEJEIRF N OV ICH B OG- Uiz & & ZEJGIRFD Chax SOV AUC e 134
BRBEE LT L XTHR, FAFN LT3 KO 140 (ETH 7208, taax BN L2 \CEBIED B2 o T2,

(T101 3RXER)
£ BERAICERNSOLLH0ng #Z=ERFRUVBZICERZOKRSLZEED
EXSTOLOMBERENEIRE/NS A —4

v Coax tmax# AUC; ¢ tise
BIECL mot /1) (he) (ol -hr/L) (hr)
e 155 1. 00 1.92 69. 0
Z2 G IRE 8 (99. 1) (0. 500-4. 00) (46.0) (12.5)
g o 89. 7 1. 00 1.37 68.9
E (84. 3) (0. 500-2. 00) (39.7) (15. 0)

b ¥ F
— 1.73 — 1. 40 _

(Z=Ews /2 1%)

A (%CV)
H P (R/IME-FAAIE)
HH o %A

) HREDEE
DOrLTFERDY
Rk A (FFEA) 12 il B\ 2 100mg & CYP2D6 DEE TH D M T a Py dng B E L= L X,
ERT D Cuax XN AUC 4 1F, BT B A B G LT & & LT, ZNF 103 LN 1. 85 Th
STy T, T BRI UD Cuy KON AUCo (X, M TR EHEMEE Lz & LT, 2T 1,12
KON 08 5 TH-T=,

@47 baFrv—i
R A (FFEA) 10 fliC B2 1 2 100mg & 58U CYP3A4 KON P& /32 (P-gp) DILEAITH S & b
aF Y —H00mg HOFHEEE LIz X, BT T D Cux KON AU IZFNFI 2.22 BN 2. 08 (5T -
7=
¥ REOANZEANARZT

BCILFFTEL
fEREER N GMEN) 12 Bl X7 1 2 100mg & HFFZEE D CYP3A4 Je OV P-gp DIREARITH 5 2L F 7 E A 240mg
FHREELZEE, BT 00D Cuy KA 1ZFNFH1.68 KN 1. 63 TH o7,

@R OTE
PEAR % SR IN LA A% o ZetE (SMEA) 18 Bilic B 1 > 100mg & fR NBHESR (= F =LA F T V4 —)L
0.03mg/ LR/ V7 A ML L 0. 16mg) ZOFHBG LIzt &, ZF =V A 8T TUF— /LD Cuay LY AUCi¢ 15
FIEI0.96 L0415, LA AL AN LIUIZFAEI 118 KOV 21 {5 CTh o7z,

®TIxTy
RN BFEAN) 18 Bl X7 2 100mg & P-gp WETHDH I AF 0 0. 26mg #PFAHEG LI- L %,
TAX T YD Coay LONAUC e (FENZEN L. 21 KOV L 1L fETH -T2,

) AFIOREROHEZ., B, RAZIZEXZo o2 LT5mg % 1 H 1 EEgICRA%ES5dT5,] T
»5,
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VI RMBEICEET SRR

2. EMEER/NSA—F

() fEW A&
BT o OEYBNREIZ OW T, BT o U A AR O&RE Lo EhEE X\ v b non—compartment &
IVERITIZ - TRl L 7=,

(2) R U E 7E #1

MR L

Q) HREETEH

MR L

DHIYTIUR

fRERER A BE 8 BlIC R o L 50mg & ZEMERFIC AR G L7z E EDRNT D7 VT T U R (BT FHy
(%CV)) 1% 58.5 (46.0) L/hr Th-o7-, (T101 :ER)

b) T BHE

TR BE 8 Bl BT 1 L BE 50mg & ZEMERFICHLEIE O 5 L7z & & D RT O H AR (T (%CV))
135820 (56.1) L Th-olz, (T101 #ER)

(6) £ Dt
BERSAN

3. BEAGRExL— 3 V) @

(1) A A&
LR L

Q) INF A -2 EHER
R L

4. IRIR

NAFTSAFEY T 4 —, GIGRAE, PRILR
b N TOREER e L

5. o

(1) i 37— B8 P o3 8 4
B TOBYRE L L
[5%]
HEPET » Mc[MCl B R m s bng/ke ZHEIREOHE LT & 25, IMERLISM O PRCHRERALIK CIL O AED
HENRD-T2Z LD, B r Y ROZ OB RN 4 @il L# 2 & 2R Shi,

(2) % - e AR BAFI @B 14
B R TORLER R L
[5%]
R 18 RHOZ v MC[PHI B~ a2 10ng/kg & BIEIRR O L7z 25, PHI BN B 2 RO TR,
i e A B ) St LB S~ L7
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VI RMBEICEET SRR

@) ELA~DFITH
b N TORYERR L
(%]
DREOWHERZ v MIPH X7 1 10mg/kg ZHEEAHR G Lz & & A FITHHARIGERD 7203,
BB IIMER D Coy £ 0 BAED o 72, HH 0D OWIITMEE & FIREOHERE 20~ L, 514 24 BE] O it
HST REIR (T R R EE DY 1/4 Th o Tz,

4) BB~ DBATH
gk L

(5) Z D DRI~ DFBITHE

b NCOREER R L

(%]

HEMES » MizMCl ey m s bmg/kg A HERO®RE Lz L&, (M0 ey o ATl nIcRI S, fx 7
FARRA~ RGP A LTz, 2 < OMRBRT. #51% 2 ReCRRIRE & 7e o 7tk MR U BRI (X[ & &
BITIET L, KI5 O eI 345 514 168 Bl & CICERIRA R £ TR T L7z, IRER, SE O, Bt
A, ELRZ R OE B 5-1% 840 R C b U RE A M L7223, BBRIRFI 22 U BEDOTHRITHERE SN2, R
WS ERT A i3 EER BN, 70, IROAEMM CIIBHEDHD PERTH LD, AT =
VERFERASNOREEPIREENT, Ty MERAOWTEERBR I, BEREDOERAE D S TR oMk BN T
b, AR THT RSO R BE TR ST R,

(6) MIRERFEER

e FOREBEESE (/n vitroRER)
v MIAEZPHI B 1 0. 1~100 pmol /L (Fef&i ) 2RI L7z & & | SMFHRIE COE AR A FEIT 49. 6%
~BL3%TH Y, Bt L BEHETIE, B0 OBREBEICLOPEAKERII-ETHo 12,

2) B FIMERFBITE (/n vitroiRER)
b MIRIZPH] B 1 0. 1~10ppmol /L (fIRE) 2N L7 & & SMFHEE Co i/ ik i
120.8~1.0 TH V., Mt LI-BEFRKMTIL., eXZ o roREICELTMERBITIZT—EThoT,

6. 1t

(1) B BRI B UM IR R

FREFERAL « HTE

R
B m s 50mg E[MC] BN e 2 100mg ZHEERE ARG Lz &0t MuERITIEEICREMKE LTE
EL, RE@M e LT3 7 v omiaaid (M7, M35, M36) KON 2 OB LAIEHY M4, ML7) 233O 5
Nz, (BARAKRUOSNEANT—%)
[MCle 7/ my 100mg ZHEIREORS Ll 20k MREOERIIEFICREE L LTHFEEL, RPIICIE4
FEOMRHY M3, M4, M6, M7) R OEHIZIL 3FEOMRHY ML, M3, M11) DRI N, WITNOREY
BeHB0 2R Th o7,
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VI RMBEICEET SRR

(:rN ovonvERaE
Oﬁ/\m’\/@ t’\dﬂ/ conf M7

ot M1 M3 y
N ;j Oy\'_\/\/@/l o
( T f?m"”‘* M35
—4OH M11 N
e

céA o Ma |O O\('—‘/\/O’m OYFX/O/ g M36
H

EREEFCENT o

B EASOVOb MMEBRE

QRH_EETIER(CYPE DNFE. F5FH

NRBBEESER (/n vitro)
e r e MFI 7 v Y —2 (NADPHAFFETF) KOt MNHEMBEZ W= in vitro BT, 12 & A E{EH
SN hotz, B FUGT BB I 7 v Y —L 2N TE_Tarn s vy e s R AR B 53 5 (S
ZAE L7 A S, M35 1X UGTIA3 12 LV AEpk S 4L, M36 1% UGT1AL, UGT1A3, UGT1A4 TR UGTIA9 IZ L W A
776

2)CYP MFEEMER (in vitro)
b MIFS 7 v Y — 5% HWTH CYP 45778 (CYP1A2, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6 Kz X CYP3A4)
DRBREMECRT 5 E_ T COFEERIC OV THRE L7ofER, BX7 1 U A3n$ o CYP 4RI LT
HILEERE RS o7z (IC>100umol /L), £72, B 1 i CYP3A4 (ZH§ 2 BEMKFAOSLEIER 2
Mot

3)CYP OFFEE/ER (/in vitro)
b MITHIE A VT CYP 2y Fff  (CYP1A2, CYP2B6 TN CYP3A4) IZXf9 2 BT 1 v OFFEAEIC OV TS
Lo, B e A3nd o CYP 5 FHEICx L COBEER 2R S eino T,

Q) VEEBENRDEERVZDEE
gk L

(Mﬁﬁ%@%ﬁ@ﬁm&UEHk FHEHER

R OIEE 5248k L

Rt o L%
ERZm s 50mg XL [MCI e m s 100mg A EEREOFRS L- & ot MuERERSII N (-7 o a
VA R) KOIM3S (MANANEA VTV 0 VIBEREER) THY ., BEREYITO T Th o7z, [MC]
vy a 5% 2 B e b UEF R LIRTEERIZ 8% TH Y . b MIIERIIZTICRE (LA L L CTIEE
LTz,
7e¥. M7 ROM3S IZ@mMEFRI IR DR W LT v UV IBIEIRTH S,
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VI RMBEICEET SRR

7. B

1) B BR AL B UME R
PR ep B O

2) Bt 3
TR A P (GMELN) 6 BlZ [MC] B X7\ 2 100mg & HEIRR OG- LT~ ANT  ZARBROFE R, B51% 20 H
TIZ, BEEHEBED 20. 3D RHIT, 59. 2% FEICHEI S N7, T2, H5% 5 B F TR UTFEMFA P I TP S
T EEED 5 HRZBAVIED 5D HEIEIL, RPTIZ92. 7% Th V. #EEHTILIL 0% TH -7, (011 3ER)

) AFIOMER W, @, RACIIERXZ e & LThmg# 1 A 1 EE®ICROBRES TS, Thb,

(%)
1001
&R O3 -e-&it
904
80
701

601

%5 e

501

5
M 40]
30
204

10

0 T T T T T 7 T T 7 ]
0 48 96 144 192 240 288 336 384 432 480(hr)

B5fe

B ["C1EXRT OV 100mg ZHEERFORS LT & EDREHDMETRED RiEHM =R

8. FIUARKR—E—IZET H1ER
BT o g P-REZ %Y (P-gp) 1ZxF LT, FEMEA T S5 A RetE R Sz, BREERILERD b iv7en

>7,

X711 4d BCRP, O0AT1 K TR OAT3 DB TiL72 < . BCRP, OATPIB1. OATPIB3, OAT1 XiZ OAT3 DFHE/EM LR
DO oT, F2, 0CTL, 0CT2, MATEL & TNMATE2-K (295 ICs iXE4E 41 23, 36, 6.54 KTV 84. 7T umol/L
Thol=2, BT 1 3R AR T, 0CT1, 0CT2, MATEL KU} MATE2-K DFREZ A L84 KIFT Z &1
rnWEEZ bNnT,

9. BRHEIZLDBER
MU R L
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VI RMBEICEET SRR

10. RENDERERTHEE

) aEE
TR i B (65~T4 7%, 64]) lcE~_2Z w2 100mg # 1 A 18] 14 AMRKER DL L7 L X D Cux &2 U AUC 24
W, BEEERR A ME (23~397%. 5B LT, FTNEN 1.8 KN 1. 45 TH 7=, (009 k)

= BEEERBMERUVBREEBHICERJ OV 100mg # 14 BRIRERELIZLED
EXT O OmEHEYHE/NS A —4

/\D ? ){ »— 5 (i{ii) Cmax tmax:‘i # AUCO*Z/I t1/2
x5 HFE* | Bk (nmol/L) (hr) (umol-h/L) (hr)
) 7 )
— 93-39 - 354 2.00 3.72 64.9
(60. 3) (2. 00-4. 00) (29. 6) (34.9)
——-_— 6574 6 667 1.50 5. 40 76. 8
(25.2) (0. 500-4. 00) (12.3) (6.6)
R /AR O b 1.88 — 1.45 -

K (%CV)
# R IME-FRRME
HF4 0 PE O/ ME—RKE)

) AFOMER O, @, RACIEERXZ e LThmg# 1 A 1EE#%ICRAOBES TS, Tho,

2) FsElEE R E
RN (EH RITHRE L A T 28RE) & PEEOIFHRERESE (Child-Pugh 227 7~9) 2HT5FH & VE
A) 8HlZERZ 1 100mg % BAAFE O 5 L2 & & O Coay LN AUC, ¢ ZHEFERR A & D & P& OO fiFHk Bl
EETIIENEN 135 KO L2715 Th -7, (013 5BR)

& TEEOMEEEEEERVBERAICERS O 100ng ZHEERAOKELIZLED
EXYT O OmMEREDBE/NS A -5

,fﬁ[J Cmax# tmaxﬁ# AUCin S t /2 T
PR hERs S y ‘ -
5 (nmo1/L) (hr) (pmol-hr/L) (hr)
. 4.10 [3. 25~
H A B 8 378 [265-540] 1. 00 (0. 50-3. 00) 5. 16] 94. 54 (8. 88)
3.23 [2.56-
EH 8 281 [197-401] 1. 50 (0. 50—4. 00) 4 07] 92.48(9. 37)
FrERE 8 1. 35[0. 88-2. 06] 1.27[0.96-1.67]
S . . . _ . . .

H B [95%EEXM]  IRADRETAZ AV CHEEH
Hi o Pl (RIME-BORE)

T BT (%CV)

I ST [90%/5 4 X[ ]

) AFIOREROHEIT, AR, RAIKIZERZ o2 LTomg %2 1 A 1EE%BICROBET S, ] Thb,
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VI RMBEICEET SRR

J) BiEeEE RS
B RERE E R K OMREERRE A 8 5l (UMEAN) IcERZ 1y 100mg ZHEROEE L2 & X D Cpux KON AUCr & fHE
N (eGFR 90mL/min/1.73m? LA k) & Lb~D & EOBHEERER (eGFR 90~60mL/min/1.73m*) TXZIZE

AU 1.96 TN 1. 49 fi, TP OB RIS EE (eGFR 60~30mL/min/1. 73m?) TIXFNF1 1. 68 KN 2. 06 fF. &
FEDREHEREREES (eGFR 30mL/min/1. 73m* Rii) TIXZTN TN 1.42 RN 1.83 5 TH o7z, (014 7kBR)

K BHREESERVEBERAANCEANTOY 100mg ZHERZOKRELI-EED
EXTOYOmEREYEE/NS A4

HERE | 1 Co ™ T T H AUC; . * tigt
B ' v Conbb® | AUC, b *
[ iy (nmol/L) (hr) (nmol- hr/L) (hr)
473.01 1.00 5156. 07 96. 2 1.96 1.49
X 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
AR | 8
[277. 65-589. 30] (0. 50-3. 00) [5615. 70-9071. 77] (21.0) | [1.07-2.63] |[1.55-2. 74]
» 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
15 8 _ _
[159. 24-364. 11] (0. 50-4. 00) [2663. 08-4511. 11] (13.9)

# oY) [95%EHEREM]  BRAMRETAERACTHEN

H#lE G/ ME—HR R AE)

T BT (%CV)

I S(TEs (BREE, PR, B OBESRERER A A)  [90%(E #E X ]

YE) AHIOBIER ORI, B, RAICIEER7 80 & LT 50mg & 1 A L ERBICRNEET 5. Tha,

1. Z0fh

L LR
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VI R&M(ERLOEEFICEHIHER

VI. Z2tt (ERLOIESF) ICEI HIEE

70N

1. ZERBLEENERH

BEIN TN

2 ** =

BEABEZTNER

2L EE(ROBEIZFIBELAWNI L)
AFN DRI UEBUE O BEERE O & £ B

(it ]

AKHRNDEHI T T D BT 1 ROAAND G £ L RIANIK L CREVEDBHER O & 5 & 12k 5 Lo HE
WBUEZ B Z T AREMEDR H Y FTOTHRELZ LRV &,

KEND LSy
ExXJ ey D-vr=hr— fEmELE—R JuABINLAT—ZAF RN TA BEFRrXF bR

— A AT T VUV TR L KT, eV aAa—2 BbFE NI TREFU, RAE=TE
Pk, HQ2ET LI AL—F AAFuATy

3. DEXIIHERIZEET L FELZTNDER
V. 2. Z0HEIZVRICBIET A E] 2BRT5H 2L,

4. AERUVAZEICEET SFELEZTDER
BESR TN

5. EEGERMIE L ETDER

BRE I TV

6. RENDEREHIVEEHICHT IR

(D EHHE - BIEEEOHDEE

9.1 GHHE - BEEZFDOHDEE
9.1.1 ERRDEEDHDEE
DIEHMEC LY | ERDPET 2801 H 5,

[ ]

ERS £ TORKBIICE T, TR LRI 55 A TOWREI R, KA L TR,
ER R DKBOD 5 BE T,

DB OIS X VRPN BT 2B8EZNNH D 2 LD LEEMRE T 572012
BE LT,

2) ERAElEERE

BE S AL TV RN

56



VI R&M(ERLOEEFICEHIHER

Q) FFHRelEEEE

=&
FFiREEEDH5EE
MAPREN AT 2BEN1H D, [16.6.2 ZH]

(]
TR E TORRRBRICI VT, SEOFHERE DD 5 BFH TOMARBRMN 2N 0, REMDPHEL L T

VY, EEOIHEREREDH 5 BE T AT v O MHIRENHIINT 2820055 Z L bIEEWIET 572012
BE LT,
(TVIL 10. 2) fFHgaEmE i) DX
(4) £hEREZ AT 5%
BHE STV
(5) 1 b
9.5 1143
BT XATATHR LT 5 Al REME D & 2 Zothlcid, TR LB RMENERMEE Llal 5 Lpkr SN B 5A 12D b
BHETBZ L, BWERS v DICBOWTHRIE~OBITRARES L TWS,
(i)
TR IBHHDTZ v MI[PHI B 1 10mg/kg ZHEIFENFE LG Li-E 2 A, PHEXT o BkROKNEEE,
RIRAERAM A2 Wi LR IR AT LI 2 e DR E LTz,
BT SUTAENR LTV D IREPED & 5 othizid, BE (BHE) k3 20 a0 & IR~ % 4312558 L
5352k,
72k, ARG E COBRRBRICIW TR, R & O Hla % & 5l 40 bERS L7z,
(TVIL 5. (2) MiE-HAEBE M@ tE ) OIEZR)
(6) =317
9.6 B3R

B EOARMER ORAREOF R ZBE L, RAOMBUIPIL 2 REd 2 2 &, BIHEER(Z > 1)
IZBWTHITPICBITT 2 Z &P MES LTV D,

o

)

[ ]

SR OHETZ v MCPH B m s 10mg/kg Z HEREAHG Uiz & & T TICHEEDSRBD bz Z Ly
LR E LTz, It M ORI MR O Cray £V BARD o 7223 Fi & OWIIT M & FEOHER 275 L |
Be 5% 24 R ORI ST REIR 13RS IR EZ DK 1/4 ThH o T2

B EOARMER O RFLREOAIRIEEZ BB L, RAILOMGUIT L2 BET 5 2 &,

¥, GBI E TOMKRERIC W Tillm, PEm M O FLIR S 2 X R0 b RS LT,

(TVIL 5. Q) FLit~DOBATIE] DEHZM)

(N INRE
9.7 INE
INREEE G & LT ERRERBR T SEHE L TRy,

[ ]
AR ETIC, RHAREL, FHrAaR, 7

W SRR 23S L LR 2 ZhE L TRz, /NE
HEADOBRGIZONWTHEERE T 7-DICRELE

.
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VI R&M(ERLOEEFICEHIHER

(8) mnE

9.8 SiE
BEDORELZ TSR LANOEEICHRSTAZ L, —RICAEFBRENMET LTV, [16.6.3 BR]

[f#]

I EEE CIAEESENME T LEAWER ORBHENFE L 25 2 Lo, EIRNEEILT D ettnd 5 2 & h
5. EEE ~OFEGIZOWTEEMRIL T 572 DIZRE LT,

(TVIL. 10. 1) =g OESMH)

7. HAE/ER

(D HEBEEZEZTDER
BRE I TWHRN

Q) HAFELENEH

10. 8 EEH
B 1 3 CYP3AL UL P-HEZ %7 (P-gp) ODRETHAHZ EARBENTWDS,
10.2 BtREE (BHRICEET S &)

AN & BRAEAR - BB TR B - fEBRIA -

7 =V R BT E A

A FTaF— L
HIV 7 v 5 7 —PRHEH|
DI Nl -
[16.7.2 /]

rhaFy— AL
=S == B 7p Y || Nt
WEN EH LZEoHs
BdH D,

CYP3A4 KON P-gp % [HE$ 2 3Ry &
ATsZ ik exXreromf
HREN LRI D AREMER B D,

DA AV N4
2= N G4
TN B

CYP3A4 }o OP-gp Z7KE T D3 & HF
A5z Licky, X7 e oo
WRENMET T2 6EERSH 5,

v a0 ER N EE
THAREMEN D D,

(i)

JRUN CYP3A4 S ONP-HE & > /%7 (P-gp) DFRERITH D7 hat > — A L OFHIZL Y BT 1 v ORE RN Cp.,
T 2.22 %, AUC;,y T 2. 08 fEITHIN L7 Z &5, BT 1 78 CYP3A XU P-gp DB TH D Z LREBEN
72o Lo T, CYP3AM KON P-gp ZLET DM TH LT YV — /L RPEEAI L O HIV Yo7 7 —EHER & O e
7a O ONTHEBHLR T 272D E Lz, 72, TRED CYP3AM KD P-gp OILESITHL LT T
B oLDOPFHORBREE RS S BN 1 8 CYP3A4 U P-gp DB TH D Z L NRBENT-,

FREOFE RIS E CYP3AL KON P-gp K83 2381 & OFA L7258 13 7 e v o AR E MR N3 5 AlEE
PNRBZ HNDZ LN, CYP3AM KON P-gp ZFET HHATHLY 77 By, To= b VRO AN
Prrlexsor oz onCiEEME T 5 72DICERE LTz,

7 oty —)b s EOANTE RN AR

(TVIL 1. (D2)PFHFEDFEEE) DEEBM)
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VI R&M(ERLOEEFICEHIHER

8. BElEA

() EXLEIMER L DHER

1.1 EXGEER
1111 BREA BHEEAR)

[ ]

ARE CTORERBRO 5 B, %Y 1 HEEEILRERER (008 3ER) ([CBW T, B o BB 5HEC 1/1158 4,

E_Z b MLT7 Y R dng OFFRET 3/378 BlICR W CIEEE RN D Siviz, BEE I, R

FDIER D & & oG EICT RS2 IE L, MY RAEEZTTY Z &,

ek, WIEBIEEBEARSE &t & Uz ENG IAH R ER PR 3R (T301 3XBR: 739 #) K OVEWNEE AR R 18 5505k
(T302 3BR: 167 ) TIXIREADIEII D> 7=,

I E FE Bl
- B FELH
il 1 H¥ 55 51 HEM 5 i)
mIEMR 4 M - 4D BhE Eeasn vl - P e LI
2ok 60 7% . 12 AHE
v m 50 428 | ke 1
JREA GLEA) 7' 1 > 50mg H 789 » A JEEE | ke [EF7)
2ok 44 7% e a2 100mg+ 13HE
398 B | ke 1
PRI (AAN) ML a2 ER 4mg . 3.57 i HER | WP Il
6L | BN m 100mg+ 110 H H e . .
R U EIN) ML a2 ER 4mg 392 H 1.57 ¥ HER | KR Il
T 50 S 1 100mg+ 57 HH
393 | ks 1
R GHEN) rLF 12 ER 4mg . 2.1 % H HER | RAE =
(2) Z DD EIEFR
1.2 20t EI1ER
1~ 2% i 1964 it 15 R
FEARARR R B, O FEV, ARG, IR
Hibas ARz, (HFS L, MEE T, HERE, B4R, BR
JHIMER R, R, IS0, RAIEER
THER A OT LR, #hiE
WRAE - B | REIERY (B BEREREE . BEMOR. IR, HEIRIREE
). FRIREHN
& I, BITIE. & 9 FHIE
iR =5 ARwzge,
i AST E&- ALT R&H | FFRRER . v -GTP L&, Al-P EH
Z DA, Py, 1EZTY ., WABMAE, KIRETE.
Wi, 7#AE, CK EH. 08, M+t k5,
JgE A R

[zl

WIS R 2 TR & U2 BN IR e iakBr (1301 5RABR) K ONEI P S AR B3 55088 (1302 #ABR) THBL
LIZRWERAZ A LIRS, 2 U ERBL LTS E T1~20R0 & T%Rm) oMicii#l Lz, £72, #%
IS AR E BRI ERRER (008 3BR) T2 L ERBE L7=FH0 5 H [1~2%KH) & T1%RE] oMiciiiiL v
ROEGE THEART) O LT,

Fio, ENICBWCRIERGEH O BAME & LU TORWERANER SN Z &6, HERY ) OHEITERLL
7

< EOPERE (2021 4R 2 A 15 H), MBS (2023 4F 11 A 21 B) ., BEKEGE, HEA P& (2024 45 10 A 8 H)

) AFIOREROHEIT, AR, RAIKIZERZ o2 LTomg % 1 A 1EAEBICROBET S, ] Thb,

59



VI R&M(ERLOEEFICEHIHER

SEIEREE—ERE
[EI N EE AR FEfaER (T301 3R5R) | EIPNEE AR R 1% 538 (T302 3BR) K OMEZHIZE I AH E RS RIsER (008 3
BR) 2B\, WiEEIENERE 2 RIc e XS m 3, 16, 50, 100mg 25 L. 3B L-REBBRAEETE R
WHEERORBFEILUTOLEBY Thotz,

x BIFROEENRERE K

B = PR T P igeakiR 4 FEI PN 5 AR %M T AR
(T301) F W 53855 (1302) [ B 3L [R5 (008)
W HAA HAA ETNEEEESN
= HERFB T f5 3mg. 15mg
Be5R 50mg 100mg 50mg 50~100mg 50mg. 100mg
A VE AR AR B 5 370 369 116 51 1004 154
FEEMIRE I 28 20 21 6 149 13
FEEEL 37 22 26 6 248 14
FEBLEE (%) 7.6 5.4 18. 1 11.8 14.8 8.4
HERG4 FEE GEEE %))
Gt 28 (7.6) | 20 (5.4) |21 (18.1) | 6 (11.8) | 149 (14.8) | 13 (8.4)
MEE LY v RkEE 1 (0.3)
2 ifn. 1 (0.3)
Lol 2 (0.5) 2 (0.5) 1 (0.9) 5 (0.5)
EENR 1 (0.9
EfEs 2 (0.5) 3 (0.3)
JAPELR IR 1 (0.3) 1 (0.1
=S 1 (0.3)
DM 1 (0. 1)
i L Ouki s 2 (0.2)
[E] i 6 F U 2 (0.2)
AR F 5 2 (0. 5) 14 (1.4) | 2 (1.3)
iEES 10 (1.0)
5] 2 (0.5)
R AR 1 (0.1
NS HA . 1 (0.6)
FR 4 (0.4)
S BRI 1 (0.6)
A Wb 13 (3.5) | 4 (1.1) 4 (3.4) 4 (7.8) 73 (7.3) 5 (3.2)
JE B AS R 1 (0.3) 2 (0.2) 1 (0.6)
AL 3 (0.3)
RE SR 1 (0.3) 3 (0.3)
EEA 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)
1N R 5 (1.4) 1 (0.3) 3 (2.6) 2 (3.9 35 (3.5) 1 (0.6)
HIEAR R 3 (0.3)
B 1 (0. 1)
537 1 (0.3) 2 (0.2)
=P 3 (0.3)
B A E MR 1 (0.3) 3 (0.3)
TEL 8 (0.8)
BIaPS 1 (0.3)
—i% - REEEER X O 5 O REE 3 (0.8) 2 (0.5) 19 (1.9)
77 1 (0. 1)
J B AS Rk 1 (0.3)
JaJe 1 (0.1
(%t 11 (1.1)
gk 1 (0.1)
K 2 (0.2)
A By VR 1 (0.1)
[(sRs 1 (0.3)
FEIE 1 (0.3)
KA PETRIE 1 (0.1)
L3k 1 (0.1)
18 1 (0.3) 1 (0.3) 1 (0.1
1S 2 LA iHE 1 (0.1)
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. REMERALDOIEFICEISHIER

B, ] PN 25 TR B igeaA Bk EW%MW I AR
(T301) F# 5588 (1302) FE| B 3 [R5 (008)
W HAA HAA SEA [ AAA
= HERHAI B 5 3mg. 15mg
Be5R 50mg 100mg 50mg 50~100mg 50mg. 100mg
HERRL B GEBIE %))
N R P 1 (0.3) 2 (0.5)
JFRSRE B 1 (0.3) 2 (0.5)

JEYSIE S OV AR HUE 2 (0.5) 1 (0.3) 3 (2.6) 8 (0.8) 2 (1.3)
RUE R 1 (0.6)
[ I ¢ 2 (0.5) 1 (0.3) 3 (2.6) 1 (0.1)

LIRS 1 (0.6)
IR 1 (0.1)
PR I TG 4 (0.4)
KI5 BT DR B 1 (0.1)
e~ L~ A 1 (0.1)

ERRIR TS 5 (1.4) 7 (1.9) |10 (8.6) 7 (0.7)
TI5=UT I R URT =T —BHIN 1 (0.3) 1 (0.9
;;/\7%/@&7:/ NG AT2T7—F 1 ©.3) 1 ©.9
=
ML e UL e N 1 (0.3)

ML = U AT — L 1 (0.1)
M7 L7 F 2k ARSI F—E 8 2 (0.5) 1 (0.9

M7 V7= 8 1 (0.3)

mH ~Y 27 V%Y KEEMN 1 (0.3)

DLEMQTIER 4 (0. 4)
y =T NEINKT AT =5 —EH 1 (0.3) 1 (0.3)

I P ERE R 1 (0.3)

i MR 1 (0.9)

5 ifn BR s 1 (0.3)

PR fERES 1 (0.9

N Y N 1 (0.1)
PR R B 1 (0.3)

M7 AU RAT 7 % —EH 1 (0.3) 1 (0.9

PR Bk 1 (0.1)
TSR BN 1 (0.3) 5 (4.3)

Rt L ORREE 7 (0.7) 1 (0.6)
ik 3 (0.3)

&L AT a—/LE 2 (0.2)
BARITIE 1 (0.1)
BABOR 1 (0.6)
e I ML AE 1 (0.1)

BRI L O A MRk E 1 (0.3) 1 (0.9 1 (2.0) 8 (0.8)
R 1 (0.9 1 (0.1)
W HRYE 1 (0.1)
AR 1 (0.1)
PR 3 (0.3)
FHERYRE 1 (0.1)
Y v~ 1 (2.0)

T 2% 1 (0.1)
FHHR 1 (0.
A R il 1 (0.3)

PR RBEE 1 (0.3) 2 (0.5) 3 (2.6) 33 (3.3) 1 (0.6)
URIREES 1 (0.1
i 1 (0.9
FEIED F 1 (0.9 10 (1.0)

SH 15 (1.5) 1 (0.6)
JE AR E 1 (0.1)

JE T B FR 1 (0.3)

GBI 1 (0.1)

fE IR 1 (0.3) 1 (0.3) 6 (0.6)

— i PE MR IR 1 1 (0.9

Al R 1 (0.1)
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VI R&M(ERLOEEFICEHIHER

B, ] PN &5 TR bl [E[N &5 T4H 3 e
(1301) F 13 53808 (1302) [EIRE 2 [R5 BR (008)
e HAA HAN ETNEEEESN
= HERFB T f5 3mg. 15mg
B R 50mg 100mg 50mg 50~100mg 50mg. 100mg
HERRL B CRBIE %))
U 6 (0.6)
PRl 1 (. 1)
iR 2 (0.2)
TRE 2 (0.2)
R i 55 1 (0.1)
BB X ORKEE 1 (0.3) 1 (0.3) 12 (1.2) 1 (0.6)
[ ISR 2 (0.2)
HER A #E 1 (0.3) 1 (.1
il 1 (0.6)
EXBRIE I 1 (0.1)
BIR 1 (0.1)
JRIE A 1 (0.1)
IR B 3 (0.3)
PR P 1 (0.1)
PRI B 1 (0.3)
B I A 1 (0.1)
FERIRTE T 1 (0.1)
MEas. MERI K OWEhR R 1 (0.9) 2 (0.2)
i S5 1 (0.9
FE TR 1 (0.1)
X 1 (0.1)
B ¥ KO PR RRBEE 1 (0.3) 1 (2.0) 9 (0.9) 1 (0.6)
A 1 (0.1)
Bz 1 (0.3)
HLBE 2 (0.2)
LT 2 (0.2)
SRR G 1 (0.6)
& 5 FENE 1 (2.0) 1 (0.1)
B 2 (0.2)
5 FENER S 1 (0.1)
1A P 1 (0.9) 9 (0.9) 1 (0.6)
WA 5 (0.5)
& i E 1 (0.9) 1 (0.1)
ST PEAR I 1 (0.1)
1FTY 2 (0.2) 1 (0.6)

LA - MedDRA/J Ver. 19.0
FRIEAL N BT GRFRFFRTGE R

) AFOMEROHEIL., @E, RACIEERZ e & LThomg 2 1 B 1 EER®ICRO®RS5T%,] Tho,
) R—ES CEEORWERBREI L T\ 5,
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VI R&M(ERLOEEFICEHIHER

BEREFRHEERRRRE

KR E TITFEM S U7 [E A AR RS IR

RRICBWT, B m Uiz G S BE O R 7RI RIE R

FEXLUTOLERY THD,
® BEFEFHNEERARREE
S [l 45 IR EL AR (T301 30) Em%gﬁiiigﬁ&
- By ey AR Gieds i+ B4 )
Bt 77ER 50mg 100mg 50~100mg
HRAT RIIREI VB DO WHE T (B W)
vER % 2/36 (5. 6) 4/36 (11.1) 0/38 (0.0) 3/20 (15.0)
# 17/333 (5.1) |24/334 (7.2) | 20/331 (6.0) 24/147 (16.3)
65 Jak AT 7/238 (2.9) |14/239 (5.9) 8/239 (3.3) 11/93 (11.8)
i 65 el E | 12/131 (9.2) | 14/131 (10.7) | 12/130 (9.2) 16/74 (21.6)
i 55kg A | 7/176 (4.0) | 14/186 (7.5) | 12/176 (6.8) 14/86 (16.3)
55kg LLE | 12/193 (6.2) | 14/184 (7.6) 8/193 (4.1) 13/81 (16.0)
ooy Lk FH® B B B 8/34 (23.5)
A7z L 19/133  (14.3)

FEHLAR () = GEBLPRAE T+

1) AHN O FTEKR ORI,

B

- BRAIZI

B OYEREEL) X 100

TE_Z b LT h50mg 2 1 H 1EIE%IC

HHERGT 5,1 THD,

9. BEKRBRERKRICRITTEE
BHEIR TN

10. BEKS
BEIN TV

. BRLEDIE

14.1 EFIRFEHOTE
PTP G2EDIEANL PTP v — R bWV L CIRAT 2 L 9 FE 925 2 &, PTP > — F ORI L D, @HWVEL
FERS BRI L, B2 B Z L CHBIAA S D EERAINEZ RT3 5,

[fEa]
AENIPTP @2 TH D Z &b, HIEGEIEE 240 5 CEpk 8 4F 3 A 27 H) [PTP OFREKXRIRIZ 2T
HE LT,

IZHEV

12. ZDMDEE

(D EREREERAICE D < B3R

BEIN TV

(2) FEBRERFRERICE D < 1B

BEIN TV
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X. JERGRPREAERICBIS H1R R

X.

1.

JEEGIRRERICRE S HIER

EIBSAER
(1) ZEEEIB A ER
(TVL SEAVSEBLC BT 2I6R | OIESH)
(2) REMEEHER
ZAMIREER & U TR, DILE R, MR, TR RISk DER 2 e Lz,
BRI BT
NS By TE/ i
SLry | RBRIEH BN s Bh & T -9 TS
Ry ki (n) T
= 20 2 T 1000mg/kg :
i SD 7 2. 0 RV | BREBRND. RELH, RERT
ffFF FOB 1 Z v b ®n 1000mg/kg 1000mg/kg :
ﬂgé (I 1 7% 6 1) Hi[a] 2 5 IRERPASH. AERIKT. HehE., 2 e
o Wi, RERM. (RIRAS T
hERG F ¥ /b
. PRERE |, . 101 g mol/L :
[SEdvey
i BERGRBUE |« a g cpogy |7 VHE70 31y 10T umol/L oy ot b b U C 21%0> hERG 25545
1L i
% 2.5, 15 K OF 135mg/ke :
K ODFAERE N, QT MEEME, PR, &
% R 2.5, 15 RO | 15
W |TVYARNY—| TAFYL | #&N 135mg/kg 15 Jx O% 135mg/kg :
PR (HERES: 2 131)) B[R b - PR ] b S A
135mg/kg :
i E EH | QRS FIBRIER., PR EEHE N
hERG.
hKCNQ1/hKCNEL
. 30 umol/L :
Pa;cfleérjss 52}@;@&%: in vitrg 32‘ ;21 | VAR & B L C 0. 2Ha IR 14%, B
7 b, " FAIEF L2 28%0F b U 7 A O]
HEK293 i
1EHH:
e SR DELEI, PR ISR, QT MkREME, A
_ _ VR % § 20mg/kg & E5
L TYARYI= sy w1 | Y| 4 ppmscss [2~1 08 -
% 1) DEaE, PR ISR, QT MR (LA
% b XTI HARDRBRET NS
S —sn \al =gV i
* %gi”/ DA, PR BN, QT RIS,
i R %@éﬁ QTci MIMAER . ME L5
7 | = ] VR . e )
v | TYANYT e, s | | AFR20melke e
Z ) U:&;&;/ LR (B %5 BRI A5 A% L) L PR
NP, RIbE A AE . QT MR AAHE. QTci MR, I
HEDRES | g kR bR
- —
&)szz/zg// BT F L H
A W[l QT MR ER., QTci BIMRIEER. IMEET
TLARY— T &0 | A3 20mg/kg K& B -
# R S : o -
(ERER 2 61) Uﬁéégg/ DR, PR WAL, oT BIREH. QTci
= E 43/ =]
B [ 4 e R, MEELT#% EF

W) XU 7= o, ERNRAR
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X. JERGRPREAERICBIS H1R R

REMREIEERER
S | L BT Q - o
Lhnimg | TORA g | BEHE et s FFRET X PR

INBERTERE | SDZRT v b 30, 100 K& TX 300mg/kg

MR - (e 1 2% 10 51) o B R 300mg/kg : /INAGERLEHIH
(3) Z DD FEIREAER
MY ER R L
2. 5H4HAER
(1) BExE5HEMHER
)R B H-REE MRS D B FE & (mg/ke)
<A B >1000
7 v b pe | >1000
L o >1000

N7 U7 i e GR35 i L TR 69, MIERG-HMERBR ORI 5% (2Rl L 7=,

(2) REHRSHEEHAR
PG e piii= 2y
B i s k) (mg/ke/ F) ERHEFTR,
(n) [b MEZEE L o AUC k] #
4 2250mg/kg : FE1-[1000mg/kg (H
B 3%%‘% 3055(1)?0‘ 100 7/10, M 1/10) . 500mg/kg (K
(HiERE 10 1/ | 500, 1000 [36 iz fﬁg)] \ﬁt%ﬁigo) + 250mg/ke (HE
R 180mg/kg : HLHE, A ELIE AN,
59k 6 1% A [ 10. 30. 180 30 1 S O A M SR A LA O
\ T [27 %] REEZEL, PRI E O Z < %
(HEHE 10 91/89) i
IR

. e e MR ST
g 2 EIlLE] . z
L 9 @AM | 25, 100, 300 (21 £] SCBED Y RROE O

(R 4 BU/8) ORI O S

H:EARAERBLMEICERX 2 50mg 2 1 H 18] 14 BEIXEROEBE L EDEE 14 B B O AUCo DHE
EfE (2.62umol- hr/L) & HWCTHH,

Q) El=HEMERER
) REGES PRPE TP 5B AER
S. typhimurium TA97a | L
TA98, TA100, TA1535/% O PGHTERHEARIEAAE T
Ames FRBR t ’ FF1E T & $1230~5000 (3K
in E. coli WP2 wuvrd pKM101 L a/plate
vitro DEHERR
RER s PRAHE AL RIEAEE T
SNE Y N N SER - ~ =N
Y fe (e B 5 b FRAYIL U > NER FHETEBHIT5.2 Fex e
225.0 umol/L
in vivo 7y NEHEE y : S . ~ =N
St [T N meve MERENVESDR T R 2~1000mg/kg/ H (£33
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X. JERGRPREAERICBIS H1R R

4) KA RTERER

, ooy ¢ NRER ,

D b ) g | R R
1 10. 30. 90mg/ke 104 i 26(%

~ 17 A S S P v s
e 15. 50. 150mg/kg 99 6813 B m U CRRNT S

RS TR b

T 3. 10, 20. 30mg/kg 104 8 994 Do -

7 b B
e 20. 60. 180mg/kg 104 i 1461

H: ARANEMZEIZERZ 2 50mg %2 1 B 1A 14 BRKEROEE Lz 05 14 B B O AUCy-p D
EME (2.62umol- hr/L) Z AW THH,

(5) EEFEF R
&R BERVERETCONBRRERE
PeHRREE . I Bh55 M & (mg/ke/ H) N
D (n) (mg/ke) | [t MBEE L 0 AUC H# ISR,
®O, 6 ” . " .
I . AZHERT 15 H %ﬁ@]%‘;lo *ﬁ%% "
S | 10, 30, B [2.9 %] B =30mg/kg : REEHINPNH]
~stmmmn | 3% FZHGHE. IS/ © 300 | MAHE
(B 20 51/7) [341 2] meisL
BlEhy -
FETS : 1000mg/kg (2/20 i)
Ii ELﬁaﬁﬁ R *ﬁijf? {;3]'00 1000mg/kg : PREHNHD
= . AR H N N = =R (N y
7k ~EEBRTE | 300, 1000 | ThadE. MRS s00 | h RS, LD
(W 20 151 /4) [277 f] BT, mBOLR, REF
LI
1000mg/kg : SZIEROE T T
D - BRIRHEAE
BeHRRRE . B b5 A (mg/ke/ B) g
D (n) (mg/ke) | b MIRGEE E o AC H]® ERMIETR
& : 300 RLEh -
., [342 f%] FETC 1 1000mg/kg (5/20 )
(X uN 30, .
Sk E;& 6~20 B 200 100 i - B 2 300 1000mg/kg : AEEI NN
G 28 B | 1000+ [342 %] . BRI, H -
TETTIEME © 300 615 - BIBONE, Hod
(342 %] T8 - b, ML
RN : 100 RHEN)
PR 1355 fi] 300mg/kg : AN RLID
v |aRT~0n | o 10 e e
(it 22 51/8) oo 1 R —
{E%ﬁé‘lﬁi - 300 300mg/kg : {Z'Sﬁ{jﬁ/\ TTE
[1118 f#] L ORBLEAE O BN
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X. JERGRPREAERICBIS H1R R

3) HART R U H A # D R4 3 OIS BHAD AR

BeGRR . HIM 5 & MM (ng/kg/ H) g
D (n) (mg/ke) | & MRER L AC b * ERTERTR
HE#
= 100mg/kg : B ININH]
RE# : 30 500mg/kg : FEAE B/
(YuN (11 %] HIA IR
Sk IR 6 B ~42if% | 30, 100, AEFEBERE 100 500mg/kg : EREIRILL .
20 A 500 [110 f%] SERESR OB, RERD
(it 20 311/ 8%) HIAE @ 100 REHINIH, FE S
[110 ] (BAE, L, IREE
2 AR OYHE) AT A
FUSOIE T

H: ARANEM e 2 50mg %2 1 B 1A 14 BRKEROEE Lz &0F5 14 B B O AUCy- OHE
EAE (2.62umol- hr/L) ZFAWTHH,

HH: BEWIECE2EOEEORENPRD LN,
B BT Lz,

T —BIRREDELICRE# L2 b Th B & BEE,

I IREBICERIRT 5 ZIRIEEBORTREMER S 5 LB,

Z ORI DN TR EUIBARE O R & Fh 837

(6) BT RIS BR
gk L

(N Z DD H%EN
1) fE MR
HT v MoE_Zm 30 KN 300mg/kg % 3 HRIREREO#G L, RA&Hk 55 050N E I Lo/ R, K
RIS, IREHMRE R QYR B AR A (IR OMRAPR) (a2 R T 2 I3 b o T,

) LADY) vERBRARERELOHASHRAER
A= AYPLD 3 EHARKEE X7 a & hrra P RN EEHERER (X7 /Moryy .
0/1. 0/5. 100/1, 100/3 KX 100/5mg/kg) DFEFR., v_XT KON Ty OffEE5Iz k> T, £HD
D D WITFMEOHEIIR D b Lo 7z,
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X. GEMBIEICHT SR
X. EEMERICET HEHE

RHIX 5

B Kl A VEE SOmg AFEERLY ) EE-EMEOLAFEICLVEMTL L
ARGy - BT my FE LA

2. HHEARM
36 4 1

(IREETERE « FAl e L)
24 fi& A

3. EENRETOIE
FERIRAF

4. WFEWEDEE

AR

5. BEAMTEM

BEMEIELTA R 7L
K<FVoOLEY 1 HY
Z OMMOBE T ER - XA — AR SN D

6. BI—/%7 - RHE

Wl — ey 3 el
[ % %
B3 7 NLF U 2 EshER
TITRT Y (RF = ARE 26mg,/BE S0mg, T AT T A RUHK)
NS IDINGS & LS TE e
FR T F oV (R A BE 1L/ B2/ 883, F=7T777—2L), 7rbexY UHEBE (Ny 77+
—BE 10,/8E 20/ MKL 2%, KU T3) . ans@y ) 7 =)y (R 7 7 °%5E 2. 5ng/§E Smg, XLy
7 OD*8E 2.5mg,/OD € bmg, 7 AT 7 AHH) TV FruT 7~ Vi (ko —Z°8E 4ng,/ §E Smg, 7
TAF=) . AIFT=F vy (VY BAE . Ing, /0D 2 0. Ing, AMBIL) (A7 —7 F°6E 0. Img, /0D §
0. lmg, /NEFH LT 3)

7. EREEFAB
2018429 A 21 A (AA)

8. %ﬁ &%ﬁmmﬂiﬁ H&Uﬁ‘mm%"?s ;1@%—%”lﬁﬂiﬁ H Ji'j%'.ﬁﬁyél\ﬂiﬁ H

Wi SR TEGRAEA A KGR FAMFEEDRAEA B | RIEBmEA B
A —N®fE 50mg | 2018 4E 9 H 21 H | 23000AMX00813000 | 2018 4% 11 H 20 A | 201845 11 A 27 A
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X. EEMEIEICEYI SEE

9. MEXFIHMREM. RERVAELEEENEFNOEABRUTZTORE
BERSAR
10. BEERR. BB RLAREABRVEORAS
BN
1. BEEHME
84F 1 2018 4 9 ] 21 H~2026 42 9 /] 20 H
12. HZEHRPFIRICEET 17K
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HiE[E] Jeil Beova Tab. 50mg

XA Eisai (Thailand) Marketing Co., Ltd. Beova FC tab 50mg

7 4 U ¥ | HI-Eisai Pharmaceutical, Inc Beova FC tab 50mg

~ L —>7 | EISAI (MALAYSIA) SDN. BHD Beova 50mg film—coated tablets
B PTRAMAL PHARMA LIMITED GEMTESA Tablets 75 mg

TAB AR H D EFEDERBEZIT TND, (2026 42 A 5 HIFFA)

E4 : kE (2020 45 12 A 7&3R)

244 : Urovant Sciences, Inc.

MR7E4 : GEMTESA

A - ks : 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.

FER 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)].
(2020 4 12 H 20 A ET)

?E%’é\&) RN (EMA) 123V T Obgemsa7bmg film—coated tablets DA T, T4 B AFRICRWRE

AT TS, (2026 4F 2 ] 5 HIEFAL)
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FDA CKEDOTRASCEDOFLHL) (GEMTESA Tablets:75mg 2020 4F 12 H 20 HkiT)
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.

(2026 52 H 4 HEfR)
) INREIZET BHE0E
AARDBFIRLOTHIZUT D LB THY . KEORMCEL TR D,

9.8 EDEREATLIBECHTIEE
9.7 /NS
NS ARG & U BRI SN L T,

gt LN
KET SCE 8.4 Pediatric Use
GEMTESA Tablets:75mg The safety and effectiveness of GEMTESA in pediatric patients have
(2020 2= 12 H 20 H) not been established

(2026 4F 2 A 4 HI5)
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