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59%, | TS,



V. JAEICET SIEE

4. RERUVBAERICEET IR
1 BERUVAZICEET 5FE
7.1 WSS O RS REREE 4 (Child-Pugh A =17 7~9)~DO#% 513 1 B 1 [\ 25mg 7 5B 5, [9.3.2,

9.8 & ]
7.2 EJE OB HERERE E B #E (eGFR15~29mL/min/1.73m?)~DO# 503 1 A 1 [A] 25mg 7 HBAT 5, [9.2.1,
9.8 2]
(fi#=)

7.1 FFHSREREE BE 1Tk DA O EFRRER (238 T, RS O PR RE R 7 A8 38 (Child-Pugh A =27 7~9)
TiX, R AT T Cmax 2 Y AUCInf 232 E 40 2.75 f5 KON 1.65 512 B Uz, WSS O ATEERE
P A (Child-Pugh A 17 T~ ~OFG(IHEEIZITV, 1 H 1\ 25mg ST 5 2 &,

1. 2 BRERER E AT ISk A O EEIRERER IC BT B O BB R E AT (eGFR15~29mL/min/1.73m?)
TIE, fEEERCAIZ T Cmax &Y AUCInf 28 2240 1.92 5 ) OV 218 {512 B 5 L7, EE OB HEERE
ERF (eGFR15~29mL/min/1.73m>) ~ DO GIXEEIZITUN, 1 H 1R 25mg M HEMT 52 &,

5. ERERRAR
(1) BREKRT—32/1\vi7r—2
<EHE R >
Gl AN B RS | AR A
PERRERL | 25 1 AHHL[E R OV R 42 B[R 40 1 | N
N - 5 /. \J“ EE
AXHE | st CL-034 5216 24 1l HEM., 77 R
H ﬂz; %ﬁ JHRLLL IV R CL-066 12 41 IEE
Ay | aEopmRE CL-064 240 | AL, FEER. 2 a At
;ﬁ@ R HE DR 2 CL-078 72 f RS, BB, 7 v A4 ——
FE - EAERb. ZEEM.
5 7. :J‘\ JiE] R B
WA RO R OB B g sl | 0 T L
ER(IR™ 1 71 )L) LT T = 12 EHEG
i B BE L EEAML, FEER. o=
AA—3—, HERE RS
- feer | DCEEGRUR ) WL, EER, 7TER
zﬁ;f Aatge [RTATEL) e MR N
%& w1k | AT VAR CL-007 4 151 JEEM, HERE O S
54 e | ARG MEER ORGSR | CL-031 96 14l HERe, —HER, 77 A
N I == _
BIE RO vve st CL-076 91 i WlEmie, JFEkh, 7 a2
mE | S H) N—, HElEL
izt R ] B, HER, 70 AA—
4k OCAS™? B 3R GAR CL-030 36 #i S R H)
Mot A AT XA Z Y R, HFER, 7 A4 —
7 1 s Rl I G A T
o IR, HEBR, 7 e 24—
BRSO [E _
BHEOZERBRCKE) CL-041 76 45l e W
A A =
Bl | MEER O R R CL-072 75 gfé@‘#gﬁ‘zﬁymx
EHIC
% AE ﬁ%‘% : > . .
BIF3 iﬁiﬁﬁ Gl CL-038 33 43 FEMR, BRI
S HpEHERER
B e EREICBIT S . . .
B e B CL-039 32 41 FEE R, FERH b

31 : immediate release : Bt 32 : oral controlled absorption system : FFgEIR XA QRS 2T A



V. JAEICET SIEE

N sz s g, WREE | EAEK IR
SEMFE E 1R - e
Ur ke CL-036 24 451 FHER, 7 r AL~
SRR R A AR -
7Ly CL-070 24 45 IHFEMR
SEMFE B 1E R - e
(T > CL-040 24 5] FHEM, Fr AL —
SEYAE 1R R L5 - 16 6] LE6: JEEmR, HEEROS
5 1A W | (A hFaBa—/L L IRA | CL-005 2%:uwj 2HB HEER, 7o AF——|
zﬁﬁ HER | 7Y " B[4 11 4
KON | g R %?m%ﬁﬁﬁ% CL-058 28 {3l FER, 7 At ——
Y | b (Tv773 /_)
fhhe %@ﬁ?@mﬁ% CL-059 25 {51 FEHR, 7oAt — 33—
. (¥ )
SR B 1E R o
(A b S o b IR 6 CL-006 32 15 7 a AF—
SEYAE 1R R WIELL, —HER, 7 oAd—
(R LTS CL-068 30 #41 e
e WiEAL, —EHEHR, 77 Brxt
gy QT/QTec Fiffialk CL-037 48 {41 W 20—
RBR et WIEAL, —EHEHR., 77 hxt
JRITENREGRER CL-060 200 5 T
VAN
X MRS (L, R 7T LR
CHEER | T RR CL-045 842 14 o %%&% R, 77
TER LL A TR
Y
OAB 75 &R
BE | B | ROFEHEK
PE S I N S 1S R WfER L, —HER, 77 2R K
B e EAIRERRN CL-048 1139 4 R R T
RER i
Bk
FEXT R
FEMR | B 5RER CL-051 204 {3 FEEMR, FERTR
R




V. JAEICET SIEE

<BEEE >
o~ ﬁ e K, R A KR
1
¥ . _
&?‘; o SElE L, —EER
— Ak QT/QTe & ikl 2 CL-077 352 #1 77 AR RO It
e o B, /0 A
BRI —7° =
ARt MIEZA L, —EER,
THEEM | KINR I T FERER CL-044 928 fl 7T R R OIS
R g R, TRERE b
B
BRI —7° =
i ARt MmIEZAL, EER,
i ZEEMR | BRINEE AR R CL-046 1987 {3 7T R R OVE
OAB FER g MR A TRER] ik
s B
%% KET T
g ERE N
I SelER L, R,
gﬁtg K [E 55 AR AR BR CL-047 1329 4l 7B AR AATHE
e it
s F2 3
X WAL, EER
DR 3 =t ) MWITEAIL. B BEMR,
%iiﬁ A IES R RV CL-049 2452 {51 SRR, RER L

(2) ERERZFIRFER
BAEMHER

ARk N B 40 51 & ke G2 A 2 BLERE 03 5- 1L(50. 100, 200, 300, 400mg D #5543 (2 EHA 6 i,
7T v ARE 2 H), BT HER LT,
ZORER, ARANT L0 FBL U IERIT, DB IN@00mg & 6 61 3 41), 7 2 7 —EHEIN(100mg
B 6 514 1 451, 300mg £ 6 il 2 ), BhiEE(400mg #E 6 9 1 f51), ALT(GPT)E/(400mg #f 6 19 1 1),

1)

IRAEPE D F N 300mg B 6 filF 1 ) T -7z,

F o, RN B 24 B2 R GUCARKN A AR OG- L (100, 200mg D5 B HEA 8 4], 7T+
R 4B, ZERMEHEGER LT, TOME, AFN X0 R L-FIWERIX, B8 Q00mg B 8 it 1 4i),
FEE(100mg #E 8 flHH 1 i)y Tdo o 7= 1D,




V. JAEICET SIEE

2) QT/QTc sHMEtER
GHENT — &) 12719
A ERRERR A B 20 (48 B &2 %512, QT/QTe sMiakhk 2 3kt L 7= f5 J. MEgBRE @ QTc 1344 100mg
S OF 200mg $5¢ 5-RFIZIER 3 22035580 b7z, SMEMRERERC A 20(352 i) 2 6t G212, QT/QTe wFfliakiER
GBINERER) 2 205 L 755 3. 200mg % 5-12 B8\ TLMEEBRE TIER 3 A 3380 b7,

EEREIZETSATHEROR—RSA UM DELE(TSEREDE)?

1771 100mg i{i i 342151; 4112(7) lgiz
3571 200mg ii i 1?(6)? 1213; 122(2);
EFX 7 v FH T 400mg i{i i 12?2 1(7)12 izgi

X R R OO T T 90% 15 X IR LR 23 & R & 7B A7 L 72 Rf A
K R O MIERR S R VDI & 0 AlIE L7z QTe OHEEK

EEREICH TS 0T EAROA—RSA4 UhLDELRE (TFF7EREDE) GEMEER) Y

i PRI P 515 o3t s R QT 90 %15 #HE X ]

(h) (ms) TR BB

STy 50 Bk 4 2.96 0.92 5.00
X m

& ok 3.5 4.49 2.17 6.81

. P2l 4 4.63 2.81 6.45

ITAR7 1100

e Lotk 4 7.70 5.68 9.72

S S 200 Bk 4 7.33 5.23 9.42
2 m

& 2 5 10.42 7.40 13.44

. . ek 45 9.60 7.84 11.35

TR TR 400me Lotk 3 9.54 7.22 11.85

¥ RSO T 90% S HEIX ] ERRDM i b K & Aefl A& R L 72 R
SN WEBRE g O M EARECE VORI X Y M IE L7z QTe OHEEME

HAAN S L TARR ST D AER O EE TR, fRANCEIF <7 rr & LT50mg & 1 B 1 BIEZICR &

59%, | THD,




V. JAEICET SIEE

(3) AERMERFRAER
[EI PN ES TTFHRRER )

H H N OE

RIRT VA > | Sl REIER L 8B RIATHE A iR

*f % | W{EEEENEEE 842 £

ORE BRI BT DR 20 5ELL 1 80 ik LU F sk iy

024 Rl & 72 © OHERREIELN ) 8 ML LD BE T, LTFO&RMGZD7< EH 1 2L /=94
TR | FESEH 3 AMOBEHEL Y #R)

BT, 24 B0 D 2y L HOREVAKRE AT D

LT, 24 Bl B0 e b 1 RloYhaMR A /TS

W1 & 7R JEE MR IR AL & I S 7= B8 CBRIR AR O & 2 T B IR I PHZERE I (AT SZ IRAE KE )

ERAN %S ¥

ERBINEE | e R R 100mL L E 0

T B LC1 A RIERRKZRICT T eRE 2 BMROES L%, BIELEIMNZITV, XF =R
25mg, 50mg, 100mg HDHWNI7Z7EARZ 1 H 1 [HHBRIROERS

) S (75 L REER) 2 8

§$ {ﬂﬁ H%_: /H;H éﬁ‘y ﬁ;ﬁ(77 TE‘E@) 2LFEﬁ

BB EER) 12

¥ 5 M R | 12 AR

FHEFMEA | RGO 24 K H 72 0 O FEEHER B O &

24 W& 7= 0 O REINARKAII O &, 24 B 7= 0 OB R IR RIF DAL 8, 24 By
BIREEMIER | &7 0 O UNArE RO BbE, 1| Bz OFHPERBOLEE, R YRR
BoOE =

HEF>

1) BEHERICH ITEEERICIHTIHE
TR EEE LR & BRI AR 25mg, 50mg, 100mg X7 TR % 1 H 1 [RIEAE%IC 12 B O#&S5 L
TeRER, FEFMEEE TH 5 24 R H7- 0 OFHPEREEL, BIVGHEEE Th 5 24 R dH 720 O
PRARZEEE S, SERIEEMER R EEFBUZ BNV T, AFONWTHOEGHICB N TH 7 7 BRI HGE R
B ERD Bz,

O ETZFHHEE
RAEHERE D 24 BRI BT Y OFHPRERELE

\ o L . F IRk
it SEFIEL ¢ 551 Y (e Dt
VAVA N 211 11.17£2.526 -1.18%=2.155 —
A = 25mg 209 11.47£2.835 -1.94+2.158 p<0.001
NH =2 50mg 208 11.77£2.606 -2.12£2.383 p<0.001
~N X = A 100mg 207 11.20%£2.761 -1.97+1.970 p<0.001

CEEME R )
T Williams O EIlyE, A EKUER M 0.025
@ BIXREFMER
RN 24 BRI H - Y OFHREVERRFE L=

\ . o P TR
Be Bt SiE Bk e i 25l -
IR 211 4.57+3.160 -1.83£2.965 —
NH =R 25mg 208 4.68+3.209 2.15%+2.731 —t
AN H =2 50mg 208 4.84+3255 -2.24+3.120 p=0.084
AN H = Z 100mg 207 4.53+3.093 2.48%2.605 p=0.011
(CERff = P e 7E)

T Williams O 2 ElyE, A KUER M 0.025
1 : Williams D EIEED =80, REXTGIL



V. JAEICET SIEE

RARETHERED 24 B H 7= Y O FHREAZERHELLE

gt e A Il T7emE
o gt
IR 140 1.68+1.471 -0.64+1.360 —
Y =09 25mg 134 2.20+2.499 -1.29+1.938 p<0.001
Y =73 50mg 144 2.00+2.228 -1.20£t1.455 p<0.001
Y A= 100mg 150 1.861.666 -1.28*t1.355 p<0.001
CE¥E =R )

t: Williams D E L, A EAKYEFHI 0.025

SHRETERFD 24 B &= Y O FIEMREAZERKELLE

gt e B A Il T7emE
o gt
IR 132 1.55+1.376 -0.68*+1.358 —
NRHE = 25mg 128 1.97+2.378 -1.14=+1.809 p=0.006
N L = 50mg 137 1.82£2.098 -1.09+1.345 p=0.008
Y =073 100mg 142 1.77£1.640 -1.24+1.278 p<0.001
CE¥E =R R )

t : Williams D% H L, A EAKYEFHI 0.025

2) R&H®
RVEHA BRI RAEER T 25 T) X, 7 78R, ¥ =2 25mg #. 50mg #. 100mg #TENE
A 212 il 40 51(18.9%). 210 il 49 $511(23.3%), 208 il 51 1(24.5%). 208 il 54 $51(26.0%) T >
72 WTIDDERCRB W TIIEN 2% LU ETH - RIERIZ, UTD LB TH i,

ARMICHE L -EIEA

77 R RH = 25mg ~_RH = 50mg K = A 100mg
(n=212) (n=210) (n=208) (n=208)
NN : N isN~sarel
/“ﬁfiff;ﬁff%g;;% 40(18.9%) 49(23.3%) 51(24.5%) 54(26.0%)
WIFNDDRET 2%, EOFEL L I-FIEM
EE 3(1.4%) 1(0.5%) 5(2.4%) 6(2.9%)
ALT 40 2(0.9%) 2(1.0%) 3(1.4%) 5(2.4%)
AST #40 3(1.4%) 4(1.9%) 1(0.5%) 5(2.4%)
i/ CK 5 n 9(4.2%) 5(2.4%) 7(3.4%) 5(2.4%)
y-GTP #/1 4(1.9%) 9(4.3%) 11(5.3%) 7(3.4%)
SRR BB 1(0.5%) 2(1.0%) 3(1.4%) 6(2.9%)
i ALP #400 3(1.4%) 6(2.9%) 6(2.9%) 5(2.4%)
MedDRA/J Version 10.0 FEHFIE(%)

HAANT K L TRRB SN TV D HEROCHEIT TEE, BRAICEI I r & LT50mg % 1 H 1 EIRZICRA
#5321 ThHhD,



V. JAEICET SIEE

(4) RFEAIEAER
1) BRPERELER

tEEERER
(EINEE IAERER) 1719
H H N E
R T VA v | Sk L F A L E S BRI TR PR
kS 4 | IRISEBENEEE 1,139 4
ORI BEBUSREIZI T 24 EDS 20 kLA oS RBHE
024 W& 72 0 OFERIEEE N Y 8 ML EOBE T, UTOEEEDRL &S 1 DL BT
TR ESENE | BEGTBIEY 3 Ao BE BFE X 0 R
EBJLTC, 24 BB 0 b &Y 1 RIORBYEEEAT D
COPHLTC, 24 BB 720 D E b 1 BoYnaEREEE T D
EARRAMERE | BERAICRIED D 5 FERIE SR BENIIRIEIES) & 0F, IBEBRAGRIFRRE 100mL UL o B
A E LT 1L H 1 EERRICT 7 eA% 2 BEEORE Lc#, X¥ =X 50mg, 77 &R
B 5 07 3| UTHEER L EMEIC OV CIELHEEZ BGE LR WSRO b T u P U 2 MEAIZ 1 1: 1T
BT 54T, 1 H 1 EEABICRAORE
. A7 5 B AR SR - 2 TR
R e mE R ;12
¥ 5 # R 128
FHIMIEE | IR O 24 B & 72 0 O HER B O 2 V&
24 W& 72V DR E YA BB O, 24 W& 7= » ORI DL B, 24 I
BIGGEMIEE | M7 0 O EHORaER KRR OB R, 1 BlH 70 OFEEHEREOEE, SRR PR
BOEE, o VREREZEKHQ)NC LD QOL A7 D KA AL v Aa 7 OELE

BEER AWEETHRE)

AT e L
el Ji 58(15.8%) 58(15.7%)
BIB(HFETOEIES) A 310(84.2%) 311(84.3%)

S 58.2 58.3

%ﬁ IEHE R 7= 14.18 13.88

=) HpH 20-86 22-88
Elm oA 65 kA 231(62.8%) 233(63.1%)
B FEOEIE) 65 LAl b 137(37.2%) 136(36.9%)
T s i - 10 [E1 K3 122(33.2%) 140(37.9%)
%@?ZQQEEX Iggﬁ 10 [A L4k 15 [AIBLF 220(59.8%) 199(53.9%)
( =S 15 [El 8 2 % 26( 7.1%) 30( 8.1%)
o PRGESIE L 39(10.6%) 31( 8.4%)
ﬁﬂzzfz;;;Zfzig%) B5E LR 224 236(64.1%) 230(62.3%)
IRE MR KR 93(25.3%) 108(29.3%)
PRREEDH HE* H 264(71.7%) 266(72.1%)
B (S HEDFIE) i 104(28.3%) 103(27.9%)
RAE A O A 1 f 240(65.2%) 233(63.1%)
BIB(EFEOFIE) b 128(34.8%) 136(36.9%)
T FH 21 0> A 4 H 263(71.5%) 266(72.1%)
B (S HEDFIE) i 105(28.5%) 103(27.9%)
B OHED A il 276(75.0%) 271(73.4%)
BIB(EFEOFIE) biis 92(25.0%) 98(26.6%)

02 DO DREEFEIF DE

JREEDIREE - BI2IC L 29
REZEDHME . N— 2T A EEOBREZE AFEICES bD

HAN—R T A UIREDOBE RIS




V. JAEICET SIEE

B>

@ BEBEERICH 1T D HEERITHT HHMR
(RRFFEEFICH T EHELE. TLEDOREENHER)

i) FEFEIEE
CEEHER B
BAEFHIRFIZ I 1T D _N—R T A (R F =R 50mg # : 11.15, 77 BHRE : 11.29 225 D 24 K72 0
DO HER B O E L EIE, _¥ =& 50mg BETIE-1.67 B TH Y . 7T BHREED-0.86 [AIIZ L THE
7R AR LT,
AL EOHERS ZRFHNC A D & NFZ =X 50mg BEIE, &KEBLA 4 R LD PR EE O ZE(L &%
B S, £ ORRAHEFAMRRE £ THRITHRRE L7,

TR ~F=A50mg

R AT K (n=368) (n=369)
(@/24h)0 11.29+2.748 11.15+2650
0.5
%
1t 14 Mean*SD
5 plii
(vs 778K, 2HEA R E
A7 R ACHE : T H10.05)
-1.5+
2-
(Il/24h) p<0.001
¥ =254 RO LEMIEABHIZRSTH Y FETIITE R oA B Hh
&ﬁ‘@f:o
#4540 GA) )
0 4 8 12 o S A TR
0_ 1 1 I 1
—O—75+¢F
—— ¥ =250mg
L N
- O
A B e
&
s e |
2
D e R S SR S W R A S RS S S S | S Mean
(Il /24h)
758K n=368 n=368 n=357 n=349 n=368
~¥=250mg =369 n=369 n=352 n=349 n=369



V. JAEICET SIEE

i) BlXREHMEEB
a) FHRE A RE K
BASFHIERIC BT D=2 T A (RZ = A 50mg B : 427, T T BREE : 4420050 24 B 72
ONHPREYRAKEE OB &, N¥ = A 50mg BECIE-1.85 BITH Y, 7T EHREED-1.37 BTtk
RTHERBD %2R LT,
FALEOHER A RIS 2D & ¥ =R 50mg BEIE, #5846 4 R X 0 SERREYHBIE RO %
bEZED I, ZOBRRAEFHGR £ CRIRITFRE L7,

TR ~F=A50mg

MRS (n=368) (n=369)
([1/24h) 442+2989 427+2.848
0
0.5
%
L=l Mean=SD
ean=xz
X pfii
(vs TFHH, 2BA R GE.
-1.5 A B ARHE W H10.05)
2
(B2 p=0.025
¥ R—ATA VGO IZ S THTITE S THY, HETHIH BN oA HiniEdon
eholze
55009 GH) )
0 4 8 12 AR AT
0__ 1 1 1 1
—O—75t#
—@— <y =A50mg
B 0 5 o ittt Nttt
7
| B B o e e
i
@)
-1.54----- S s s s S e o e s b SR s
L 4
D e e e Mean
(Ia1/24h)
754K n=363 n=363 n=357 n=349 n=368
~_¥=Zb0mg n=369 n=369 n=352 n=349 n=369



V. JAEICET SIEE

b) PR KEEE 5K
FREFHMERFIZI T HRX— AT A (R F =R 50mg £ : 1.99, 7T EAREE : 1.9)01H D 24 Kl H 720
DB R OB B, <X =R 50mg BETIE-1.12 [HTH Y . 77 vREED-0.66 0|12~ T
Bl &R Lz,
AL EBEOHRS A RIS 2D & _¥ =R 50mg BEIE, #5-BRE 4 FRE L 0 PR IEERE OZEL &
D S, £ ORIKRAEFAMLR £ TR L7,

TR Ay = A50mg

g (n=264) (n=266)
(@/24}1)0 1.91+1.760 1.99+2.054
0.5
7
1t
B i\)ﬂ{%an_SD
-1+ (vs 75K, WilcoxonD AW fIHE.
A7 MK e < T 110.05)
15 ~ p=0003
(a1 /24h)
¥ R—ATA VORI IL S FHIITE FTHY, HE I BAE R oS indiEdoh
adrolzs
5. W (GE)
; 0 4 8 12 TR A% ATl e
—O—75bF
—— ~¥=250mg
” R L (T S T
e o
1t
i
ke s N sl s R e
L 2
B e Mean
([a]/24h)
7R n=264 n=264 n=256 n=252 n=264
~NF=250mg n=266 n=266 n=255 n=252 n=266



V. JAEICET SIEE

c) FHYBMRAZEE
BREFHMRFIZ I 1T HRX—RA T A (RF =R 50mg #f : 1.78, 77 BAREE : 1.67)1H D 24 Kl H 720
DEJGAVER LB OB L BIE, ¥ = A 50mg BETIE-1.01 B TH Y, 7T BHREED-0.60 [H](2
_THERBDZR LT,
TALBEDOHERS & IRIFINC D &, N =X 50mg BEIE, #5546 4 R X 0 SEEELHE MR REE o
AL BEZ WD SE, T OBEAFmET £ TRRITFHE L7z,

TR ARy = A50mg

AT (n=258) (n=254)
(@/24h)0 1.67+1.366 1.78+1.752
05-------
= -060
+1.745
1t Mean=SD
B’ pfit
slrrenmeamsmnsprnnannmame 101 (vs 75K, Wilcoxon®lE (. F1H: E.
+1338 A1 BOKHE T f10.05)
p=0.008
-1.5-
(1a1/24h)
N2 TA RO ILEIT AT S THY, A A HRRE M ORI ZEnoh
&ﬂlof:o
5100 ) )
5 0 | 8 12 %%#ﬁﬁ
—O— 751K
—— ¥ =R50mg
B . e s = st
" O
1t
Bl T .-
S bt e R e T R e M E Mean
(Im]/24h)
754K n=25638 n=258 n=250 n=246 n=253
N¥=Ab0mg n=254 n=254 n=244 n=241 n=254



V. JAEICET SIEE

d) T 1 EHRE
AT 3T D X— AT A 03D D 24 WEfH 72 0 DY) 1 [HIHER EOZA L& iT, <% =X 50mg
BETIE 24300mL TH Y. 7T BAREED 9.715mL (2~ THE RN Z TR LIZ(ZB L EOR R ED
TN D 2 AR tFRE),
BALBOHERS 2 IR D &, NH =& 50mg BEIE, & GBIAA 4 HEF X 0 Y 1 BIEREDE(LE
BN S, OB RKEFEmR £ TSI L=,

(mL/[)

o <0001
24.300
-3 I 304767 _______
e panrem=azs
u
LI,: I e IRk Mean=SD
=N 9715 pfifi
104 (vs 7R 2HEAHE.
A7 K HE Wi 110.05)
[ I
0
(mL/Mm]) 146.791+44.2336%  149591+46.3755
R=RTAL* TSk ¥ = Z50mg
(n=364) (n=368)
¥ N— 274 VIO ILEMII TR IIZF ST HY RN B B ORI ERRD L holz,
#:n1=366
(mL,ofOE_' ) —O— 75k

—— ¥ =250mg

H = R’

e 5 (GR)
75K n=366 n=365 n=354 n=345 n=364
ARF=ZA0mg n=368 n=368 n=352 n=349 n=368



V. JAEICET SIEE

e) TR REBER Bk
FOEFHMRFIZ I 1T B X— A T A 96 DR FHER BIE O L & iX, X ¥ =X 50mg # TlE-0.44 ]
THY., TTBREED-036 [BEIZHXTHEREITROD SN2 7,

TR ~RH=A50mg
P (n=322) (n=323)
(1)) 0 1.81+1.198 1.72+0.998
0.1
75 0.2
ik Mean*SD
=) pﬁﬁ
037 (vs 75K, 28 At
A B K HE T H10.05)
NS: ARl
0.4+
-0.5-
(1)
¥ NR— 254 VREOILHEIZ A BT ST HY RTINS AR O HTIZED Sh
Loz,
¥ G- GR)
0 4 8 12 T BT R
0_ 1 1 1 1
—O— 75X
—— R¥=Z50mg
] Fpemense TENNEEEEEAE SHETSEaEa A SEEEEREOER AR SO SRS N
B N e e I S E LR
1t
el R B R R e
O
B i e T e
L 4
e e e < St ST S ST S SR S S Mean
()
TR n=322 n=322 n=311 n=304 n=322
ANF=A50mg n=323 n=323 n=307 n=304 n=323



V. JAEICET SIEE

) QOL A R TDELE (HEFTMHF)
QOL RAA 227 ZALBEO R ZAT > 7o, Tad 7 HHE T2 BRI

© RAA D 2(ETRE~DRE)

« AL V3 - FFEOHIR)
© RAA » AHIRREB) D HIFR)
© R A A SHERRITEB OHIIR)

« RAA 2 700D RE)

© RAA Y (HEIR - 15 (= R L —))

« R AA 2 9(FEIESE)

foc;éz)) N5 i,

Ll BN MR 5 am ARG LoME EIRED  EREE
DR i?ﬁ?lg) i?ﬁﬁi]lzjga) N B AR

RRE O

BTSSR~ UNE OO

(TRF—)

s srarsosman commcsscoanoman. s, ot S, A
O 77+t# (n=368) (n=259)  [@<¥=250mg (n=365) (n=263) UM% BRI

Mean pfifi(vs 7T, 2BEAR U A K #E : T10.05)

Q@ &M
i) EIEMA

RIVEF JE SR (AR R A 2

NS:HEARL

EET)E, NZ =R 50mg BET 379 BT 93 B(24.5%), 7T EAREET
379 {5+ 91 $511(24.0%) Td> o 7o, F 72 K = A 50mg BT BV THRILERN 2% LU ETH - 2FIERIX
AL, DPNEZIE, ALT #8900, i CK H#8A0, »-GTP ¥4h0, i Al-P #8NCdh -7z,

EIER (WThODET2%UERB LI D)

77 2R 10=379) ~H =2 50mg(n=379)
(XA 10(2.6) 13(3.4)
0 Nz 11(2.9) 10(2.6)
ALT #4n 5(1.3) 9(2.4)
s CK #90 14(3.7) 10(2.6)
y-GTP H#/1 9(2.4) 15(4.0)
i AL-P #5800 10(2.6) 10(2.6)

MedDRA/J Version 10.0

FEELFIEL(%)
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i) BEREDZE
BRI S B 1T D ERIREDZLIL, T X TORETHETH - 72(7 7 B AREE : 0.86mL, ¥ =2
50mg #F : 0.80mL),

i) N ALY A2DEIE
EC R BFARIB SR
BREFHIRRIZ 1T D2 X— R T A4 U b OEIRFFIRFAB O ZE L &L, N =& 50mg #f Tl 2.74bpm, 7
ZEAREETIX0.77bpm Th o7z,

AR E (BE (S &L SAIEE ORETMFFICHITS
RNR—=Z54 U bDEILE EFAEDRRFHIHTRE

ZLE

(bpm

10 Mean+SD

8_ __________________________________
A R
1k
T E— 27d T

+6.733
2 077 I
+6.714
0

TR ~F=A50mg
(n=364) (n=366)



V. JAEICET SIEE

2) REMHER

(I B G tER) 120

H H

BB T Y A

% Wiz 3L IR B RIS AR

) ES

WETE BRI RS 204 15

EE A e o

ORIE BRI 1T DM 20 2L RSl
024 Kl 720 OPEREIFN Y 8 ML EOBE T, UTOFMEDLRL & 1 2L Bz
THE@ZEY 3 AMOBE AL VR
BT, 24 B0 D 2y 1 HOREVAKEET D
LT, 24 BB 720 e b 1 RloYhaMR R /TS

& 7 R A K

HRIRAOIZRIRE D & 2 R PR S PAZESR - (ATSERIE RAE S ) & 0F . TRIRBAAGRIZRIR & 100mL DL 1
)54

N =2 50mg % 1 H 1 [BEIRHKIC 2 BEEO#RYES, £ 8 HRBEHIC, BFEORENAR

B o5 G OE| oo, hoBREOLZEMEICHEN RV EHEr S, SHRE LDIHEERE LY
A, 1 BEEGREA 100mg [ZHR L, ¥ =X 50mg & 2 5% 1 H 1 BIEIR% IR A®RE
. B 1
O e - 52w
¥ 5 HI ORI | 52
24 Wil dn 72 0 O HEREER D2 i, 24 B &b 72 0 O PR BRI OZE L&, 24 W
FHRMEFHMEIE R | Md7= 0 OFEREZERE O E, 24 R B 72 0 OFHELANER LR oS biE, )

BFPER B D ZE LB

AN L TRB SN TO D MER O EIT @,

BAIZIEI F_7 et LTC50mg & 1 B 1 REB#ICRD

BhHT 5,1 THD,

BEER (AR AR5

NH =R 50mg ~NH =2 100mg
FRAT o G A 4K HEFEBI B 1
146 50
el ik 22(15.1%) 13(26.0%)
B (FIE) ot 124(84.9%) 37(74.0%)
S 56.0 543

ig IEAE(R 7 14.23 14.93

b 23-84 29-86
Elm oA 65 A 103(70.5%) 33(66.0%)
BEEIE) 65 Ll E 43(29.5%) 17(34.0%)
N — - 10 [BI A 50(34.2%) 15(30.0%)
@@2Z%$F§X Iggﬁ 10 12 E 15 [EIBLF 85(58.2%) 31(62.0%)
(HE) 15 [6l % B 2. % 11( 7.5%) 4( 8.0%)
o PROGERIE L 10( 6.8%) 2( 4.0%)
%:;;gi:& AR I 81(55.5%) 26(52.0%)
T TR AR R S A 55(37.7%) 22(44.0%)
PRIEE DA il 104(71.2%) 45(90.0%)
BIE(EIE) i3 42(28.8%) 5(10.0%)
EPHEDA K il 117(80.1%) 40(80.0%)
BIE(EIE) bii3 29(19.9%) 10(20.0%)

KAN—2 T A IO -BE RGBS

02 DDRIEEFAE D
PREFEDIRGE - B2 K DA
REBEDOHME : R—=2F A LREOBE AGEICHESbO




V. JAEICET SIEE

KHER>

@ BFHERICH T HBERICHT IR (EELEDREENHETRE)
ARE = 50mg OFEGIZLY | 24 K7 0 OFHEREHROZELE, 24 FEfi & 72 0 O R EYHE
R OZE R, 24 R 572 O OFERIEEE R OZE £, 24 Wl &7 © OFEEEEa MR K EEREIE O
A, EHEMPEREEOZEREICB W T, 2 @ E Tl —ETho7,
F 72, 50mg TIHEIEAR 5 & SH 8 EEFIZ 100mg [ZH B SN IEFICBW T, BRI LENHY
KLU, EZLEIZE T 50mg MR S ZIERERICHER L=,

AREFE R D 24 BrfE &= Y O FIPREBELE

&5 SEFIEL BE5-Ai A&
2T 7 50mg HERH 146 11.11+2.600 -2.16+2.673
2 I/ 1 100mg HE B 50 11.27+2.702 -1.57+2.341
CEH)f# 1R 22)
=IEFEMEEFD 24 BRI H - Y OFHREVERRMELE
TR SEFIEL 5 A&
I TI_Umr 50mg HERFE 146 479+2.993 -3.3112.948
2771 100mg ¥ B 50 5.43+3.512 -2.72+2.884
CEH)f# 1R 22)
RIREHERED 24 BRI H - Y OFHRAZRBELLE
5H SEBIEL ¢ 5 EAb ik
2T _Jmr 50mg HEREG 104 1.95+1.632 -1.30£1.400
177 v 100mg # &5 45 2.40+2.259 -1.56+2.143

REFE R D 24 B &= Y DTGB REAERKLELLE

CFfE AR E(R )

B SEFIEL il A&
I TI_Umr 50mg HERFG 103 1.79+1.581 -1.32+1.401
I I 1 100mg H i 44 2.11+2.076 -1.33+1.909
CEBE R 2)
AR O N RESRERELLE
55 JEFIEL A Eiv i
2 I_Jmr 50mg HERH 122 1.52+0.881 -0.49+0.832
2 I m 100mg B & 43 1.73+1.082 -0.47+1.077

CEEfE e (R 72)




V. JAEICET SIEE

i) FHEEREIE

e -1 GA)
0 8 16 28 40 52 feA&aRTAli R
G | | | 1 1
—O— NI =A S0mghEFEB]
—l— 7= 100mg it {7
B e R
%
i .
5
IO NN o SO ——— e i ———
<
e e e R Mean
(In]/24h)
A=A S0mgHEFEF n=146 n=146 n=141 n=137 n=126 n=123 n=146
ARYZZ100mgh i n= 50 n= 50 n= 49 n= 48 n= 44 n=42 n=50
i) FHREUERE
P G- ()
0 8 16 28 40 52 IR# Tl
0_ 1 1 1 1 L 1
—Oo— _F =2 50mgEER
—l— ¥ = A100mgld & 1
D T
%
L N
i
| ]
5 PR - i - g
<
i e e e e it Mean
([a1/24h)
A=A 50mgHEFEF n=146 n=146 n=141 n=137 n=126 n=123 n=146
ARF=2100mghf il n= 50 n= 50 n= 49 n= 48 n= 44 n=42 n= 50
i) FHREEREN
P50 GR)
0 8 16 28 40 52 IR A%R R
] 1

—O— ~F = A 50mghfEFE
—l— <7 = 2100mgh i 5]

P
R R
H
Lo
n
b Mean
(IE1/24h)
Ay = A S0mgHEFEF] n=104 n=104 n=101 n=97 n=88 n=86 n=104
ARFZA100mgH ikl n= 45 n= 45 n= 44 n=44 n=40 n=38 n= 45



V. JAEICET SIEE

iv) FEEERAFE B

B3 11 GE)
0 8 16 28 40 52 AT

0 | |
—O— NF =2 S0mgiERER
—l— ¥ = 2100m g it Fl
E
b I\ N e
- <m
PR RS st Re RS b DR e R SO RS S AR R R R SRR R At Reay Mean
([11/24h)
~y=A 50mg#ifEE n=103 n=103 n=100 n=96 n=87 n=85 n=103
ARE=A10mghitFl n=44 n= 44 n= 43 n=43 n=39 n=3% n= 44
v) FHREBERE
5000 )
0 8 16 28 40 52 R HE AT
O 1 1 1 1 1 1
—O— Ay =2 50mg iR
—l— <7 = A100mg g & #
7
AL Q5= - O—XO= T Y T T e (3 - om
i
=[RSt SRR S S s SES s e S S R S S sl Mean
(Inl)
~AF=A 50mgiEEfl n=122 n=122 n=117 n=113 n=105 n=102 n=122
AF=ZZ100mgHEM n= 43 n= 43 n= 43 n= 43 n= 39 n=37 n=43



V. JAEICET SIEE

Q R&HE?

i) ElERA
BIVE 2 BLR (MR AT B 2 & de)T, & = & 50mg MR T 152 10 51 61(33.6%). 100mg 14 &
#1-C 50 il 15 $11(30.0%) T o7z, F7o, ¥ =& 50mg HEFFF K& O 100mg HEEBIN TNz T
FEBUEN 2%, EORWER L, R, fE LS. AfmEkERAETh o7,

EIER (WFhADHET2%UERBALEL D)

K = 50mg ~AH =& 100mg I
HEREBI HE &
(n=152) (n=50) (n=202)
T 9(5.9) 1(2.0) 10(5.0)
I+ F5- 5(3.3) 1(2.0) 6(3.0)
H i RS 4(2.6) 1(2.0) 5(2.5)
W7 ey s 3(2.0) 1(2.0) 4(2.0)
D EEPE IS 1(0.7) 2(4.0) 3(1.5)
M N R 3(2.0) 1(2.0) 4(2.0)
RN 0 1(2.0) 1(0.5)
H Nk 0 1(2.0) 1(0.5)
AST 84 2(1.3) 1(2.0) 3(1.5)
i CK 0 3(2.0) 1(2.0) 4(2.0)
y-GTP #40 2(1.3) 1(2.0) 3(1.5)
I MR 1(0.7) 1(2.0) 2(1.0)
i ALP 840 2(1.3) 1(2.0) 3(1.5)
FEEO W 1(0.7) 1(2.0) 2(1.0)
AED F 0 1(2.0) 1(0.5)
BIEEE 1(0.7) 1(2.0) 2(1.0)
RS 0 1(2.0) 1(0.5)
AIRAE 0 1(2.0) 1(0.5)
MedDRA/J Version 12.1 FEELFIEL (%)

i) BRENZEL?
B ASEHI R OFRIR B OB b BIX, BJEFIT 0.32mL TH D . ¥ =& 50mg HEFFFI, 100mg HEFITH
ZHEN 048mL, -020mL & FRETH -T2, XF = RAOEMBEGIIBIT 2RRE~OFEITDT )
ThHo7T,



V. JAEICET SIEE

i) N RILYADEE D
EC R BFARIB SR
BREFHIRRIZ 1T D X—R2 T A b ORIRFEIRIAEB O ZE L &L, X ¥ =& 50mg HEFFF] Tl 1.04bpm,
100mg H&H Tl 1.40bpm TH -7,

RERFFARAE (BE (& DAIEE OFFTMIFAICE TS
N=Z54 UhbDELE EFEAEDERFHIHTRE

( =g )

(bpm) <%= 50mgiE360
1077 W ~% = 2100m g {7
Mean+=SD
G s St
P PN NS S —
,E
YTl SO SRS RUR SRS SISy
fe 1.66
H# : 40 140
Yl S +5928 - 1.06 ----1.04
) 6179 7118 +6,689 el
032
+6.645
0____ oot Wy EEEm— Fer—
-2

REIZZRIRA RYIZANRYZA RIZANRYA
H0mg 100mg 50mg 100mg 50mg 100mg
MEFEG] ByRE] HERRGD NGREBI HEREGD NG
(n=136) (n=48) (n=121) (n=42) (n=143) (n=50)

2838 523 ATl

( zmmEoks )

(bpm) —O— Ry =7 S0mghEF
10077 —8— ~y=2100mgh

Mean
| et

T

0 8 16 28 40 52 Rk
53 o

5.0 GA) Gl

~AY A 50mgHEFFE n=151 n=146 n=139 n=137 n=126 n=121 n=144
A& =2100mehii# n= 50 n= 50 n= 48 n= 48 n= 44 n= 42 n= 50

(5) B - HHERHBR
AR L



V. JAEICET SIEE

(6) AEHERA
1) ERARERE (—REARERE. BEFEARERE. FARBLERAE). HERTET —2X—XH
. HERFGERERABRONE

@ —mERRERE?
HEZRICBIT A =202 AN ZIET 2 BT, 201244 A~2014F7 A5y —4 %
UNEE U 7o TR Eh PR I AR 2 b8 & U 7 0 FH ol ol % e kg 0 I C S0 L 7=, A b I ARAT 1R Al
% OEALEIZ DOV T Wilcoxon OFFSHIANARE 2 U CTHENT L7z, LZEMEMIT*IE 9,795 FilDiaik
FEEE A (B 46.8%. 65 1% LLE 80.8%)D 9 B 595 5] 682 tEDEIWER AR iz, i bHEENE
3o T-BIWER BB 95 1511(0.97%). FRIRIEENN 70 41(0.71%). 18 46 $11(0.47%). PER IR #E 43 41(0.44%).
FRPA 30 $1(0.31%) T o7z, BEELRITERIX 21 #1(021%)TH o7,
BEIMEIZ SN T, ARPEMAT RS2 9,792 B110> 5 5 9,394 il 78 IREEIC & » THRMEZ G S 41, 7,582
B1(80.7%) 3 A #h & HIE S 4, 1,812 f(19.3%) M3 ML) & HIE S iv7z, IEBEIEMER 2 =2 77 (OABSS)f#
Hrxt4e 4,153 BlIC 31T 5 OABSS 12 X 2 3l TIXIBEHATO G A 2 7 CEEIE = HER 2223 9.0 £2.53,
TR TIREX 532325 TH Y, Gt A7 O LEIE-3.7E£3.11 TH- 7= (p<0.001),

@ WFEFEARERE
D DMERKEDAHDHIWVIREFZ2ET I BETHEREE T IHE Y

DIMERBEREE CTLMET Y RARA > b ERWERICE LT 25 Xid 50mg/ H DX = 2D R % 7§
HEABINCFEM L, FAEIL 2012 4F 12 H 75 2014 4E 7 HICER L7z, BREED & PR U LS &
R E AU UIEE D B 2 iBiEE N EE 236 ]l T ¥ = 2B ER/% I LEXBE 21T - 72, BlEH
IHICE SO R—A T A N EDEEZIASICT D720 Wilcoxon DFFEFHIBNL IR E AME
HAENTz, MBSOz, AT < ONENFEBREZ A7z, B 61.9%. 75 LA E 60.2%.
DERBADEE 93.6% [ 9 BHAIENR67.8%) % OFLME(19.1%)] TH -7z, LIEROBIVER O
ERIT 13 BIS51%)THoTz, BE SHESNIEIT L hoTz, ¥ =2HK5 4 @K, FEOM
BE 1.24+7.314b.p.mCEHE H HERERR ) BN L 7=, OFEX Ed PR, QRS. XIE Fridericia DfiiE
QTQTcH) TIXAEERE(LITBE I N o 1=, ERFEFUIFEH/MENC T oy 77—
IZBW T B G-HTD QTeF & 4 it D QTcF DA L & ORNCAH E 72/ BIIBIEE S /e o 72 (1= -0.246),
DI R —A T A 2D OE L EFENTBIEL S 72 )y 5 72 (= -0.309),
FIPERRAT 55 234 BTG BN HIE STz 227 IS VT, HBIER TAER)) Lk S - B8
189 #1(83.3%), T[ELh | LM S 7= BFE 1T 38 $1(16.7%) Th > 7=,

EAANK L TGRS T2 FHELOAEE DEF, BAIZIZI T7~7m L LTs50mg 2 1 H 1 [EIR%ICH
A5 5, | THD,

i) RESEFERARERE®
ARY = AD 3FEMORYRBIE TR DRt - Ao IR Z2 M5 2 2 BV E LT,
2012 210 H~2016 49 A £ THii, X% = AOEHENR o NBE ZRG L Uiz, TR Kaplan-
Meier ¥EIZ LV I, F7o, ¥ =R &k T IE L2 BE OB ZFRAE LT,
LERMERRAT RIS 1,138 il 97 $(8.52%) 7% 109 HHDREIEH Z#R LT, e vz b — iy EIEH
L TR 19 B(1.67%). FRIREFEIN 14 51(1.23%). HERIKEE 10 51(0.88%) T -7z, RHEHAOIAEZRIZL
TRIEBLATZ | 5 AR C 27 B1(2.37%). 3 # A~6 » H AR T 16 41(1.99%). 1 » H~3 » A AT 18 f4]
(1.79%)Toh o7, 1 T EITHF LI E 2 A, RIFEHOFAESRITRERINTID L7z(1 A0 © 1.34%-
2.37%. 1 5HE~2 4 : 0.45%-1.60%. 2 4F-~3 4 : 0.29%-1.10%), FEIREOAE/RBEIMIBE SN oTz,
EEBEWERIL, EE. ACIRE, BHRIE, (e, JREA, MR8, KO PERAIE iR
BAEDMERD 7 HITH -7z, REAOHNARY = R ZB#HT LA REMERH D B2 bz, o b o
ICOWTIHBEMER & LTt S e,
RY = ADFNERENT RS 1,082 B 842 1511(77.8%) THBN VG TH 5 & HIE S 7z, OABSS 1T
AR L(p<0.001), OABSS (Z81F D EKRIICEE 72 /N OZEL(MCIC) & 2Rk L 7= D1 321 4
(65.1%)TH->72, 1HELINIZ MCIC ZER L7z1E & A EDBRE T, BB %@ L T MCIC Z#iRF L
felt 7o, "F = ABERED O 1 F%, 2 FHEO 3 FHOMREMHGERIT, 2 65.8%. 52.9%
KN46.7% Cholr, "H =A% HIE LTz b 0o BT, BB G C 141 H1(17.3%) 20337
D OHNIRPS T, JEROEALTH 5Tz, E72DEHITHLRIFHRIESNTWAHEE T, gtz
Wr L7z BZOF THROLZ DS THAEN, AEFLORIE 6 (143%)ThH o7,


https://ejje.weblio.jp/content/%E6%9C%80%E5%B0%8F%E3%81%AE

V. JAEICET SIEE

i) BRAEZEHT 2BEBERBECHT AT

FENBE 2 G0 2 IR BIEMEE 1B\ T, XY = ARFENEOTERIC R ET BRI & %
B E LTz, ¥ =2AnEE Iz, ﬁW@E%ﬁE&W&%aU%AﬁLtﬁ@@%%$%fu\
S = A GBI D 6 5 A ORNZ, 2 BILLEIREORIEN Th - BE 234 L Uiz, #HA&1E 2012 4
12 A5 2018 4 1 A 3G uto UHDOTFEN LBEMIM A 3 FHIER U CIREFISRERAEE LT > 72
D, BEIEFENT DT U o722 &0 h | B/ 2 B ERIRE R 138 IR BUEGIEL 27 #1C
PEEHKET LT,

LARVERRNT SR 22 B 2 B 2 HR(EDEZE R ONEIR IR EE & 1 ) ORIERR RO bitlz, X¥ =A%
HEGRETo 2 [ OIREREMCES) EEERZE) . ERE 1422 44mmHg(22 B &Y 144+
3.9mmHg(22 ) TH Y, X¥ =25 4 \H KL 12 BHOIREREM [ZZ2i 12.7+12.8mmHg(13
1%&Uu9ﬂhmﬂgnmﬂ Lﬁﬁﬁ%ﬂ&mokgﬁ;wﬁﬁﬁﬁww@ﬂﬁ%ﬁﬁﬁﬁm
ARy = ARG BRGRIC BT RITRE O BT, RENRES R = A B BRIARE D & AL U 7ER] SR8
LIRS T,

WIE BB DV THIMEMST IS 22 Hld 5 &, HYSEIC X 2 AMEHEDS PRHIERE] & Shi-
1 Bz BR< 21 BlC3 T 28 2h%1% 95.2%((20/21 By Th - 7=,

TEEBTEBIEE DL DIER DHERIZ OV T Y ED G 12 R CUTE G- F IR )IZ R Z = 28 5. Bilbalke & ik L T
2. B, CHEARRE] O 3 Ko TRl L7,

Q@ BLEMRSTRERARER

i)

i)

Vi U TSIV THRETDBFHERBEICHT I _ROHARR Y

V)7 = CIRE R OIS BIREDE R ISk B X = 20BN RRIE O RN - R ARG
L7,

VU7 xF Ty 25mg/H XX Smg/ I TRFE R COIRN AR+ 2 diG gt B 1ot LN ¥ =X
25mg/ H ZBMPFA#E G L, ¥ =2 & 5% 8 MRS A+ 72 BEIZIL S0mg/ H £ CHE®R G- L,
ARy = ZBEMOFRA B G-BRAE D 16 ERFIZFHM L 7=,

LRV AT CIIAHEFER ORI AR lﬁﬁMQﬂ@T%U m¢%0%$4i5MWByMT
BEFELOITELEVENREUITEE TH o7z, bEN S TRWERNIERTZ o7z, &E5HIkIC

7o _COFNWER O EAE B X U EE T, @%ﬁ”ﬁw&fﬁzﬁ%ﬁ BERED AL, FiR A H%ﬂi&wjls):
WEERS 1 HITh o7z, RALRL, FREZOTNUOHTHEHERZ(LITRO bed o7z, QTcF
kR, IRFAEE OUIEDZE X, WTHOREZ & A B AV A, BRI & 237 B kL /e - 72, QTcF
M DOHEHIE >450ms DAEFIAY 5 41(2.4%)78 0 HAVTZH, QTcF RIFR D% >480ms DIEFIL 727>
720 QTCcF IR DN Tl >30ms~ =60ms 73 3 F(1.4%)NZ R HI7=08, 60ms Z 8 2 DIEGNTL 20N> 7=,
FTRTCOBETRY = ZFHRIN B TRICEW T OABSS AR, @G Bk L I 25 (OAB-q SF)
DR, FEEERHE QOL IZB W THERWEN A ONT-(ETORE, p<0.001),

EVARFNZ T L TARIN TV D AELOHEIT HEE, RAIZIEI I e L LTs50mg = 1 B 1 BEHZIC
A#¥59%, | Thd,

RE = xth»Tn//&®ﬁ®1%ﬁ EICRIZFTEYVHEEROME ®

TR 7 PR L MEIZ BV T, CYP2D6 DIEE THH X =R 50mg & LT 1 ¥ R RAI(ER)
4mg L OEY B BEER ZBE Lz, bLT oY ERdmg/H%E 1 HED 7 HE £ TROK
HBL, "¥=Z50mg/H%H 8 HAMND 14 HH ETHHHEE L1,

NRHE = 50mg DEGIZED . M7 YO Cmax 23 2.06 {512, AUCoun 23 1.86 f5IZHIM L, 5-E K
1% AF )L hLT 1 Y (5-HMT)D Cmax A3 1.36 £, AUCam 25 1.25 {5120 L 7=,

Fridericia O 1E QT DZ{LMUAQTcHIEX, 7HH LY 14 HH T, DTN KE o7, QTcF>480ms X
1% AQTcF >60ms OFEFIE e o 70, AEFRIT, #RE D 524 HlQ08%NFHALE L, hrTry
v A G- B D 2/24 BI(8.3%) A HFEFR AR L, DFHH G-I IR D 4/24 i
(16.7%)PHEFEFGERBR LI, T XTRETHY | FO0MEROAEFZIIBD Dol B
RIICAE B/ DEREFECET, BEERAFFR IR G T IO N 2B FFZIIHRE SN2 -o
7=



V. JAEICET SIEE

i) RE_ZATHRETPOBIHEREEICHT 2 3) VEOHARRRERR Y
ARY = ATIHEFR OBIEEBIEEE BT 282 U VOGO RMZ &M & Ao & FME L 72,
AABRIIIFEM T T, N¥ =2 50mg/H % 6 WP LL AR CTRURA+-70 OmiEE N A E ITh =
UV THH YV 7S 5mg, T ER_Y 2 20mg, A SX 7 =F 2 02mg. hLT Y 4mg
WCHEAEZLZ 1010 1 LICHEIGHT, t=a U 3B 5% 8 lIRF AT ZhRAR 443 &l L 7235613 0R
WEEEF CHET LA L L, (BPia ) VT T H IRESG AL, A IX 7272013 0.1mg
1 H2EIRAE UHEIZ 02mg 1 H 2 [BIRA & L7c, b7 a2 U 138 &R )
FAS RSIEFNT Y U 7 = B 166 B, 7 1 &Y GEH 161 6], A 2 Z 7 =) U HFH 161 4,
M7 a P B 159 BT, B AERHIRF O 24 BFfH & 72 D O EEPEIREIE D Z8b #(-2.18, -1.89, -1.75,
-1.91), 24 Wi & 7= 0 O R EYIEEEE O L £(-2.03, -2.24, -2.04, 2.07) &, Hi=2 U VEHHIC
EODWTROBETHER—2T A UL AERUENRD DI, FfF iy £ CHERF Szt BRE, W
THHXN—ZT A p<0.001),
BIWERZBIRII Y U 7 = 0 76/166 41(45.8%), 7 m &Y HFH 81/161 £1(50.3%), A I &
7 = F P 72/161 151(44.7%), BT m P R 74/159 111(46.5%) T, BREL BRIETH o 72, E
TERFBLRP DT ILNDORET 2% L ETh - T-EWERIEL. AN 162/647 151(25.0%). fE54 100/647 15
(15.5%). HEIRIK#E 22/647 151(3.4%). FEIREHIN 16/647 $1(2.5%) T & - 1= (- FEHAREOIIEGI BT T B

D EMSRR),
=IEEHMAED 24 B &H - Y OFHHREKELLE
Py VYT Fv FaprRYy v AIF T2 v MTFEY
Givis v iRkl v
SEGIEL 166 161 161 159
R i] 10.06+2.59 10.37£2.65 10.13£2.92 10.20£2.62
A -2.18+1.96 -1.89+2.08 -1.75+2.09 -1.91+2.22
CELE AR HER )
RISEHAERD 24 B H - Y OFHREVBREHZEILE
ey VARZES A A= AIF TSV V%2l =
CiRAs PFH BEH PFH
JEGIEL 153 148 150 148
A 3.26+2.46 3.12+2.67 3.27+2.20 3.15£2.54
2 -2.03+2.55 224+241 22.04+2.19 2.07+2.23
CEEIfE = BEER 72)
Re
Py VYT Fv A= =) % AIBT =TT %Al =R
Givis Gidis Gidi v
JEFIEK 166 161 161 159
E”Vﬁﬂiiif%EM§& 76(45.8) 81(50.3) 72(44.7) 74(46.5)
‘%Eaiﬁﬁ 0(0) 1%(0.6) 0(0) 1%%(0.6)
W08 2% UL o EINE 3 BB %)
M N FEIE(%) 31(18.7) 51 (31.7) 40 (24.8) 40 (25.2)
ERL(%) 33 (19.9) 26 (16.1) 23 (14.3) 18 (11.3)
HEIR R #E(%) 8 (4.8) 4 (2.5) 3(1.9) 7 (4.4)
7 R BN %) 6 (3.6) 7 (4.3) 1(0.6) 2(1.3)

3D EANED, S FE i RIG A



V. JAEICET SIEE

2) KBEM & LCRIET EONE XA L 1-BE - RROBE
KT L

() it
MR L



VI. E3FEEICEHY SEE

1. EEPHIBEH B AN T AMR
AR L

2. REHER
(1) 1EREML - ERKF

1) YERHE *%
ANY = ZIERED 3 ZBRICHE G L CLBEIEOsRR BN 23858 U B A R 2R SE D5, Zhic kv,
BEDEITIER 22 & R ORIBIIE S & | @SB3 2 JREVNAE, SR L OUhat RS 2 deEd
2o

\

kxmna
LPKLF1)2

NE=ZX

— \
S S jg*

3 3
FFoNELT5—HE MR

¥
CAMPEE4%
8
2438 *Gs: R LI T 2GRAT T,
— e
TR R 2
- P

RE ZAREEBED s ZBRARIHEST D & [ BAROIEMEALZ I L CRE OMIaN T7 7 = Vigs 7
F—ENEEE L, cAMP OFEAEMEESI NS 3D, XY, MRENO DL T A(Ca)RENMET
L. BEBEEIE R OsbizdiR) 2 & 7= 5430,

<BE>EF R R LTS BN O R O

SBIRNIT, ZEARAER LY 2 L7 LU U &, B gy 2 B/IRZ N L s sthig+ 2
EEBIT, o ZHREEN U TREDNHET 5, JERINCIZ 2 V7 RUF U OB EE o, JRED
MEET D & & BICRIRBMRERN LT Fra ) &R, A AD Y MZFEIREN L TR
DIAET D 32,

—F . BIEEIEE CITERMIC BN TS T EF L a Y UK &, RO M ZERISES L. Eko
BERIGENE Z 5, 20728 WIEEIENETIX, +0REDRE 2O LD T2T OfENE Z 5720,

ERGERBDAA-D BEBBRICE U AERAOI AT

IEHRERYITI, VTRV FI A S, EIG BB T, R BV TR T e F ) >
By RICHE A LB A SR L 122tk o ARSI IR D LA ) 2 (M) SEFRICR B L.

RELDEN B D S A A LS oo £ DT T T RDIR
ZOBNAIAT O AR S,
5 IR 00 S5 DRV SR BR A 00 38435 )



VI. REEICEY B

2) ;oY) VEOEREEF

Proa U VTR M ZRERICHEE L, 7TEFLral RN M ZFEEICHEAST20%MET S, Zhic
LV, TEFALIY ATK o THIEE Z SN DBEMEEE I O S E NG I S D,

(2) EMZERMTHHERAE

kllls‘ziﬁﬁ&
WO - 710

(8] O 7EFLaLO

o BAYEE
1 e /1

G
X s
[ TSI AR |

1) Bs7 BLF Y UBRIKIZHT BRBIEA (/n vitro) ©9

[J5&]

EEk

AR O]

E BT RLF U UZRROES T XA TR SETT ¥ A =— AN LA X —JIH(CHO)MAEZ F W,
HEREN CAMP IREEZHEIE L LTI I _7 m U ROIERIR B 7 R ) U BRIRMEEFE TH LA Y 7'
TUL)—=IDEK BT RV U RIRY T X A FIkT 2 HER 2 Bt Lz,

[ ]
E BT RLF U oS R E R SEIMICBN T, 2 77 0 TR R 22PN cAMP 2
FEERER L,
—F. BN/ KRBT RV SRR SR Tk, Mgl cAMP BE FF/EH %
ZEAERS RIS T,
EbBF7ERELFTYZERIIHT DRIBIER (in vitro)
b1 P2 S
PleRAE ECso fif A ECso fE A ECso i A
(nmol/L) (nmol/L) (nmol/L)
NN % % L5
IT_T v 0.1 0.2 [0.89-3.2] 0.8
o — 34 21 49
AV 7arL /) —) 1.0 1.0 1.0
[23-50] [10-42] [39-61]

AvTuaT )= ERIRE BT R LU U R IRERTRESE,

ECso: A Y7 T L /) — )W K DIRRIED 50% & 45 S ¥ 2 |E, EBA/ NS WIZEERBRWZ & %2mRT,

IA : Intrinsic activity(F A G M), SERTEEIRTH LA VT vT L /) —VORKKIEE 1 & LTz & X OMxHE, EnRKEwvIE
BRIEDRENT & ERT,

X RN

n=4 ECsfii : 4 {7 DOFHfE [95%CI]




VI. REEICEY B

2) FERRARBEAO cAWP BEICKTT B4ER (/n vitro) 3
(k]
7 v MEHBEBEEEIZ BN T, MR cAMP IBEEICKTT 5 I 7 X7 v COER e LT,
EIEESE I T _ 7 m d, fEEN A & T 2.5mmol/L 3-isobuthyl-1-methylxanthine & /A Krebs & 112 1
L. 10 43 FEALERAL (24 RS IEAH AR N O cAMP I B A I E L7z,
(s ]
7 v MEHBEBCIR W T, 277 v BN cAMP JRE 2B~ TR RIC EF S E T,

Z v MMEHERBBERO cAWP REICR T S4ER (in vitro) (n=6)

307
251 ok

201

151

10

5_

cAMPRE (pmol/mg tissue)

0
B 0.1 1 10 (umol/L)

S Ray = bV

SEAELEEAERAZE(* © p<0.05, ** : p<0.01, vsIAEEAIAEDE, Dunnettd i)

3) FEBLAEEMER (/n vitro) ©

® v MEBRETEER
[H71E]
TR 23— U K D RGN & i S W72 7 v Mg FEFIC BV T, WHEICxdT 5 7x7m
VROA Y TaT V) —VOEREBE LT, lumol/L I "a— Wl X 0EER LZT v Mgk o
FHOEMEIAE N E LTt #BRIEZ 10 kR CRBERI L7, BRI T#, 100umol/L /373X Y
CERIML, ZOVEH%E 100% & LT ECso i M O KithfE R &2 FiH Lz,
PUSRY U : FER S TR AR, LSRR L D B Bk O BUR(100%) %13 % 72 b I HR AN L 72 K,
Ot 4]
TR 23— U K0 FRGEMEIUIE 2 Bi S W72 7 » MEHBEEIZ B W T, I T X7 a R ERAFR 72t
BIER 2R Lc, ZONRORKEIGIE, FERIR BT KLU U RIRERIEEETH LA Y 7' m
T/ ERBRETH ST,
FHEMEIE © WA ST — LD AR Y VRS EHERI T S L, SEIRR DU T DIk HE,

S v MEHBBtICE 1T S5EER (n vitro)

sl ECso(uM) 95%Cl %ﬂmﬁ%‘%@)
CFEHiE) CEE AR HERRE)
2 771 (n=5) 5.1 [1] 3.1-8.4 94.0+1.0
A Y 7TaT L) —(n=5) 1.4 [3.7] 0.83-2.3 78.0+1.5
CGP-12177A%(n=5) >100 [<1/19] N.D. 19.4+1.2

3% : B5-AR agonist, [ 1:3I9~"7mrixl&LliclEod/itt, ND. : s d



VI. REEICEY B

@ b FEERLTERA
[HiE]

TS 23— U K B FrgeMEIGHE 2 Ak S E 72 b MMRHBENEEEH IR W T, IHEICRT 25 I 771
LAy 7Ta7 ) —VOERZKRE Lz, 0.lumol/L B/ 33— /Uil XD FF% Lz e MigHiEptof:
RCPEINE S 220 L Te %, #3410 23[R C BRI U 7o, #BCEIINGE T4, 100umol/L /33 Y o

PRI, FOEMA%E 100% & LT ECso R O RBtHE R 2 H LT,
[ -]

B erSa— U &0 FrgetEIUHE 2 B S 7z b MEHBEMEICI W T, I 77 1 TRER R bk
TEM &R UTc, 2O R ORRBOSE, FFEIR 7 FLT Y U2 R ETRREEETH L4 Y T a7

V=N ERBETH- T,
E MMEREBRICE T S5ERER (/in vitro)

(n=4~6)
S+ AR R A
0- —
==
251
ot
i 50
- AVTETL /L
754 —e 35~vmr
—dh— CCP-12177A% “G
100-
L) L] | L) L T
9 8 7 6 5 4
VEENHER E (-log mol/L)
% (CGP-12177A) (B5-AR agonist)
ERBEBRR LYy TOREICEITS A-ARRT7I=X FOERIZIAH
ECso fHE(umol/L) 95%Cl B R AAE (%)
CEBIIE) ’ CTHf = R UERE)
I T T 1 (n=6) 0.78 [1] 0.32-1.9 89.4+2.3
A VT uaF L —(n=4) 0.28 [3] 0.051-1.5 85.6+2.7
CGP-12177A  (n=5) >100 [<1/130] N.D. 482+72

[ 1:39~_"7nr%&l&LztEodhtt, ND.: i sh s



VI. REEICEY B

4) BBRELFICHT B4R

5)

7 v bR N E

(7]

Ny RS E R —VRREET v S OBEREPIC AR ZEA L, BEEERK 6cmH0 TRE L7214,
IRV ay, MTaY U ROAX YT F = O IEREEREENE ST A ER AR LT,

[t 2R

2 T 1 (0.003~3mg/kg iv)iE 0.03mg/kg iv PA_ECHErIERFBEBENE &K T w72,

—F . XL TF=20.001~Img/kg iv) & ¥ kLT 1202 (0.0003~0.3mg/kg iv)IEB 5 27 L FEBE LN
JEIR N ERH AR S oz,

RYUMNILER—ILRREES v MBI B8 BERAEICTT S
TSROV, MLTFASYRUAXVITFZUODER
B IFRyay MLFavs FELT Iy

Ist 2nd 3rd 4th 0003003 03 3 000030003 003 03 0001001 01 1 (mg/keiv)

(O'HUD D) I O 2

-3~
(emII,0) Mean=SE n=6

skk:p<0.01 (vs I3 BEESETH, Student DHRTE)  iv: E-IREL S

RENEREBEANAE (=X 3 B ©
7 b
[7iE]

VLSRRI > b ORI AR AR 2 TEA T D 2 & TR U 7o HRED IR IDELE 0 fi RIDGHARF I DG
WIEIZHT 5 2 77 0 v RO X 7 F = ORI G-RO/ER 2 i Lz,

[t 2R

F ¥ T F=2(0.027~2.7mg/kg iv)iE 0.27mg/kg iv LA TRRINMERIBEENE 2K T &7, —H.
771 (0.03~3mg/kg iv)IE 3mg/kg iv T b F RIUHERFE N IS B 2 R S 2o Tz,

77

TLAUREES Y MBI HEBEBERIEICINT S
SIRTOAURUVFF L TF DR FIRNIES)

'mryllg
40—-
I
5
A 30
I3
I 20
]
It
e
== A FTTF =
0- e Sl
T ™ T T T T T
P 003 01 03 1 3 (mg/kg iv)
145

Mean£SE n=5

*:p<0.05, *%:p<001 (vs X IE3 2F B G 5. StudentdDithisE)  iv: BRNIES



VI. REEICEY B

6) Fi9 1 BHRERUHRERIZHT S8
D WEES k)

[FiE] MRFRIRIB 2 R T MEZE T » PR OB T 2T L727 v F2 v, I 771 0, 3. 1
X% 3mg/kg, A ¥ V7 F =2 10mg/kg XITHRHE(0.5% 2 F & a—2)WE % 3mL/kg % ZLE TRk 1
Beh- L, 1 [EIHRR B2 it Lz,

USR] WEZEZ » M, BPRINT v (1.7420.22mL) & i LT, HER S 720 OPER BEOH B 722

(0.71+0.06mL) %7k L7z, IMZET »~ b Tid, A% 7 F = (10mgkg) 3R H7- 0 OPER B2 HEIZ
HWinxt7, I7X7 1> 03~3mgkg (3 ¥ 1 FIPER EE KT S8,

HIEES Y FOFEY 1 RPEREIZHT HISIRITOVEFFLITIFOOHE
BFN n=5, BHLI I X n n=8, AF LT F =1 n=7
SR fE - R AR S

(mL)
1T
EF:
k5|
1
L R R e B D P
HE
m =
&
BT wmE 03 1 3 10 (mg/kg po)
IgRFa Y FEYTF=Y
FRAE 22
#:p <005 (vs HFEFE S, Dunnet O M ILEHEE)
#:p<005 (vs {FEIEGH#,. Student @ t #E)
po : FEL# 5

Q@ ERBHA=UAFLY

(L] MR =7 A Lz, 277 80 ROEEEZ #0515 01 I8 K (50mL/kg) % J il #&
HAf L7tk 8 REMLIN O 1 BIFER & & OBEREEU S5 2 T X7 1 o OFFH % SRR -
RFIZBWTHRE Lz,

[FEH] X 7271 2(0.3~3mg/kg po)i 3mg/kg po T4 1 [RIPEREZHIN &, Img/kg po LA ETHE
PRI 2 b S H 7z,

EREBN=VAFILIZETEFEH 1 BHR=E

BRUHRERIZHNT B E(ﬁ)’*"j‘l:l DA
Al
e

3 (mg/kg po) . ey 8 ; il 3 (mg/kg po)

IgARTay

0.3 1
S Aav b

Mean+SE n=8

*:p<0.05, #%: P<0.01 (vs I 58 Dunnett % MIEHSE)  po: LY.



VI. REEICEY B

7) HER#EEEICKT 2R Y
[J71%]
PRAEFIHZET v P2 HWT, BT T A A M) —RBREFERL, IT77nr brTrYY
B O 22 7 F = o O YRR AT R E % OFRIR B SR 1B 2 Bt L7,

[ 5]
2 TR 1 (0.1~3mg/kg iv)I TR RIITE L KIFT 2 & 72 < Img/kg iv LA THEPR BITUHE 15 A 6
HhEHET,
FREWAPFAES v MBS T2 HERATIGBEHEUVEREICHT S
ISRSTOV, MLTFASURUAFCITFZUODERA
BEPRBTURAE 1 5%
_ fid s SaavA P4 | FTXLTF=

(151‘ ) Yst 2nd 3rd 4h 01 03 1 3 001 003 01 03 003 01 03 1 (mekeiv)

HE

il

I

Fioe

A

]

/‘ e

>

3
Mean+SE %45 A125~6M)
*:p<0.05, %%:p<0.01 (vs A IET HIE B SHF, Student®tiiizE)  iv: BRIV -

RRE

T IGAFOY MLFads FEITF=
(mi‘_) Ist 2nd 3rd 4th 01 03 1 3 001 003 01 03 003 01 03 1 (mekgiv)

(TWV) B =8 S 3 8

Mean=SE & #3AE5~ 6
*:p<0.05, %% :p<0.01 (vs xHhes T DEHE P S BE, Student Dt E)  iv: EFIRPIYE -

(3) 1 FASEIBERT - FARESRD
B L



VI. EMBEICEY SER

1. mPREOKS
(1) AR A MR
LR L

(2) ERRABRTHRE SN -OTERE
1) BERAIZHITEEDSE
@ EEH5atEg"®
R R N B ERS 6 B AH] 50~400mg Z ZEJE IR H[EIRE M 5- L 72 & & O Cmax 2 OV AUCinf I3 H &%
B2 TES LD, Tmax X tip ZFHEM TIZIE—TE TH o7, CL/F X, AEBENZEWLED LT,

B’EEANOMBEPREHR

(ng/mL)
900q===r-m=mmmrarsmcmecsmcmenr o s mss men e s S s s e e e e m e i
—o— 50mg (n=6)
—o— 100mg (n=6)
1L —— 200mg (n=6)_______.
e —— 300mg (n=6)
r —— 400mg (n=6)________
é Mean=SD
7 oeand T
b}
7
U ___________________________________________________________________________
e
B Sl e e e e e
ji
T v
60 72 (IEEH)
S|
EYHEE/INS A —4
kG & Cmax Tmax AUCinf* ™ CL/F*
(mg) (ng/mL) (h) (ng - h/mL) (h) (L/h)
50 31.01 35414 292.24 364118 183.49
+18.06 T +76.93 T +58.11
130.67 882.40 119.34
100 331+0.8 30.8+=3.4
+43.79 +234.53 +28.11
164.51 1,382.68 157.61
200 28%t13 26.4+3.6
+82.99 +441.45 +50.64
548.52 3,285.08 92.24
300 3.7£1.0 25.1+43
+92.50 +333.94 +10.89
720.14 4,142.50 99.79
400 40t13 239+49
+264.40 +735.89 +22.03
¥ B 5% 72 W £ COMIE ATREZe B E TORRAEIC SV E (&R n=6 “FR)E L FEHENR )

H)ARFN G L THER I TV D IEROREE T@AE, BAIZIZI F7rre LT S50mg % 1 H 1 EERZRICRA
®E59 25,1 ThD,



VI. E¥MEREICEAYT 51EE

(3)

@ RE/SHR "

TR RN B A 8 BT AA] 100mg & Y 200mg Z FARZICHEIRR DG L, 2 HREOKRERE, TICHE
% 7 AMBAER RS LT,

100 X O 200mg ff & H I, FIEEG45 7 H B (EEGFG%E 4 H B)LAEE b7 Z7EIXZE—E & 72
V.7 HEWIZERIREBICE LT, 510 H B(EHR GG %E 7 H H)D Cmax (3,
H®al % 505 & bl LT B L, 25 10 H H O AUCoa 1 100 2TV 200mg #EE HIZE 1 HH &l LT
ERLU, MEBREIZED 175~ 212 F EFTHZ ERRES -, F£/2, % 10 H B ® Tmax, typ W

THNOHELLFE 1 HB EIRERCTH- T,
BERANOMBREEHTE

100mg FETH 1 H

(ng/mL)
500.00
—®— {00mg
i 400.00] - (n=8)
Ei; —£— 200mg
v
7
> 30000
j
“
B
fig
200.00
100.00
0.00 ‘ : . : : : : : : : . :
0.0 240 480 720 960 120.0 144.0 168.0 192.0 216.0 240.0 264.0 288.0
B[ (h)
EMENRE/INS A —4
5 ST H Cmax Tmax AUC24n ti2 CL/F
(ng/mL) (h) (ng * h/mL) (h) (L/h)
91.23 377.16 167.16
1 H 48+0.5 288468
% +42.00 +90.67 +31.36
100mg
10 1 136.14 <0400 792.75 00444 131.76
+52.52 D +156.88 D +33.39
313.08 1,102.22 127.95
&1 5.0+0.0 ’ 274477
#1H +77.57 +284.28 +27.23
200mg
510 1 290.94 S 005 1,909.36 28018 108.03
A +90.64 R +366.20 v +19.75

HAANT G U TRR S TW D B RO & s,

w53 5,1 THD,

R
MG R L

(5 n=8  JIfE AR VEN )

BACIZI T2 LT 50mg 2 1 B 1 RIEHICRED




VI. RYBEICEY SEE

(4) BSE - ftREDCDEE

1) BEOFEY
fEEERR A 2e 72 Bl & 6812, AH| 50mg KON 100mg & H[AlRE 05 Lz & & ORMBREIC KT /F
DB LRt LT=(GE TH 70 #),
B R BHZICE G Lic & ST~ Ze ke 5 CAAIMAE R E N & < 72 0 . AH 50mg & Y 100mg %
ZEWERFICH G- L2 & & O Cmax 1% 2.11 f5 & O 1.95 512N L7z, AUClast IZ 1.47 £5 5 O 1.40 £ (23570
L7,

(ng/mL)

£ O
o~ ZEJiIg (n=35)
it - I AEME  (n=35)
3 —o— Sl L% (n=35)
i Mean=SD
I | - e o o e
7
LAY
7
a
i A ], L L T T e T
(g& 25
3
e T T ¥ Y T ' T o
0 12 24 36 48 60 72 84 96 (IREH)

(ng/mL)

50 == == === === === ==
gl (n=35)
ozl WIS (0=35)
L}% ke PSS FC R (n=35)
i Mean+SD
B 00
Z
D lipl——————e——a—————s s
154
o L
3

&

251 B R

72 8 96(RER)

HAANC K L TAER SN TV D HEROHET TRE ., JRACEI TN e LT50mg % 1 H 1 BEREZICRH
BE5ET5,] ThD,

2) HEE0DTE
N =
[V.5. (6)1)@ii) ¥ =R L hTr Yy EOMOEYENREIZ KIF T DI EAERH OMZE] DESM,
FOMOIEKN DBz ST, VL 7. BEER] OESMH,



VI

EWEREIcBY 51EE

2.
(M

(2)

3)

(4)

()

(6)

3.
(M

(2)

4.

EMEERN/ (S A— 45
AT 5%
LR L

IR 228 FE 5 0
EERR L

HEEE T
MG R L

D9VT IR

CLF@RnZ V77 A

2T 7 8k 50~400mg OFIFH THLEE G LK D, CL/F O F-HMEIT 92.24~183.49L/h T 5 B DB
IR T 2233 Btz 2 77 1 2 100mg, 200mg % 10 H R E# 5 L 72K, CL/F I% 100mg
DA, 1 BA 167.16+£31.36L/h, 10 HH 131.76+33.39L/h, 200mg M¥4A. 1 HHE 127.95+27.23L/h,
10 HH 108.03£19.75L/h TH 7=,

EVAANI R L THAGR SN T D AER O &I TE8E | BRAIZIZI I X7 m L LT50mg & 1 B 1 [EIERICHE A&
59%, | THD,

NWBIE
GENT —#)40
EFERAIZ S T X7 1 15mg & HEIFRIRN&E G- L7z & & O0MAMEIL 1,643L ThHHo 72,

HAAN S L TARR ST D AER O EE @, fRANCEIF <7 rr & LT50mg & 1 B 1 BIEZICR D&
5425, ] ThHD,

Z At
AR L

BEHE (REaL—23v) @
FRAT ik
UERR L

NS A—FEFHER
B R L

AT

WA FT XA ZEDT ¢

GrEANT —5)4

fERER A T3 2 IS ARHA 25, 50, 100mg & LRI OG- L7z & X Okt A 7 XA Z 8V 7 41X, 212
A128.9, 354 K 1N45.0% CTh o7,

HEYARFNZH U TGRS N TV D HIEROCHEIL TBH, BAICIEIF~N7 e L LTs50mg % 1 H 1 EIR#ZIZER
B545,1 Thb,



VI. E¥MEREICEAYT 51EE

QYWULEBAL(Z » F)*D
—ME R ST v O S ODOWALEEAL(E . + FEE. 5. BIE R O O — 7 NIZ HC-X T
X7 a iR L, FHECEBIMIZEBIT D YC-2 77 a r ORINEERH L,
T BE DI I EFIZ B Tlie b 181 < (65.9%) IRNTZEE(61.7%). + —F815(55.5%) M OFER(15.1%)
DIETHY . BHOWINR TR BIEN>72(7.1%), LR -> T, 27710072 WIENLIL NG
ERTHD EEZ LN,

GBITIEER(T >~ )+
JAEIZ =2 b—a Y EBALERET v M2 UC-X 77 1 % 10mgkg HEIREO#L Lz & X245
SR (% 5-1% 0~6 BEEICER B L2 Bi)0.5mL 2, JBFICh =2 L —a Y EfFALEZOZ v b
O+ ZFRBNICE G Lz & X DR LK OMEA P ~O B e A PRI R 2 0E LT, 5% 72 K E To
PR OMEHHIZZ I 18.4% KN 81% NI S, D7 & b5 LICHEEED 26.5% 03 I &
Nz ENB, Ty MTBWTIEMUC-2 77 v U HER O DIBITIEER 2% 5 Z & AR ST,

5. &

(1) Mk — KPS @EBE %
HLEIR O 3 55 O SR BEIREE (T > ) ®
HEORET v MZ BC-2 77 % 10mgkg HEFAFKE Lz & &, BURRRRE TR & OVINIKIZ 3
W B IR o 7o, KIN OVINIMN O BUR RE IR FE 130 2 2 LTz,

(2) mi%—RkEAEEAPIE@ S
FEAEEIE (T » R)*
R 14 B BEREREIND T v M2 ¥C-2 77 1 % 10mg/kg BERE OG- Lz & & &5 4 FE
IZBW TR R OIS IRICB W TRMA MR R RED Z 3L FH 1.5 (L N 02 fEOBERENRED Hiv, 27
A7 v H R DSEAEBI @i LR ICRATT A 2 E AR SvTs, BHAD KE S ORIz B
CHORERR L XM AE L v &<, M, FARROBEOAMEX VIKETH -7,

P FRRR PN BE TR B (ng eq./mL X id ng eq./g)
1 BER] 4 HERE] 24 FFE
MK 1299.59+419.46 795.16+50.40 54.07+3.91
1fn A 1437.35+450.28 980.86+70.52 36.67+4.16
Jikd 90.77+31.89 120.38+7.37 ND
LM 2476.34+628.23 2433.15+20.36 352.13+18.41
fiti 3200.17+902.63 4412.52+350.54 843.84+93.97
JHF g 23396.33+6871.33 15690.52+1073.09 2505.75+187.22
Bl 8840.69+2989.61 7800.19+909.46 1533.47+52.67
JE R 2994.95+1100.00 3512.20+263.53 602.80+72.91
iz 3894.21+1360.53 5454.59+269.87 528.90+26.75
IR 1278.94+351.62 1978.53+238.48 524.77+19.41
T 1173.70+355.26 1998.59+162.24 366.62+50.24
EK 15.722 37.98+6.32 ND
ek 889.39+355.53 1477.42+105.95 412.41+69.58
LR 1040.16+183.90 2458.06+426.31 636.69+104.06
fehR 108.89+27.92 221.04+8.70 44.07+5.16

a: n=2(ND1 % Fx<)
ND : i HH BRI AR
THREIRE IR TR/ n BB L LTER L,

(=3 I EEERE)




VI. E¥MEREICEAYT 51EE

(3)

(4)

(%)

Fit~0B1TH

FLHRBATIE(T » B)®

I OWE 14 HE)D T v M MC-2 T 27 1 % 10mg/kg HEIRE DG Uiz & & ORI F bR
FEiE, #5441 R CIRIMSE P BUNRBIR EE D 044 5 CTh o 73, 5% 4 RFE ClrIm s i seiR EE o
L7 5% Lz, £70, #5655 4 Refi] L O 24 e O FL IR Ol B & Ol B W CTHRORBED R S
el emb, I 77 u HREG DI A LTI OMERRIC O LIb D EEZ b,

@ @ FERR PN RETR E (ng eq./mL X3 ng eq./g)
1 R 4 IR 24 R
iR 62.08+20.85 62.86+23.67 ND
ISEEN i3 70.95+30.38 67.96127.30 ND
FLit 31.42%+10.60 115.27+51.99 ND
JiiiR7::4 ND ND ND
il ND ND ND
Jird ND ND ND
-~ mﬂﬁ ND ND ND
fii ND ND 6.82¢
Jfik ND 469+133 24.71+0.71
5 Mg ND ND 7.542
HNOFLIE 14.55+6.59 92.24+39.46 19.14+5.64

(=3 EHE - IEERE)
a: n=2(ND1 il &k <)
ND : f HH BRI A
ETREIR XS TR n MR L LTHRIR LT,

BERAN DT
YRR L

ZDDEH~DFEITHE

BRI O 55 ORI U RE TR EE 4

(HAT > ()
HEDOHET > M ¥C-2 77 1 % 10mgkg HEIRE O G Uiz & & ORI EIRE X, ML
ZERWTIZ & A EDRMERICIH W T 5% 4 IR EEZ R L7y, Bl 5% | IR EE %
R UTe, 5% 4 R CIIEEE 2BV T CR b m <, ISR T1748 fEmWRELZ R L, K
B OVINIRIZ BN Tl bR o 7o, 8514 168 IR Tl 12 & A & ORIRIC I THETBER E 1 X5 &
ED 10% A T - 7223, FHERITKREMHED 41% Th o712,

QF T v b (l)
HEDHET v M2 HC-2 77 1 % 10mgkg HEREOBG Uic & X OB G BERE 1L, IREkKA
BN THGT v b EERIL TV, HEEZRITE A E O BE BB 13 5% 4 BRI RS
EaE/R U2, IRERCIE 24 FERICIREMEZ R L, TOMIZART v hORKEED 18 FTh-oT-,
Be5-1% 4 W O KRB IR FE 1 XVHAL A LIS CIIFIR A OV F |AA CThe b i < o 2zl ~T 11.56
RN 9.03 fEEWVIRE 2R L, KIME OVNIK Tl IR o 72, 55 360 B O B REIREEITIZ & A
EORFR CTREMED 10% R TH o720, FHREOIRER TIEZENZN&EED 23% LT 68% Th -
oo ZORERL Y FBT v bOIREICE W TIEERY B R D DIRN A T = 12fEA LT 5 afREMED
NI i,

BV =7 A F(l)
HED T =27 A P BC-X T_XT 1 % 10mg/kg HEIRR ARG LIz & &0 5% 168 KEHICH 1T 55H
RPN BRI B I IR Coe b iy o 7o, IR, %, ARG, KA. /DM, FEAR OVE NEY Clam b
PRS- A T oo 72,



VI. RYBEICEY SEE

(6)

mFEBAEEEY

Invitro FE S A FRBRIZ B W TARAIO MAEE A SR 2 T L7723, 200~5,000ng/mL O EHIFE TlEIE
—TETHY, HRANTT163~76.9% CTh -7z, /-, & MEFICBIT 2 ER-AEAIIT VT I T, &
WTC -V EE A TH D 2 LB HEE S iz,

6. i

(M

(2)

(3)

(4)

BRI R R R R+

t b D invivo @B AV, X T AT m L ORI TR M OREEHEE 2 520 L 7245 58 M5, M8, M9, M11,
MI12, M13, M14, M15, M16 X T M17 @ 10 ORI BSIRFIZHRD Hivlc, £z, £D 5 H D 8 FE(MS,
M8, Ml1, M12, M13, M14, MI15 KO MI6O) XA MAEFIZFEO Bz, & MIBWTTREND I TS
o OHEERBRBIIKRDO LB TH D,

Gluc
i

h\l\«

0 H
C{La\\/\@\ 0 s Glue
on “ WA, g OO
H = N.
@A’ \/\Q ,l\/f.k\“ M11(¥M-382984) OO,
MR i :

M15(YM- 9535324 t M13(YM-538859)
atfch- R N ) f¥feh-Reb
) On 0 e
o™ “@ S o am @"V“’\Q LY. . "o \/@ L.
M14(M-554028) M12(YM-636850)
gk AINIR n¥fch-Reh
OH Q HO. 5 M
, M16(YM-208876) M8(YM-538853)
" o bRk kR
H |
N 0 l’ '
Q)\’ ‘/\(I\H; oy HO. o
M17 % “ m\)‘\
Ren ‘/\Q\\k H
H . \
M5(YM-538852) MDLIS 0790
iy o

r#ICEAET 28R CYPE) OHFE. 55X

IR NFIELE LTC2RT T —BIZ Ko TR REZ I, —HE CYP KONV V7 v U Rta AR
WX o THIE S D 849, CYP Uz B W T, CYP3A4 75): T 7 a REHCEE LTS LT

%.’) CYPE,ETH D Z EARENTZM. CYP2D6 b —HE 59 % ATREMEDS R S vz 59,

F 72 Invitro RBRITB W T I 71 NI CYP2D6 2%t L CHEE DRLEER 2779 2 875”1“52}%71%)

Z DD CYP 2 FFEIC 5 U CREMEMIZTI< . CYPIA2 K TN 3A4/5 126 L CaE/Ef 2R &7 vo 72 99,

YEEASNROEERVZDEE

GAEANT — %)%

fRERERR N B 22 I ARA 25,50, 100mg & # R O #e 5 Uiz & & Offist A AT XA Z eV 7 01, 1289,
354 K1Y 45.0% CTH -7z,

FEARFNT S L TAGR I TV D AELOHEIT HEE, AT I et LTS50mg % 1 A 1 BEEZICROR
54 5,1 Thb,

KEYDEEORERVEMSLE, FELEE

TR0 ERABG%, REKOMIC 8 ORBH I MEEHIZRD B, Mm5§A7m/0&
N7 = R)EO MI2A(R F_X7 10 B BIED N-COO-7 V7 v = R)3 b bz s1) 2 A
WMEBEZ BN, b MIUEPIZERD ST RED DOIRE T VTS KRBT RBE 1T & o 72 92,
Fo. WTROREIS 37 RLT U UZBRICHT 27 T= 2 MEVEIZI X7 v U AZl~ggho o
LM, INLRBEWDOEG~DFHITENEEZ BT,
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1. HEitt
GMEANT —24)
BERERR A S 4 BllC, MC-X T 8 VAR 160mg & BEIRE M 5- Uiz, EREO PRI RIX, JRPIZE
WTELGED 55.0%., FFIZBNT342% TH Y | FEKUCITPRE S L7220 o 7o, IRPICHEE S L7 R 2L
DR TART ORI EITHE ST EED 45% K OB ED 25%% Az, JRPICHE S -
JEHREDFR 0 1 1 FELL LD I T X7 a v OREEM DR ST,
Btk a8 R ETO I I _ 7 U ORTPHEIEIX 184% CTH - 7=, £z, M5, M8, M9, M11(&L X M14),
MI12 & M13 OIER(Z O M14), M15, M16 KT MI17 ORIk E— 27 N8 b, 5% 48 Bl £ C©
DRPPERIT, TNENHEGED 2.9%. 1.3%. 0.6%. 32%. 1.4%. 0.6%. 1.7% K 2.0% ThH -7,
HEHZIZI TR0 U B EAFEL, REWOFIEITHER SN o7,

-2 5RT O 160mg ZHEEROKRE LEBEDOI 5T 00 (RELK) ORBERBHE#E,
RUIR - % - MRP O RED RIEHME

JRH LAY Rlin
ITTu R SR E IEAR &t
I EFFH (h) 0-408 0-408 0-408 0-96 0-408
i 2 (%) 25.0+0.8 55.0+2.7 342423 N.D 89.2+2.7
SV £ YERZE . N.D. : not detected,  n=4
-2 SRS OVEORSEORPHE#RE
Rt » 0~48 I D JR e R (R 58I 2 %)

1 KIFE 1.1£0.2
2 M9 0.6+0.1
3 M8 13203
4 MI17 2.0+0.6
5 M12+M13b 1.4+03
6 M11b 32406
7 M15 0.610.1
8 M16 1.7+0.5
9 M5 29+0.8
10 N VA= 18.4+1.6
Z Dfth, Z Dfh, 9.7+0.9
KRR 43.0+3.3

(n=4 “EYE =R ZE)
a: A ORGIL, KA ORE R OBEHERRICEN T, FED2\WIEHEE Shiz,
b : B2 No.6 DRHMIMIDNZIR LIS B —2 No5 KO 6 DRIFHIIC M14 BFETET 5 2 L oMlead Sz,

BEHE A A B 6 IV AH A6 & F TR 5 Uiz & & O JR gl s 3R BB LR 2 2578
B 19,

ISR O VEERERO 72 Bl FE TORPRECAGRE

B 58 (mg) Aen%
50 7.20+2.32
100 ™ 7.61+3.62
200 ™ 9.01+2.66
300 14.57+2.48
400 ™ 11.81+2.55

CEAME + B UER 22, n=6)

H)AANT S L TARRB STV D HEROHET TBE, fRANCIEI TN rr & LT50mg 2 1 H 1 BEIEZICRA#E
59 %.) Th5D,
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8. FIUVRR—E—ICHT SHIFE

10.

R ITART L, PHEEAOIREE TS B (in vitro iER) D, Fim. AAIO PFEEAMEERANEO LLTW
250 VL 7. EAER) OHEEH),
Invitro BBRICBNT, I T3_7 03 8T AR—F—D OATPIA2 OIETH 5 ),

FEHEI & DREE
LB L

BEDERERTHESE

(1) BEWaeEEEs

GMELN T —4)57:39

1% £ (eGFR60 ~ 89mL/min/1.73m?, 8 ), %% (eGFR30~ 59mL/min/1.73m>, 8 i), & (eGFR15~
29mL/min/1.73m?, LB 1 12 & T 9 $i) OB HERERE F B & OVE 7 B 4 HE(eGFR90OmML/min/1.73m? LA |)
BB (ERER ) 8 Bl AF] 100mg Z HE[EIRR A& 5 LT,

TE P HEREW R B HE & b, Cmax MY AUCiInf O(TEEEIL, BRE OBFHERERE = RERETIT. AFH
100mg $¢5-5¢ Cmax & Y AUCinf 23 Z 402740 1.06 5 O 1.31 f5Einro 7o, O BB B i
Tl BEFERRA & H T Cmax KO AUCinf 28 1.23 5 & Y 1.66 {5 @ h o 7, HE OB HEREREHEBE T
&, BEEER & FEX T Cmax Jo O AUCINE 78 1.92 £ 2 TR 2.18 @ o 7=,

IEH B R BRI A T & T U TR REFE E O TS ERE M O HERECTEAF OB 7 U 7 T o A(CLe) I LB HERE
LM LTz, tin TIEH B REBREIE & il U ¢, B, PR OEEFH TTNTN Y 12, 4 &
O 9 BN 72, MIERE — R 7 0 7 7 A T 57 5 BHERERE TR DO X NMZIFETTH D
ZEERLT,

H)AANT S L TARRB STV D HEROHET TBE, JRANCIEI TN rr & LT50mg 2 1 H 1 BIEZICRA#E
5345, | Thd,

IIRTAUOBHEEETOEEER MTREERS

(ng/mL)
140
—Oo— 1B (n=8)
T L T —— IR RERE R ERE  (n=8)
—Oo— PSR R R R R B (n=8)
—Oo— fEERERERCEEE  (n=8)

1 Mean=SD

T

T

401 ____________________________________________________________________________

MEREVTN N BRRE

20 - BRR

48 60 72 84 96 108 120 (IR
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BHEER A BICHBITHIEMEI SN OV OMEREYHE/NS A —4

B S ORE
IRT A=K el EH 1R B A HEE
o Heat &
(HAD) (n=3) (n=3) (n=3) (n=8)
FHJfE(SD) 45.2(26.94) 57.0(49.99) 60.8(41.95) 93.8(70.12)
Cmax %CV 59.5 87.6 69.0 74.8
(ng/mL) e 41.8 30.5 48.3 72.4
/M, FRRAE 11.9,99.4 9.8,151.8 8.4, 140.5 19.2,231.3
AR 38.1 40.4 46.9 73.2
XA (SD) 497(216.2) 659(399.2) 844(395.8) 1060(546.8)
%CV 43.5 60.5 46.9 51.6
AUClast
(h - ng/mL) PR 532 550 872 945
/M, e RE 203, 788 212, 1492 168, 1297 377, 2115
AR 448 567 724 945
EHIE(SD) 558(249.3) 771(479.6) 992(512.0) 1239(654.2)
AUCinf %CV 44.6 62.2 51.6 52.8
(h - ng/mL) R 601 645 969 1120
/IME, R 217,919 227, 1768 183, 1793 397,2513
ARSI 501 655 833 1093
- (SD) 3.1(1.89) 4.0(1.60) 4.5(2.00) 4.3(1.58)
Tmax %CV 60.3 40.1 44.4 37.2
(h) e 2.5 4.0 4.0 4.0
/M, FeRAE 1,6 1,6 2,8 2,6
FHIME(SD) 43.0(6.47) 55.1(13.58) 47.3(10.88) 52.1(11.70)
ti %CV 15.0 24.7 23.0 225
(h) e 43.1 54.2 443 51.1
/M, FeRAE 35.9,55.1 38.6,75.8 35.0, 70.6 29.8, 66.7
SEHIE (SD) 228(132.4) 181(119.2) 160(162.3) 105(65.4)
CL/F %CV 58.2 65.9 101.7 62.2
(L/h) e 168 155 104 90
/M, FeRAE 109, 461 57, 440 56, 547 40, 252
J-EI{E(SD) 13461(6413.0) 12762(5551.7) 9660(7623.7) 7101(2462.8)
Vz/F %CV 47.6 435 78.9 34.7
L e 10978 12140 7410 7354
/M, FeRAE 6741, 24453 5764, 24487 4423,27613 3827, 10815
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(2) FReEEEE
(FMEN T — %) 5759
8L Ny OV B (Child-Pugh A 217 5~6 TERE, 7~9 THUSE) D IFHERERE 5 R4 8 4, WO,
T E 2 N Z DO FTHSRERE B & <t PR & 72 2 IE W RS RE R BRE BEA 8 Bl ° DI, AH| 100mg ™% Hin|
RO¥E L,
B D ATHERERE 2 R I 2B\ T AN Cmax K Y AUCInf D fe/ N — S BT IE # TS RERRBR A & He
TENEI 109 15, 1.19 {55 < | PEEE OB E BT IZB W TEZE 1 2.75 5, 1.65 fEE o7,

2570 100mg 215 &% OFEHMmEFREHES

(ng/mL)

(T Y Sy e
—o— BN IERI I E  (n=8)
1204----1 dsesssesisasssiEcstdastessssaasuasaa O IE M (O KU BE) (n=8)
gl|1 —O oS5 HE I B R R 582 1 (n=8)
4 —— E GRS EE)  (n=8)
'1' L I s Mean+SD
7 80
b
4
O 604--T--1-
v
i
g 401114
20-
0E—, ; ; : ; : : ; . : ; :
0 2 4 6 8 10 12 14 16 18 20 22 24 (WMD)
IR

HAAN S L TAR STV D AER O EE @, fRANCEIF <7 rr & LT50mg & 1 B 1 BIEZICRN#E

4%, Thd,
M EYEEICRIEFTHEEETOLE  EVIEHATERER
S/ R E t o0%
JHFHRE INTRA—H I R RE R REREE (FHners 7 (SRR
HERE BB IE T R RE R ) ]
AUCinf(ng * h/mL) 550 655 1.19 0.69,2.05
AUClast(ng*h/mL) 482 611 1.27 0.70,2.28
Cmax(ng/mL) 46.6 50.7 1.09 0.42,2.80
o ti2(h) 55.6 66.2 1.19 1.08,1.32
SR RERE - - : ——
CL/F(L/h) 182 153 0.84 0.49,1.45
V/F(L) 14587 14582 1.00 0.57,1.76
fu 0.27 0.29 1.09 0.95,1.25
AUCinf(ng * h/mL) 424 699 1.65 0.95,2.85
AUClast(ng-h/mL) 375 668 1.78 1.01,3.13
s e Cmax(ng/mL) 31.7 87.1 2.75 1.08,6.98
T Hs e ti2(h) 54.5 50.0 0.92 0.77,1.10
CL/F(L/h) 236 143 0.61 0.35,1.05
V/F(L) 18524 10328 0.56 0.34,0.92
fu 0.30 0.28 0.95 0.83,1.09
ANOVA K U 90%(5 X FH]
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(3)

(4)

11.

=

(GMEN T — 47 ) 52.60
FE i K OV tin A E B Al 5B A0l 2 ASH 25mg, 50mg } N 100mg & FE & 5- L 7= & & O Cmax }2 ' AUCtau
. BLMETENRO B, BHEEEBRE A LEPERE T 144 LT3R O mVMEEZ R LT,

Cmax Tmax AUCtau ti2 CL/F
(ng/mL) (h) (ng + h/mL) (h) (L/h)
Il
FREE 21.610.5 4.14%0.84 16565 54.31+8.0 176 £79
5 (n=11)
M|
Tﬁ??i 11.7+4.6 4.70£0.85 113£35 64.7+t13.5 24065
n=
25mg -
He
PR 20.1£5.6 3.860.78 163+46 64.81+7.9 16757
@ (n=11)
P
Tﬁ?i‘ 19.7£5.6 3.88*1.13 182+56 70.7£12.5 147+35
n=
I
PR 54.4+24.5 3.92+0.87 413+148 58.3+14.6 13646
% (n=12)
AT
Tﬁ?ﬁ 43.5+18.9 3.861.31 34171 59.7%t12.7 153+36
n=
50mg e
gl 58.1+15.8 4.58+1.00 471£88 58.0£8.0 11024
b’ (n=12)
AT
'(_Jﬁ%lﬁ 66.3+27.3 4.45+0.82 512+178 66.4+14.4 115£55
n=
- A 134458 3.63E1.11 9471228 54.1+£9.7 112£28
%5 (n=12)
AT
'(_Jfﬁ]?f; 13035 4.04%1.10 992+235 58.2%6.9 10622
n=
100mg o
A 215+60 4.00%0.77 1,366 =257 56.2%8.0 76.1£17.0
o (n=11)
fic2 EnE
'(_] 1;1) 259+81.8 4.05+0.91 1,682+352 61.7£7.0 61.6+11.3
n=
CEEHE + IR )

HAANT S L TARR STV D AER O EE @, fANCEIF <7 & LT50mg & 1 B 1 BIEZICR A&
53 5,1 Thb,

=g

A AN TS B EE 2 6f 5 & U CE S L7 BN ITERERIZ IV T, A 50mg 2 1 H 1 [E#&G- L7z
X OMBEFPREEIL, 65 mAim £V 65 ikl Lo BFHEEMT 1.32 fFI2fmLz 17,

GEANT—5)

e (S5 ik ~T77 %), FEmER(18~45 %) B2 75 Bl & Iz, AAI25, 50, 100mg 2, &1 HIX1 H 2
[l %2 A~37HIX1 B 1 ERERAERE L, EYEREA AN L7z, RBT 2 M 6 HIFEMRZ n 24—
N—ikR e LTHM L7z, £ORE, &milnd & IEmEn O Cmax Y AUCtau D7D b7z
( TVIL10. Q)WEZ] OIS,

HAAN S L TARR STV D AER O EE @, fACEIF <7 & LT50mg & 1 B 1 BIEZICR A&
H54%,] Thd,

Z DAt
BB L




. ®£% (ERALOXEES) [CEYSEE

1. EERBLETOEH
1

a4
=08

HFEREE G FRDBENDAFIDREIELTESRYBTLHI L, IMWEER (T Y b) T, BE. IR
BEUFENEEREH I VEIEBEFDEBERRANDEENRO LN, BHETEHEFERLHOEER.
BERBOBLICES ERERVEFRRBEOBONEBDHENTINS, [9.4 5]
()
T ER(T v MITBW T, ATHERA~DEENGED 5T 01760, AFIDOVERLVE AT HERIZ O
THRF LT —21372< . 7 v MEFERR~OFBORIMFIIAHATHHZ LD, & N TOREMIC
BARBOEEZILD ) 720, [EE] OB REREm O BE~OBEIXTE AR BT 5 X 5 EEM
F 57D E LT,

2. FRARLENEHR

2 EZE(ROEBHICIIHTEELENI L)

2.1 BHIDO R LisE OB O & 5 BF
2.2 \BERDEREAET 2BE DO HBOEMERNHRE SN TBY , JERDELTI2B8ZW0H 5, ]

2. 3 iha e QMR L TV B AlREE D & 5 2tk [9.5 ]

2.4 =30 [9.6 ]

2.5 HEE O FFREREREE 4 (Child-Pugh 2 =7 10 LA L) [9.3.1 ]

2.6 7L A = REEBEH A WE T 087 = ) UHEBERE SR OB [10.1 ]

()

2.1 B EFIHE L CRHE LT,

—RIZ, HDIEAN ORI KV IBBUE A A U BB IRk E EE T AN FHEL S TS A,
TUAX—ERE BT HRRMENREL, va vV HEOBERELREWEHZE L BEZANHDH T LMD
E L7,

2.2 ENOEERRBRICE N T, IR\FEOBMAED LTS S99 Long | EERMVEREAET DA
FHCIEARF O G2 X0 FEREL O FTREMEN T E TE 2 W 2Dk iE Lz,

2.3FWMER(T v b, U)W T, IBIROERZIET RO, (KEKME, 5 5% O th & R
B OHE, BACEELE, KEWROJERE LK OEL OB, Mgl EERERTRD LI TN D 0N L bR E
L7z,

2.4 MMET(T v MIZBWT, 2771 OANBITPHILIE DM ~D M RFRO BTN D 9,
Fio, BAFOT v ML LA, AR CAEFRORE K OREHINIH 23580 b T g 97
O, ARITHT 2V R 7 2B ETERNI ENHRRE LT,

2.5 HE O AER S B (Child-Pugh A 27 10 PLE)ZH G LR BR I 72V, M/ ORRRBRIZ W T
S O SRR F B (Child-Pugh 2 27 7~ G- L7256 BEEEAK A IZ -~ T Cmax & T AUCinf 23
FIEI 275 5N 1.65 52 LA L2 5D Z vt | B OATFREREREE A3 (Child-Pugh 2 =27 10 LA 1)
WG LG8, MPRENSSIC ERT2AEENEZOND D, BREMEBE L TRE LT,

2.6 RFN KOO DOIANIL E ITEAEIRMERAR &V | £ 7-A4A100 CYP2D6 FREIEAIZ L U | CYP2D6

TR END 7 LI A = FEIBIER N 037 = ) VRO M P EEN ERT A 6EERH D . QT

FER . DEMEAEENR(Torsades de Pointes % & 10) 54 L Z T A[REMEN H D Z EMBRRE LT,

3. PEXIHRICEET HER L ZTDER
(V.2 EERITHRICEEST 53R 22WI52 L8

4. BZRUARICEET 5IELETOEH
V.4 BERUVBEEICEET SFE] 22T L



VI. Rt (ERALOTES) (I H1EE

5. EELEFRNIRE L EDER

8. EELEARKIE

8.1 EEEM DB IC 2 AT 5512V AL O T DR EORWER OB+ EET 5 Z
& L1111 2]

8.2 B RiTlE, AT mA FER - RERA~DIEM Z AT 25 50 EMERERE L O L7-BRo R ek
RN R DR ST WD ORI 5 2 EREE LUy,

8.3 MED EFHNHOLLID Z L2 D DD T, AR GBI E OG- TIXEHANC MENEETT 5 =
L, (1112 2]

(fi&RH)
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ThY, PHEAMEERZET S, (162, 164 Z]
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HTHY D, PHEHEZAETDLZENATREBINTND 9,
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[(hTa—nT I /(T KLU, AV TLF Y 4]

AR OENERRERICBWN T, DHEENARD SN TS, (VL 2. ZBRABREZFDER] DOEEMR)
AT a—T I KA AT DEE. 7 RUT U AEBM R OB R O ATREME S E TE A
DT, R, LEMEBSEORBICERE LN LEHETDL L,

[f FFaFYy—n, URFEL, TEFFEL, AP FENL, RALT 4FEL, XFEL, 75
Arn~A ]
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(G NTA=R=Ey %
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A b7 ua— L EAFI BT L. A b e u— L O ECEWEAORIUERE LN o &RET52 &,
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o, VARV UOMPREOHRICITEET HZ &,
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(2) ZDtoEIER
11.2 Z Dt DEIEH
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SR EREE—ERF
OBFBEREEZEZRNRE LEERSBRKERHFSICE T 2EEARERR

BEBBERBEZARE LE-ERESRAKHER (55 1185488 [CL-045] |

FMAAHER [CL-048] RUKRHFZREGEER [CL-051]1 ) ® 50mg 1% 5B Dt S R4

N v ~ 7 g v H e 50mg
w8 B & 739
Bl /EH % o % BLE 6 B (%) 195(26.39)

Fill EH 55 O fH(MedDRA PT) FEBIER(%) BV %% O fffH(MedDRA PT) FEBUFIHL (%)
bR E 16(2.17) M~ Ko bR 1(0.14)
EEMERER 1(0.14) A= R o BN 7(0.95)
A7 e v 3(0.41) L U AN 1(0.14)
HhiF 6(0.81) £ -5 5(0.68)
ME7ay 7 1(0.14) 1 H R SR A 2(0.27)
TR FE R 1(0.14) 1. A pR SR HE AN 3(0.41)
TRMEGRIR 1(0.14) 1. A pR B 1(0.14)
RSP A 3(0.41) 1. H PR N 2(0.27)
BNk 2(0.27) I INH IR T AT =T —BHIN 28(3.79)
D EEPEHASMIHE 1(0.14) PR R 0 BB 3(0.41)
H M Ok e E 2(0.27) ) an~E s o e 1(0.14)
[EIHAPE D F 2(0.27) LEBEEN 1(0.14)
R 1(0.14) DTN el 2(0.27)
AR Fe ifi. 1(0.14) RE D 1(0.14)
B 51(6.9) P I ER %R 7(0.95)
JE BB A PR 2(0.27) F i BRI N 2(0.27)
IR AT 3(0.41) N B AN 6(0.81)
{EH 27(3.65) PR A2 B B 9(1.22)
T 3(0.41) T AH Y RAT 7 X2 —EH 18(2.44)
H N Hz A 16(2.17) PRUETE B 8(1.08)
+ IR 1(0.14) M7 V7 F R ARE T —E 5(0.68)

HIE R R 1(0.14) R OB R 1(0.14)
BR 4(0.54) UG 1(0.14)

H RkEE 1(0.14) R REE 4(0.54)
L 1(0.14) EEMED E N 2(0.27)
mI DS 1(0.14) SHYR 2(0.27)
BHFEE N O 5 R PTERE 4(0.54) EXAR MU 1(0.14)

TR 2(0.27) il = 1(0.14)
T IE 1(0.14) 5 oY 1(0.14)

H ) 1(0.14) B R OV s i 9(1.22)
JEYIE K OV 48 HRUE 5(0.68) Pl PR R 1(0.14)
s 4(0.54) HER iR 1(0.14)
F1ZE~ L~ R 1(0.14) FEIR 7(0.95)

FEPR R 118(15.97) B8 B OVRE T R R R 55 6(0.81)
TI=v T NT AT =TI 14(1.89) IRIEME R G 9% 1(0.14)
TANRTXAET ) 8T VAT = 5B 9(1.22) iz 1(0.14)
e UL e N 4(0.54) 95 2(0.27)
M= L AT v — L0 4(0.54) i 2(0.27)

ML 27 L7 F ok AR - —B N 20(2.71) il 2(0.27)
M7 L7 F = H 2(0.27) e I 2(0.27)

(MedDRA/J ver12.1)
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Q=AM ERE "
EIERFERRKRE—E
FRA MR K 1107
FRAE B 9795
BIVE 4% O R BUEFIK 595
RITEM S DF B 682
RIVEH 55 DR BUESIHE (%) 6.07
BIVEH % O FEHEBIE(%) RIVE % ORI FEBUEBIE(%)
JRYSRE R X OV A4 BUiE 31(0.32) Hi L OukEE 3(0.03)
* I 1(0.01) * I 2(0.02)
e S 20(0.20) [RIHAPE D F 1(0.01)
e S 4(0.04) DR 5 28(0.29)
M LB R 1(0.01) RNk 2(0.02)
PR B Y 6(0.06) LA 3(0.03)
TR L Ok E 4(0.04) HhF 16(0.16)
B B E 1(0.01) *EE 1(0.01)
*EARIEE 3(0.03) * | S PSR 1(0.01)
TR B 6(0.06) R 5(0.05)
*ELH IR 1(0.01) =0 EE VSRR 1(0.01)
*9 DY 1(0.01) il 14(0.14)
NS 1(0.01) 5 If 8(0.08)
* R ERE 1(0.01) 5 1fn. 1(0.01)
T SR R P 1(0.01) *H 1(0.01)
*ELHATE 1(0.01) R R LA 1(0.01)
PRI R PR E 58(0.59) #ETY 3(0.03)
=N A SN 1(0.01) BRI 2R, MOERES X ONERm b 5(0.05)
*fibd H 1L 2(0.02) il 1(0.01)
* i 15 € 5(0.05) [N ] e 2(0.02)
*RHNIE 1(0.01) MR AN PR 2(0.02)
FEBHE D F U 27(0.28) H ki 198(2.02)
HARMMED F W 1(0.01) R AR Rk 24(0.25)
SHYF 10(0.10) iRt 7(0.07)
R SR 3(0.03) * i e 3(0.03)
R R B 1(0.01) * R IR 8(0.08)
AL R IR 1(0.01) * | R 6(0.06)
R 3(0.03) 5K 94(0.96)
PRk 2(0.02) ik 1(0.01)
*N—F Y 1(0.01) T 22(0.22)
B T Y A 1(0.01) H Nz 8(0.08)
AR p 14(0.14) HHE R 1(0.01)
AR o> S Rk 1(0.01) *R ok 1(0.01)
*ARJ 2(0.02) A 1(0.01)
ol 1(0.01) HR 2(0.02)
PRI 1(0.01) *A LT A 1(0.01)
EHUE 1(0.01) *fi5 R 8 1(0.01)
*H 7(0.07) N D 1(0.01)
*RE 5 FEIE 1(0.01) L 17(0.17)
*IED 1(0.01)




VI. Rt (ERALOTES) (I H1EE

RIVEH S OFEE FEBEBIE( %) RIVEM % OfE FEHEBE( %)
* [ fl32 PN AR RR 1(0.01) AR B L O EREE 1(0.01)
RISIES 1(0.01) *HNZRE 1(0.01)
A% 5(0.05) —% - REEER L OGN OREE 65(0.66)
M i 3(0.03) b s A R 3(0.03)
DA PR 1(0.01) * RS 1(0.01)
*HE R 1(0.01) PR NE 3(0.03)
JHFRELTE R B 6(0.06) 9 57 2(0.02)
R RE L& 4(0.04) * L 2(0.02)
RS 2(0.02) (VR 4(0.04)
FEIE R X OB TR kb & 51(0.52) * R 1(0.01)
*IiBIE 2(0.02) ey 1(0.01)
*HTT 2(0.02) RIS 1(0.01)
Hz 3(0.03) Rl EREA 3(0.03)
g 37 1(0.01) * AR M e 1(0.01)
T2 3(0.03) ) 45(0.46)
* 7 NG K 2 I 1(0.01) *1078 1(0.01)
T 1(0.01) R IR R A 82(0.84)
*Z D FEIE 12(0.12) #iH7 L7 F AR AR —E 0 1(0.01)
Rz i 1(0.01) * iy H L A 7K SR R HE AN 2(0.02)
KB 1(0.01) M+ 5 4(0.04)
B 6(0.06) ifn. H bR 3 AN 1(0.01)
EX-Ciiar 1(0.01) DEX QT EE 1(0.01)
2 MRS 1(0.01) LEBEEN 1(0.01)
O FEME B 2(0.02) AR 5 1(0.01)
LR 9(0.09) JiFPESE 5 1(0.01)
*ZERIS 1(0.01) TS T N 1(0.01)
*REPEE D PEIE 3(0.03) G Ard=e Wl 70(0.71)
*R R R Z IE 1(0.01) *ET N U O ARRAT T RRIER A 1(0.01)
B HE SR d6 K OV G L e 3(0.03) N7 7 7 A2 NN
* B HiR 1(0.01) BE, hEB L OREAIHE 5(0.05)
i KT 1(0.01) *ifir ] 1(0.01)
* DU 1(0.01) SEFHE T 2(0.02)
B L QYRS IR E 84(0.86) *EHEE BT 1(0.01)
*IREREA 1(0.01) ik~ L= T 1(0.01)
IR K5 43(0.44) *MEH EOEEND TRITE RWVEER 2R LT,
PR 1(0.01) [A—F 54 CTHHUED 30 T D FRIZ OV T,
*HER B 3(0.03) [ZDOMOBENWER ) ICREEATH DA, BEDTZD
R IR A5 T 1(0.01) AN &R L 722015 4F 4 A S,
AR RIS IR 1(0.01)
* 1 2(0.02) BIER4 1% PT CTER LT,
* 2 etk 2(0.02) (MedDRA/J verl7.1)
PRPA 30(0.31)
* PR C s 1(0.01)
*RE R RE R 1(0.01)
T ER IR AR 1(0.01)




VI. Rt (ERALOTES) (I H1EE

QORYFTEHEAMERE "
BMERRBERKE—5
gt
LEN IR 176
FHATIEBIEL 1138
FBUERIE 97
FEEK 109
FEBUEFIZE(%) 8.52
BIVER ORI FEBIEFIH(%) BIVER OFEEH FEBUEBIE(%)
JRYUE B X OV A BUiE 9(0.79) KRG F OV Rk 3(0.26)
BERESE 9(0.79) E-a7 1(0.09)
B, M X OGEA OB EY 4(0.35) ® 5 o ML R & 1(0.09)
ERBIORY -7 2ET) 8BRS 1(0.09)
*REZEN 1(0.09) B RS R & OV ARk 2(0.18)
*[EL 1(0.09) R 1(0.09)
* LML 1(0.09) *EHERE 1(0.09)
*HIT L RIS 1(0.09) BB L OIRKEEE 18(1.58)
PE R E 1(0.09) HEIR R 10(0.88)
*HUATF R ER AR R BB UG P L 2% 1(0.09) R EAl 6(0.53)
il 1(0.09) *AEEPEREIR 1(0.09)
i E K FIE 1(0.09) * PR AN LI 1(0.09)
PR SRR 8(0.70) *RE A TE 1(0.09)
*FRENIE 1(0.09) AR X O ERE 1(0.09)
BN F L 1(0.09) *RISEIRZE 1(0.09)
AREME IR 1(0.09) —f -« EHTEER LU OREE 9(0.79)
SHEYR 2(0.18) * B 1(0.09)
SRR SRR 1(0.09) B VEIE 1(0.09)
SRR = 2 — 1 T — 1(0.09) 2k 1(0.09)
RN E 1(0.09) e 1(0.09)
R P E 1(0.09) ) 6(0.53)
H 1(0.09) R AR A A 15(1.32)
Ll 5(0.44) * PR B 1(0.09)
*RFENR 2(0.18) PR 2N 14(1.23)
LT N 1(0.09) BE, PR L OE A OHE 1(0.09)
Gl 2(0.18) *EEE T 1(0.09)
JiiN=g e 1(0.09) *ER EOWEE» L THICE 2V EWER@EER EodEo
i I E 1(0.09) WFROIAIZ b FEH L TR0 35 [2017 45 4 A B
Gk E 28(2.46) wRLT,
I A R 2(0.18) 1) ERGIEA S ESA NEEER) LT MbaE
* s AR E D 1(0.09) FHTHY ., BARAERN RO oRME Lz,
1 LR KR 1(0.09) (MedDRA/J ver20.0)
5 19(1.67)
T 1(0.09)
M N RS 1(0.09)
B 3(0.26)




VI. Rt (ERALOTES) (I H1EE

GOLMERBEOEHH D VIBREEZET HEEICHT SHEERABERE "

BIERAERRE—%

OfNELEHT HEFICRT HHEEARERE "

BIERAEBRRE—E

AT R AL 14
FRAIE B 22
BIVEF D% BURE Bl $% 2
BIEH OF B EL 2
BIVEH D FEBUEFIZ(%) 9.09
BIIVE A O Fl HEBUEFIE(%)
JRYLIE B K OV HRUE 1(4.55)
JBi bk ¢ 1(4.55)
B K OURIKREE 1(4.55)
HEIR R 8 1(4.55)

(MedDRA/J ver.20.1)

TRy A AT A
ELES B 25
FRAERIE 236
BIVEF O3 BUEHI L 27
BIVE FH O F BB 36
BIEFH OFBUE B (%) 11.44
BIVEFH OFESE FEHREHIE(%) RIVER ORI FEHREBIFE(%)
JRYUE B X OV A BUE 3(1.27) FERE ¥ LUV TRk R 1(0.42)
*HIHR 1(0.42) B 1(0.42)
PR B Y 2(0.85) B L OUR KR E 3(1.27)
PR SRR 2(0.85) PR 3(1.27)
FREIMED F L 1(0.42) —f - A EE R L OG- ORE 2(0.85)
AR 1(0.42) * HLH K 1(0.42)
DR E 8(3.39) A& 1(0.42)
* | SRR R 2(0.85) IR R A 8(3.39)
TR SRR 1(0.42) DX QT E &K 3(1.27)
SRS 3(1.27) *EX ST ¥4 TR 1(0.42)
0 B S 2(0.85) * X ST #54r E5- 1(0.42)
B RS 6(2.54) ORI T K 1(0.42)
JEEBAS PRk 1(0.42) * LR EK OB XFT R 1(0.42)
* PR 1(0.42) *QRS #ih FL 5 1(0.42)
{5 5% 1(0.42) FRIR SN 1(0.42)
T 2(0.85) HEH LOEENS TR TERVWENEMZ R LT
o 2(0.85) (2015 4= 4 AKER),
Mg - 1(0.42) (MedDRA/J verl17.1)




VI. Rt (ERALOTES) (I H1EE

®VY) 71T U THRETOBEHERBEICHTEIISAITOVOHARER
HERELOEEENEE CELIVARAEEER : SAF

S 2.5mg S S5mg
soC M 25mg M 50mg M 25mg M 50mg At
PT n=35 n=37 n=58 n=93 n=223
EFLR, n(%) 6(17.1) 6(16.2) 12(20.7) 28(30.1) 52(23.3)
MiER LY R EEE 0 0 0 1(1.1) 1(0.4)
PR Z R L 0 0 0 1(1.1) 1(0.4)
H L Ok IEE 0 0 0 1(1.1) 1(0.4)
[EIHAPE D F 0 0 0 1(1.1) 1(0.4)
T I BE 4(11.4) 3(8.1) 6(10.3) 11(11.8) 24(10.8)
JE R AN Pk 0 0 0 1(1.1) 1(0.4)
R 2(5.7) 0 0 0 2(0.9)
REE 0 0 0 1(1.1) 1(0.4)
feE 2(5.7) 2(5.4) 5(8.6) 5(5.4) 14(6.3)
T 0 0 0 1(1.1) 1(0.4)
H Nz 0 12.7) 0 0 1(0.4)
HIER R 0 0 1(1.7) 0 1(0.4)
PE(E RN 0 0 0 1(1.1) 1(0.4)
BB R 0 0 0 2(2.2) 2(0.9)
TR R (B 0 0 1(1.7) 0 1(0.4)
0N 0 0 0 1(1.1) 1(0.4)
—f% - R EEL L OGO OREE 1(2.9) 0 1(1.7) 4(4.3) 6(2.7)
b A R Ja 0 0 0 1(1.1) 1(0.4)
H 8 1(2.9) 0 1(1.7) 3(3.2) 5(2.2)
BRI R A 2(5.7) 3(8.1) 3(5.2) 13(14.0) 21(9.4)
TI5=UT ) T URT 2T =P 0 0 0 2(2.2) 2(0.9)
TANRGEAET I ) bT VAT = 7—EHI 0 0 0 1(1.1) 1(0.4)
A7 V7 F ok 2R —P N 0 1(2.7) 1(1.7) 3(3.2) 5(2.2)
mA 7 L7 F =48 1(2.9) 0 0 2(2.2) 3(1.3)
JlINEE=E =S 0 0 1(1.7) 0 1(0.4)
1A PR 3 AN 0 1(2.7) 0 3(3.2) 4(1.8)
if H SR I 0 0 0 0 1(1.1) 1(0.4)
SR ifn B 0 0 1(1.7) 0 1(0.4)
Py-IINE IR T AT =T — BN 0 12.7) 0 1(1.1) 2(0.9)
FRIR BN 0 0 0 1(1.1) 1(0.4)
M i BB 1(2.9) 0 0 4(4.3) 5(2.2)
PR SRR 1(2.9) 0 2(3.4) 1(1.1) 4(1.8)
FEED F 1(2.9) 0 2(3.4) 0 3(1.3)
SEYR 0 0 0 1(1.1) 1(0.4)
B ¥ L ORISR E 0 0 1(1.7) 1(1.1) 2(0.9)
HER 5 0 0 1(1.7) 1(1.1) 2(0.9)
ITINRT L S0mg HETIE, 2T o EE 8 HRFIZ 25mg /5 S0mg ([HE R L7,
M= I _7ur S=V VU7 xF 3 SAF=Z MMM 6 SRA4EM (MedDRA/JT ver15.0)

@DESANTAVE MLTAD UHRARSEOEYMEEERO®KRE Y
LR MEFRIT 652 24 10D 5 b AHK| 50mg % BF I 3 61T 4 FRREITERI S 5EL L. WNERILERL 2 fF, M2
LT FURART TR OWEREES 1 ETHh o7,



. Re% (EREOEES) (ICEY HIEB

SIRTOVTAHRETOBTHERBECHT 23 VEOHARPBEHR

HBRELDEENEECTELVARPEETER - SAF

SOC Mira+Sol Mira+Pro Mira+Imi Mira+ Tol &5t
PT n=166 n=161 n=161 n=159 n=647
2EL (%) 76(45.8) 81(50.3) 72(44.7) 74(46.5) 303(46.8)
Ll 2(1.2) 5(3.1) 1(0.6) 4(2.5) 12(1.9)
L ARE) 1(0.6) 1(0.6) 0 0 2(0.3)
LR 0 0 1(0.6) 0 1(0.2)
EW7 vy s 0 1(0.6) 0 0 1(0.2)
FH7 ey s 0 0 0 1(0.6) 1(0.2)
TR AR 0 1(0.6) 0 1(0.6) 2(0.3)
R EEVEADGHE 0 2(1.2) 1(0.6) 1(0.6) 4(0.6)
D EVEISMIGHE 1(0.6) 0 0 2(1.3) 3(0.5)
B L OukgpEss 0 3(1.9) 0 1(0.6) 4(0.6)
g 0 3(1.9) 0 0 3(0.5)
[E]fRE D F 0 0 0 1(0.6) 1(0.2)
W IEE 0 0 1(0.6) 0 1(0.2)
AR A RE AR TE 0 0 1(0.6) 0 1(0.2)
AR pe sy 3(1.8) 1(0.6) 3(1.9) 1(0.6) 8(1.2)
AR Rz 0 1(0.6) 0 0 1(0.2)
e N e R B 2 1(0.6) 0 0 0 1(0.2)
F 2(1.2) 0 2(1.2) 1(0.6) 5(0.8)
ARERHEAE 0 0 1(0.6) 0 1(0.2)
T I BE 54(32.5) 65(40.4) 54(33.5) 59(37.1) 232(35.9)
JE R AN Pk 5(3.0) 2(1.2) 3(1.9) 2(1.3) 12(1.9)
i B it 1(0.6) 1(0.6) 0 0 2(0.3)
REE 0 0 2(1.2) 1(0.6) 3(0.5)
2 i KRG % 0 0 0 1(0.6) 1(0.2)
{5 A 33(19.9) 26(16.1) 23(14.3) 18(11.3) 100(15.5)
T 0 1(0.6) 1(0.6) 0 2(0.3)
H Nz 31(18.7) 51(31.7) 40(24.8) 40(25.2) 162(25.0)
HIERR 0 2(1.2) 1(0.6) 1(0.6) 4(0.6)
fiEE 1(0.6) 0 0 0 1(0.2)
BRY—7 0 0 0 1(0.6) 1(0.2)
BR 0 1(0.6) 2(1.2) 0 3(0.5)
B R E W R 0 3(1.9) 2(1.2) 3(1.9) 8(1.2)
R 0 1(0.6) 0 0 1(0.2)
L 0 1(0.6) 0 0 1(0.2)
AN 0 1(0.6) 0 2(1.3) 3(0.5)
M - 0 0 1(0.6) 0 1(0.2)
— % - RHEER L OGN OREE 2(1.2) 0 3(1.9) 2(1.3) 7(1.1)
Jicbse 0 0 0 1(0.6) 1(0.2)
IR 1(0.6) 0 1(0.6) 0 2(0.3)
T 0 0 1(0.6) 0 1(0.2)
TR 1(0.6) 0 1(0.6) 1(0.6) 3(0.5)
JRYMER L OV HUE 0 1(0.6) 4(2.5) 0 5(0.8)
fEREZE 0 0 4(2.5) 0 4(0.6)
Il S e S 0 1(0.6) 0 0 1(0.2)




VI. Rt (ERALOTES) (I H1EE

SOC Mira—+Sol Mira—+Pro Mira+Imi Mira—+Tol &%t
PT n=166 n=161 n=161 n=159 n=647
ER R AT 14(8.4) 17(10.6) 14(8.7) 14(8.8) 59(9.1)
TI=rT I NG URT 2T —BHIN 0 1(0.6) 1(0.6) 0 2(0.3)
TANGEUET X ) T VAT 2T —EH 0 0 1(0.6) 0 1(0.2)
fm ey e s 0 0 1(0.6) 0 1(0.2)
27 L7 F ok A % —BHIn 1(0.6) 1(0.6) 2(1.2) 2(1.3) 6(0.9)
s L7 =880 2(1.2) 1(0.6) 2(1.2) 0 5(0.8)
1R b Al DRV % 0 0 0 1(0.6) 1(0.2)
1 H pR SN 1(0.6) 2(1.2) 1(0.6) 0 4(0.6)
ifn. R I HE 0 1(0.6) 0 0 1(0.6) 2(0.3)
DM QT A& 1(0.6) 2(1.2) 4(2.5) 1(0.6) 8(1.2)
DX T IR 2(1.2) 3(1.9) 1(0.6) 2(1.3) 8(1.2)
DR T g 0 1(0.6) 1(0.6) 0 2(0.3)
Py-INE IV T AT =T —PHIN 1(0.6) 1(0.6) 0 2(1.3) 4(0.6)
PR A I B P 0 0 1(0.6) 0 1(0.2)
JHE R e R A L 0 0 1(0.6) 0 1(0.2)
H i ERHaR D 0 1(0.6) 1(0.6) 2(1.3) 4(0.6)
SRR B 1(0.6) 0 0 0 1(0.2)
ATV Y RAT 7 X —EHEMN 0 1(0.6) 0 0 1(0.2)
JFB%EE 5 0 0 0 2(1.3) 2(0.3)
LERZEL 0 0 0 1(0.6) 1(0.2)
TR BN 6(3.6) 7(4.3) 1(0.6) 2(1.3) 16(2.5)
R L OREEE 0 0 2(1.2) 1(0.6) 3(0.5)
Ea L AT m— UE 0 0 1(0.6) 0 1(0.2)
e PRI I 0 0 1(0.6) 1(0.6) 2(0.3)
B #E SRS & U B Rk 0 0 0 1(0.6) 1(0.2)
B 0 0 0 1(0.6) 1(0.2)
PR R E 4Q2.4) 5(3.1) 1(0.6) 4(2.5) 14(2.2)
FEED F 1(0.6) 1(0.6) 0 1(0.6) 3(0.5)
I L 1(0.6) 2(1.2) 1(0.6) 0 4(0.6)
GIERE 2(1.2) 2(1.2) 0 1(0.6) 5(0.8)
VI RGiLd 0 0 0 1(0.6) 1(0.2)
fEERAR 1(0.6) 0 0 0 1(0.2)
WL R 0 0 0 1(0.6) 1(0.2)
BB L ORI EE 8(4.8) 4(2.5) 4(2.5) 8(5.0) 24(3.7)
IR R 8(4.8) 4(2.5) 3(1.9) 7(4.4) 22(3.4)
TR RE R 2% 0 0 1(0.6) 0 1(0.2)
PEIE MR IR 0 0 0 1(0.6) 1(0.2)
AR E L OHERE 0 0 1(0.6) 0 1(0.2)
ARIEF-5 i 0 0 1(0.6) 0 1(0.2)
R AR, BEREs & OViERm R 1(0.6) 0 1(0.6) 1(0.6) 3(0.5)
AN 1(0.6) 0 0 0 1(0.2)
FE R 0 0 0 1(0.6) 1(0.2)
Jili A 0 0 1(0.6) 0 1(0.2)
FERE ¥ J OV Tk b 1(0.6) 0 1(0.6) 0 2(0.3)
1% 1(0.6) 0 1(0.6) 0 2(0.3)
I AE B 1(0.6) 0 1(0.6) 0 2(0.3)
& I 1(0.6) 0 1(0.6) 0 2(0.3)
Imi={ I X7 =) 3, Mira=3 771 Pro=7nt XY Sol=YV)7=F >, Tol=hTnmdy
(MedDRA/J ver17.0)



. ®&t (FERLEOXES) T 5IER
9. BRBREFZRICRIZTRE
BWE I TWHRN
10. BEERS
BRE STV
1. BRALDOEE

14 BHLEDIEE

14.1 BRI FEDZE

14.1.1 PTP 35D FEHIX PTP > — F DBV H L TIRMAT A X 98T 52 L, PTP o — k O#EMRIC
L. BEOSAE S EEREAEA L, BB 2B 2 U CHERIAR S D EER S OHEL IERET S
ZENDHD,

14.1. 2 KBENFIREHERFICTH D720, Blof=0, Hp iz, 058 L7720 LanTe, TOFEENET
WCIRAT2 L9 ET 2L, oz, N2, T0OR L0 LTIRAT S & AFIoARTM
BRI, EMEENEDLLIBENNH D,

(77

1411 — B EFHEE LCRid LT,

ARHNZ1E PTP(Press Through Package)@2E DR’ & 2 DT, HEGHE 240 B-(CFAk 8 423 A 27 HHE W
5304 5CERL 8 4E 4 H 18 HAF) [PTP BARKKIHRICOW T ITHEWVERE L=,

PTP o — FOFEKIZ LD . WS A BB A~FIA L, B3R 2 U CHEBRIARFEDEE
AIHERX RT3 5 DT, AL, PTP o — R HHY L TIRAT % & 5 g ~I5
Lk,

14.1. 2 KA ZE ST 0720325 EARFOBRIEIENR DI, EMEENEDLBETNNH D Z Lk,
AF 2O EENETICRHAT D L) BE~FETHZ &,

12. #OMDZE
(1) EERFEAIZEDIER
ERE SN TV AN

(2)

JEBGERERER ICE D < 1HFHR
BEEN TV




X. JERRAREABRICREY STHE

1. REHER
(1) EHFEIEHAER

'VI. RHEERICEYTSEBE) 0HEM

(2) REMREHER

FHAE H | #mz | merREw | I
FRARAR RS R 72
30mg/kg UL E - BASEBOIKT
100mg/kg LA L 4B DAKT, AREN, ARAGPASH. PRULER
e 30, 100, 300
— AR K O TE) Z vk mgka(E 1) PN
el 300mg/kg : fFERIEDIE F (&8 L OEE). MR, Elf
& EES
— R & O TN - R 10mg/kg LA & JEEN, ERGIR O L 5-
IR M OEAEE - B3 1, 3, 10, 30mg/kg : H FSEB) EDHEN
EHhE - (KIR ~ A 30, 100mg/kg | 100mg/kg : EtE DK T, B ERIRE IR T, EMHER
(fff 2 B 22 4 35 (F&) REOIKT., BEHORT, (KIROBREIRT, KEE
PBR) H, &, AXEEEORED
LS R - BRI R 72
hERG T+ %/V | 0.03, 0.3, 3.
hERG & i B 30umol/L 30umol/L : 14.7% ? hERG TEHEHN I /EH GEINFER)
HEK293*! iljia (in vitro)
FhIEEENL, TREhENL 03 3
RhE, kL H En b FAE b R »
W R OB | ey | oMok | REEL
— (in vitro)
e es 3. 10, 30,
:E:E'l;g(:ﬂ;% ;/\ =7 A ¥ 100 10mg/kg LI E DA% o8
. :@_ Y & CHEFFR ) mg/kg 100mg/kg : MEM:, KEEA. PR T} QRS [ DL
(#EH)
Y 630‘ llz‘oiz;kg 30mg/kg L1+ DAEHN
(VR ’ =) 100mg/kg : QRS MRDIER . MaH-(2/3 )
0.01. 0.03. 0.03mg/kg LA L« DR OEE ML O PR 68 O 454
=2 03. 3. 0.3mg/kg VL E : FEOR S BEN, USR5 1 K O3 1
(e JBR ) 10mg/kg EOET e N
o L , 10mg/kg : MK —FLIRFE S EDIRT . QT MIRRELHE
DITRT L GERD | sgaw bangess, Qe MBI IZB BT
CREROERAS T omghg | BN FHREDIET, P EOTE, RS i
CH 2 19 %2 4 1 36 7 ) IR Zﬂ?ﬁ%f/f{;)RR MIbRELHE, (DEM, DEERIENC &
) 003 03. 3 3mg/kg : DA D HIIN, MAPDs*2 D %E#E, QT [Hkg D
A X 0 ’ 30m\g/k;g B, T O
(FRIE) . 10, 30mg/kg : T I OBIE, LEMICE 5T 1
(FARM) )
oy O O3 g g LR ORI RO T 5 K
) MIKE gt < UL FE ) o0 BN
(FE R




X. JEERPREERICEY 51HE

FEEH | #mz | measEmn | R
DIER(TZ A a—7 v 7)™
hNavl.5
(HEK293)
hCavl.2
(CHO™3)
DA A v F v R hKvLQT1/ 10umol/L 10umol/L : 48.5% D7 ~ U o A& fi(Ina) BN, 15.3% D
BB A4 4 Eh hminK (in vitro) H v T KB (ca) PN
(CHO)
hKv4.3/
KChiP2.2
(CHO)
JE R D T NCA RN
Qr Fﬁgﬁrﬁivzp-e ?ﬁli.a txmp | > % 199 . B
APDo™ |25 5 (0 | ez 390ng/mL 300ng/mL : QT [HI[&E K OY APDoo 0488 B JLfi
A R SRR (in vitro)
PRYEME (I 2 022 A PR 3P AR 72
L3 10 10mg/kg LA L P 5-4% 0~3 BE[] OO JR B M ONE AR E (Na,
JRE., JRPEMRE - oo K. ChH#EHt: &
- 7 vk 30, 100mg/kg K » .
(Na, K. ChH#Eita =) 30mg/kg LLE : #5144 3~6 WEE O K PEHEOHN,
Cl HEitt & Db
B A RSR (i 1 2 SR BEER) 72
Zf_iﬂ/: i ;;im LTy I 0.01~10,000 10nonl/L ui: CEREZ IV AN AR b
BN U Y AR | RHE mmollL | = AR o
G k% M (in vitro) 100nmol/L LL | : 7&F v a U B RRIEI
T 2R R (e A0 22 PR SK B BR) 7
10, 30, 100
I B RE ~ U A mg/kg L
(F&1)
X1 b NGV R i
362 1 90% HARMETE B AR A gt
3 F v A =— ALK AZ—PNE SR
34 1 90% P4 M OO TR B B A i ]
T Dth D FEEFEEAER
MY ER L
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2. BHHER
(1) BEEES5E4HRER
iyt Bh& Bz e W >
(n) (%) Lkl ) Fap i
P G (M) B REE O T, JRIE, FEIRE
300mg/kg : (MEME) SRR
F344 300, 500, 500mg/kg LA b - (MERE)AEEN, — it AR E D>
7 b 800mg/kg 14 H | 800mg/kg : (MEME) B, (ARTE, (HHRIRMEEEE, 5 | 800mg/kg
(MERER 5 B1) 7™ ) #% 24 BERILIPNIC 2 BIASBELS, IO AL R OVNEE
FAREAL., /NEEJE 0 o FFRIAE O JE A K ONZE a8k, ()
BEEN, BEBOIEI, B 5% 24 BEBILANIC 3 B3
SR (MR REOFAR, LI O
0.3mg/kg : (HE)SEE MM O BORHEPER . S E IR #% i
ek 0.3, 3. 30 Tk 30mg/kg
R 1 1)) mg/kg 14 B | 3mg/kg: (MERE)EE BRIRGE O BLRPESESR SR IR ORRAE | M -
(FE0) Tk 30mg/kg
30mg/kg : (MEREEM:, (HEVBREA, PR K O & IR Pk
B U TR GHK 50 5511, (MEEE ROEE

(2) RERSEHEAR

i e 5B £t . =B

@ () . PR S T

(MEHE)ALT H300, MBI YD oo SHiJE FE o

344 10, 30. 30mg Eéﬂ‘éﬂ)ﬁ%ﬂiﬂ@@ﬂ‘aﬂmﬁmﬁw
. 100, /kg/ H (BB MR ¥ | P K OV i oo (K & 10mg/
(1B 300mg/kg 2 JE Pk LB EOEE ke/F

HEHE 16 511) 6D ' (MOALP DR
¢ 3=)) 100mg | (MEREFEER &L OMEKEO M
/kg/ H () PR N & O ARAE

G HIRHRE T % 2 M O RIEPEERE LT,
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EOEZEH el
(n) (FEHE)

# 5
I *

ES

&
HF
o

10, 30,
F344 100,
7 vk 300mg/kg
(1 FEMERSE 16 f511) O1 /H
(FEM)

100mg/
kg/H
Pk

(MEREY i/ MRS O i K o,
PR Na &Y Cl ORI B,
WY o _EEPEO 3 @RI O
(HOALP, ez L 27— U UREK
OPRH K ORHEE o8N, Lo R E
LhEEOHM, BEAVEEOEERZD
DUVNHRE L E RO

(O AP e OV i oD 1< B Bb B B D B 00 o
Jik o> KB R 7] BE D48 2 8 AR o0 i W
Dk

300mg/
ke/H

(M) E 8RB O T, (REBE A, 12
HEORY . MRMEEORD, REX
ORI, MR FEE B R OMKRE L E & O
Wi

(BB B, JREOHEM, BINARD
EEE L ORELEROBA ., BIIR&L
OFEFED/NEUE, DD KEWRE BE 018
EHERGHBL OB OWD | FEHE U
Wi

(MEyFEIE, ARy, AmEkEk, U o SEk
. HtEX O MCV O, ol 27
2—b U UIRE R OURT K ORI &
O, DO SEE R, P, SR L 0T
BOEERELOARELEROW D, 758
O/, B OZEE, KMIROZERE RO
BHEOTE AL T

FHHIM PIZERD S 7o~ T O ITIREE [
(ZIHE D D WV I EIEM A 2R L7z,

10mg/
kg/ B

SRR T % 2 W ORTEME 2 RE LT,




X. JEERPREERICEY 51HE

T AF A

(ME)yFERE, RBEERET . BE RO, 7 v
T VREOEN, JRIEEOHM, I
figh e N i D E D H VIR ELE R
DM, TEOEEELCRERELLERD
Wb

B TE P wh ) e
@ ({8) R * R MR
10mg (HE) B IS D i)
/kg/ H () B AR IR OB . AR o
Iy R 53 D i
i‘;‘;‘ﬁg IFFINL L P I o B
(HERE) i/ R ER O Ps) IUFEF K o880,
I LT F=r OO R OETROTFE—
30mg &/%ﬁ*ﬁ@ﬂa}/} .
e/ mﬁﬁﬁ\WEﬁmmﬂ\ﬁﬁ%&Uﬁ
S| REORINY CIFEORD KO ALT O
HAT0, e, B ORS R ORE L E &
OGN, e ta g A o R85 O
F344 10. 30. HEWEIR. R Cl ORISR OB
J vk 100, 300mg \ 100me i P v I p D BT 10mg/
(R 10~16 /kg/ F ey L ke/
e &) (lltﬁfzft){xLP @%ﬁéﬂu‘ JRpH DX T, JRERA
EOv U e rBERIS, FiEo~ 27 v
77—V RO A=Y R T AT
Vi
(HEFEIR. AST, JRH Na & O Cl HEfik 2
100mg whn, al-fftljflJl/é?ﬂﬂtEQEGD#iébx H
e/ B ENRRFRRR OB Eﬂfﬁﬂ%ﬁﬁ%ﬁﬂ@ODHEHﬁ
oL WO, BHO~I a7 7y —IZ VKR

G T % 4 B ORI PE2RE LT,
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EOEZEH b
(n) (FEHE)

&5
TR *

ES

gL R

F344
v b
(MERES 10~
16 i) 6

10, 30,
100,

300mg/kg

/HEER)

13 JAH

300mg
/kg/H

JFHERE R/ ME O, 7 v S —Hik
\ZFA MR

(MEHE) T OBLE, 707 I U5t
ROTNTIv - Tud ) ko
V27—V, Mo FEERE LD
RELERORD, MROZENW, 50N R
DOIERLE [ B RO . R AR |
gD RS LRI Y RT ZAF 5,
BEIBOKEEAE~ 7 a7 7 —VIC YR
TAF U R ONEVT Y ViRE

(HE) FEE OB E OB, BN EOEA,
e, R, UM R MER{EE, TV
TIVRERUCRE Y LE OB, A
MnERH, BEER R L OVEE O /i
IR, HBEXOHETROEREES 5 VILA
EILERERORD ., BtOR A, gD/
BE o A B T e ONBR AL
(HEYIRTR « AEFHERAT T OB DTG, (KE
HEMAEL, AR EOEM, U L oREREEE,
ALT KOV VRS o8N, 7 PEREER K
Roa-Z a7V 3B OWRA, FER
DEREEN MEELLEEORD, BR)E
Wik O Bg i oW, B~ 7 1
77—V RT AFE. FEOE
i

2 BIABET, Ll K OVl D 7Kk fidE

B G HIE A

RO LNIZITE A EDFTRIT 4 HEO

I LY EEME R LT,

10mg/
kg/ B

G HIRRE T 1% 4 WFE O RIEME 2 RE LT,
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EOIE/RED
()

B
(FEHE)

# 5
I *

&
HF
o

vk
(MERESR 12~
18 1 7

F344 3.

10, 30,
100mg/kg
/H
(FEH)

26 HfH

3mg/
ke/H
PLE

(M) HETR

10mg/
kg/H
Pk

(e 7 LT F = DR

(HEREEN, FEiR. EEHEOHN, /ML
DWW, g K o#n, R K LU Cl
OFPEIE O BEN

(e B BIERE OB el g
W OWA, RO BN IEIE O I8

30mg/
kg/H
PR

(MERE) R, ITHRRR D GFERYEAL., 4B s i
A o> i 1 o0 b
(HERTEBE 0BG, K EOHIN, Ht i,
~EZ B E MCV KUYMCH O,
RIS DI, ALT O, JRIZEE
EH RpHETEOE UL OB,
fafR D FEEREORD . BRI ORI,
wWelsloral, BalElMiEo R
WOWAD ., BlEIZ~E YTV ks D8
Jn

(MEREEN, BEEE OB, MiE+H K OB
m, R Cl ot E O, HFlEo %=
HEDH D WVIIMEELEEOREMN, B TR
DFF—7 RO R

100mg/
kg/H

(MR IR A O HEIN, AR OV 23—
OB BERLK M E 2 B KD F A
V)=

(e a L 27—/, ALP, HEFEY |
WREH, TV IVRE BEYy-rrr
VU UREOHEM, w-7 77 ) CRERD
RO R Na OfaE RO
I, JREORD ., ROEEE, ML)
gD EE R OB, B TFROTFE—S
VRO, FEaD 7Y a— 5
RED

(M FE KRB, MCV O8I0, 1/ Mg
B, FPERBN R QN C1 o SR pH
DIET RO Y L oiEn, MigoE
R ORELE RO, BalEIiH
fa o wsaqk,

100mg/kg FEOMERE T B EARIARIIL & o fig 1 O dk b
DFRD BT, [EHEEI AR Sz, Z oMo
MR b B iI Rk E T 52 Lz kv n
THbHEE L,

3mg/
kg/H

G IR TR 13 BRI OEENE 2 R Lz,
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PR OD HH i . STt oD FA RS 7 o> ZE Ha g k.

TR AR FLA v oD BR ey PR I L B, B i oD

i - 9 o

e 1 FI23FETE L, 20mg/kg BEDOOE)
M~OEEIFHIEL, #5 6 HDHWIT
7 BIZHR LT,

B el fit nE ) -
) () - HE R e T5 1
3mg/
= ,( 5] Bk N
F344 L3 10 kfg/El (HERE) A I8 TR AR o B8 I3 o b
Sk mg/kg/H 2 gt Smg/
(HERER 12 151) ™ (EIRPY) 10mg/ gz&;&)*@ﬁ@%ﬂ%\ HREBHOE T, ke/H
KR e s oosen
Img/ -
wgn | CORAPHORE
| GO TR, RO KO
pr |
(WERE) B I D 72 1fn
3mg/ | T BITIEAR, BRI O OO,
ke/ H R 22 HH 00 7= 3 4 50k 4% IR e & 7
. &5 6 BIZHRR
E“;E/ (e e
oL | G s
Ce sk \203\ /11? LOr/nElg/ %ﬁéﬁéb#ﬁ;@ﬁ@ P J K% T* QRS [k Img/
mg/Kg 5 g N i re)
3~ 2 A ke/ H
CHERE ° /A AR e | et o g
5 4il) 74 ) — : Kl
(&) (HEE T R DR D RS . DS i < Rl
L 7= JEE#R
CHE) TP 0 FE R 1 0 2 i J i
(HEAR DARIE, DM ORRE, WA - fElk
KOG D028, g /NTE G B
20me/ A ORB A fEI, ROLE D5 0 . - BRI, HR A
kg‘/“ag ORI, 72D DA, A D30
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B e s . o
(n) () oI5 ik NG
2ﬁ/ (MR T T R X RS 6 L
(M RAG T, BEEL. I RSEBIOIE T
NS
H=0 AP 10, 30, 60 () O E Ak, EEL, s oo 10mg/
(Mg 5 3~ me/kg/ H AW | o PR 1 pleo R Ll |
4 157 (&) wop | PEEMRRILTL. BRI | T
& B 4.5 RO 14 RIS bOSEHRSERD b
Nz, TNHOEWD H BILER T A—
A EFHATRE T - =BT PR K
U QRS RIFEDIEE IR BT,
lomg | VEREPR IR OIER 51018 5V (HE L,
cgn | WY S 3 AR AR
b | RSO EA B R
H=T AP 3. 10. 30mg 30mg s 3mg/
(MERESS 3~ /kg/ A 13 38 ke/ (KE)QRS IR D AER A 1) B DM 2B 4541 ke/
74 g
S () W A T . 4 EIIRIE Ul a bt L
5l IS FREE MG U 7 0 B R O D S 1T
b BT, 4 ORI TR Y o<
R O 1 ISR O Z (LIZ3R0 B s 7.
smg | CERVLIRIN & 5 BB  /5if
wgn | IO BRI SR 4
+ 2 /INVEE G
_ . 3. 10, 30mg (MEME)ARME T3, PR, QRS & O*QTc k@
( uf@;gz ;;LJ)”;) /kg/ H 52 38 [H] DIEF: B 2\ N LA R A L?S/
&) 30mg/ (HH B FEZOR T, LAD BT RN
kg/H | O AL, DIEE S 5\ ISR
U L S E PO [ NS T 2
JRT % AT % /NI
e | PR o e g
oA FL ‘”Ag;mg i (HEREPR % OF QRS G OB /AT . & | 0.3mg/
(MR- 3 f51) 79 (R 3mg/ A kg/H
kg/H () e e
(W) R 5 25 T8 DR 7 B8N

(3) EfEEMHEHAR ™

RAIF T AR OKRGE & O TAZIRZERE GBI B\ T BIn T2ENERFFENEIRED bhigd o7z,
b PRI Y 2 ERE D TE Qe AR R ERER IS B T RENEMALR OTFE T M OFRFAE FICAE L7
G\ C Y AR BT & R O M D HIN TR DTS WIS RO R 2 o IR B GRI AR A7 R

40%ARTNCF T DB TH T2,

7 v b EHWTI/MEABRICB W T, MEF RO b7z,

(4) MARMEEER

~ 7 Z(25, 50, 100mg/kg/H | #&#5H, 104 38) % V7 » F(12.5, 25, 50mg/kg/H . 25, 50, 100mg/kg/H .
BO®E, 104 )% AW RBRICBO T, BAKFMIZRD btz
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(5) HEFERLESEHER

iR IRE DD
2BIAFEL ., 1 B BEIERERL

B 515/
ABRTE H Ejff)@ b PP R
()
P IREIEININE], B EOWHA . 30 XY
I 100mg/kg BT 8 H LRI RO
BINASZR®D BT,
TEAE O
I AR SR E TICE LT B O e
IR | M s, i e, ks, 4 | B
BIIERO | (oo e & FRAEL S, AREIEL R, A | S
S 7 =2 = N T
HIRETO (K 20 ) L_E/*%fzm&) HNTenoiz R )
VIR A 70 EE OB .
30, 100, 300 e _ " | BIIR R E
mgkg/FGED) | 100mg/ KRR ZRETIZE L LU 100mgkg H
ke/ B B, IIREMW OB IRE, BRI, &
IRRIFELCH, ARBIE L, AR
ICEBIIRED LR ST
300mg/ | IR, HEEIHOMKT
kg/ H 14 FINFELE U= 7= Rl ¢ & 3
e RREFETICE LB, RER, Z/h
SRR 14 B B P OEIRAIFE R OEIRZ BT HEIC
o BEIIRD bR T R
o ~ AL 100mg/ 100mg/kg/ A
ZHRBEL D _ KR FEE RO BN "
wkzco | 27V e gy |k | AR
IR 69 (M 20 f51) E%Bﬁbmﬂw . %&z%@‘w‘%n Wi, | 100mg/ke/H
30 100, 300 300mg/ PRk {JSE&&?EE§%®@?\ %’f‘fi’éﬁi WIS
mg/ke/ B (& 1) ke/ IEHIDIER: | SRS, HIREK OVESF | 300mg/kg/H

AR AR L CRIRATH £ T
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(IR RS PRI FE L IR DN, REIIR
JEIE, B R OHRIBER BN, H
By EER A OB, T R O
D FEiE D EDAEAE

P51 R/
HRERIE H Eﬁff)ﬁ Eran it o pilis= 2o
(RRH5)
30mg/ | (BREW)EBHEO M. RBREED
kg/H HEn
100mg/ | (FEMW)E RO TZE 0% &M,
kg/H AR E B O
llfgo/rgg/ (R RS DRI, JeAs TP
ok (b DA
4R 17 B (REBIYIRHG . 2> 0 00 ML ORI ‘
SD 5 I A EHOEOTEL, SEEIIH, | B8 kO
W17~ | 10, 30, 100, EAR O T WE - MR %
20 4 300mg/kg/ 31§'J7?§§°)E%\ E%’%@%}@@ET&QM& 4
B BoWD ., JRE D EFOHEOH LS | 30mg/kg/ H
300mg/ DUVNEENS OHIm A 2 LT, i
ke F DRk
(BB AR OfE, 8§ HE &k ORI
[l = g, EiE. THREORE, WE 5
FE Az 6667 i K Ol HER OB b2 R A
HERBIETE, AR ETRE
. R oM, AR EWIROERE
WCEBIIERD Lo 7
L(;‘;“Hg/ () A e W
oLk (BB IRE D KfE
YEAR 6~20 (B IR TR & 2 O Il
NZW 1 BUSHERR J VR R 3% 52 L C3E | B K OF
A 310, 30 . MioEAHEICHREAEE, oo | I8 - JERFE
(it 17~ ﬁ@@wi 30mg/ XRT 47 ARET 1 HIAEEE, 1R | 2
22 A1) () ke/ VP 3mg/kg/ H
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B 5/
HRERIE H E]ff)@ Beha TP fiissEa oy
()
(REBOY) IR, JHEEM O30, A
WE B %, PEIRE K O LA O W BRI
£ ICE LT b do Tz BEwmick
YEIR 7 B~ E (AR E IR FEE, BREMEEL O | %5 —#%TE
L g S, T8, AR LIERD b | 1
HZERI RO _ %3.20 A 3
o SD 7w k Mo 10mg/kg/ H
HAR DI _
ek | PO 0 30 100 30mg REMOE
o 20 i) o kg/H | (REEWM) AT R ORD FHAE :
ATER mg/kg/ H .
() Pk 100mg/kg/ H
" (FFEhY) (s A ) HE IR
100mg/ | 2 B FELE 30mg/kg/H
kg/H (HAVY4 BAFROKRT, REHEM
il

(6) FBRTHl#EEER 7
o WX & T2 RS R RRER(0.5g, REATIZIRWT, RIEREIEIZRE O HiZe o Tz,
7 W 2 O T ARSI ERUBR (100mg,  HRAFEIEZENIGEER) 2 3B T BRI IR IE AR 2338 8O B a7z
D, EHBICHET 5 2 LI X0 IRREIS A TR S T,
WX A O T2 I R TR RRER(0.05mL, FEARIN KON 0.2mL, ERARE BH)IZ 35U T, 10mg/mL OIS
PR ENTZ I TR 0 TEIRNEE 542 L0 BIEPED & 28R E 22 il 2 R U, §RIRE P& 512 X 0 B2
TR DRIENESUG % 5 IR 235595 2 L RS Tz,

(1) Zotho4Eksk
1) REREREAEMEERER ™
T v b E AW R EREMRBR (Adjuvant and Patch ¥} O Buehler ¥ : JE&IE 1. 10%. AL 2, 10%.
REANZ BN T, O ERAEMEDR GO b Tz,

2) AMmEEER ™
b MIRIZ R LT IMMEITER S ol



X. EEMNERICEAT SRE

1. AHRES
Kl RNE = AE 25mg, NH = AFE 50mg
K
GRS R EREOLGZECLVERT L
BRhESy « 277w
A

2. HhiAMR
B : 34

3. ARKETORE
Uit SRR

4 WMEVEDEE

20. IRV EDFE
PTP S 7 I L0 WEHREZ 13> TWAD T, 7 JWEEHBZITBERF T CTRET A 2 L,
A MVRITEERA CHEREZ I TWnAEDOT, FEBRT-EFFICLRWNWE &

5. BERITEM
BEMERLTAR  HY
<FVoLBY : HY
Z DD BE T ER
M TREZ =2 R SN D BE S A~
V=T by bk IRE=ZEEORH - & HE
( XM 2. ZOOBEEER OHBR)

6. E—Hm5 - RA#E
[Fl—pmdE 7L
W % 3 e 7 a8 S50mg, Ny 77 —8E 1020, Ny T T 3 —HR 2%, T AT h—Lh Tk
Jb 2mg * 4mg, N T BE 2.5mg + Smg, X7 7 OD §E 2.5mg * Smg, A7 —7 7 §E 0.1mg,
A7 —77 OD #£0.lmg, 7Y hA$E0.lmg, 7 U ~ A OD $E 0.1mg

1. EFfEEEAR
201147 A 1 H(BA)

8. RERFTAREABRVARES. RMELRHKFALD., RFETHBFAB

gs SEIRFEAGRAEH H KR S ARG H H WeFERAAGa4EH B
Y = A§E 25mg 20114E7H1H 22300AMX00592 201149 A 12 H 2011 4E 9 /1 16 H
Y = 2 50mg 20114741 H 22300AMX00593 201149 A 12 H 2011 4E 9 /1 16 H

9. MEEXFHREN. AERVAEEEENFDOFABRVEORE
L7
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< B R >
AFRFEHHA 120216 A9 H
EE « R RS O GVE ., A RIE R OV VE DRSS B 2 i CERME) 5 14 S5 2 THIE 3 &
CRRIEE R A 5N ETONTIIC B Y L7,
11. BEEHM
S4ER] : 201147 H 1 H~20194-6 A 30 H(& 1)
12. #BFAHMFIRICEET H1EH
DY PH AR R R ONSR R HIG QN PR RN (S S & [EAE @ R E N E D 2 fin FIES | (RS E S5R58
107 5 SER 18 4E 3 A 6 HN) & 20— E(EAT@HEERE 97 5 EA 2043 A 19 HEHIC XK D T
I ERRNE T O TWAEIES ] IS LR,
13. &#@a—F
. FEAE SIS A | RIS = — . L7 PERALR
e B = — I (Y12 1) HOTO D VAT LA K
NH = AHE 25mg 2590014F1021 2590014F1021 120932701 622093201
K = AHE 50mg 2590014F2028 2590014F2028 120933401 622093301
14. RISEHFEDTE

M LR
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St4 Astellas Pharma US Inc.
R7e4 MYRBETRIQ®
MYRBETRIQ® GRANULES

AT - KAk

Extended-release tablets: 25 mg and 50 mg
For extended-release oral suspension: 8 mg/mL of mirabegron after reconstitution
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2012 4F 6
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1.1 Adult Overactive Bladder (OAB)
MYRBETRIQ Monotherapy
MYRBETRIQ® is indicated for the treatment of OAB in adult patients with symptoms of urge urinary

incontinence, urgency, and urinary frequency.

MYRBETRIQ Combination Therapy with Solifenacin Succinate
MYRBETRIQ, in combination with the muscarinic antagonist solifenacin succinate, is indicated for

the treatment of OAB in adult patients with symptoms of urge urinary incontinence, urgency, and
urinary frequency.

1.2 Pediatric Neurogenic Detrusor Overactivity (NDO)

MYRBETRIQ Granules

MYRBETRIQ® Granules is indicated for the treatment of NDO in pediatric patients aged 3 years and
older.

MYRBETRIQ
MYRBETRIQ is indicated for the treatment of NDO in pediatric patients aged 3 years and older and

weighing 35 kg or more.

MIEXR O &

2.2 Recommended Dosage for Adult Patients with OAB
MYRBETRIQ Monotherapy
The recommended starting dosage of MYRBETRIQ is 25 mg orally once daily. If needed, increase to

the maximum dosage of MYRBETRIQ 50 mg orally once daily after 4 to 8 weeks.

MYRBETRIQ Combination Therapy with Solifenacin Succinate
The recommended starting dosage for combination treatment is MYRBETRIQ 25 mg orally once daily

and solifenacin succinate 5 mg orally once daily. If needed, increase to the maximum dosage of
MYRBETRIQ 50 mg orally once daily after 4 to 8 weeks. Refer to the Prescribing Information for

solifenacin succinate for additional information.

2.3 Recommended Dosage for Pediatric Patients Aged 3 Years and Older with NDO
For pediatric patients 3 years of age and older, select the appropriate product (MYRBETRIQ or
MYRBETRIQ Granules) based on the patient’s weight.

Pediatric Patients weighing less than 35 kg: Use MYRBETRIQ Granules

The recommended starting and maximum doses of MYRBETRIQ Granules, administered as extended-
release oral suspension once daily, are shown in Table 1. The recommended dosages are determined
based on patient weight. Evaluate patients periodically for potential dosage adjustment.

Table 1: MYRBETRIQ Granules Recommended Dosage for Pediatric Patients Aged 3 Years and Older
Weighing Less Than 35 kg as an Extended-Release Oral Suspension (Administered Orally Once Daily)

Body Weight Range Starting Dose Maximum Volume
11 kg to less than 22 kg 3 mL (24 mg) 6 mL (48 mg)
22 kg to less than 35 kg 4 mL (32 mg) 8 mL (64 mg)
Greater than or equal to 35 kg Refer to information in next section




XI. sZE&H

KEIZE T B EBIKI (e =)

()

MIER O &

Pediatric Patients weighing 35 kg or more: Use MYRBETRIQ or MYRBETRIQ Granules
The recommended starting dosage of MYRBETRIQ is 25 mg orally once daily. If needed, increase to

a maximum dosage of MYRBETRIQ 50 mg orally once daily after 4 to 8 weeks.

The recommended starting dosage of MYRBETRIQ Granules is 6 mL (48 mg) orally once daily. If
needed, increase to a maximum dosage of MYRBETRIQ Granules 10 mL (80 mg) orally once daily
after 4 to 8 weeks.

2.4 Recommended Dosage in Adult Patients with Renal or Hepatic Impairment
Dosage in Adults with Renal Impairment

The recommended dosage of MYRBETRIQ (administered orally once daily) in adult patients with
renal impairment is described in Table 2.

Table 2: MYRBETRIQ Recommended Dosage in Adult Patients with Renal Impairment
(Administered Orally Once Daily)

Estimated GFR! Starting Dose Maximum Dose
eGFR 30 to 89 mL/min/1.73m? 25 mg 50 mg
eGFR 15 to 29 mL/min/1.73m? 25 mg 25 mg
eGFR < 15 mL/min/1.73m? or requiring dialysis Not recommended

1. Estimated GFR using the modification of diet in renal disease (MDRD) formula

Dosage in Adults with Hepatic Impairment

The recommended dosage of MYRBETRIQ (administered orally once daily) in adult patients with
hepatic impairment is described in Table 3.

Table 3: MYRBETRIQ Recommended Dosage in Adult Patients with Hepatic Impairment
(Administered Orally Once Daily)

Hepatic Impairment Classification Starting Dose Maximum Dose
Child-Pugh Class A (Mild hepatic impairment) 25 mg 50 mg
Child-Pugh Class B (Moderate hepatic impairment) 25 mg 25 mg
Child-Pugh Class C (Severe hepatic impairment) Not Recommended

2.5 Recommended Dosage in Pediatric Patients with Renal or Hepatic Impairment

For pediatric patients 3 years of age and older, select the appropriate product (MYRBETRIQ or
MYRBETRIQ Granules) based on the patient’s weight.

Pediatric Patients Weighing Less Than 35 kg with Renal or Hepatic Impairment: Use MYRBETRIQ Granules

Dosage in Pediatric Patients with Renal Impairment

The recommended dosage of MYRBETRIQ Granules in pediatric patients with renal impairment

(administered orally once daily) is described in Table 4.

Table 4: MYRBETRIQ Granules Recommended Dosage in Pediatric Patients Aged 3 Years and
Older Weighing Less Than 35 kg with Renal Impairment (Administered Orally Once Daily)

Estimated GFR! Body Weight Range Starting Dose | Maximum Dose

11 kg to less than 22 k; 3mL (24 m 6 mL (48 m

¢GFR 30 to 89 mL/min/1.73m? £ £ (24 mg) (13 mg)
22 kg to less than 35kg | 4 mL (32 mg) 8 mL (64 mg)
11 kg to less than 22 k 3 mL (24 3 mL (24

eGFR 15 to 29 mL/min/1.73m? g T e £ ml (24 mg) ml (24 mg)
22 kg to less than 35 kg 4 mL (32 mg) 4 mL (32 mg)

GFR < 15 mL/min/1.73m?
© . m n.nn meor Use is Not Recommended
undergoing dialysis

1. Estimate GFR using a validated eGFR estimating equation for the pediatric age range of the approved indication.
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Dosage in Pediatric Patients with Hepatic Impairment

(administered orally once daily) is described in Table 5.

The recommended dosage of MYRBETRIQ Granules in pediatric patients with hepatic impairment

Table 5: MYRBETRIQ Granules Recommended Dosage in Pediatric Patients Aged 3 Years and
Older Weighing Less Than 35 kg with Hepatic Impairment (Administered Orally Once Daily)

Hepatic Impairment . . .
i . Body Weight Range Starting Dose | Maximum Dose
Classification

Child-Pugh Class A 11 kg to less than 22 kg 3 mL (24 mg) 6 mL (48 mg)
(Mild hepatic impairment) 22 kg to less than 35kg | 4 mL (32 mg) 8 mL (64 mg)
Child-Pugh Class B 11 kg to less than 22 kg 3 mL (24 mg) 3 mL (24 mg)
(Moderate hepatic impairment) | 22 kg to less than 35 kg 4 mL (32 mg) 4 mL (32 mg)
Child-Pugh Class C .

. . Use is Not Recommended
(Severe hepatic impairment)

Pediatric Patients weighing 35 kg or more with renal or hepatic impairment: Use MYRBETRIQ or
MYRBETRIQ Granules

Dosage in Pediatric Patients with Renal Impairment

The recommended dosage of MYRBETRIQ in pediatric patients with renal impairment weighing 35
kg or more (administered orally once daily) is described in Table 2 (above). Note that the dosage is the
same as for adult patients with renal impairment /see Dosage and Administration (2.4)].

The recommended dosage of MYRBETRIQ Granules in pediatric patients with renal impairment
weighing 35 kg or more (administered orally once daily) is described in Table 6.

Table 6: MYRBETRIQ Granules Recommended Dosage in Pediatric Patients Aged 3 Years and
Older with Renal Impairment Weighing 35 kg or More (Administered Orally Once Daily)

Estimated GFR'! Starting Dose Maximum Dose
eGFR 30 to 89 mL/min/1.73m? 6 mL (48 mg) 10 mL (80 mg)
eGFR 15 to 29 mL/min/1.73m? 6 mL (48 mg) 6 mL (48 mg)
eGFR < 15 mL/min/1.73m? or undergoing dialysis Use is Not Recommended

1. Estimate GFR using a validated eGFR estimating equation for the pediatric age range of the approved indication.

Dosage in Pediatric Patients with Hepatic Impairment

The recommended dosage of MYRBETRIQ in pediatric patients with hepatic impairment weighing 35
kg or more (administered orally once daily) is described in Table 3 (above). Note that the dosage is the
same as for adult patients with hepatic impairment /see Dosage and Administration (2.4)].

The recommended dosage of MYRBETRIQ Granules in pediatric patients with hepatic impairment
weighing 35 kg or more (administered orally once daily) is described in Table 7.

Table 7: MYRBETRIQ Granules Recommended Dosage in Pediatric Patients Aged 3 Years and
Older with Hepatic Impairment Weighing 35 kg or More (Administered Orally Once Daily)

Hepatic Impairment Classification Starting Dose Maximum Dose
Child-Pugh Class A (Mild hepatic impairment) 6 mL (48 mg) 10 mL (80 mg)
Child-Pugh Class B (Moderate hepatic impairment) 6 mL (48 mg) 6 mL (48 mg)
Child-Pugh Class C (Severe hepatic impairment) Use is Not Recommended

KE OUAT (2021 4E 3 A &R
(https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/202611s0171bl.pdf ) (2023/3/6 7 7 & X)
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ey Astellas Pharma Europe B.V.
Wr7e4 BETMIGA
I « Bik& | prolonged-release tablets: 25 mg and 50 mg
AGREEH | 2012 412 A
ZIREX I 32hS, | Symptomatic treatment of urgency, increased micturition frequency and/or urgency incontinence as may occur in
adult patients with overactive bladder (OAB) syndrome.
JEKOHIE | Posology

Adults (including elderly patients)
The recommended dose is 50 mg once daily.

Special populations
Renal and hepatic impairment

Betmiga has not been studied in patients with end stage renal disease (GFR < 15 mL/min/1.73 m? or patients
requiring haemodialysis) or severe hepatic impairment (Child-Pugh Class C) and it is therefore not recommended
for use in these patient populations.

The following table provides the daily dosing recommendations for subjects with renal or hepatic impairment in
the absence and presence of strong CYP3A inhibitors.

Strong CYP3A inhibitors®
Without inhibitor With inhibitor
Renal impairment™® Mild 50 mg 25 mg
Moderate 50 mg 25 mg
Severe 25 mg Not recommended
Hepatic impairment® Mild 50 mg 25 mg
Moderate 25 mg Not recommended

1. Mild: GFR 60 to 89 mL/min/1.73 m?; moderate: GFR 30 to 59 mL/min/1.73 m?;
severe: GFR 15 to 29 mL/min/1.73 m?.

2. Mild: Child-Pugh Class A; Moderate: Child-Pugh Class B.

3. Strong CYP3A inhibitors see section 4.5*

Gender
No dose adjustment is necessary according to gender.

Paediatric population
The safety and efficacy of mirabegron in children below 18 years of age have not yet been established.
No data are available.

Method of administration
The tablet is to be taken with liquids, swallowed whole and is not to be chewed, divided, or crushed. It may be

taken with or without food.

* Interaction with other medicinal products and other forms of interaction

EU Ok #2021 4F 11 H 3GT)

(https://www.ema.europa.eu/en/documents/product-information/betmiga-epar-product-information_en.pdf ) (2023/3/6 7 7 -z X)

TE)EN OAGBNAE ORI CAA 2N+ 2 2 L,
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8.1 Pregnancy

Risk Summary

There are no studies with the use of MYRBETRIQ/MYRBETRIQ Granules in pregnant women or adolescents to
inform a drug-associated risk of major birth defects, miscarriages, or adverse maternal or fetal outcomes. Mirabegron
administration to pregnant animals during organogenesis resulted in reversible skeletal variations (in rats) at 22-fold
(via AUC) the maximum recommended human dose (MRHD) of 50 mg/day and decreased fetal body weights (in
rabbits) at 14-fold the MRHD. At maternally-toxic exposures in rats (96-fold), decreased fetal weight and increased
fetal mortality were observed and, in rabbits (36-fold), cardiac findings (fetal cardiomegaly and fetal dilated aortae)
were observed [see Data].

The estimated background risks of major birth defects and miscarriage for the indicated populations are unknown. In
the U.S. general population, the estimated background risk of major birth defects or miscarriage in clinically
recognized pregnancies are 2-4% and 15-20%, respectively.

Data

Animal Data

No embryo-fetal lethality or morphological fetal developmental abnormalities were produced in pregnant rats
following daily oral administration of mirabegron during the period of organogenesis (Days 7 to 17 of gestation) at
0, 10, 30, 100, or 300 mg/kg, doses which were associated with systemic exposures (AUC) 0, 1, 6, 22, and 96-fold
the MRHD. Skeletal variations (wavy ribs, delayed ossification) were observed in fetuses at doses 22-fold the
systemic exposure at the MRHD and were reversible during development. Exposures 96-fold the MRHD were
maternally-toxic (mortality, decreased body weight gain) and associated with fetal growth reduction.

Pregnant rabbits were treated with daily oral doses of mirabegron at 0, 3, 10, or 30 mg/kg/day during the period of
organogenesis (Days 6 to 20 of gestation), which resulted in plasma exposures that were 0, 1, 14, or 36-fold the
MRHD based on AUC. At 10 mg/kg/day (14-fold the MRHD) and higher, fetal body weights were reduced. At 30
mg/kg/day, maternal toxicity (increased heart rate, mortality, reduced body weight gain, reduced food consumption)
occurred, and fetal deaths, fetal cardiomegaly and fetal dilated aortac were observed at systemic exposure levels
(AUC) 36-fold the MRHD.
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In a pre-and postnatal developmental study, rats were treated with daily oral doses of mirabegron at 0, 10, 30, or 100
mg/kg/day (0, 1, 6, or 22-fold the MRHD) from day 7 of gestation until day 20 after birth. Decreased maternal body
weight was observed along with decreased pup survival in the first few days after birth (92.7% survival) compared
to the control group (98.8% survival), at 100 mg/kg/day (22-fold the MRHD). Pup body weight gain was reduced
until postnatal day 7 but not further affected throughout the remainder of the lactation period. In utero and lactational
exposure did not affect developmental milestones, behavior, or fertility of offspring. No effects were observed at 30
mg/kg/day.

8.2 Lactation
Risk Summary
There are no data on the presence of mirabegron in human milk, the effects on the breastfed child, or the effects on
milk production. Mirabegron-related material was present in rat milk and in the stomach of nursing pups following
administrations of a single 10 mg/kg oral dose of '*C-labeled mirabegron to lactating rats. 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 MYRBETRIQ/MYRBETRIQ Granules and any potential adverse effects on the breastfed child from mirabegron
or from the underlying maternal condition.
KEOWRACEQ2021 4 3 A G
(https://www.accessdata.fda.gov/drugsatfda docs/label/2021/202611s0171bl.pdf ) (2023/3/6 7 7 & X)

H Sy
F—A 5T B3(2021 4 7 J)

<BE  pEOWME>
A —A ~Z U 7 43¥4 © An Australian categorisation of risk of drug use in pregnancy
B3 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which
is considered uncertain in humans.
A=A N T U7 O CEQR021 7 HKET)
(https://www.ebs.tga.gov.au/ebs/picmi/picmirepository.nsf/pdf?OpenAgent&id=CP-2013-PI-02356-1 )
(2023/3/6 7 7 & 2)
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8.4 Pediatric Use
The safety and effectiveness have been established only for the following pediatric indications:
*MYRBETRIQ: Treatment of neurogenic detrusor overactivity (NDO) in pediatric patients 3 years of
age and older and weighing 35 kg or more.
-MYRBETRIQ Granules: Treatment of neurogenic detrusor overactivity (NDO) in pediatric patients 3
years of age and older.

The safety and effectiveness of MYRBETRIQ/MYRBETRIQ Granules in pediatric patients aged 3 years
and older have been established for the treatment of neurogenic detrusor overactivity (NDO) and the
information on this use is discussed throughout the labeling. Use of MYRBETRIQ/MYRBETRIQ Granules
for this indication is supported by evidence from a 52-week, open-label, baseline-controlled, multicenter,
dose titration trial in pediatric patients 3 years of age and older with NDO (Study 9). Results showed an
improvement from Dbaseline in maximum cystometric (bladder) capacity (MCC) with
MYRBETRIQ/MYRBETRIQ Granules use. The most commonly reported adverse reactions in Study 9
(>3%) were UTI, nasopharyngitis, constipation, and headache. Increased mean systolic and diastolic blood
pressures with use of MYRBETRIQ/MYRBETRIQ Granules occurred in patients less than 12 years of age
with larger increases in patients younger than 8 years of age.

Take MYRBETRIQ/MYRBETRIQ Granules with food to reduce potential exposure-related risks, such as
increased heart rate, as predicted by modeling of vital signs data in Study 9.

s
(2022 4E 12 1)

Paediatric population
The safety and efficacy of mirabegron in children below 18 years of age have not yet been established.
No data are available.

KIE ORAS CE(2021 4F 3 A ELET)
(https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/202611s0171bl.pdf ) (2023/3/6 7 7 & R)

H[E D SPC(2022 4F 12 A ET)
(https://www.medicines.org.uk/emc/product/2977/smpc ) (2023/3/6 7 7 & X)
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https://amn.astellas.jp/jp/di/qa/index.html
https://amn.astellas.jp/di/detail/be/index_be-25
https://amn.astellas.jp/di/detail/be/index_be-50
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