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2 4HMT, MR, AL | - AR DRA—EBEL......(0)
BT T HETHREMERT | - REETRV....(5)
5 HOIXENS BWHREET L | - O0WEE......(4)
yARN - NEE.....(3)
SR KEE.....(2)
AT EAEWEE......(1)
22 4 M, PEAEZMERT S | - IEFITEV.L.(5)
HIEOREZENSLWHY | -FH......(4)
15 FL7h, S SE......(3)
ERVL(Q)
CFERITIRV....(D)
e KA A > G 30 A
#2) SEP OB/ & A%
B BT 5
£ 5 & R [EIRAS
5 = N —DE~DOFANT
EXFE LN R
. [PEREACERL. Eae| ) XA
B LUE L2

OEWNT 7 B RXR HEREERR (7 ) v 73R D
[FRBR 3
<G>
20/ LA LD BT, 3 ALl EICh e » TEhilE R &2 A4 25 3834301 (777 BRHE86H], # &
7 7 4 /V5mgRE8SH, # X T 7 1 /L10mgRE86fl. Z & T 7 4 L 20mghE8elsl) o Zrds. EIESE
(EHE, PRERE, B MOYRIKZERIDEE (LA, &EME. RER) 1R L L,

<FHiE>
X KT 7 005mg, 10mg. 20mg X iE 7 7 v AR &1 H 1m] & 88 2 20V O BEEE G120 R SRR D i

< HhMEEFmEE >

LTFIZBTAN—RAF A4 b OEE

o [ERRFNEMEER 27 (IIEF) 2B T D EEHEE RA A L 2 a7y

o BEHHOMERICET2EM (SEP) OERM2*IZxtL Tixvy) EHIZF L7HE
o BEHRFOMRICETZEM (SEP) OERMZ* IR L NI EEZE LZEE

[FRBRAE L]
<BEHR>
75 R BT T 4V BETT 4 BETT 4
R (N=86) 5mg 10mg 20mg
(N=85) (N=86) (N=86)
SRR () 57 54 56 54
Phitdpe s o e B = 1 4 93% 85% 87% 88%
Ehikd B o HfE fiE
(195 37% 38% 37% 37%
ris e 24% 24% 24% 24%
i 38% 39% 38% 38%
P [ O R = 5338
O 28% 25% 28% 34%
ZREME 36% 27% 34% 33%
JRAH 36% 48% 38% 34%
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YNTF T 4 NG 56% 64% 56% 51%
AP &
e i 28% 24% 22% 31%
$E BRI 20% 19% 16% 27%
AISZARAE R (BPH) 10% 12% 16% 13%
=3 JIg g 22% 12% 13% 15%

<INEF PiEHERE R A A L AT >
HEFENEEMEEE R A A L AT I Ko TAHMZFMI L= 2 A, XX T 7 4 M iF0nThois
FECBWTH Y 7R ERERICHNTHERERUELZ R LT (p<0.001) .

24 - 23.14 23.3 & (FEH{E)
| 22 211 % *p<0001 7SR
| 20— HASWSHT
E 18-
g 164 16.0 o
B
b 13.9 . 14.1 141
i 12
3 104 .
Z

8- E 5
a 3

5 3

T 6- @

4_

2,

0 Y

TS5 eAE BES T4 BES5T 4 BEST 4
EmgE¥ 10me B 20mg B

<SEP O'ER 2 (FRADH) >
22T 7 4% FEADRS ] IZBL T, WTFNOBRGHIZBENTH T 78R BRGHIZHERT
BHaadeEE R L7 (p<0.001) .

(%) 90~
81.1 « 82.1 « (FiyfE)
80
72.1 % *p<0.001 3 75 tR
20 HAMSR

60
53.4

50

. TNIERS vme

47.6

-—
-

40

30

20+

o CEN T

10

L — 0
'S
G
. T
S
-
.
@
~

0

TR E AT BEZT4L AEZT1I
SmgEf 10mgEf 20mg ¥

12



<SEPOERI3 (MERRDRkZh) >
BT T 4 T THEARZORD ICBE LT, WINOKRERICBWTHL 77 BRI TH
BhaadE2 R L7 (p<0.001) .

(%) 80 -

S 70 4 66,4 + (Fi9fiE)

E 64.6 * A
P *p<0.001 3 7SR
g 60 - HAA
s 51.4
|3_ 50 -
E 40
[AY

&30 28.6
: 1
=

L 20

- i
§i 5.5 & 17.4 7.4 8.8
& 10 4 ?5& :

]
0 ¥

TS5 ERE 2EZT4)L BE ST 1)L BEST I
SmgE¥ 10mg #¥ 20mgE¥

<EEAME>

X HZ 7 4v5mg, 10mg, 20mg FEIZE] D 1T S i RRIER] 257 1 70 B (27.2%) (ZEITEH
MR ST,

TR BIVE AT 29 61 (11.3%) . L 13 61 (5.1%) . 1ZTY 9 6 (3.5%) . MILAE 6 6 (2.3%)
EThoT,

Qs 7 7 B AR R _HEM LRGSR (11 3RO G5 Rk
[FRBRTS =
<KktG 7k RHmEE >
o 3y HULIZOE > THREELZHAT S 18 L EOSENBEERE (77 AR 565 f,
B BT 7 4 Smg B 151 Bil, ¥ X T 7 4V 10mg #f 256 f5il, % %7 7 ¢ /L 20mg £f 1,220
i)
o 1 H 1[EIZHERRVEHE CHLERHR A& E
o TV YU IRBREIZZRBEOT A U CEM I NTZANE T T AR R E S R iR
(7 Vv REte) 11 R RE0FE L. AL G L,

[FERAE R ]

<IIEF #hiEgE R A A 2 a7 >

IIEF #EMEE A A L A aTICL s THEMMEEZRME L7 & 2 A, ¥ X7 7 4 M T0NnThoks
HICBWTH 7 7B AR GHICH_THERIGEEL R LT (p<0.001),

*p<0. 0018 TSR (F1E)
24— S EAH 236 «
I 22 20.7 4
E 20
E o] 17.7 &
% 16 — 153
14 143 146 145
-ﬁg 12 4 13.1
PRI £
1 %] = #
v 67 H
2 4- l l
pum | 2 —
7

TS5ERE 4574 FEST4L AESTAL
SmgE¥ 10mg &% 20meg#¥
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2)

<SEP OEH 2 (FHADAY)), SEP DM 3 (HEZDRE) >
BT T 4L HRADRE) ], MERZDORI] IZE LT, WThoOERGERIZBWTH 77 AR #H
BRI THERUEEZ R LI (p<0.001),

*p<0001% FS R (FE1E)
(%) 80 SRR 800
= S 71.4 %
% E 70 1
#, P
)]
=y 60 56.6 %
=lLi!
g 50 489
:| T 458 498 48.4
& 40
Ly e *® 40.4
& 304 @ &
0 T ¢ i
FTSERE  AEST L AEST L EEST4L
bmg#% 10mg & 20meg B
* p<0.001 TSR
(%) 70 shmnn 686 (FHE)
[ S
sE 60
® 5 554 %
=® 50 —
A=
& M i 39.6
3 40 *
1=
— 30—
: ) A
20+ }n 225 #E 251 223
b 8.0
€y =
:[]
v i
FSERE T4 AEST4L BESI4)L
Smg ¥ 10mg &% 20mg ¥
<EARPE>

%Ef%méhkﬁ??ﬁﬁ%:ié@ﬁﬁﬁ%m@ﬁﬁ(B%%) ZBWT, 7V A 2.5mg
~20mg FEIZE D £HT S 7= ER 2,047 7 599 B (29.3%) ([ZEIEH NGRS Hiviz, E/REIVE

IXBEYR 258 il (12.6%) . %ﬂﬂ%§89ﬁl®8%%;%%763ﬁ1BJ%L finda 57 11 (2.8%) .
IR 51 B (2.5%) S ThH o7z,

22 VERER

E%&ﬁﬁ%&bf3%%%Mb &R 2 X 6 » H MR U5, &ﬁ?74w
BED 23.9~57.0%ZEHWERMNIEH Liz, ¥ X7 7 4 VEHCHGE L Tied K< RSN =EWERIX
@W(Whﬁm%)&UﬁmTE(ﬂ%ﬂn%)T%otoﬁ@ﬁﬁﬂ%TM@Ehtﬁéﬁ7
177 AL, oOERKRER L FEETH o7,

B G- HRR OfEAT DFER NS . BRI G > THIZICHBLT DHRm 0 b 2 FEFRIL
NWighote, iz, FROFHORELE TOEGHYIF ORI OR R, 50, ﬁk?ﬁ&oﬂﬁ
I, BRI CRAORELZRDT-EBENELL | 20K, BOICHEGZORB 2RO EBE T
BT ENRE T,

DbEXy, RMEGICE DR EEERZR2MEOY 27 O EHIT, FICEO N1,

14



(5) BHE - WERIFER
1) &EMERORAAEREEBE BT DGt

EIN T 7 2R H R EGER T, SREME L RSB ZEREE RS 245 6] (RREMEEh kR
EERE ST RARREILB, XX T T 40 10mg BE29 i, XX T 7 4L 20mg Bf 28 Bl IREE
PEEERE TR REE3 B, XX T 7 40 10mg BE33 6, XX F 7 1L 20mg & 29 1)
22477 4 VORBEOSHEIZOW TG L7z, GRERE RIE. 1) EIEREIAT &KX
JEEBR ) DIEZM,)

THEFHMHIEH OFT X TIZBW T, XX T 7 (/b 20mg BE T 10mg B & bR TENTZZIRIVR S
iz,

T/, ZAMICE LT, 20mg BECB T 20 L OTHILARBR O X 5 2B e A EE SN DTN
10mg BE L U HZ < BO LNTZD, TNLUNOFESL TITHEKRGFNRBERO EHITED S
Mo,

<IIEF #hiEEHEE R A A A7 >

(RDZRTFHERVRERE)

10+ 9.3

4 8.5
s I

(RS ANENSV R S|
NUNVAR B nm——
(4,]

Il

FS5ERE S5 T740 BEST4I
10mg 2% 20mg B

RHERUVEBESANERSRE

<SEP OER 3 (Mxzorkth) >

(BRNZFRFHERVIEERE)
55

(%)
s 5. 52 48.5
~E :
| P 451 .
0]
sy 401
1 B 35
v 3
Iz 304
aF 251
=L
ﬁl 20|
£ 15+ 1.0
g 104 s
L]
2 o
= TSEARE AESITAIL EESTT4L
10mg 3% 20mg B
BEMRUVESNSEREERS
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2)

<“Z2eitE>

FREME R ONEA MR ERF TRV T, X T 7 4L 10mg BEZEN Y T DAL RIER] 62 4
14 1 (22.6%) ICRIER NGRSO HivTc, E72BIWERIZEM 4 1 (6.5%) . WAL 3 5] (4.8%) .
ETY 361 (4.8%), HILARE 16 (1.6%) FTh-olz, 20mg BTV TIIHIAER] 57 il 16
Bl (28.1%) IZEIWERDERS Hiviz, E2RFEIERITIERE 8 B (14.0%) . WL 2 il (3.5%). H{b
RE 26 (3.5%). IRFEM2 B 3.5%) ETH-7-,

Wi IR 2 A9 D B E R BT S MGt

EIN 77 2 AR B R EGRER T, BRI 2 S 0F 2 ShildlsE B (777 B AREE 86 BillFEIR
Rata L 676, APEHY 196, # & T 7 4 v 10mg & 86 FIFERF A2 L 69 5l, &0FH
01761, #2777 1L 20mg Bf 86 BIHERIF GO 2 L 63 B, &0FH Y 23 fi]) 2B\ T, ¥4
7 7 4V 20mg #ETIE 10mg #f & X TEN TR D RSN,

<IIEF PiEHERE R A A L AT >

194 (BN RFERURERE)

| 1%1 9.8
—~ 9.
< 10 6

L
A
>y 8
15 5.9
e 1
5K
@ A
£L 4
4 2.2
=3 5] T 1.5

7 T
1

T5ERE 457740 855740
10mg®¥  20mg®¥

HRAEEHT L

<SEP OER 3 (Mxzorksh) >

T5ERE 255740 345740

10mg®  20meR¥
BREaHHY

%) 60
g‘ ) o BT (BACETHERURERD)
IS :
& E 50 _ 45.3
)
| B 35.3
40 -
2 M
23 T
25w
LS
5Ly 2
20 1 15.2
L T
1t @
E& 104
L 2.2
= T
, 1
T5uhE 443240 455740 TS5t 4957140 84574
10mg#¥ 20mgH¥ 10mgi¥ 20mgH3
BREEHEL BREAHHY

<ZZ k>

BRI 2 A9 DEEREEREICB VT, ¥4 77 (/v 10mg BEZEID (11T 5= RIER] 17 HH4
561 (29.4%) ICRIERADRO bivle, ERBWER TR 2 61 (11.8%). 1FTY 141 (5.9%) %
Th o7z, 20mg FEZIBWTITHIAER] 23 filF 7 61 (30.4%) ICRITER 2 E8D bivlz, ERRIEH
VXEESR 3 B (13.0%) . AL 1 1] (4.4%). 1ETY 161 (4.4%). %P 161 (44%) ETHoT-,
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3) \fEEH T 2EEERT BT DM
EN T 7 &A% E BRI T, SiE 2 &0 2 SRR (777 2 ARRE 86 fil[H
JEAPE R L 6261, &0FH Y 24 B, X X T 7 4L 10mg BE 86 Bl[EIMIEA PR L 67 #l, AHFdH
D 19 fil], ¥ X T 7 1L 20mg B 86 Bl[m LG D2 L 59 6, &0FH Y 27 6] IZBWT, # &
7 7 4V 20mg BETIE 10mg #f & Fe R TEN T2 R ST,

<IIEF PEHERE R A A L R T >

12

10.6 (RN ZFEFEHERVERERE)

~ 1 T 04
~ 10 9.2

| E
AF
Z# 8
4 &
8

MEE g 50

5K
® 1
A 4
it > 2.8
2R T
~ 1.8

b 2 T

T5thE 2857400 3557400 TSt 493740 55540
10mgE¥  20mgEt 10mg? 20mefE

BmESHZ L BnEAHHY

<SEP ™ERI3  (MEARDREED) >

(%) 60 533 (R ZRTFHERVRERE)
- 52.2

50 46.3

40-
30

20 14.1

(IR o S AN —),) DhlE
NCREN TITH) MTeoBBS omey

TRl 4945740 355740 T5tRE 443740 3457400
10mg3¥  20mg#¥ 10mg#¥  20mgd¥

mmESHEL mEEHHY

<ZEetE>
ELEAE AT HHEREEBREFICBNCT, X7 7 (/b 5mg, 10mg, 20mg FEIZE D AT Hii-#
JEB 66 fFilH 17 B (25.8%) (ZEWEHADFES biviz, ERRWERIZERRE 4 61 (6.1%) . WL 2 6
(3.0%) ., 150/ 2 B (3.0%) . HEEUE 2 B (3.0%) . AAHMEFEIE 2 651 (3.0%) . 1ETH 14 (1.5%)
EThoT,
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4) AISZHREIBRITZ B E R 2R T o et GhMET — %)

AR A AR TR RIS LR EIBRIN 2 52 1 7o 1%, $hilefE & 72 o 723 303 6 (77 & AEE 102
B, #4277 4L 20mg BE201 ) x5 E LT, ¥XT77 40 20mg XiX7T7EAR%Z1H1MH
ZE 2 7R OERE T 12 LR D 5 U Te Sk L RIEE AL 7 7 B A R EH BRI TR
] b s & 50 L 7=,

ORGSR, IEF #EEE R A A 227 fiADRKY) (SEP OER 2), 2D S (SEP OE
R 3) ICBLT, T 7 4L 20mg BECIZT 7 B RBHCHANTHERKENRD b (p<
0.001),

<IIEF PEHERE R A A L R T >

B (FE14fE)
| 18 17.7 *
|
E 17+
F
% 161 *p<0001¥FF R
P HO AT
e 15
K
A 14
“ 133
¥ 13 k)
; ﬁ 12.5
7 12: E 123 % .
0 T m *
TSR BHZ T 1L 20mgEE
<SEP O'E R 3 (2D >
2 (%) 50
P -
g 405 + (Ft9fE)
F5 07 xp<o00iHT 51K
3 RSB
- 30 |
I
Ly
; 20 19.4
g £ 158 ;E 17
L 10 s E
i . 3
2 L)
5, v v
TSt RE 255 T 4 )L20mgH

<EAME>

AT ARDIBRIN S B E B 1BV T, X X4 T 7 1L 20mg BEIZE D AT S 7= HGER 201 41
80 Bl (39.8%) IZEIWERNFRD Hivtz, EREIWERITEER 41 6] (20.4%). JHIERE 21
(10.4%) . i 12 Bl (6.0%) & T -7z,
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(6) AERHEHR
1) ERABERE (—RERBKERE. BECRARERE. ERARELERRAR) . RERTRT —4

2)

(7)

R—RAE. WERFTERERABORNS
IR TE 5 AR AR AT 2
HEY : B0 T CARBIOM AR 52tk O 2 & i+ 5,
KGR IRMEITAEAT O 2D+ Ehii L ZOMEFRF N T I L2 S iz iR R e
Bk BEH 2007 £ 10 H 1 H~2009 4 6 A 12 H £ TITHIEREL & LT 2,151 Bl 288k L7,
JEGIAERR « A ZEA A S Av7z 2,095 B, ZEMEDOMENTXEE 1,635 il BRI DT R 51T
1,447 B T - 1=,
BIESHIRE - AFI OGBS 3 » HiE, 7272 L. AH 20mg 235 ST\ 5 BE TIE, KH
20mg AT BHIGED D 6 7 A, IET9 » AWM ZBENME L,
AL - HE  ARO B EZE T COMRMICESS T —2 &2 INE LT,
TEIEHE - BEY . TRIRENE. EREEKER 27 O EEiE (IEF EF) KA A 227,
BEFRE A ZE  (Global Assessment Question :GAQ) . A EHG /L
HRE
@ NEFEF RAA > A=a7T
P TIEF EF R A A > A a7 01%, AU5BREARF D 13.5 2 BIERAKFEMRED 242 ~ & HEIZHK
L7 (p<0.001), 55 20mg AKiiH HBAA LT 20mg |2 & L7 BERHZB W TH, AL
FBRLAIRE, 20mg ~O ] ERFE X OURERHEIRF O SR A 3 71X, EEI 134, 21.6, 24.4
& B G BRMARTIC R L TR A B REEN A LN,
@ GAQ
GAQ DM TlX. s REE 2R (1,447 B) DO H 5. 89% [FhEndk#E L= LAl
B LT, BEER] TR KI5 20mg Aili Thd > 72 BE D 87%71%, e K557 20mg
THoTZBED 89% THENUE L) LRIE Lz, #ENSEL] CRE LA
FOHIL, IMITEEIT OB N Z2FE L) LA LIEBEHE OIS, 288 LR AERS
EROWTIIZBNTH 98% ThH -7,
et
HEREZORBRIT 3.98% (65 51/1,635 . 78 1) Thoi-, TRAEFELL LT, IHFE
23 1.35% (22 ), 1ZTY 2% 0.98% (16 ), WIHLAS 0.55%(9 FNZFED Hivle, BHEERAE
HHE L LT, Bl EBREGRENZNEI 1 FERD SN AKHK & ORFEERIZGE S
iz,

ARBEHELTEREFEOARIIEIERE L-AE - KBROME
EARRANA

Z 0t
AR L
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VI. EMEREICET HEE

1. EEZPMICEAEHSILEMRITLEYE
Friz/a L

2. FHEEA
(1) YERERGL - YERMEF
PERHRIC X 0 —R(bZEE (NO) DRt e lElEnNzE U DHBRZ, ¥ X T 7 4 Vid, cGMP 43 f#
%% Coh D PDES ZET 5 Z LIZ XL VIFMIRD cGMP BE4 FR X5, ZORR, e
D3RR L. FEZEHR~ M2 8 K L CaliEE sk S b,

20



(2) EshFEENFTLHHABRBAE
1) PDES5 FHEMEM (in vitro)
B H T T 4 LEIRW) 72 PDES [HEARICTH D, ¥ 47 7 4 Vit M&fs-##i 2 PDES ##) InM
D ICso ETRE L=, # X T 7 4 /L0 PDES |2k 5 FHES) /11X, PDE6 (O PDEIL & Hk L
T, FNENT00 LN 145 THY ., Do PDE V7 % A 7L OE#ETIE, 9000 (L ETH
>723 (invitro) .

LDz &nn, X257 4Lt k PDE5S ORI APHERTHHZ LR RENT-,

E b PDE-ZAVHALIZHT 52557 1 LOBEEER LERK

PDE! N2 ICsofE 3 (uM) IR 4
1A 4 19+4 20000
1B 4 20+4 21000
1C 4 102 10500
2 4 46+8 49000
3A 8 40+9 38000
3B 8 19+5 20000
4A 5 28+5 29500
4B 5 21+4 22000
4C 5 2244 23000
4D 5 12+3 12700
5 8 0.00094 +0.00012 1
6 10 0.73+0.12 780
7 4 44+7 47000
8 4 2844 30000
9 4 1842 19000
10 4 8.5+1 9000
11 4 0.015+0.002 14

1 bt FNEETF#EE X PDE (PDE6 7, b b ElsE Sk)
2 DML LT=T —F & v b ST

3 FHfE L AEHERR S

4 PDES BHEMEHICRT3 2 b

2) FEXUERIAN cGMP #EFE EF7EM
WA MEE B 2 2 X Z 7 40 (30nM) ALE L7 D cGMP IREAZRIE LT 2 A, 24T
7 4 VEM TR ER ERIERD o NOEARTHL = a7y R MY U A
(SNP) fF7E FTid, SNP HIHODOGAIZEE L, cGMP IRENFEIZ EH Lz,

E MEEBRAEBHD CGMP EEICRIFT AT S T4 IILOEE

1.4

1.2 - * *
o
3 ¢ T I
ga
Im 087
(o]
Th 06
giﬁ -
z = I
5 04

0.2 L

0

g BES T4 SNP  SNP+AHS T 4L

(30 nM) (1 um
¢GMP= Y427 Vv 7T )vr—YEE SNP= = a7 Ly RE MY DA
#k =p<0.05 (SNP HSHALE b Dbk, — LRl iE 5 BT & O Student-Newman-Keuls test)
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3) RSB K OV A O sl 58 1
b RMEXBEIRD o 7EARE L x 7Y (1pM) TGS E2%I, ¥ ¥ T 7 4 V& LB
T5 EEIRY o 7IE5E TR L, & D ECso fEi 34nM CTh o 7=, £, ¥ X T 7 1 /L (30nM)
1%, SNP D2 X B RIMAENE R & 58 S H 7, BRI EMROEEZEME Th 57 8T L2 Y » (ACh)
IIN A NO PEA 2 TTHE S A1EfAZH LT 5, ACh OFENRY o AR %9 2 ihfElE
FIZ SNP LIRIERZETH -T2, ¥ X T 7 4 VX2 OEf Z s S w7,
EEEARICINZ, ¥ X7 7 40t MR H RO/ IME I LT b B CtkE
ERZ R L, £DECsofliiX 13nM Th o7, £lo, ¥ X 77 4 30nM) 1, /IMEFEIEA I
% SNP } Y ACh OiikE/EA & iR S 7=,

SNP RU'ACh @ E FEEHARMEERICRIZTTEIFI S T4 IILDOFE

(o) 130+ 120
100 4 == viehicle ok ok 100 - =8 control ok k
Tadalafil 30 nM . —3—5 Tadalafil 30 nM
T 1 T -
L fo"’H’ | L A T
SN iE 71 50 vy
& + 1] T /1
40 L 1.7 40 | _
20 prgdl 20 L 2
— g
ﬂ T T 1 ﬂ ':".'-. T 1
0,001 0.01 0.1 1 0 100 0.001 oo 0.1 1 0
SNP (M) ACH (M)

SNP= = hr LY R MU DA, ACh= 7EF LY

FEBROBBITEA LTz 53U UHEERE (0.1mM) 12 X B3BRIRITxT B s (%) &Ry (CEYEfE %
A7),

SNP: *#* = p<0.005 (FEALE & DOEEz, ol 5 B AT)

ACh: *#* =p<0.005 (EMIFWLE & Db, ool 8ot

VS BEAIN AT O UHEME N HEE PR B 2280 b il h o 7z,

TTRAFVUROT hrECDFAETTT FLF U U ROa Y AFEMERE 2 L, Y
R K> THET R U k= Y ARERPEOMRERORDN 6D NO i Z@#E Lizce 24, ¥
BT 7 4 AT IEZEMERR R EE A 56 2 B AR O s KU & T8 S 7z,

EFEEBRATEEFOEEMERRBIC L SMEMERICRETEIFISITAIILOEE

(9%) 120
control

1007 Tadalafil 30 nM * 4 ok

80

i 60

-
e —
- —

-t
—

20

0 T 1 !
0 1 10 100

RIBSARE (Hz)
=7 Uy (1pM) YUEST D5RIER (%) 2777 CEAEHARERE),

ik = p<0.005 CHEWIEALE L Ok, “IehE D T
EETINRTE ORURETE IS PRI BT b s o7,
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(3)
1)

2)

YEFFIRMERT - SRR

RFBRER ORRF (3% W T — %)

3y ALLEIChIE Y SEEEELHFTS 18 ML EO B 223 filaktg L LT, 77 Rt ¥4
T 740 10mg #E, XX T 7 4L 20mg BED 3 FEIZIEAEZAIZHEIV 1), SEP &R 3 (#hiELid+
INCRHGE L, HEARRICRREI L E L2 ?) 2R L U CRNR BB 2 7" 7 2R & bl U 7=, bt
TiE, BOEG% 30 pORRTHE X T 7 4 VB EE T T B RBEOMICARZZ2RO -6, 14
TORFMAZE S L THERBEI LTEBIEZ RO, Z X T 7 4 NFEL 7T BREEE O AT,
MEMICABZEZNRO bR R o e REATHR 24 T L7 (GEE &Y COX [BlJf iz T
FEHT) o

ZORER, # X T 7 1/ 10mg FEIE COX [Ef i T 5-1% 26 7312, 20mg #EIE GEE £ Tl
B4 16 5312, COX [EURHT CIlIBEH% 15 DT 7R OB EEZRDT-,

(5) 0=0.054 (5)

30 |-o- 30 30 |rm
" " p=0.042
= = 26
H A
% S
B L)
L L
f= =
B i
i &

*
p=0.012 g
15 oo @ 77777777 {17 U — L T

(g (s
10mg 20mg 10mg 20mg
(292) (300) (292) (300)
() HEXOBRIDOEH () MEXOERAOBEH
GEES% IC k 2fRHTHER (i F 517K (284) ] COXEIRA R (1 T35t (284) )

RS OME (2% s T — %)

3 AL EICh 0 hiEEEE2HT 5 18 ML Lo BIE 483 iz xtgel LC, TR, ¥4
77 4V 10mg B, XX T 7 4V 20mg BEAZ VT, 5 24 BRI L OY 36 T2 12361 R
DRELIZDOUVNT, SEP OEM 3 (MR DY) DOBIEFIDOFELEMED & 5RO EZ FH L.
7T R LT,

T ORER, B 5% 24 B TIX SEP OE M 312 Tixv) A LEBEA ORI, 77 v REED
MN8%ITH L TH X T 7 4/ 10mg BET 55.8%, XX 7 7 4/ 20mg BET 67.3% & AREICEm < (£
ALZEH p=0.038. p<0.001), 5% 36 FEHICHBWNTH, T EARED 32.8%IZLL L TH X T 7
47V 10mg BT 56.2%, # X 77 4L 20mg BET 61.9% L HEICEN-> 72 (Wt P<0.001),

(9)80 *p<0.001 #*xp=0.038
(R=254 U oDELE [R/MZFFHIE]

B 6.3+ [2oUVT, HTS50A) HSESH

{?\;254 61.9 * (FiiE)

ZFE 60 1 55.8 # % 56.2 %

[E] #

B®

L 36 41.8

=B 40

@ [ T 32.4 ] 30.4 T 30.9 T 32.3 33.2

£t 7 &

LRS- i B )

ED 2 ] 2 B

D" Bl # Bl i

F #

53 | | }

= P LT BEST4I  BEST4IL P AESI4  BEZT4IL
10 mg 20 mg 10 mg 20 mg
®524 5% BE53685M%
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VIL EYEIREICEI HIER

1.

MR R DR
(1) AREANEDRE
R L

(2) BRERARCTHRESIN-OPRE

1) Hia$eh:
H A N fdFER A36M%1lC % # 5 7 L5, 10, 20, 40mg™ ZHER OEG LIt EDEZ X T T 4 )V
DOIMABEF PRI, $50.5~aR5H] (Tma® FHIAE, WF[HE) OICE— 7T L2tk THK LT,
T 2 TN T HI 14~ 15058 T - 729,

BERAIZAAS T 4)L5mg. 10mg. 20mg. 40mgZHEEESL-EED
mFh R A5 T IILEELYEH L-EYHENT A —4

P R n ( @U,Cﬁ)i) Conax(ug/L) Trnax(h)? Tua(h)

5mg 24 | 1784 (35.3) 95.6 (30.0) 3.00 (0.500~4.00) 142 (19.9)
lomg | 23 | 3319(325) 174 (26.5) 3.00 (0.500~4.00) 14.6 (20.9)
20mg | 24 | 5825(232) 292 (26.1) 3.00 (L00~4.03) 136 (17.1)
20mg | 23 | 10371(323) 446 (20.2) 3.00 (0.500~4.00) 149 (200)

Sl B (AL B AR %)
a R (FEEH)

BERAIZZ2A ST 4/L5mg. 10mg. 20mg. 40mgZBEEEFEELE-EZ=2D
miEfA2 5574 LBEHT

=
5 600
§ N —e— 5me  (n=24)
500 | —m— 10mg  (n=23)
ol —&— 20mg  (n=24)
8 a0 —+— dimg  (n=23)
2
I}; 300 4 (EHEE + )
Ix) 200 4
i)
EIM-
gl —, y
= 72 9 120

5% (h)
(JE : 40mg (XEWNARHE L B2 5, AGEHE - HEOFEMIT (V. [WRICET A )

2) KEEE
HARNGERRA 18 BNCH X T 7 4 20mg 2 1 H 1[E 10 AMMEROHELGE LI-LEDE X T
T A NVOMFFERREL G 4 HHETIZTEFRREBICE L, EFIRETOX XZ 7 LD AUC
KON Crnax IR EI HRE & LRl U TR 40%E8 00 L 7= 9,

BERAIZASTS 7 4)L20mgZE1BIEIOEEIRERE LIz EDMBEREFS T 4L
BELYVEH LE-EYEE/ NS A—4

H# n AUC (ug * h/L) 1 Crmax (Ug/L) Tmax(h)*2 Ta2(h)
1HH 18 4478 (14.9) 339 (16.3) 3.00 (1.00~4.00) —
10 A H 17 6430 £3) (18.7) 461 9 (18.4) 3.00 (2.00~4.00) 14.5 (17.9)

S B (AL ER %)

1) G- FERR I (24 HT) C o M4 i A I BE T T A

T£2) HHRAE ()

1E3) GERIRIBIT IS T D 45 5 KR (24 17 [H]) T D S T 3E A3 T
TE4) FEFIRRRIC R % figm i b - i
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BERAIZASFS 74)L20mgZ1BIEIOBMIREROKZELI-LZD
MmEEh A TS T 4 LEEHDS

(ug/L) 600
500
n 4
#2400+
th
5 |
¥ 300
5
j n
4
) 200
2 ] T & & o & s
100 -
0 I
[ T T T T T T T T T T T T I 1
0 48 9 144 192 240 288 336 384

1 5B (h)
N=18 (72 FELIFE N=17)

(T - AN OARAE - AEICT, NAOHRELFIEE U, KERET24EM EE 35, ) LRlish TS, K
RAE - HEOFEMIE TV, WRICET2HE] 2])

(3) Hh&EHE
AR L

(4) BE - HREOEE

1) BFEDOEES
ERERC N 18 i # 27 7 4L 20mg & R% (WIENE) SUTZEMERHCHER OB G Lz & X
AUCooo % O Cax LI EFERIUC X 2 EIRO N o 7o GMEAT—4),

BERANIZZAF ST 4)L20mg #ZEFRUVRE (BEHR) (CEEROKRELEZLEZD
MFRE2FSTAIINREL YRR LEEYTHRE/NSA—4

ATEE (CV%) KT D b

KBRS T X — 4 (B2 HE )
% (N=18) | ZZfERF  (N=18) (90%/ZHEX ) @

AUCo.» (pg-h/L) 6943 (27.8) 6419 (32.3) 1.08 (1.02,1.15)
AUCoun (ng-h/L) 6896 (27.4) 6372 (31.9) -
Cimax  (pg/L) 345 (26.5) 297 (29.8) 1.16 (1.07,1.26)
Tmax (h) °® 250 (1.00~4.00) |2.00 (0.500~4.03) —
Tiz (h) 17.0 (25.5) 173 (24.2) —
a KEEBIEOEHEDFEL | 2D I0%EHHK M ZWZE B LT, BTEAEO LK OZE D 90%(EHEHX

MaHEH L,
b HOLE  (FEPH)
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BERAIZZEF ST 4)L20mg ZZEERRUVER (BEME) (CEREOKELLED
MmEFRE 55T 1 VIREHTR

(/L) 450

*—0—0 H557 1)L 20mglkik
O =0 -0 2457 1L 20mgZEi B

]
3504
300
noéf

200

T A YU Bike

l; . 2“4 . . 4‘3 I . 72 . - 96 . 120 I : 1;4
185 (B30 (h)

2) PEFHEED

O 7 bhary—nr~eofEEH GMEAT—%)
R AN BAE 12 Bl &2 b8 7 b ad Y —1 400mg (1 H 1 [BIER DG, ENRREE) L4
X277 4V 20mg ZOFFHIEE LTofER, ¥ 2T 7 4 VD AUCowlT 312%, Coax (3 22% E5H-L, #
WIFDT VT T AT T6%IE T L=,
fERERR A B 11 FlZ 827 =Y —)L 200mg (1 B 1 [FIEROESL) L2277 40
10mg ZBFH#BEG- LT-fE 8. #4257 4 00D AUCow0lE 107%, Comax 13 15% EF- L 72 9),

@ VU b FENEDOHEER GMEANT—#)
fERERA 16 B2 U R E/L 500mg 1% 600mg (1 H 2 [R]) &% X F 7 1L 20mg Z0f &5 L
Tel &, ZXTT 4D Coax 1E 30%IK T L7223, AUCol3 32%8 0 L 72 9,
fERERR A 8 BIlZY R EL200mg (1 H2[\) XX T 7 4V 20mg 0BG LR, ¥4
Z 7 4D Coax [EFIFEEETH 5723, AUColT 124% EH- L7217,

@ V7yrerrEOMAEEHR AEAT—F)
TRERER N T 18 Bl (19~58 %) X, ¥ X T 7 4 VHAR G L) 77y e v 2P L
L X DAFNOKyEREZ LB LR R, V7 7 o B L ORI L Y AHI o i HE i s
KT Lz, E£72, T 0 7 U770 23K 8.5 8N L., AUCo. (88%H7) KN Cnax (46%
KT ICERMICHE R TR bz 8,

@ W ZREFETH (=FF20) HIEEAl OKBLT V2 =0 A7)0 < Kigb~ 7 %3 7 LELA A
EOMAEER GMEAT—%) 10
fREERR 12 61 (BIE6 B, &k 6, 22~40 %) ZxfGL L, X T 7 (/L 10mg HA|, il
Hl OKEE{ET VI =0 A0 « Kb~ 7 3 v 0 ARG AL LTHIBELA A & §25) x24T 7
+ L 10mg OO KO Hy ZFREFEHA] (=FF V) X2 X T 7 40 10mg OHFFHO 3 [AOE
MR ARG 52T o7, TORER, =FF P UICED2ENPpH D EFICL T, X T 7 4 L D3
VENREIXIZ L A EBEZ T ool FIBRLAHIE 7 %7 7 41 10mg & OFFH Tl Conax 23
30% T L, WIGEEME T2 00, IRERICEITRD NPT,
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BEBAIZZZZ 7 4)L10mg BFIRU=HF 2 300mg & 5 L\ EHIEEEE &I 20mL ZHA L
FEEDEESTAIDEYPBE/NT A — S DERIAFEIE (ZEFHE%)

R E (ZERE%)
7 A2 LD e | ot | 277747 tome
(N=12) (N=11)
AUCo (pg-h/L) 4088 (23.3) 3900 (29.6) 4096 (30.8)
AUCon  (pg-h/L) 4050 (23.0) 3863 (29.6) 4066 (30.6)
AUCo24 (pg-h/L) 2401 (14.3) 2199 (25.7) 2557 (22.8)
Cmax  (pg/L) 170 (20.9) 139 (24.9) 196 (21.9)
Tmax () * 2.00 (0.500~6.00) 4.00 (0.500~6.00) 2.00 (1.00~4.00)
Tiz (h) 17.2 (24.4) 17.7 (27.6) 16.7 (25.6)

* rpaRfE (HEPH)

® XY T HAEOHMEER GMEAT—%) 1V
R N 12 B (24~58 %) ZxXfGel LT, X477 4/ 10mg % H[a K OSER OG- L,
CYP3A4 DIEIRANTH D I XY T L 15mg & OPFFHICHOWTHRF Lz, ZTORE, ¥ 54T 7 4
UL Y T LAOIEYBNREICH] b Do g8

BRI IR T,

HER 15, 28, 42 BBEIZEITEHE~N—RF/4VE 1 BERUSHBEDTY) &
SEVILOEDBE NS A DEAFYEDL (90%IEFEXM)

SATEEME DL (90%(EHXH) *
FOBEAT A—H 15 A/—RA T A 28 A/IN—RT A 2 HN—RT A
(N=10) (N=10) (N=10)
AUCow (pg-h/L) 1.10 (0.96, 1.25) 0.87 (0.76, 0.99) 1.02 (0.90, 1.16)
Cmax  (ug/L) 1.02 (0.85, 1.23) 1.05 (0.87, 1.26) 1.13 (0.94, 1.36)
Tiz (h) 1.08 (0.93, 1.25) 0.94 (0.81, 1.08) 1.12 (0.97, 1.30)
CL/F (L/h) 0.91 (0.80, 1.04) 1.15 (1.02, 1.31) 0.98 (0.86, 1.12)

A BE OO FE L | ZF D 90%(EHEK [ A W28 HE U C. S ERIE D b & OV D 90%(E HE K ] & B

L7,

B 1 HAKO 8 HA=X 4V F A 15mg HAIZ R O &E
HRBEISHERV28 HE=X¥Y T A I15mg+ 4 X T 7 4V 10mg(¥ X777 4 VKERS1THARR14 HH)
Wbk 42 B =4V 7 LHFEROEBE (XX T 7 4 VIEEG 05 14 B%)
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® TAT7 4V EDMAEER GMEAT—%) 12

TERERR AN B 17 B (19~455%) Zxt5 b L, ¥ X7 7 4L 10mg KT CYP1A2/PDE FEZRIFIFH
ERNTHDLT AT 4 ) % 7 BEOHHRG LR, 22477 43T 47 4 U o o3y EhkE
B E RIES 2o Tz, iz, ERERAICBWT, ¥4 77 4 10mg 747 4 U &20FH
BRI, DA L, BRICEIEE 225 b0 TIE W B b,

BERBRANZAZSI T4 I0Mg FHEFEES T4V TSERETF T4 ) UEHALIEEZD
TAHI74 ) DEEKRE (7HB) I2BIT2EMENRE/NT A —FDEMFEHE (ZHERE%)
RUFDHE (90%{ESiEXME)

WTEE O (ZERHY%) A EEfE O L
TET 4V % %57 4 10mg EHETT4NT TR (ZHET7 40 10mg+T 47 4 U v/

IERE T A — +FE T4 +FF T4 BETITANTTRR+TA 7 4V V)
(N=14) (N=14) (90%(EHX) * (N=14)

AUC:ss (mg-h/L) 175 (13.7) 177 (22.4) 0.978 (0.915, 1.05)

Craxss  (mg/L) 16.6 (14.2) 16.7 (22.8) 0.982 (0.915, 1.05)

Tmaxss (h) ° 4.00 (1.00~10.0) 4.00 (1.00~6.02) -

Cavss  (mg/L) 14.6 (13.7) 14.8 (22.4) 0.978 (0.915, 1.05)

CL/Fs (L/h) 3.12 (26.7) 3.09 (31.8) -

AUC:, =12 SR IIE (12 BFfH) T oo i h 380 T i f

Cav, 5= TE HRTBIZ IS 1T 2 T34 i il 2
a RPEMEOFIEDE L £ D I0%FHIXIH 2 WA LT, BAPFEMED K OE D 90%[FHXH 2R i L7z,

b R (FEEH)

BEBANTA T4V FLEETAI74)0T75€RE1H2E 7 BEREZOKRSL.
AEST4N10Mg £IEE2ES T4 L T5€RE 1B 1 EAHOAREROKREIZLY
ALz ENRE 7 BEDRS 8 BFEF CORMILIEHDE

s KREDE (5 1—#5
Beh1 Beh 2 2) (95%(SHEX M)
L fE 6 (4, 9)
TEHT 4V DI 7T RO I /M 6 (4, 9)
I KA 7 (2, 12)
SSEN 3 (1, 6)
X257 4L 10mg DI 7T RO e/ IMiE 4 2, 6)
S I} 3 (-2, 8)
- S 10 (8, 12)
Tz e 75 ROB NG 8 (611)
e KAl 12 (8, 17)
N S 3 (1, 6)
yf;;;f;(‘)/mg TAT 4 VD o/ ME 2 (-1, 4)
e KAl 5 (0, 10)
_ S 7 (5, 9)
55;;;’4/}/;(31% B KT 7 4V 10mg D H SN 4 (2,7
e RAE 9 (5, 14)

BHETT 40 10mg D& : XX TT 4N 10mg+T 47 4 V7T eREs
TAT A4V DR ZXTTANTTvR+TA7 4 FE
TITRROHR: ZETITANTTER+TAT7 4 ) T TRES
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@ U7y Vv EOMEMER GHEAT—42) 1919
faERER N 14 61 (19~54 %) ZxtBE L TH X T 7 40 10mg %, REFERA 16 5] (31~59 5%)
EXBRELTHET 7 40 20mg ZKERAOKREG L, VL7 7 ) RISV TRET 21T 72,
ZORER, XX T T4 MITNT 7 U v OEMENRRICERR EH BB RIS 2ol

BERAIZAZS T 4)L10mg. 20mg XIEAZS T4 LTS5 KREDTILT 7Y 2 25mg ZHALT-
EEDTERBREICEITS (R) -BW (S) -TILIT7Y UDEMEFEE/INS A —F DL%MAEHEDLL

(90%1EFERXE)
KT D L
(FETZTANHTNT 7 ) 25mg ¥ ZT T 4NTTER+T N7 7 1 25mg)
(90%EFXMH) @ (N=12)
X KT 7 4 v 10mg BERAEED
- U AN % AN
DT 7 ) ST A w TrrT & Ty
AUCo (mg-h/L) 0.89 (0.85, 0.93) 0.87 (0.80, 0.94)
Cmax  (mg/L) 0.82 (0.72, 0.92) 0.80 (0.69, 0.92)
X KT 7 4 )V 20mg BHERAEED
- UL U - UL U
DA77 AT A W —vrrTy S Ty
AUC 0 (mg-h/L) 0.930 (0.887, 0.974) 0.917 (0.880, 0.956)
Cmax  (mg/L) 0.963 (0.921, 1.01) 0.961 (0.923, 1.00)

a MBEMEOTFHEDOEL . FD I0%EHEXM 2T EH L T, K EHHEOLL L O D 90%FHEX M2 FiH Uiz,

Flo. XX T 7 4L 10mg, 20mg KR ORGRHIZ U VT 7 U 2 25mg Z#HEREO&K G Lz L &
D7 m hr BRI RIET RIS OV TRE LERER, #4777 1/1 10mg, 20mg & &7
TEREWEELT, VL7 7V c kb7 v bry B Rl OERICHEFIICE B2 22T
VRSV A WA IRl

BEBANIZZ2FST74)L10mg RIF TSR EREEOH/RS L. 7THBICTILT 7YY 2 25mg &
HEZOBSICEYHFRAL-EZOTO OV E VERBIOEY /RS A —45 (ZEHRE%)

ZHT 74010 mg 7TER b a
INT A—H +ONT 7 +ONT 7Y o)
SHE X
AUCpr (s+h) 2238 (7.67) 2271 (6.31) 0.984 (0.966, 1.00)
Cmaxpr  (8) 19.2 (16.0) 19.2 (8.44) 0.991 (0.952, 1.03)
Tmaxpr (h) ©° 36.0 (23.9~48.0) 36.0 (23.9~48.0) 0.0125 (-5.98, 6.00)

a (XEZ74010mg+ILVT77 VYY) | (FT7R+TILT 7Y )
b FUfE e/ MiE — e K AE)

BEBAIZZZZT74)L20mg RIF TSR EZRELOH/S L, 7THEICTILT 7> 25mg &
HEEO/SICEKYGALEEEZDTO OV EVERDEY/RS A—5 (TBIHEH%)

B XT 7 4020 mg 77N I o
INT A =X +UNTy Y +UnLT77 Y o)
SHHX
AUCo.-tiastpr (%) 11294 (9) 11421 (10) 0.993 (0.965, 1.02)
Cuminer (%) 53 (19) 54 (27) 0.977 (0.913, 1.04)
Tminper (h) P 36.00 (24.00~36.02) 36.00 (8.00~48.00) 0 (0, 6.00)

a (FEZT7402mg+INVT77VY) | (FT7R+TILT 7Y )
b HPE /Ml — d K fE)
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® 7TruvvErLOMEEH GMEAT—%) 19
fatREpk A 18 B (B4 15 i, 2ok 3 1], 25~73 %) ZxRIC, 7L ey Smga 1 H 110 14
HREIKER OG- L%, X477 44 10mg HHWVIET T REZHEROKEG L, 70 PE
DEFIRBOIRYBNEEI T HE X T T A NDOFBLEIME LT-, TOfME, ¥ X4T 7 4 /LH
B O GILT Lr Y OEFIREOEYENEICEE L KT I ol

BERANCATS T4 10Mg RIFEFTS T4V TSERETZLOCEY 5mg ZHAKRE LIS
DEFEREICHEITETLODE L DEYENEE/NS A —2 ORATE (ZBERHE%) RUZFOL

(90%1E3EXFE)
KA (R EFRE %) KT LI D b
A= R = BEZT 4N 0mg | AHT T 4NT TR (ZHZ7 40 10mg+7 LT E Y/
(N=18) (N=17) (90%(EHEXH]) @
AUCo24 (pg * h/L) 174 (37.8) 163 (34.2) 1.04 (0.994, 1.09)
Cmax  (ug/L) 9.34 (36.6) 8.57 (31.3) 1.06 (1.02,1.10)
Tmax  (h) ® 8.00 (2.00~10.0) 8.00 (6.00~12.0)

a REEBEOTFIHEDOZEL | F D 90%(FHEXK ] 2 Wi 2 U T, (i EEIE O I OF D 90%(F X &2 R L7,
b FdefE (FEpH)

TR AN 2R RIC X X T 7 41 10mg XX 20mg & 7 L P 20 Lz & & O fE R OV
B RIETHRBICOW TR 21T o7, 2 X T 7 4 VLT 72 REED 14 HRIS 1 H 1 [E]
TLAuYE Yy smg #EG Lz, BHICH X T 7 40 10mg, 20mg L7 T RET LU B
CRIFFICHEEIRO®HG L, 24T 7 4 VUL 7 v R 48 % £ To HB{TE) FiLER O
DA IE LTz,

ZDORER, X T 7 4V 10mg FEREO ME FREE OUDAEEENIT DT Th Y | BIRMICAE R
7RI BAEIERR O b o T2,

RERA7LOSELAREROBEL. 85457 4L 10mg RIF TS5 €K%
BEROBEICLYHELEE 0B 8 BEEE TOEBATHTLERCDES

B 577 4/ 10mg FAZA SN s
ENFNT A= +T7 ARV +7arVE o e
IAEIImE (mmHg) 116 119 =3 (=5, —1)
JERMIME  (mmHg) 72 74 —2 (=3, 0)
L% (bpm) 70 66 4 (3, 6

* (AETT 4N 10mg+T 2P y) — (FT7vR+TL2BVEY)

T2, XX T T 4L 20mg FeHRFOUHE K OYEE M E DR KBV EIZ T T B R 5 &%
TIEEAERL, £, DB OETZDT N THo T2,

BERANCTLADEVEREZOKEL, 29574/ 20mg XIET SR %HMA
BOBSICKYHALIZLZDRE U BHEZECOEBRTHTOERVMAROEAELE

A KT T 41 20mg 7T R .
HIFNT A= +T7ARVEY | +TARVEY o
(N:19) (N:19) (9541D¥Elzﬁfﬂ)
IS i T O fe KB b A2 (mmHg) —22 —22 —1 (=5, 4)
PR M O R KE L (mmHg) —19 —20 1 (=2, 4
DB ORKZE/LE (bpm) 22 18 4 (0, 8)

* (BETT 40 20mg+T AP Y) — (FTRAR+TLIOIEY)
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@ 7Tra—neoMEER GMEAT—4) 19,17
AN ERRE LT, #X T 7 40 10mg HHWE20mg E T va— Lz LicEEZDT v
=D AUC, Cumax (%, 73— VBB L E_TETRD DN oTe, o, ¥ 5T 7
4 20mg ETNAA—NEWHALIEEEDZZ T T (LD AUC, Cuax 1F, XX T 7 4 LV EAIEE
B LR TETRD N7,

BERAIZAZS T74)L10mg, 20mg XI(FEES T4 TS5EARETILO—ILE
HALEEEOTILIA—ILOEYBIEE/NS A —F QRATFYE (ZERE%)

4 NIALS R I ¥
Pl e \ el I E (&%ﬁ’f?ﬁ%&%) ‘
S ENEE ST A — X H BT 7 4 10mg 2R TT 4T TR
+ 73— 0.7gkg (N=16) |+ 7 /L2—/0.7g/kg (N=16)
AUCo; (mg * h/mL) 160 (12.7) 158 (9.46)
AUCo.n (mg - h/dL) 185 (20.2) 162 (40.6)
Cmax (mg/dL) 79.3 (15.1) 76.6 (19.7)
2% N7 A ()
Pl e \ S I E (CVAJ)‘ ‘
S ENRE ST R — X FH T 7 4 20mg BHETT4NT TR
+ 7 b a—)1 0.7ghkkg (N=53) |+ 7 /L=1—/L0.7g/kg (N=51)
AUColst (mg - h/dL) 131 (12.8) 126 (13.9)
AUCo2 (mg * h/dL) 127 (12.2) 121 (14.4)
Cmax (mg/dL) 84 (15) 81 (15)

AUCo.ttast : 0 2> HIRAETEREFRER A » MZEBIT D AUC

BEBANICATS T4I)L20mg E7IILA—LRIETZILIA—ILTSERZHALE
EEDATT T4 IDEYBNFENT A —F DHRMITFHE (EEHRE%)

. ALY (FRER LR
BETT _ B fn] 2 (R@J{@k@#
SEIENRE ST X — X A H T 7 4L 20mg A H T T 4 20mg
+7va—07gkg (N=54) |+ 7 La—LT7TER (N=54)
AUCo.tlast (ng-h/L) 5107 (23.2) 5157 (29.2)
AUCo.24 (pg-h/L) 5092 (23.2) 5143 (29.2)
Cmax (ng/L) 349 (25.8) 356 (29.4)

AUCo.ttast : 0 2> HEAKTEEFRER A » MZEBIT D AUC

TERERLN 2 X RIZ X 2T 7 4 /b 10mg U 20mg BRI 5. & 77 L2 —)1 0.6g/kg X% 0.7g/kg D
W2 X DIMETFESDOREL B LICRER, 4 R BH 227 7 4L 10mg &7 v a—/L 0.7gkg &
O L7z 1 RBRCILE FRRICHRARD S, —@EobTemcdh v, BEAICH
BTN EZ BN, XX T 7 41 20mg & T /La—)L0.7gkg 0 Li-ftho 1 i Brick Wy
T, XX T T 4N ET I a— OB CEREIMED 0D 12 FIOYERE DD 14 1 (TR E
T L a— LOFRBETIZ 2 G105 2 1) . ROVESEMRIMEDS 3 BlOWERE 1S 31 (FT7RE
Toa— B TCIERO NN T) BB bz, LoL, KRB ERHEOX X T 7 4L
BTV a— L tHORBREITo1- & 2 A, AEOFERGIIRD LR T,
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TAEY v OMELER (OHEAN)
TAEY > 1 H 1A 300mg KEROEGEICH X T 7 40 10mg X% 20mg % BA[ARE O# 5 L
7o & 2 OHIMKFFIER ~DEEBIZOWTHRET L7EfER, 7 A8 Y iR iR & (2 %)
LT, #7714V 10mg KO 20mg OfF HIZ K 25233 bz o 7z,

REERAIZ7 REY »300mgZ5BRIREZAKE L. 5BBIZZ2 557 1)L10mg
XFTSEARZHEEROZREICLIYHALELEEDTREY V518 B R US5H B O H M khE

1HH SHH
B G-l BeE-Ai e 530 1% e =
(FEHERmZE) | (EREREZE) (FEY¥ERZ) | (95%EHEXME) | (95%FFE X M)
(min) (min) (min)
TIER+TAEY 1.78 1.07

(N=14) 445 (0.652) | 8.45 (3.10) | 9.57 (5.88) (140, 2.28) (0.883, 1.31)

ZHTTAM0mE+T ALY 1.70 1.02
(N=14) 440 (1.10) | 7.52 (1.84) | 7.73 (2.16) (138, 2.11) (0932, 1.12)

a (SHHELGHD / (1H B 50D
b (SHH#EG3RME) / (SH HEGAI)
¢ 1BIASHBHEERNCHE LizTz, BT &5 LT,

NEANBREAIZTRE »300mgZ5HEIRERZARE L. 5BBIZZ %357 1 )L20mg
XFTZ5 AR ZEERORSICIYHALLEEZDTREY V518 BRUS5A B O H b5

1HH 5HHE
5 ¢ 551 BeH- 304 tee kb
(EHEfRE) | (EERZE) | (EEREZ) | (95%EEXE) | (95%EHEXH)
(min) (min) (min)
TR+ T ALY 1.45 0.784

) 1. . } 449 (1.
(N=14) 397 (150) | 6.03 (3.05) 9 (163) (1.16, 1.81) (0.627, 0.980)

2HZTT 4 N20mg+T ALY v 1.52 0.846
(N=14) 3.99 (1.46) | 6.29 (279) | 5.13 (1.97) (121, 1.90) (0.677. 1.06)

a (SHHELGHD / (1H B 50D
b (SHBE#G3NRHIE) / (SH HEGH)

2. EYRERI/NS A=A
(1) fBWAZE
Jrayv—hrAL NEFL

(2) BILEEER
R L

(3) HREETEH
P -L A
(B>
MAER & 25 7 ¢ VIR ORI 14~15 FEfl CTh -~ 7=,

(4) DIUVT7S2R
CL (L/hr)  2.80~3.43
K KT 7 4)v 5mg 25 20mg O HEEFHIZIEITS CLF X, HAANT 2.80~343L &, 4L EA
(2.59~2.79L) t[RIEECTH Tz,
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(5) PHBRE

vV (L) 572~673
B HT T 4 Smg 5 20mg O FEFFRIZI T D V/F I, HARANT57.2~673L & 4HE A (58.6
~633L) LFERTH-T,

(6) it

3.

LB L

BEH (REaL—av) f#F

(1) BBHE

B L

(2) NFA—FEHER

4.

AR L

IR 4R

WPGERAL - 4B R L

R BMEIN) : 36%LL 1

SR E N DREEERA 6 BillC 4C-%Z ZF 7 4 /L 100mg P Z BRI O#% G Uiz & & 0544 312 B %
TORSFBERIRITZIEMF T 60.5%., FRH 36.1% TH 7= ®, ZDZ E0nbh, WINRITHRGED 36%
DL EEHEE ST,

(V£ : 100mg IFEWNARHA & & B2 5, AGEHE - A0 TV, IRRICET25HE | 2,)
INAFTTRXATEYT 4 ZETT 4 VIFREEDNOIEA T MAEME TH D720, B F~OFE
B GRFNZBHHE L TRV, 2072, Mkt 3T _A B YT 41355 THR,
<BE>

Ty MIBITFAINNAFTT XA TZEUT 41F, BET 53%, HET 34%TH o772, A4 XTBITHA A
TRAZEYT 41X, BET 18%, HET10%TH -7,

il

B X T 7 4 Smg 02D 20mg O HEFIFHIZIS T D VIF 13X HARANEEERSA T 57.2~673L & SMEA
RN (58.6~63.3L) LIZEFREKTH Y, ZDMHEMNDLZ X T 7 4 MTHBERBATIETH D Z L2
IR STz,

(1) Im%&— kM RETE

BRI L

<HH>

~ U AT 15mglkg DX X T T 4 NV EFRAEE L, &5 90 %GR R OMNO % %5 7 1 v
DWEEEZNELIZEZA, MPBREOBLE 12%DF X T 7 4 VHRIMN~BIT LT Z &b,
B H T T 4 VDI — BT E A RE S iz 19,

(2) m#&—RaRERFT @AM

U ERR L

<BE>

410% 18 H B @ Fischer3d44 7 v NI MC-# X Z 7 4 V% 10mg/kg DB THREREOKLLG Lz L 2
A, NRHE CHETEEE S S h, £70, RYUEM (BB, ik, M, B, B sk O
) IZHIRD D FEEOBINEHEWEN RN EINT-Z &b, X477 4 Vv D 0IEE ORGH
W) D RERBATIED RIR S LTz,
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(3) A~ 1THE
MR L
<HBE>
FEFLH @ Fischer 344 7 M UC-Z X T 7 4 V% 10mg/kg DR THERAKLE LZE Z A,
%ﬁ¢®m%@$% TUREEIT, MAEIREE & e U C 2 RS- 7o, &G LI USRI EY
B OB T 2 It R O RGHEEYE Bk, $e5- 3, 6 LN 24 B T, 289 0.102%,
Q%&@HNMM%&wiT%oto

(4) BE~OBAL
B L

(5) ZDOMEB~DIHBITHE
SAENBERERR A UC-2 X' T 7 4L 100mg ™ & HERE A& G LTz & & 05 5 B % O Rk
BT T 4 VPRET, METR X X T T 4 VBEDK 10% T, B5EICHT DRI ~BITEIT
%9 0.0005% T~ 7= 19,
(F : 100mg IXEWNZAGRHE E B d, AGRHE - HEOFEMIE [V, [WRICETAHE)] &
fR.)
<HE>
HE®D Fischer 344 7 > NI MUC-# X T 7 4 /L% 10mgkg DR ETHERRO#HE L, &5 05, 1,
3. 6. 12, 24, 48 KON 96 ¢t 14 D UGN E 0 4347 Z Rk AL K 0 RES UTe, e e
WA KRR A L, BEL €L ik & 0 AR R ~m WO AR LT, b @ OGS EE
NRDLNT-DITHLE EZONEMTH -T2, RWT, FFREOEIB TEW DA RED b
7o AR R A~DSMITIE L A E R SN o T2, TR ERRE L, 1ZE A L O T#H
5.6 BEM#% IS hemE & 7o 72, #0596 B # Ci &&A&@ﬁ%fﬁ%@i% R S e
<77,
MERBBATHEIC DT, ¥C-%Z ¥ T 7 (V% HanWistar 7 v b, B =27 /L ROt b DIMHEF T
LT EZ A, XX T 7 4 VFMERITRIRICBAT L2V Z E R STz,

(6) MBFELEEE
55774/1/0)J]']l R AR S HRIL 94% (in virro, FHENTIE) THY 20, FIZT7 AT I KD
o FRMPEER EREET 5, 2 boe M %EI 4 & OFEARIE, invitro RERIZEBWT 10~
10000pg/L DY EHIPH T 94% & —ETH Y . faFFERD o7,

6. it
fERERR A 6 Bl UC-2 X F 7 4L 100mg ) ZHEFEO&KE Lz & &, miEfic \ZHEHET T 4
WRIBARR RAF I H T a—)L 77 a RSN ERD bz, i ﬁ@%%wﬁ7:~w
BIZAF NI T a— LT Nra  BIEEERO 10%K0 Th o722 UNEANT —4),
(JE : 100mg [ XEWNAGRHE L B s, ARME - HEOFEMIX TV, BRICET2HE] 2]K)

(1) KHEREL R VR BHRER

RO . BICHFIRCREIc b B 26N 5,

R - & FAEERNTIE X T 7 4 VT, FICF b7 v — L4 P4503A4 (CYP3A4) ICX VT
I— R SN2k, BICA T UL, Zvrn o Blas s, b7 a—nr7n
70 UBHRAEERK ORAF LT a— Ly a ek ~tREENDEEZS
nNa, #EEPTEEICHT 2= VEEORAF VAT a—/UiE GEEROMEIZE D
Ty a L EBONMIE ZSZ T TAR) . RPTIEFEICAF VLT :'~/1/7‘/I/9 a7
WEERE AT a—n T e M BREAERPSRO b, mEFIEEcs ¥ 77
4W$wm¢&0%?wﬁ73~w7w7m/%@A%#M®6htom oD A
FNHT a—)UKIZAF IV BT a— )L 7L 7 a A RO 10%A050 Tdh - 72 22,
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BEBANCEITEH25 ST 1 LHERERER

N

o ATA-NTNT OB
P sk (Re)

O OH
o]
0,
/
N

CYP3A4

KEELIR 2

(EEH) | 5" nonyig |

\ /

N
2FZT7 40

(M#E.R.FEEH)

KEEEE 1, 3 j
(R SEEh) o

AFILATa—IUER

AFILATFI—I 0o— (HfE. migh)

FILg o vEiasiE
(Mm%, Re) OGluc

(2) KBIEAET 58K CPF) OHRFiE, FEX

FEIZF h 7 r—2A P4503A4 (CYP3A4) 2L fEtsns &Ex N5,

(3) VEEEBMNROERRVEDEE

R L

(4) KEYMOELEOHRERVEEL, FHELE

MIEFOEBERFFM THH AT DT a—L 7 vy a L i@BARO PDE FHE/EMIL, PDES IZ
BB Cl37e < \PDES IZX T D T2 25 7 4 v D57 < & 13,000 558UV 2 & 36 |
BRI IUE PR X F L 7 o — ) URIC & D B~ D FHITIEF IR & & 2 HiT-,

. HEH

AME MR AR LT UC-Z X T 7 41 100mg ™ Z AR O#KG Lz & &, K51 312 B E
TORBREDRRIERIEIFEIT, FEP 60.5%. RF 36.1% Th -7, FEEF TP I -RFHD
KNI A TN T a—NVEKK OB T a— WK THoT2Z b, X7 7 4 VEOMREM D 7
v v CEBERARITE Rt S, BEFOMEICE IR GEZITL LB IO, Tk
N5 JBHEEIE X 2T 7 4 VRO OB O E PRI CH D B2 bND, —Ji, IRTPk
FHEIZIZZ Z T 7 4 VREMRE OB NG ENTEY . RPBEEDO K I A TF VAT 2
— TN a BRAER RO T a— 7 a CEERA RN DT, BT X X T 7 4L
RECRTZNT TR, ATF NI T a—L T s a  BRERE T a—Lv 77 o BEraEAIK
OEBELRPEMRE CH DL EBEZLND, B, HRHP~OPEIIRRD Spio7- 19,

(F : 100mg I ZENAGEHE L B2 5, AREMHE - HEOEMII TV, IBRICET2HE ] 2H,)

. FSIURR—E2—IZBET B1ER
RME R L
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9. EMFIZLDBRER
1 ET (GHEN)
BEITIC LV ERES W, (IVIL1 0. (3) 2) MiEFENT 2% TV 2 REIBEAREEE ) DHSHR)

10, BEDERZFITHEE
(1) BEFEE~ODEES WEAT—42)
1) BERUGEEBEESES
R A 12 ], dREREEEERE  (Cler=51~80mL/min) 8 fil, T EEBEEMRE (CLer=31~
50mL/min) 8 BZH %7 7 1/ 5mg TN 10mg & HEIRE N5 L7z & &, AUCooM O Coax 108
FERR A D Z 2389 100% K OF 20~30%H3 00 L 72 23,

BERVDEEOEEREEEEFICZAS T4/ 5mg ZHERARKRELI-LED
MFP2 574 IVDEYPEEE/NS A =4

AUCo (ug-h/L) |[Cmax (ng/L) Tmax (h) ? Tiz (h) CL/F(L/h)
fERERLA (N=4) 1472 (25.1) 101 (31.2) |1.00 (0.500—2.00) |18 (18.3) |[3.40 (25.1)
B EERE (N=3) 3119 (62.3) 111 (17.4) | 2.00 (1.00—3.00) |25 (66.9) |[1.60 (62.3)
MEEEEERE (N=6) 3135 (37.5) 136 (13.2) {0.500 (0.500—1.00) |26 (41.7) |1.59 (37.5)
a FRAE (HiFH)

BESLIUHEENEEZTEEICIFZ 5740 10mg ZEEROKRE LD
MIFRE TS5 T4 IILDEYERE/S A —4

AUCo-0 (ug*h/L) |Cmax (ug/L) Tmax (h) 2 Tz (h)  [CL/F(L/h)
fRER A (N=8) 2868 (44.2) 183 (31.2) | 1.00 (0.500—3.00) | 14 (45.8) |[3.49 (44.2)
RIFHEEBRE (N=5) 6280 (46.1) 217 (21.0) | 2.00 (2.00—4.00) |26 (32.7) [1.59 (46.1)
R ERE (N=06) 4911 (50.1) 220 (22.2) |2.00 (0.500—3.00) |22 (43.0) [2.04 (50.1)

a HULE (EPH)
(CLer: 7 V7 F=v 2 UT 5 A  CLF: 287 0VT7 7 R)

2) MEENEZITTOWLRPBETLESE
MEENT %% T TV DR ARBE 16 HlIX X T 7 (/L 5mg, 10mg X 20mg % H[ERE M
B h- L7z & & AUCoM O Crnax IXFERERC A D Z 11 30K 109% % T 41%E80 L 7= 29
F72. MIEKEWHIR TE X T 7 4 VRO A F IV T a— UARPREE I 5N 2B kIR b
oz,

REZT4)L5, 10, 20mg ZHEFEOKS L1 & TOMBEREEICH TS
BESTAIWRUVEAFILATIA—ILEOMBERREDLHE
M EZEHT /AT (90%(FHEIXTH)

REFT 4L 0.91 (0.85, 0.96)
WAF T T a—ik 1.18 (1.11, 1.25)

(1 RFNOAGERYE - &I T, THEEIEEOEEEDH 2 BH T, Smg N HBHEA L,
G MRIE 24 R &35 2 &, Zrds, HEEOFREEDH L EE TlikmHEIT 10mg %
MMz &L, 10mg & 57 2581035 MEE 48 FEMLL EE 352 &, EEOEE
EOHHBHETII Smg 2N &, ) EiEHE IS5, ARME - HEOFEMIE V. iR
WICET 2B ZH,)
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(2) FFEEBEE~DOEE GIEAT—4R)
el N 8 il e OMIFRESE - 25 Bl & 7 7 ¢ /L 10mg Z HRIRE O & G- LT & & | BEFREE
B (Child-PughclassA) & H 2 EFREFEEF (Child-Pughclass B) D AUCl XA & 13T

kT 2,

BERALVICEY. BERVPEFEOHEEEEIZZ2F 5T 1)L 10mg &

BEZORS LIE-EEOEYPFE/NSA—4

AUCO-oo Cmax T (h) a T1/2 CL/F V/F

(ug-h/L) (ug/L) e (h) (L/h) (L)
RN (N=28) 5823 (74.4) | 180 (38.1) (056%f?400) 24.2 (52.6) (;ZZ) 59.9 (30.0)
BT ERE Y (N=8) | 3961 (34.3) | 133(20.8) (0.502'0_1 4.00) 24.7 (42.6) éfé) 90.1 (19.3)
- o _ 2.00 1.74
REFEEERE (N=8) 5760 (51.7) | 146 (22.8) (0.500—6.00) 34.9 (48.4) 51.7) 87.5 (24.9)
PERETREELRE (N=8) 4049 (55.5) | 101 (39.4) (0.500 —4.00) 37.8 (62.0) (55.5) 135 (55.0)

FEIE (CV%)
a HRfE (HPH)

b EMIITANR® bt

RERALEVIZEY. BERVPFEOHEEEEICZ2F5T 1)L 10mg &
ERREOKRE LIEEQMBRE2 Y50 4 LRERS (AXBTOv )

(tg/L)

100

T A I BEE
>
Ml

—o— EEERA
—— BROGHESEE

—— BENEEESE
—— hEENEEEE

24 48

72

96

e ]

(3) BEE~DEE NEAT—4) (LVHN :KB5%)
e i 12 5 (65~78 i%) M OMEREAFE 12 5l (19~4575%) IZX X7 7 /L 10mg % Hild]
BROE LIZ & X, Con @G & BHEL L TIZERBETH - 1203, ElE O AUC)o I IBHFEH
WK 25% M E T o o 72 2,

37

120

144

168

(h)



EMERVEEEICASFA T T4I)L10mg ZHEAKREL-LEED
MFEHEESTAIVEELYER LI-EYHEE/ AT A—4

n | AUCo-(pg*h/L) | Cmax(ug/L) Tmax(h)EE) Tu2(h)
s | 12| 4881 (31.7) 196 (26.9) @ nga 00) 21.6 (39.0)
K 12| 3096 (426) | 183(258) | ng% 0| 169

S E (LB ERE)
) A (REH)

EMERVEEEICAS ST 4)L10mg ZHERAOAKRS LI-EEOMBRE2 55T 4 L EEHTS

{pgiL)
100
]
0
t
=
&
=
e [
A
I
®”
E
14
11. £tk
EERR L

24 48

5 e
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VI

1.

2.

=& (FRLEDFESE) (ZEJI SHIER
ZBERNBRLEZTDER

ey =
- =R

1

11 AFNEWEEFIRE—BEEZR NO) #E5XK (= raJ VR, BHEET7 IIL. HEAY
YILER, a3 P0%F) LOHRICKYBEERALIEEL, BECMEZTRIESZ
EDRHEDT, AEIREDRIIZ, BEFIXIEI—BILER (NO) #E5FIAFREIN TV
EETHHERL. FFIBREDRUVEBERICEVTHEERINIZ—BIEER (NO) #HE5H5IMNE
BEINGWESITRFET S L, [22, 101 BE]

12 BB ZECOHBEEFOEELLDMERFOEEEZIRESNATLELDT. AFIRED
I, DINEREEOAEEZ+HOHERI S L, [24-28, 8.1, 11.25E]

<>

1.1 AFNTRNAY7e cGMP FF2EH) PDES OFHERITH Y | —fR{LEFR (NO) OFE F TN D
cGMP BE % FH X8, BB OMIEEZ M IEDL Z LNRENTWD, LN~ T, AHl%E
THEEAI ST NO it 541 & 032 Z S X 0 A& SR O tiiEIC K 2 BIEEH A3 TR X 4,
WEE DML TREZ A U D RREMED S D72, AH & iEBRAI UL NO fii5.41 & O ff HIdtiz &
L., ZBLicbi#E L,
SME RN, 1B IR E M B E EEIRE R . BEIRIE B & BT, K &
A (= e Z Ut BO—REEA Y VL E R) & O AR % it U7 B R SR
BRICI VT, BEEEA & AR & OOFRARFIC, HERA & 77 'R & ORI HAALME ROH
EREGRBUROMIMNMARD bl BT, A & AH & OO, R L 77 'R ED
OF BRI BT TR HE 50 M QSRR E & 72 2 M TR O R BUEGIE DO BN A
O B AT 2420,

) M FREOHREAE L U<, O UUHEEIME A 85mmHg A, @ JRiERAM)E2Y 45SmmHg A
@ IHEHAME D FREAF G~ T 30mmHg L0 & k&, @ JLEMMED FEIHE
ATZ T 20mmHg K 0 HKZ WV, HEZHKRMICHERH D EEE LT,

1.2 ENEERFEBRICB WD TR EHOWME L7203, SAMEOEKRRER T, AFIHEGZILMEROAF
EHONEBL L, BT LIERDRHE SN TS, —RIICHITAIZE B R D I A& HE
BT L0, LEREEZET 52 EMATADRREY LB 2 55 BEITIIAAZ &S
L7V, AFIOIEHEZBIMAT AN, BEOLMEROIRREZ TR L THRT S Z &,

BERNREFDES

2. 22 (ROBEIZITHRE LA E)

2.1 AFIO S5 LiBBOE OBEERE D & 5 B3

2.2 WHEERI T —ERbESR (NO) 541 (= haZ Uk HMEEET IV, MiEAL Y Ve
K, =37 Y05 2R5Hh0~8F [1.1, 10.1 Z#]

23 AR T =y 7 7 —8 (sGC) HlEAl (VAT 77T ) ZbGHoEE 101 S/

24 DINEREELZATHREMITANAEY EEXON5HBE (12, 8.1 &M

25 RLZEWIMED H 2 BE X IIMELZFIRIEEZ R L2 Lo b b EE [1.2, 8.1 &H]

26 =22 b ur—/LARREOARER, AKME (fJE<90/50 mmHg) Xid= > ko —/LRRBOEIME (%
FripI F>170/100 mmHg) D& 5 H4E [1.2. 8.1 ]

2.7 DAEZEOBEFEREN T 3 » AUNIZH 2 8FE [1.2, 8.1 ]

2.8 MFHZE « M OBEFEE BT 6 # ALUNIZH 2 [1.2, 8.1 &#]

29 BEOHEEDH L HBE [9.3.1 BR]

2.10 MR EGOFEAMIERE [MEEAREIEEDOBEIIIRARY AT 77— (PDE) O&EEH
P 2 FFORE B N DR b b, ]

<R

2.1 ARFNORSTxE L CGREVEDBEED H 2 BFITITHEG L2 &, AFIOFEIZX Y | wEuE
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ML FUTHEIN TS (VL 8. (1) TERAENWEMR &EPIHIER] OBESM), KAIOK
ST DB D B D BB ICAK 2 R G LIRS, BONRBUENN BT 5 TRt H 5 D T,
HRITERE LT,

22 IVIL 1. BENEE 2O M) S,

23 VAT 77 ME, cGMP OEINC LY mE Ziksd, mMEZKTSE21EM23 &%, PDES
FLEA S cGMP Z M SE S 1EANH 57, OFAIC L 0 &8 M EICHNR e 8% KFET 8B
FTRBH DD, ERITERE LT,

2.4 —fRENCHAT AT TN B AN DIBICAEEZ T D720 OIS REE LA H T 570 EVEITARR
WYL EZ ONDBEIIIARF OG- 28T 5,

2.5-8 MATZITME, O, DHMEEEEZEMSEL 2RO TEY, &V A7 OLIMm
EREELATORFIIMITATOLDOEEZ LZNENSH L, £, AAIX PDES 2 [HET 2
ZEIZX D, HIIEN cGMP IR D EFIZHE D IR R ER 2 T S 5720, MAEPEIRIC X
DIMEN T L, ODIMERE(LE L T D REMEN S 5 726, KL ERECHIEM I E =
b UNEEE L 7 HFESE . I O RBE TR A ET S,

PLEEY, EAKROSNET 7 Rt EHEREEHR TIL, 2o 0BFITRIALTEY
EAVERHENL STV W=, BRIZRE LT,

2.9 ARANZFEIZEMAREEESR CYP3A4 IRV RFcn D, MEELETIE AFlor7 V770X
PMEFTDHREMEN D 5, £7-. ERNROSNET T B AR R  EE R Cid, BEOTF
BEEOH D BEIIRIN ST, LI > T, BEOHEE O H 2 BEH T3 2 LMD L S
NTWRWNW=), BREISRE LT,

2.10 MAREEABREMAE L, HREEITEREIEL & 2T BEEOMBERB THY . TOBFO—
\Z PDE6 (RAKRTYTATT—F 6) OBV Ta=y MNEBIGFEEEATDHIZ ENALNATH
%, AHKID PDE6 (2% 5 HENEM T PDES (Zxtd 2BEEH O 1/700 TH 5 Z L 23R
ITWDD, DT N7RD 6 PDE6 IZxT 2 BIFMEA A LT\ D72, MR NEE D B

IFEERICRE LT,

3. MEXRTHRICEES HEELETDEH
(V. RIS 2HE] 22RTL 2L,

4. HERUVHEICEET ETEEZTDEH
V. BEICET2HE] 2283752 &,

5. EELGERMIELEZNEH

8. BEELEARMIE

8.1 MEATZITDE~D Y 27 &L S 12D iR 2O & BG4 D R O R OIRREICEE &
5952 &, [1.2, 2428 ]

8.24 WFHLL LD Ehild DIER I Ffeehl (6 RefH LA BFFoE T 2 m A2 1 5 #hikd) 234 EIC T
FIUCHE SN TV D, FREi st 3 DAL 2 00T T2 & BRI OBE X XH)
ECHERE 2 K BE I 72 9 2 e N D DT, FhfdH 4 FEHLL Rk 9 2 iR B L7256
EBICEMOZK 2% 5 K08 T5Z L,

8.3 AAIBEHZ I AR AR T U2 AR NI N & b b= 5A12iE, AFIORM Z ik
L., HONCIRBIEMEOZZE 22T 5 L5, BEIHEE T2 L, [15.1.1 2]

8.4 FEIRRBRICBNT, ®FTVCHREBENRD LN TWDHOT, BHMEE. BEHEOELRSESG
W% o O B 2 BET ABRICITIER S D 2 &,

<PERL

8.1 AHIDIGHR A BT DENC. BEOLMERDRBICHEET D2 L, —RIPTHEATRHITE
NWEEDS DI EBZ 0T 5720, DIEREEZET L2 EMTHRNEY EEL 6N 5 R
FIIIAA O 2885 5 (VL 2. EeNEL OB OHZZR),

8.2 FrftehffiE &1k, MEAk & BEIRICAMMEOZE D Rt T 2R TH 5, BARRITIE 4~6 K]
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N FRGE L, BEZYERRIRNEAD SommHg 2 225 H O L BRI TV 5, ENI DK
Tl FEEEITIRE SV TOZRWA, RAIOHETIRE B FHmE 2BV T, il PDES [H
EH L EREC, FHEEEENRE SN TWAD Z b, EEaEEDHER L R VB LEEDH
LREICIIEREICEETOIVLEND D, FRtiEICk T 2 0@ TECHITITh Vv & R
OGN EEEE & K FEMITHRZR 5 2 &R B D DT, B 4 B LL ERieE 3 2 IE IR A A
ONTEGAIXEBICEMOZK 25217 5 L 5 ICiEET 5,

8.3 2005 4F 7 H 8 HfI1J ™ FDA CKERMEIEMF) Statement (23T, AH| % & Te PDES fHE

#l 3 A OXRERMNCEOWETAFE I I, ZOH T, FDA X, IRIZET 5 [HE2Y PDES
FLEANCERT 5 6 00y, @MERCHEIRIFEEOERICERT 500, HHWIEINEH DK
DAEHOHICE D EONE, BIRFACTIEAR L L7235 4, PDES BHESIRAE ICR L, 22
FEHRBINR T XTI N R 2RO HEIE, IRAEZFIE L, BEHICEMEICHKET L1
HEEZMRL TS, HARENCHEIM S 7 ERRBRICIB VT, AF#E5%I12 NAION (Non-
Arteritic Ischemic Optic Neuropathy) % Z8EL L 72EFITHE ST a0, AAEIZEBW T, K
A% & ¢e PDES FHEFI OG- HIZ NAION OFBIAHE TS 202, NAION FEL & AFH|
& DRI FEBHRITI &N TIEAR WA, EEZWRE T 5 72 OISR E LT,
D%, ANEIZEBWT, X T 7 4 v & REROVER T 2 R34 (PDES BREAD) ZARFE L.
NAION ZJHL L7- 45 0L O BEZ % & U CEM SN - B CRBIFEOR R4 b & Ic
T — 4% v — K (CCDS) (2 NAION |Zxf 3 2 {EEME 2 BRE & iz, £ D7, EWIRA ST
FIZBWTHRRICEERMRIE A BFE LT,

8.4 EWNERARRBRICEB W THAIEE (ROBFEE) . IAEOEKRBRICEB N THENCHE
B (RORFRK, FHE) PROLNTWDLDOT, BFrCOEE, D5V T E B HOERS
fabR LD VEREEAT O ATREE O & 2 B ICxh 2 EE 2 fl#l L=,

6. FENERZETHEEFICHT HEE

(1) &6HE - BIEEZEDOHLEE

9.1 AHHE - BIEREDOHSEE

9.1.1 EEDHEELRK (BH. IREDHREMIL. Peyronie 7E) OHLEHE
PHEATARKNETH VFEAEE I BENARD D,

912 BEIEENTRLELYBIEE (BKFMEEEM. SXREEHRE. AMKEEF) ObH

5EE
9.1.3 PDES FEERIR Xt DHEF £ BRFNEREPDESE
OF EEH OREERD 220,

914 HMMEERBXXILHILEEEDHSEE
invitro R T= 7Ly KPR U A (NO 54 o/ MgsEmifilfeER 2 #5895
T ERBOLNTWD, il MERESUIIH EHEIRIE O & 5 B 23T 5 et i3 L C
l/\fcil/\o

915 EENESEESE
HEAREOIREAZBRGT 2N O IE ZOREBICERZIIL 9 2 &, LERA N O
a2 HTHEERENEEZHNRD,

916 a2 rO—IA+HTHLSMEERE
AFNOIMAEYLEERIC X0 T FRE2A U 5 afEERH 5D THET D Z &,

<>

9.1.1Peyronie 7§ (JERMERZZEAE(LIAE) IXFRZMARARO BBICRHENTE S Z LIk Y, FhfEikFiC
R ARDOMENFIR ST, BRENEMTIHEETH D, TOBRAZEN, HERIZ S EE
KT HEaR o5, REOHE EROSH 5BE T, MTAZOLORREETHY | B
PHERFTIR A2 D AIREMED B D Z L D HEER GITERE LT,

9.1.2 FHorEhldiE & 1%, PEAK & MEEAMRIC AT IE DI N FRe T 2B CTh 5, BARIIIZIT 4~6 ¥
MIENE D il L. BRZEVERRIANEDS 50mmHg ## 2 5 DO L ERINLTWD, ENIORR
RARER ClE, R E IS S0y, KFIOANEMIR % AR REI2B VT, o
PDES FHEA & FIERIC, FREhEENRE SN TVWDH Z Eh | FRElEEDRR & 72 0 15
LIFEBOH L BEITERIIR G T OIMLERD D,
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(2)

(3)

FREE L 1T DAL EI TR/ T T e & | PR OIS SO X Eh R RE & K eI ]
729 ZENHLOT, BN 4 FFFLL ERET DR W S 72 A X E BIZER OZ K
D X HIciRET 5,

9.1.3 AH4l & PDES BHEHM X IEfh o Zhild RAaiai i & o0 OfRBRIZ72v ), PDES FHEAIX
I O EEARRIBER R 5RO BE I L TE, EERICEETHILERD D,

9.1.4 —f{bEE#H (NO) IX. M/IMRKIND cGMP Z HIIN S8 C, M/ MREEE 2 #i45, PDES FH
EHNL, cGMP O REZNHIT 5 Z L x5 NO DI/ IMOEEEMENER 2 M+ 5 ¢ E2 6
N5, Invitro ERICBWT, AKFIN= b 7Ly B b Y 7 a (NO 54 o/ Mgt
PHIVER 2 FEERFICHERT 5 2 E RO LN TWD, HmMERE OISR O &
B RE T DL AT L TR, EEREICKRETIVEND D,

9.1.5 AANOIRFE LGS 2R1IC, BEOLIMEROREBIZH2EFEET D &, —RINITHETS
IXENBERDDIRICEREZ T 5720, LDEREEEZ AT 572 EMHITENREY &5 2
O L BEIIIARF OG- 2R T 5,

9.1.6 ENA ORFRIEHEER L O RRBAE R LY ME=a > e — B3 REZREERICB VLT,
AHFIRABIEMEDIR T 238072, L7I=RN-> T, 22 b a— 34 TRV EILE R
HITHRT A IEEEME T A 75t LT,

BHeEEERE
BRIEII TR

FHREfEE B
9.3 FFHEEIESEE
931 EENOHEERE
BH LN L, 260 BFITEREER CIIRA ST g, [2.9 2]

<R

(4)

(5)

(6)

(7)

(8)

ViIl. 2. ZoNELEZOHME] 2,

HIEREE R T HE
BREINL TN

1T5F
BRIE I TR

2203
BRIE I TR

INRZE
BRIE I TR

SEE
98 SE
—IRITAEBRERENE T LTV 5, [16.6.3 /7]

<PRF

— XA ER A CIRAEERRERE ((RETOHRIEEE) 2ME T L WD Z 2R W, EE At 4
HlOIZEE L, (VI 1 0. (3) @la~o&kE ] OEAESMH)
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7. ME%EH

AAFNTFEIC CYPIAL I L0 RET s 5,

(1) HREEREZDER

10.1 BtAREZES (BFALGWLI L)
A4 BRPRAEIR - P VR FEFr - faRR 1

BRI K OINOfE 5] BEAIC X Y | BJEMEA 289895 & |{NOIZcGMP O BEA A HIll L. — 7.
=ras7YEyr DIEN B 52920, AANLCGMP D 45 fift % Pl 45 =
HANER 7 2 v EDD  mAIOPEAIZ L Y cGMPD
e Y Y Ve R H K& 5 NOD B JE/EH 234
—aZrUNE 9B,

[1.1. 22&#]

SGCHIIE4H PEAICE Y MER T AR 982 |0 L0 AN CGMPIEE A3
U 77 MN(T T Lr3R) nnds, MU, EFMmECHEmE s
[2.3% 4] KETBEARD D,

<R
[ AP K OV NO 571
[VIL. 1. %245

[sGC HlAI]

KEZzOHE] OEZMR

VI 2. 22NE L OB OESMR

(2) fRAFEEZDER

10.2 tRERE (BRISEET S &)

T —T TN 0 — R
[7.. 16.7.1Z ]

HIVZ & 57— HLEH|

U hTELEDPRICEY . AAID

JEH4 HEPRAEIR - $5E 1R FEFr - fERRN 1
CYP3A4RHFEHI FUCYPIAAILEEM ZE 957 b |CYPIALEIC LD 27 V7T AD
rhaFy—nu aF =L (& NAL ENARIETE) & | E,
A Tary—n OOFRIZEL Y . AHIDAUCK UCrmax
VAN == A% H3312% M (R22% 3 N4 5 & O
T 7L e BB,

T
[16.7.3(1)Z ]

% 1% #19.81 mmHg } T85.33 mmHg
TheT 2 L OWmENH DY, £,
WAl & O PFH TR EDRER &
PEO MEIRT 20k L7 & oREN
H5,

[ Al
ThaIlr

A N TFrr—)L
=FZ 7Y
BT YIS

TP FT v W BRI
(HEASUTZAENE OPEHICE Y, B
FAT B USRS 51 K OV 98 41 1
JE X e K& F L8 mmHg & Y
AmmHg FFET % & OGN H 532,

FNRY F R

PERIC L D REMER AR T 55
TN H %,

RN R % AUCH 124%38 /N5 5 & DM EN H

AP FEN 50,

P

21 % Rl

[16.7.2& 7]
CYP3A4FHEHI V77 EOfAICLY, K|CYPIAMFEIC L D7 VT T AD
VR SV % #1D AUC K S Cnax 23 Z 312 41188% J% | HE M,

Tx= kA VAWK T4 2 & OMENH 58),

7 x ) N)L l:“é“—ﬂ/%
ol K5 Ko LU HIC LY L | AT JREERIC & B BRIEE
[N A A% IS 30 1 2 R QR SR M 2 13 ik K| A2 A 5720, AR X 0 BRIE/E

MEWRT 2B TNRH 5,

43




AT b iE e PRI L 2 82 2 3 d £ 418 & | MR cGMP IRESEIIN L . IEAE
Do G EOFIEME L itz 5 | a2 BT 282 d %,

IZEE L, v LS a 50 &f
WrSh7GalcoRtlT5 L,

<>

[CYP3A4 BHEEFA)

AHANIEIZTEDREHEESR CYP3A4 2 LT s s, 7 b= — %D CYP3A4 BHEH
EOPHRICL Y, AAIOMIERREN ERT28ZN0RH 50T, fFHERSGSOBRIIEET D Z
L.

FRlZ, 7 ha Y — V0587172 CYP3IA4 HEMER 24 5 35 & O FFITAA Ok % &3

Mt 2570, EHEESCHRGMBOME 2+ ZET 5 0ERSH5H, CYP3A4 i < fHET 2 3HAl %

DFAT 256 121E, AR Gmg) MO L, HERBEEZ F2IChi s (1omg 2 #5358

ARG HREE 48 RFHLL L) 7o & HEICEETHIXLER D DH, kb, BarBE L, &5

WL 10mg 22N k& LT,

<Jr haF Y —v L OB AERRER >

o SREBEEER A BME 12 B 26 R1C, 7 F =Y —/L400mg (1 B 1 [EIER 0#S, [ERNR
JEoe) & AR 20mg AP G- LR, AAIO AUCowld 312%, Crmax (£ 22% E5H-L, &>
FO7 VT T A THK T6%IK T L= 7,

o SMEABEEER A BME 18 il 2t RIC, &7 h =Y —L200mg (1 B 1 BIEERA#EY) & AH
10mg % OGRS L7 R, ARAID AUCowolE 107%, Cinax VX 15% EF- L 72 9,

[HIV 705 7 —PHEH]

AANTEN D REEESE CYP3A4 IC L a5, CYP3A4 PLEERZHE T2 Y M HELE
O HIV a7 7 —EHEA & OFHIC LY | RAIOMAEFREN FH3T 28200385 DT,

PRS- OBIIEET S Z L,

<V R e E OB >

o SMEAFERERR A B 8 Bl & %5z, U eV 200mg (1 H 2 [8]) & AHK| 20mg & OF &S L
ToAER AREND Coax 1EFIFLE TH 7208, AUColE 124%8N L 7= 7,

o SREABEEER A 16 A& %512, U FFEJL 500mg i 600mg (1 H 2 [F[#5.) & AH] 20mg
OG- LTS, AFID Crax (T TILHH) 30%IK T L7223, AUChlEEIEIH 48%
EON18% (FET 25 & 32%) L7z,

[CYP3A4 #iEHA]

AFNZEI D CHEESE CYP3A4 ([C LV END, V77 BV %D CYP3AS Al L

ORI L AFIOMAETRENME T+ 2BZNNH L0 T, FFRHEEOBITIEETHZ &,

<Y 77 ey L OMENEHRER >

o SE RN B 18 Bl &t Gz, AKIL Y 7 7 B v 20FRBE LIRS AF o i
HEENMET Lz, £72. BT OZ VT 5 2136 85 (FHIN L, AUCo~ (88%I4) K
O Crnax (46%AKF)  ICERIRMIICAH B IK AR Bz 9,

[ o JEE T A1)

7 U o BN SN TV LEAITH - TH, A&l E OPFRIC X D fEICkT 2 RO
8D, RIV YU UIARKIE AT A Z Eick Y, ME FREEZSI SR TAREERS 5,
FTo, o HEEH L OO TR EDTERZ L) MBI T AR LIz L OWENRH D 30, Lieho
T, KA & o W & OO 21T 2 B iE, x OBEMEMN L TV D o HETH OREC B
OIERIZ I EERT D &,

< KWV v v & OMAEERRER >

o TEEERRA 18 Bl & BIc, REH v 8mg & IR O &GO EFIRIE T, AK| 20mg %
AR OG- L7ofE SR, SEAZ O IUHE 8 e OIRBR B £ D i K PR EIXE N4 9.81 K
5.33mmHg, EAOUUHE A K& OEIEI ML E O e K PR EIXZ 2 h 3.64 KO 2.78mmHg CT&H

o7,
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<H hAT Y E OMBAERRER >

o TEEERR A 18 Bl RIGUT, # LA\ L 04mg & SRR D GREO EHIRAE T, AAKI 20mg %
BRI U 7o iR SEAL O IGHE 1 K OE SR B i+ O i K TR EIT 2241 2.3 KO8 2.2mmHg,
BAE O HA K OEBERAINE DO fe K FREIZZ 20 3.2 KT 3.0mmHg TH V., L
ME~DRBITTRD LR - 723D,

(R EA1]

AHl 10mg XL 20mg & FE & OFEEAIEA & OOFHIZIBW T, ERRSEHERERIZ ) TR k-

MEE R RIEELN TV, LA L, EEOBEAIZHEHRL TWA5A, MED =
ka2 — LSRR ICARKN Z B 5T 25612, BRIEANC L D MER N2 M 28208 dH

L0, BHRBEOBITEE TS Z L,

<PEJEF) & oA B AR B 3D >

o SAEINREFERA 18 il & XI5, AN T EHHIOT Lr e smg (1 B 1 BEIRER A #
5) ZARK 10 mg EOFH LRSS, B RATE) FUIOGH B fE & OWRsE & iX ok E=hZ2h
3mmHg } O* 2mmHg FREL 72,

o FMEIAMERERA 20 Bl & XI5, v AMEFAIOT AP E L Smg (1 H 1 [RIRKER H#
) &ARKI20mg & OFA L7oRER. B BATE) FUOGHEHIME, SRR e & BRI B 72
X7 o T,

o SME A EMLERA 18 Bl 2551, BIUEWTAID A 71 r—/L25~200mg (1 B 1 [IERA
¥elh) ZARH 10mg &OFH L7k, B M ONZEAL (I M OSSR E 132 F
BeL7-, L»L. TOZET 10mmHg FLE TH - 7=,

e SMEANEIMITERE 16 BlaxtBic, 7o odT vy v BlpEHEILER O 7Y L 10~
20mg (EILT1 H 2 EIERAOESE) 24K 10mg & OFH LSRR, 77 B R GRIC
AT, MR OSILIEFORME o 723, 2D ZEFDT ) (SmmHg) TH Y, ERRAIICE
BRETIEH 2o T,

e SNEAFEMERE 18 Blaktgic, 7o o4 T vy DZFERERR (I Ty %)
(REROEE) ZARHK 20mg & OFF L7oRER. B HBATEY T UHE 1 i K& OWEsRE i+ 135
REZNEH 8mmHg & T4 mmHg FREL 7=,

[~V F K]

BAMEDARBIRIFAI CH DL I NV_Y F RiE, b b aBLLENT U U ARRTF RTHO, 1M
BB OFAERRL 7 T =Ry 7 T —E Z2IEHE I L, MIEN cGMP L% ERIES5 2 L
IR MEEZMRE S5, —, RENL, &R OREERILR EONVIEHIck T 5 EE R
cGMP N7k 53 il CTd» 5 PDES #FHE L, M@ cGMP 2% 5 & CRiEfmiElER %
TLET D,

BIED LA, RKEIEIIN_YF REOHAERIZEET 2 EEEEBRI NIRRT — 2 13560
TV, JFIC K 0 M ERE FAERT 28NN H 5700, IR GOBRITERETH 2 &,

[~nog 77 1]

LA 7T b (sGC FIE) & PDES FHEAIZW TG MBI FIEHZH/ L5, OIS
X MEREFOREEPEESIND Z &, OFICET 2R T — 2 B3O CTROLATWND Z L
O, IBFE R0 E2 G n i SIS O T 52 &,
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8. BIERA

1. BlER

ROBWERR S LDLIND T ENHDHOT, BlEL 2TV, BEDED b GE I3
A2k d 57 EiEu R AE AT O Z b,

(1) EXLREIER & WEAREIK

1.1 EX%GEMERA

11.1.1 @BYE (BEEEAH)
B =S, PEmTAIE, R E S Stevens-Johnson JEEIEZE N H LN DL Z L1 H
%,

<>
EN AR RER CIIRZ ., =5, FHEEE, FIPER B2, Stevens-Johnson JEERE LA S 7s
o T3 AME O RG IR FRER K N 2BV T, 2305 ORBUEN Z < FmsE S Tn s,
2O XD RIERDBRD NG AT, AR OG- 2L, BURAEZITO Z &,

(2) Zotho=IER

11.2 ZDH#DEIERA
1%L 0.2~1%A 1 0.2%A i N
e BR RN iE, 1EZTY A& BRSO EREZETD, DMHZESRIE
I BODVE SRR, BT, [T, R, & ST
{1 =
AR T, RS, RS | B, GREEE, RE., 3t | G2k, BEsrER ., @
it RN, AR, FERRETT | BEERIRPAZE. FEBIIRKME
i, AREF AR, REIRSS . W | BT AR RE )
PEMAAERS . IRNGIENR | WIS IREAZE, O
TR MRS M i
b HIEARR REERYE . L, B A | A, RETR, R, B | Ak
WIPEPERR R, AL, DN | RIS, e R
Hrig . H O IR, B
T (H350) A pReak
J i AP RE R (AST L5, |ALP 15§
ALT & y-GTP LR %
ETe)
5 ik EHEREREE . JRERE LA
RS WY AR DU | B L A (| A RS I, BEE R L B
). BRI Jif
Fvh - AIRR | BEW BEV, MEIRREE SR IR, RS, FEE | MR AR R SRR
Ji
WR - AETHAR HEIR R, ZhiEc i oR, B | FrehidiE, il oER
Langhie
- &P B BIEPES ol | FRR RS, v s, WEEESR
& ALBE, 29T, NPHZE O PEIE
Z i, W, MEVRE, . I | BMER RRY PRI, R
I, MR JE, D8
1D ZNbDIFE A EDIEBFRAFBE G-I LILE REEEDBREFEZH L TV Z ERRESNTEY, i
D DOFELINAA|, MEITATBENLRINSH L T2 NE REEOEBRIN SRR L CRE LI b DR 00,
iE, TNHOHEEROMEATICLVERLEZLDORONEHET L Z LITTERY, [1.2 BR]
H2) [15.1.1 ]
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<SEFEH>

TH H BIEIVE IS8 BUHEE K O AR R A S — B

ERERRHARICEVWTEROoN-EHWER—&ER (KEH)

*tEREE ATSTAIVEE
TS5tR 5 mg 10 mg 20 mg 5%
EL LD AT N=86 N=85 N=86 N=86 N=257
HARGE n (%) n (%) n (%) n (%) n (%)
DREE 0 (0.0) 2 (2.4) 0 (0.0) 0 (0.0) 2 (0.8)
iF 0 (0.0) 2 (2.4) 0 (0.0) 0 (0.0) 2 (0.8)
ERXUREES 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
Hig 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 0.4)
BES 0 (0.0) 0 (0.0) 1 (1.2) 2 (2.3) 3 (1.2)
AR 7 M 0 (0.0) 0 (0.0) 0 (0.0) 2 (2.3) 2 (0.8)
BRDEE K 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
BiREE 1 (1.2) 1 (1.2) 4 4.7 5 (5.8) 10 (3.9)
EIEFRR 0 (0.0) 1 (1.2) 1 (1.2) 4 (4.7) 6 (2.3)
B 0 (0.0) 0 (0.0) 1 (1.2) 1 (1.2) 2 (0.8)
e SRRt 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
T 1 (1.2) 0 (0.0) 1 (1.2) 0 (0.0 1 (0.4)
[EEr 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
EREEHIVRE5EERE 0 (0.0) 2 (2.4) 4 4.7 2 (2.3) 8 (3.1)
BR 0 (0.0) 1 (1.2) 3 (3.5) 0 (0.0) 4 (1.6)
RIEMEZE 0 (0.0) 1 (1.2) 1 (1.2) 1 (1.2) 3 (1.2)
BEERK 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2) 1 0.4)
mp=} 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
BEFESJUTERE 0 (0.0) 0 (0.0) 1 (1.2) 1 (1.2) 2 (0.8)
) 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 0.4)
IEES 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
RHEBIUREESE 0 (0.0) 0 (0.0) 0 (0.0 1 (1.2) 1 (0.4)
#ERIA 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
HEERSIUVEESHEBES 3 (3.5) 5 (5.9) 3 (3.5) 2 (2.3) 10 (3.9)
GLibE 3 (3.5) 3 (3.5) 1 (1.2) 1 (1.2) 5 (1.9)
B & fE 0 (0.0) 2 (2.4) 0 (0.0) 0 (0.0) 2 0.8)
i 0 (0.0) 1 (1.2) 1 (1.2) 0 (0.0) 2 (0.8)
iR 0 (0.0) 0 (0.0) 1 (1.2) 1 (1.2) 2 (0.8)
BY &R 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
g 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 0.4)
MEREE 1 (1.2) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
HEREE 5 (5.8) 6 (7.1) 9 (105) | 15  (17.4) | 30  (11.7)
1EPES 5 (5.8) 5 (5.9) 9 (10.5) 15  (174) | 29  (11.3)
fEER 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
FaEE 0 (0.0 0 (0.0) 1 1.2) 1 (1.2) 2 (0.8)
RREH 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
FRIEEE 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
BEHLURBES 0 (0.0) 0 (0.0) 2 (2.3) 0 (0.0) 2 0.8)
HEFR R 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
EaiEE 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 0.4)
ERERBIVIEER 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R EKRE 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEIRER., MBS LUHRES 0 (0.0) 2 (2.4) 0 (0.0) 2 (2.3) 4 (1.6)
£ 0 (0.0) 1 (1.2) 0 (0.0) 2 (2.3) 3 (1.2)
W& M 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 0.4)
mEEE 2 (2.3) 4 4.7 10 (116) 8 (9.3) 22 (8.6)
i 1 (1.2) 4 4.7 4 4.7 5 (5.8) 13 (5.1)
IFTY 1 (1.2) 0 (0.0) 6 (7.0) 3 (3.5) 9 (3.5)

BIVEA O MEEIL MedDRAN X— 5 > 7.0 2 L Catdk L7,
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EREREARICEVTROON-BEREREERELY—EXR (KETH)

pariickd BEST4IE
TS5k
R EIEE N=86 5mg 10 mg 20 mg =5
N=85 N=86 N=86 N=257

n (%) n (%) n (%) n (%) n (%)
TS FE/ISUATS—E M 4 47 3 (35) 2 (2.3) 1 (1.2) 6 (2.3)
Y =LA S R TS —E M 4 a7 0 (0.0) 2 (2.3) 1 (1.2) 3 (1.2)
M7 LA RAZFA—E N 1 (1.2) 2 (2.4) 0 (0.0) 1 (1.2) 3 (1.2)
FARANSGX BT/ SR 75— 2 (2.3) 0 (0.0) 2 (2.3) 0 (0.0) 2 (0.8)
e FREEE N 0 (0.0) 1 (1.2) 1 (12) 0 (0.0) 2 (0.8)
R T F e HES 14 0 (0.0) 1 (1.2) 1 (12) 0 (0.0) 2 (0.8)
meEYILE A8 0 (0.0) 0 (0.0 1 (1.2) 0 (0.0) 1 (0.4)
fthaL2Fa—LiEd 0 (0.0) 1 (12) 0 (0.0) 0 (0.0) 1 (0.4)
me L7 F=A8M 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
ATy 1 (1.2) 0 (0.0) 0 (0.0 1 (1.2) 1 (0.4)
~NESDEVREAD 1 (1.2) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
7 M BR 30 A 1 (1.2) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
mncht) 0 (0.0 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
ML R Fa—/LiEm 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Mo R0 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RepEAEGE 1 (1.2) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
DUnBEEER 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

FIVEA O FEEIL MedDRAN N—2 5 7.0 2 LTt L7,
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BEERABREREICS T 2RFRORBFRKE—E

AR G- n
20mg Al 20mg =
FRA MR A 132 198 250
FHATIEBIEL 524 1,111 1,635
A 2 D R BUE B3 24 32 56
BIlVE 45 0 8 B4 31 35 66
BB A 4 0D 38 BRUE (] =% 4.58% 2.88% 3.43%
BIVE 2 O FiE BEREOREERIFBES () £ (%)
PR RIEE 12 (2.29) 11 (0.99) 23 (1.41)
SHER AN PRRR 0 (0.00) 1 (0.09) 1 (0.06)
SER 12 (2.29) 10 (0.90) 22 (1.35)
IRMEE 3 (0.57) 2(0.18) 5(0.31)
MR 1(0.19) 0 (0.00) 1 (0.06)
IR 7 1fn. 1(0.19) 2 (0.18) 3(0.18)
HE B 1. 1(0.19) 0 (0.00) 1 (0.06)
LR 3(0.57) 0 (0.00) 3 (0.18)
B 3(0.57) 0 (0.00) 3(0.18)
il 10 (1.91) 15 (1.35) 25 (1.53)
WAL 5(0.95) 4 (0.36) 9 (0.55)
ETH 5(0.95) 11 (0.99) 16 (0.98)
MR AR, WoEhds L OWERR MR & 0 (0.00) 2(0.18) 2(0.12)
Ll 0 (0.00) 2 (0.18) 2(0.12)
H e 0 (0.00) 2(0.18) 2(0.12)
LR R 0 (0.00) 2(0.18) 2(0.12)
B RS R E KOV ARk 1(0.19) 0 (0.00) 1 (0.06)
T Eh R 1(0.19) 0 (0.00) 1 (0.06)
— % - B EER XOEREHNORE 2(0.38) 2 (0.18) 4 (0.24)
R PR 0 (0.00) 1 (0.09) 1 (0.06)
57 0 (0.00) 1 (0.09) 1 (0.06)
LR 1(0.19) 0 (0.00) 1 (0.06)
Y8 1(0.19) 0 (0.00) 1 (0.06)
AR A 0 (0.00) 1 (0.09) 1 (0.06)
FE T B> 0 (0.00) 1 (0.09) 1 (0.06)

EIVEFH D AEEIL MedDRA/J N— g U 14.0% A L Citdi LT,
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NETEREIN-T 7 RRB - EERBTHBLERER (138 B\ TRO onf-EHER

T HREE AEST4IVEE
TS5tuR 2.5 mg 5 mg 10 mg 20 mg =)
R e R K4 T N=738 N=74 N=151 N=329 N=1493 N=2047
HARE n %) n %) n %) n %) n %) n (%)
DiREE 0 (0.0) 0 (0.0) 0 (0.0) 3 09 | 10 (07 | 13  (06)
EiF 0 (0.0) 0 (0.0) 0 (0.0) 3 (0.9) 4 (0.3) 7 (0.3)
SR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3) 4 (0.2)
BDVGE 0 0.0) 0 (0.0) 0 0.0) 0 (0.0) 1 0.1) 1 0.0)
MELE 0 0.0) 0 (0.0 0 0.0) 0 (0.0) 1 0.1) 1 (0.0
HELUREEE 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3) 4 0.2)
HE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3 0.2) 3 (0.1)
EMA 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0 1 0.1) 1 (0.0)
EfE 1 .1) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
IRfEE 6 (0.8) 0 (0.0) 2 1.3) 6 (18) | 32 (@1 | 40 (20
8/ 2 (0.3) 0 (0.0) 0 (0.0 0 (0.0) 6 (0.4) 6 (0.3)
BR o £ 1 0 (0.0) 0 (0.0 0 (0.0) 1 0.3) 4 (0.3) 5 (0.2)
IRDEF K 0 0.0) 0 0.0) 0 0.0) 2 (0.6) 2 0.1) 4 0.2)
BRI 3K 2 (0.3) 0 (0.0) 1 0.7) 0 (0.0) 3 0.2) 4 (0.2)
B ARSI 2 0 0.0) 0 0.0) 0 0.0) 0 0.0) 4 0.3) 4 0.2)
HEES 0 0.0) 0 (0.0 1 0.7 2 (0.6) 0 (0.0) 3 (0.1)
IR¥ER S 0 0.0) 0 0.0) 0 0.0) 1 0.3) 1 .1) 2 0.1)
ARYE 1 (0.1) 0 (0.0) 0 0.0) 0 (0.0) 2 0.1) 2 (0.1)
BRZ5FERE 1 0.1) 0 0.0) 1 0.7 0 0.0) 1 .1) 2 (0.1)
FRIE M 2 (0.3) 0 (0.0) 0 (0.0) 1 (0.3) 1 0.1) 2 (0.1)
=0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 .1 2 (0.1)
fEEFEm 0 0.0) 0 0.0) 0 0.0) 0 0.0) 1 0.1) 1 (0.0
FERE 2% 0 0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
k) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 0.1) 1 (0.0)
IROEE 0 0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
IREKiZIE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
ARERFRE 0 (0.0) 0 (0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
AER 0 0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
IREFE 0 0.0) 0 (0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
BREEE 16 (22) 1 (1.4) 3 (20) | 35 (106) | 185 (124) | 224 (10.9)
HIERR 5 0.7 1 (1.4) 2 (1.3) 24 (73) | 112 (715) | 139  (6.8)
LREERE 2 0.3) 0 (0.0 1 0.7) 2 (06) | 16 (1.1) | 19  (0.9)
B 1 (0.1) 0 (0.0) 0 (0.0) 4 12 | 12 (08 | 16  (0.8)
BREFREERSR 0 0.0) 0 (0.0) 0 0.0) 1 (0.3 10 0.7) 11 (0.5)
T 0 (0.0) 0 (0.0) 0 (0.0) 3 (0.9) 7 (0.5) 10 (0.5)
OREL IR 1 0.1) 0 0.0) 0 0.0) 2 (0.6 6 0.4) 8 0.4)
= 2 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 8 (0.5) 8 (0.4)
gt 0 (0.0) 0 (0.0) 0 (0.0 3 (0.9) 4 (0.3) 7 (0.3)
[EEE] 0 0.0) 0 (0.0 1 0.7) 0 (0.0 5 0.3 6 (0.3)
B Bk R 0 0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3) 4 (0.2)
Eip 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3 0.2) 3 (0.1)
B ARk 2 0.3) 0 (0.0) 0 0.0) 0 (0.0 3 0.2) 3 (0.1)
e BB 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0 2 0.1) 2 (0.1)
ER{E 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 0.1) 2 (0.1)
TREERE 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 1 (0.1) 1 (0.0)
+16mES 0 0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
BT EE 0 0.0) 0 0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
Eid] 1 0.1) 0 (0.0) 0 0.0 0 (0.0) 1 .1) 1 (0.0)
BEEEIFIE M 0 0.0) 0 0.0) 0 0.0) 0 0.0) 1 0.1) 1 (0.0)
Bm 0 0.0 0 (0.0 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
BT R 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 1 0.1) 1 (0.0)
B E 1 0.1) 0 (0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
EldtES 0 0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
OE§E 0 (0.0) 0 0.0) 0 0.0 0 (0.0) 1 (0.1) 1 (0.0)

(7 : 2.5mg (ZENAGEB IR L 805, AGEMIE - HEOFEMT V. IRRICET2HE) 2], )
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NETERSN-TS RSB ETRAITHMALERSR (13HEB) T80T

RHoNT-EIER

(#E)
pofiizkes AEST(IVEE
FS5tR 25 mg 5 mg 10 mg 20 mg &%
B2 E R k4 T N=738 N=74 N=151 N=329 N=1493 N=2047
HARGE n (%) n (%) n (%) n (%) n (%) n %)
L HBERHLURERTHRE 2 (0.3) 1 (1.4) 1 0.7) 5 (15) | 35 (23) | 42 (@1
B 1 .1) 1 (1.4) 0 0.0) 0 (0.0 8 (0.5) 9 (0.4)
|NAE 0 0.0) 0 0.0) 0 0.0) 2 (0.6 4 0.3 6 0.3)
L] 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 4 0.3) 5 (0.2)
FRNDEREESR 0 0.0) 0 0.0) 0 0.0) 1 0.3) 4 (0.3) 5 0.2)
Bk 0 (0.0 0 (0.0) 1 0.7 0 (0.0) 3 0.2) 4 (0.2)
Ff9 B8 A 1R % 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3 0.2) 3 (0.1)
fasE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3 0.2) 3 (0.1)
FEERIE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3 0.2) 3 (0.1)
BER 1 0.1) 0 0.0 0 0.0) 0 0.0 2 0.1 2 (0.1)
TR 0 (0.0) 0 (0.0) 0 (0.0) 1 0.3) 0 (0.0) 1 (0.0)
(0340387 0 0.0) 0 0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
pof=t) K 0 0.0) 0 (0.0 0 0.0 0 (0.0) 1 0.1) 1 (0.0
BE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 0.1) 1 (0.0)
BREFESJUVFERE 0 (0.0) 0 (0.0) 2 1.3) 2 (0.6) 4 (0.3) 8 (0.4)
8% 0 0.0) 0 (0.0 1 0.7) 2 (0.6) 2 0.1) 5 (0.2)
A IRES 0 (0.0) 0 (0.0) 1 0.7) 0 (0.0) 0 (0.0) 1 (0.0)
KRR 0 0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
SIREE R 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 1 (0.1) 1 (0.0)
BE.PELIUVRESHE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
LEEE 0 0.0) 0 0.0) 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
ERERRE 1 .1) 0 (0.0 0 0.0) 1 03) | 10 (7 | 11 (0.5)
RE#EM 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 4 (0.3) 5 (0.2)
D iagkE M 0 0.0) 0 (0.0 0 0.0) 0 0.0) 3 0.2) 3 0.1)
57_7,;%“]7 IRTYRIT Ly ool o 0o | o ©o | o ©o |1 ©n | 1 ©o
;I’;’l?ggﬂﬁwy P52 0 0o 0 ©® | 0 0o | 0o ©O | 1 @b | 1 ©0
ay—_éél;nu%} Wo¥27= 10 0o | 0 ©o | 0 ©o 0o ©o |1 ©» | 1 ©o
IRE®RE 0 0.0) 0 (0.0) 0 0.0 0 (0.0) 1 0.1) 1 (0.0)
FHEREERESR 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 1 0.1) 1 (0.0)
HEERRSLUEESHBES 10 (1.4) 3 (4.1) 2 (13) | 20 (6.1) | 129 (86) | 154  (7.5)
LEE 6 0.8) 1 (1.4) 1 0.7 4 (12 | 57 (38 | 63 (3.1
&% 4 (0.5) 2 2.7 1 0.7) 9 @7 | 45 (30) | 57  (2.8)
AR 1 .1) 0 (0.0 0 0.0) 4 12 | 30 (@0 | 3 (17
EkEE] 0 0.0) 0 0.0) 0 0.0) 3 (0.9) 7 (0.5) 10 (0.5)
s 0 0.0 0 (0.0) 0 0.0) 0 (0.0 7 (0.5) 7 (0.3)
BEERE 0 0.0) 0 (0.0 0 0.0) 0 (0.0 5 (0.3) 5 (0.2)
A 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0 2 0.1) 2 (0.1)
BEEEERE 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 1 .1) 2 (0.1)
HERE 0 0.0 0 (0.0) 0 0.0) 1 0.3) 1 0.1) 2 (0.1)
55 0 0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
HEEE 0 0.0) 0 (0.0) 0 0.0) 0 0.0 1 (0.1) 1 0.0)
FhiiE 0 0.0 0 (0.0 0 0.0) 1 0.3 0 (0.0) 1 (0.0)
B 0 0.0) 0 (0.0) 0 0.0) 0 0.0) 1 0.1) 1 0.0
MREREE Y GN)) 4 (5.4) 11 (73) | 39 (11.9) | 221 (148) | 275 (134)
S5 23 (3.1) 4 (54) | 10 (66) | 34 (103) | 210 (14.1) | 258  (12.6)
EFHEHEN 2 0.3) 1 (1.4 2 1.3) 3 0.9) 10 0.7) 16 (0.8)
BER 1 (0.1) 0 (0.0) 0 (0.0) 1 (0.3) 1 0.1) 2 (0.1)
T 1 0.1) 0 0.0) 2 (1.3) 0 (0.0) 0 0.0 2 0.1)
{EAR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 0.1 2 (0.1)
AGLEHFEL 0 (0.0) 0 0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
KEREE 0 0.0) 0 (0.0) 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
FESRIET 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 0.1) 1 (0.0)
RIkEHEDLEVATER 0 0.0 0 (0.0 0 0.0) 0 (0.0 1 (0.1) 1 (0.0)
LEMRE 0 0.0) 0 (0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
REK 1 0.1) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
HEXE 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
(F : 2.5mg IZENAGRHREE B, AGRHE - HEOFMI TV, BRI 2HE)] 2,)
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NETEESNE-TIERNBZEGTRETHMALRHAR (13588 LW TRHont-EI1EA

(fE)
pofiizh s AESTAIVEE
TS5tR 25 mg 5mg 10 mg 20 mg aF
L DAY N=738 N=74 N=151 N=329 N=1493 N=2047
HARE n %) n (%) n (%) n (%) n %) n (%)
EHER 3 (0.4) 1 (1.4) 0 (0.0) 3 (0.9) 6 (04) | 10  (05)
= 0 (0.0) 0 (0.0 0 0.0) 0 (0.0) 3 0.2) 3 (0.1)
TERGE 0 (0.0) 0 (0.0) 0 (0.0 1 (0.3) 2 (0.1) 3 (0.1)
BB 0 (0.0 0 (0.0 0 0.0) 1 0.3) 0 (0.0 1 (0.0)
ik 0 0.0 0 0.0) 0 0.0) 0 (0.0) 1 (0.1) 1 (0.0)
BERN 0 (0.0) 1 (1.4) 0 (0.0 0 (0.0) 0 (0.0) 1 (0.0)
BE 0 (0.0) 0 (0.0) 0 (0.0 1 (0.3) 0 (0.0) 1 (0.0)
FEAR[EE 0 (0.0 0 (0.0 0 0.0 0 (0.0 1 0.1) 1 (0.0)
A ILH AL 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BENEE 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
#HEBEK 1 0.1) 0 (0.0 0 0.0) 0 (0.0 0 (0.0 0 (0.0)
BHLURBER 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
FREA 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
EERHIVAEER 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 9 (0.6) 9 (0.4)
BRIEEE 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 4 (0.3) 4 (0.2)
FEEE 0 0.0) 0 0.0) 0 0.0) 0 (0.0) 1 .1) 1 (0.0)
FhECHE TR 0 (0.0) 0 (0.0) 0 0.0) 0 (0.0) 1 (0.1) 1 (0.0)
RAO=Z—K 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
[=¥3F 0 0.0) 0 0.0 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
AEE 0 (0.0 0 (0.0 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
FER 3R . B E KU HRmES 1 (0.1) 3 (4.1) 1 0.7) 8 (24) | 33 (22 | 45 (2.2
28 1 0.1) 2 .7 0 0.0 7 @1 | 26 (@7 | 3 AD
HEY )il 0 0.0 0 0.0) 1 0.7 2 (0.6) 2 .1) 5 (0.2)
I 0 ) 0 (0.0) 1 (1.4) 0 (0.0) 0 (0.0) 1 (0.1 2 (0.1)
THMREEE R 0 (0.0) 0 (0.0) 0 0.0) 0 (0.0) 2 0.1) 2 (0.1)
B8R 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0) 2 0.1) 2 (0.1)
MER MR 3R i 0 (0.0) 0 (0.0 0 0.0) 0 (0.0 2 0.1) 2 (0.1)
ploE: 5 0 0.0) 0 0.0 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
BiFE 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
Y 0 (0.0) 0 (0.0) 0 0.0) 1 0.3) 0 (0.0) 1 (0.0)
ERBIUETHEESE 2 (0.3) 0 (0.0) 0 (0.0) 1 (03) | 10 (7 | 11 (0.5)
FIBE 0 0.0) 0 0.0) 0 0.0) 0 0.0) 3 (0.2) 3 (0.1)
% i 0 (0.0) 0 (0.0) 0 0.0 0 (0.0) 2 (0.1) 2 (0.1)
RIE# 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
PEMEEE 1 (0.1) 0 (0.0) 0 0.0) 0 (0.0) 1 (0.1) 1 (0.0)
SERBEIE RIS 0 (0.0) 0 (0.0 0 0.0) 0 (0.0 1 0.1) 1 (0.0)
b3 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
BKKR B 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 1 (0.1) 1 (0.0)
RER 0 0.0) 0 0.0) 0 0.0) 0 (0.0) 1 (0.1) 1 0.0)
KREEER 1 0.1) 0 (0.0 0 0.0) 0 (0.0) 0 (0.0 0 (0.0)
NEBIUATRLE 0 (0.0) 0 (0.0) 0 0.0) 1 0.3) 0 (0.0) 1 (0.0)
M E LR 0 (0.0) 0 (0.0 0 0.0 1 0.3) 0 (0.0) 1 (0.0)
mEEE 5 0.7) 1 (1.4) 1 0.7) 9 @7 | 48 (32 | 59 (2.9
BIAL 4 0.5) 1 (1.4) 1 0.7 9 @7 40 (X)) 51 (2.5)
K E 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 4 (0.3) 4 0.2)
FTY 1 (0.1) 0 (0.0) 0 (0.0 0 (0.0) 3 (0.2) 3 (0.1)
EimE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
MmEYLR 0 0.0) 0 0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)

BIVEA O MEEIL MedDRAN X— 5 > 7.0 2 L Ctdk L7,
( : 2.5mg IZENAGRHRE B, AGRHE - HEOFMX TV, BRICET2HA ] 2K, )
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9. BARBRERRICRITITEE
RESN TN

10. BERE

13. BEHRS

13.1 WE

BR300, B, BEICE D27 U7 7 0 ADOMREITHIFFTE vy,

<fiFE>

13.1 MEEHT 2 521 TV D AMNE KB AR 2BE 16 B2 xR, AAZ HEEE U7ofE R, ik
BT CTAA KL O3 O MAE PR EE 2B S 232 23RS S d . AFNTMEENTIC &
DIEREBIZTE A EZ TN EEZ BT,

1. BRAEDEE

14. BRAEDIEE

141 EFIRFEDEE

14.1.1 PTP ®EEDIEANT PTP o — OO ML CTIRAT A2 L HHEETH 2L, PTP — O
RAIC L0 OB ISR ERE A L, BICIX LA B 2 L CHRIR R SO EE A

HEZPFRTDHZENH D,
14.1.2 RENTIG5-% 36 BEl F THIMENRED BTS2 Lk 3939 Zo iz zettic->
WTCTHSEET S Z L,

1413 AANIBEOHFEIZ 1D L THRETE S, [16.2.1 ]

14.1.4 RANIIMAT 2 BGE 2 B S FIE A0,

<figgan>

14.1.1 PTP DGRBS IE D72 TPTP FRERIZOWT) (CEEk 8 423 H 27 H  H 3KEE
240 &) (ZHIDBRE LT,

14.1.2 AFNIE G- 36 BEE £ THRMENHER STV D 3339 PR B ER K OV R SRBREER Tl
AENIOVERRR O R E N ZEMEITM O NOREBE 5 25 L OFREFRITE LN TR, KA
B 5% 36 R O MM IX, RIEH OBBLRIRCEE OREICHEET 5 2 &,

1413 VI 1. (4) BF - JFHEORE) OHESH,

12. Z0oiFE
(1) ERERFERIZED C1ER

15.1 BEERERIZE D < 1E%R

15.1.1 3EH40 & OERILEIRIT 52> TIX 2Ry, AMENZI W TAKI A 5 T PDES FHERIG-H1Z,
FUC, FBIETREAELDFEIN & 720 9 5 IEBIRAME AT M AERARAE (NAION) O
TN RE SN TND Y, ZIbDEFE DX, NAION OfalEK 7 [ (50 Ll k),
BEIRIR, M E, EEMIREE . SARMAE, BUE%] 24 L Qs 29, SAEICEBV T, NAION
FREBLUTC 45 LA L0 B A %G & U CE Sz | CURHRAFSE Tl PDES FHEAIO
H BRI (T1n) O 5 EOHIRIN (X X T 7 4 VOBAK 4 HLUNIZHY) (X, NAION
FELY AT PRI 2 512700 2 ERHESI N TN S 30, [83, 11.2 5]

15.1.2 HA| & ORBEBIFRIZIA 50> TIXAR WA, AMEICE W TAAIZ & T PDES FLEAIB H-#£12,
FIT, EERBIEORBLNME STV 338,

15.1.3 A & OREBRIZI 502 TIXA WA, AMEIC IS W TARAZ 5 e PDES FHEAIBR 5412,
FIUC, RIS BEIR T T RN S S CnD, 2D OBHETIE, HY 00
FWEESI ZEND D,

15.1.4 7 )b a2 — U HERC AR 2 5 U T-2NE OGRS ER 23T, 7 — L e
AFNO MAEFREDONT NS FHAINZEEEZZ TR oo, Tha—LEEfzE (0.7gkg)
R L7298 1280 L 6O F Do ST E 2N S u7z 10-17))

53



<>

15.1.12005 4£ 7 H 8 AfHiT @ FDA CKERMEINR) Statement (23T, A% 5T PDES FH
EHI (3 A OKERA SCEOKET AR S N, ZOH T, FDA X, IRIZBIT % & PDES
FLEANCERT 2 SO0, @IMECRRIFEEOERIER T2 00, HH 0TI DE
ROFMABDLEIZLE D HONE, BHEE TIEARBE L LN 5 b, PDES FLEAIARAE (2% L,
ﬁ%%ﬁﬁﬁﬁ?ﬂiﬁﬁ%%% WOIEEA, IRAZTIEL, EHICEMSZICHRT S X

E%%ﬁbfvéoHﬁlWT%Méﬂt%%ﬁﬁK%wTﬁ\Kﬂﬁﬁ% NAION

WmAmmmmmmMEMNwmmM)%%ﬁbkﬁm@ﬁ%éﬂTMEWﬁ\%EK%
T, AHZ G Te PDES BLERIOF 59112 NAION OFEHNHE STV 5 2029, NAION J
B & AK & OREBURIZI S TRV, BEEEAMET 270103 E LT,
D%, FMNEIZEBWT, ¥ X7 7 4 ERIRROIERBET 2 FFo3E4] (PDES FAEH) % IR3E
L. NAION Z3E8l L7z 45 ik LL OB EZ %5 & U Tl S 72 B xR ORE R 0% &
LT T — %2 — R (CCDS) |2 NAION [ZXT A iEEE VBRI ST, FD=d),
ENTRA SCEICB W T RIBRICEEME 2850 L=,

15.1.2 ftfid PDES BHEANC IS T, FEEFENE & OBHENHE S T2 3738, KA O IEERK
PSR Tl R RIEZ T %féﬁﬁé%rwﬁéioﬁﬂmi%BMTwﬁ
WS, AMEOEERRBR L OCHIRBICE N T, EEBERECHES N TS Z D, &
B AW 572 DICRE LT,

15.1.3 PDES FHEA] & 298 MEEEREIZ DU T, ZAVETFDA 7°5 2 18] (2007 45 10 A 18 H, 2007 4
11 H14 B) 7V 2V U =203 &7z, ZOH T FDA I&, BiRF A CIIZesME#E & PDES
FHEA L MO Y R 7 57 72— L OBEMEZ T2 2 SIZREEE LR o b, IBENR
VA7 Z4nd % B CRENRMN SCEO UG 2 Eiid 5 2 &, 228 ME#RIT9<CTo PDES
FRLEA O ERAR R L O IR ICB W RO b2 %2 AR L, BAENTEE I
AFNOEGEARBRI BT, BB 2 1 FIEE STV DA, 225 ME#ERE 2 38 31 L 72 EF O
1372\, PDES BHERH & Z2 M HERE & O K RBAMRIZIA 57T itcwb: 2008 4E 1 H., HA
ENIZIBWTH PDES FHERIORMSCEAUET L, 283 HEIC BT 2 EERE 21T > 72,

1514 RF & TV a— & OEMIEAEAERZBRET 572012, FMNE AR 2351, ARHA)
10mg X% 20mg HRE: G- & 7 v 2 —)b 0.6g/kg X% 0.7g/kg DFF ORER (4 35R) 250 L
Tro TV — VBRI AA 2385 UT2BE. 7o — LI Py Ko M b g o4
NHBEICHELZ T o7 (VL 1. (4) 2) PEHIROEE] omESBR), Larl, 7
v a—bE & (0.7g/kg) OFRBRIZISUVNT, T3 — /v & B WITARFI AP G-IRE & kbl LT
AF| (10mg 1% 20mg) & 7 /b = — LOF BRI B 6O F U M OV SEMAR L D F8 BLo BN
MNEEDH LA 101D, (VI 1. (4) 2) @7 ra—LEOMELER] OEBMR)

(2) JEBREREABRICE D 1B

15.2 JEERPREABRICE D < 1B

25mg/kg/day LLEDHBETH XT 7 4 V& A X 3~12 » AERROES L ErEakic
BT, BREEDIKT, BME RO, HBE RO OB BB bl & O
ENH D, & MBI DR FIRRRIC R 2 22 Fat U 7o S E RS AR EER O — 58 CI3 ks
TIRE DA DT HILTZA, FE BB TR OVEFEAR VE AEIXW T ORERIC
B THEENTRD B IR Do T2 3940,

<>

A BT D EmHERBRICB N T, BREEOIKT., HME EROZEM LU ER RO 7508
/)Z))D'L;&b%hf:o #ji 7'71&0\7 P4 ]\O)uit%ﬁf :]: *:E% ?T?—Zf)%ﬁ’iﬂ ntu&b%h;—cﬁﬁ)oﬁ_o
Fo. Ty MBI A EFERRICE VT, B TrMmi, & (%) ke, Mot
RTHRBII e oTe, XX T T 4 NMFKFIZLD A XTH @%ﬂtﬁ%ﬁWM®%ﬁ%fiﬁ
TED EZ AP LN TOZRND,
t%T@ﬁ%uﬁ?é%@%ﬁﬁ?ét®m30@%%ﬁﬁ%%%bko@%WA%@&@%
TEEEEEBE ICAK] 10mg 2 6 » AW, 25\ X 20mg 2 6 » AMAO9 » AM 1 A 1 [EEA
&ﬁb\%%%f\%%@@ﬁ&w%%%% A LT, TOREE, 10mg % 6 » . 20mg %
9 % A MG L7-ikBr Tl XIHREE & il L7235 A ORI B DD 2MBEE S 773, 20mg
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Z 6 n ARG LB CIEZ 0 L 9 2P BITRO bNAaboTo, 3MBE b, K HEBE,
% 5@2 faﬁiﬂ%mu&)ﬁﬁ:oto if;\ TX }\}(7‘[:1/ Eﬁ:ﬁ/ﬁkj‘ﬂ/{‘/ gﬂﬂ’ﬂ@]{%{‘l‘/lx{*/k
Vo T ABE AR LR RS A R 20 o 7z 3940,
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X. FEERAREBRICBI9 SIEH

1.

FIBSAER
(1) FEhFEIBKER
[VI. FFEPCEIT 2HA | OHESH
(2) REMEEHR
1) FRHRRICRIEFTEZE
7w RN TRMEE L72 & 2 A, 200mg/kg D% 1% 5-CHEE ) D A O IRM 1 & B SKHES) 0
DI DFED TN, A X~D 200mg/kg £ TORE O EE TIXFRRERICKTT 25
WIREEIIH BN Tn, =T A~ 100mg/kg £ TOREOEE TIELY b L E X — ViR
MO REARFFE X2 B 072 BT8O e o 72,
2) DINERRUMBRFRRICRITTHE
A FIZBWT 20 KO 200mg/kg DOFE N BEG-FHEHBERE 2N DI TR L2 thiE, &K
200mg/kg F TORE M E-T O FERER WO ERIEE U X MIRBITRO bl ho T,
BRI A RN H X T 7 4 V% 3mglhkg OB TEIRNE G- LT L 2A, X7 7 4 VT EIC
WAEZRFSPTICMEZ PSSR0, VTS Rz SE57-0 B2 67,
T, XX T 7 4MIE b I T ¥ %/ (HERG) ERZME LN, TOMSIIE 100uM TH
S1%FEE Th V. HERG EFLEEMITIHNZ ERHA LN E 272 (invitro)
EIMEETNVEZANT, 2 X T 7 4 VORI R~DOREZTE L2 & 2 A1 KT Smg/kg
OEERE OGS TOHBITEE L Z T o723, MED 7RI EiZbhz0 FRELT-,
3) BHBERIZRIZTEE
<7 ADRKEER TR L2 L Z 5, 800mgkg £ TORAFKGIZE T, RAKEERIZHS
ML BITRRD bR o T,
4) BRBRICRIFTHE
T MIEET 7 V% 03mgkg DHETEHIRNEG L2 2 A, 1) U LD RYEM&EICIT
BE RIS o7, REKOT MU U LRPEEESHEIN U7, £72. 0.1mgkg DFRIRNE
Hizk v, LEMEF N U LFRRE A K AFURER RO b U w7 Ao HINEH 23 58
S,
5) RBAKES
BHEZRIK (R PTEEY Y, GABAA, LAAB VY, BEAZ I Hy, 5-HT,, K832 Dy,
KRR Do, 0i-7 RLF U -7 RUF U RORB-T R LT U U2 BR) 1233 8T
&3> 7= (in vitro) .
(3) ZTDOFEHER
1) IBEMBEO cGMP EEIZRIFTEE
7 v M KEWWREIEAIE 2 FWTZRFT T, #2777 40 (10uM) 1E cGMP JRE% 4 fi5 LA
. DEMET Y T AFBRAT (0.1pM) . C G R U 7 AFJRARTF R (0.1uM) . SNP (0.5uM)
BOTT =Ny 7 T —BIEELR O HAF T TIL cGMP 2 % 200 (GRE £ C LA S/,
—J5. T v MDA R OV ERHESEHIIIN O cGMP IBEIZIX, XX T 7 4T T T =AY Y
7 —VBIEM LR 7 OHGFE FCTHRELZ RIF S ehoTz, iz, WTNOEEMF T cAMP
BEILZ X T 7 4 K0 B EZ oz,
2) v P XBIROIFEMEIZRIFTEE

Z7x==b7 U (pM) THAE L2 T v PREWRY > ZEEARITHT 52 2T 7 41 (0.01~1uM)
DOFRIEM 2, PR NO G a2 BrE (MECKHIEE) Lo KEIRY > 7 A KL OB IEN R R

IR Y > THEARZ AT invitro TRl L7z, % % T 7 4 JVITHECRIBEENR U > 7 %t S H 7

Do Tod, WEAEE T Tl HeK 55%I2iE T 5 HE kAR et EH 2 7~ L7z,
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2. HMEER

(1)

(2)
1)

2)

HER5E AR
ELY/ #E & (mgke/H) WS OB R (mg/kg)
~ DA | 400, 650, 1000, 1600, 2000 >2000
7w k| 400, 650, 1000, 1600, 2000 >2000
A X | 400, 800, 1200, 1600, 2000 >2000

BOBEICEEXET 74 NVOREEREREEEZ, ~ T AKRRT v k&2 AW TR L7255 5%,
2000mg/kg O HEE THLE L O GICEE L frit T _REFT LI A N R o7, 4 X2 R0
TRk BB TIE, 2R CHEO R 800mg/kg LA ETIEMESFED Hiv7-23, 2000mg/kg £ T
T 2o Tz,

REESHHERR

Sy kBT HRER

<Z7v M1y HMEES>

WMEREZ ~ MCH X T 7 4% 10, 60, 400mg/kg/H % 1 % H IR 05 L7245 %, 400mg/kg/ H 7
TIREOHN, B E(LZ thb e WIRE RO T, #ISHEZE L B 2 5 b ik
(LRI A M ML F R A DB, D U L SERESIN, BRI 2 b A b 2R
HEOK T R OEMEPEHEINSE O RREMOETNRD SR, Wb Bt cEE
AT, BIFRARMENRO b2 Linh, MEMEEIT 400mg/kg/H & LTz,

<Z7v b6y AlESES>

MEHEZ ~ BT 10, 60, 400mg/kg/H % 6 » AMREAOEE L7ofER. 60mg/kg/ B DM 1/19 i,
400mg/kg/ H D 4/19 FNZ I3 NT . PARJE FE oD JHHE Rl MR B N L BB~ 51 EE D B R ILAE D378 D
iz, 2Oz, FAERTFEO 22 WERE O iR A LR O L E), BlRo FR 72 b
ZPEDIR W IRBEOBINEE S0, BEFRIICEE L 135 2 b o7z, 60mg/kg/ H TR
D LN AFELE TR SEMEE CThH o722 LD, EHEMERIT 60mg/ke/ H & LT,

4 XNZH T BB

<A X3y AHEE>

HeA XK ZT 7 40 10, 60, 200mg/kg/ H % 3 » RS O # 5 LIZRER, 200mg/kg/H TA b L
AN D W IR e OIS B BN, ARG LR 2N RS FIBRLOAR T ~Kdn, JHAE bRz a3k
AEDRBD LI, HEMEIT 60mgkg/ H LB X b,

<A X6 5 AL >

MEREA X 12 10, 60, 200, 400mg/kg/H % 6 » AR O #& 5 L7zkEE, 400mg/kg/ H TR E DI
BUROHENM, 60mgkg/ HLLEDZ 75 7 4 NV GRETHE RIKROR FHE> . B 7E, BRI
B D REME LR OIBIT (AL, A OBTE, F -l oZNE, MiakEodE#ibd
HUNTHER, FEE R OHIBER B Tl f 8 e 35 28(0) . ZEiE ('L N UM &
FHIBR 72 1T DN RZE 1T ATV A0REE . 'L U IR T AR A O ENICIE AT D
REE) KOVZERUETED BT, R RIS O AR~ DR Z e~ TN D 2210358
<, K FIROERIR DOUE A 72 B ORI AL V8 T~ D HIM 23 B AT 23, BRAELSORS B oD oA 1
DRAE & o T FE AT ZEAL % 1 O IRFE7e R LR ORI A LN o 7o, [EHEREDE)
MIZBNTHRBROEENGED SR, ZO8EmE &R, FEORD L8 T R
Jiel B OVKE e 2 A 2 KM SRR ST, MEDO SRR 10mg/kg/ B, MED BN &I
400mg/kg/ H Toh > 7,
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(3)

(4)

(5)
1)

2)

<A X 12 » AHMEE>

MEREC X2 25, 100, 400mg/kg/H % 12 % H R ARG L7 R, 2R EGHETED 6 » HH&KE
kbR &R RIRR R BT L NBIER . 400mg/kg/ H LD FT RO BSR & BIEEIL 12 » A
BHIZE VR L TWD Z R aENT, BRITAORBENEE CRo7oA XTI K
BEREDNEE) L TV D BUIENRD bivle, —F ., FlE LR OJRE RN A LN D7 ED
HEREMNAZ R UICA X TIEEE O FREMEIMEW & B 2 b,

F7o. 12 » AR GRBOBGRLE% 3 » A0S 5 5 A2, 100 &1 400mg/kg/ H FEOIES 1 PT
BT, R~ & O 4 P EREORU D B OB ~ R 28 B oD ifn MR B D Bl st s itz # 4
TIANFEEERIETHE INBITEFICED Z E0D, BHOMEREARITHERF SN TV
ZEDWRB STz, GRS & MEREII IO LTe s, &5@%&@%@&@%:%2
BEE OB ZENRBO LN EnD, FUEBIMTET AL TIERWEEB 2 iz, £, Bk
BEORER., EEN T ﬁﬂﬁ%rwﬁéﬁ%iw%m&ﬂotouii@\2ﬁ®ﬁfmwgn
7o MEREL DWW X E 72 BHEEMEIC L2 b O TIEARL . XX T 7 0 AR5 L 7= f R
BPEORHPEE L E B X b,

BinEMRER

in vitro R & LT, RAIF 7 AFE L NKRIGE Z HWTBRZRERAR, ~ VAV 75—

~ TK &R, & MRIE Y 38k E O 7o Qe iR B3R 2 (RENEYE LR O IEAFAE T R OFAE T
WCCER Lz, %77 40iE, —HO invitro ilBRIZ W TRBNETEL R DIEGFTE T K OMFTE

Tk% EtETh o7,

in vivo iR & LTIZZ > b %Hﬂb\td%‘iiﬁ%%%ﬁm L. ®®K 2000mgkg £FTOXX T 7 4 )V%&

BAOkh Lic, 2% 77 4 VIFEAEREE 255883, RIFEROMIAIZ L Tlla g oYt

REFEFHERERITERD ben o7,

AR ER
BRTTANDNRNVENE~ T AR DT v FERAWTEHME L7z, ~ 7 AKDRT » b Ol L
b —FEd 7 0 MEES SOPEE L. 10, 60, 400mg/kg/H DO FET 24 » ARME AR O#KE LT,
~ U AT, 400mg/ke/ H B DOLECHAHIRIE OB OB MM R SN2, S PrIA E A2
172 <, s~ U A CTEMAEIZCRES b D AR AEESE CTH D Aliett & & HiZ, CYP2B #FEIC
KBEETT 4 NEHO ZIREZEETH L AN E 2 b,

7 v hTCIL, IKE, ﬁ@i R AR AT I B M OV B AR 200 A 2 38 1T 2 FEIEIS A i\ T
FEGICBE U7 B IRRD HALT ., TSR B I & BT o T,

AERESMHR

2 (%) BERUVERETCOVIREREICET 558

HEZ » MZIXZRELAT 28 H [ K OB A, #EZ » MCIXAZECAT 14 H MR OSRECHI 2> 5 4T
Bz 7 HET, 10, 60, 400mgkg/H DX X7 7 4 VuEBE L, # () WBilCxHd 528 % Kt
U7co MEFHENR 13 BICHIRR L, RN 250 U 7c, KESASRAIRI S T L7c I HIm L, kS
%Lm®ﬁ%#§&oﬁ%®r@ﬁﬁ%ﬁﬁ%ﬁotom%£ﬁ®% P B IAREEH I K
OBEEIK T ZbrE , BBt 4 2 3k w%m@#otom%@%(&)%%kﬂﬁxm
O EFEFEAM I B 12528 aw%n&woto431iaﬁi74w&5 K DRE BRI D BIER
SN, T v b E AW ARRER TIOR8 R EEE R O FERICEEITR O 6Tk
BIZHE W T H BB U 7 W B AR 20T U S e o 72,

BT - BRIRRAEICEET 558

IR BR VR AR BRI~ U AR T v M &AW THERM LT,

60, 200, 1000mg/kg/ H DX 25 7 Vi~ 0 ATEG LTokER, AT A — 28T <,

AT &R S e o T2,

7 v NTTIE. BEL ?Tﬁ‘%)fﬁ: P& U CTIREIINE N OB &0 N e HERE TR Lz
25, R IRIRICKT 5 5B IRR O BTz,
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3)

(6)

(7)

HARRUHEZOREES NICRAOHEEICRET 55

7 v MTERIT 2 HARMR O ARE TR Z . K- EREFENRREFE CHE (60, 200,
1000mg/kg/H) THEMi L7z, ik 6 A2 o04k#% 21 HE TOM. M (Fo ) (SEAKRE L,
EWEHRSR S, HAEROKRE, FEXOTENCET 2MAEL I L 7=, Fi OB
DO— a2 REIHL L, P R3ER 7 BIC/e 2 E THE S W2, HlR L7z, FottfRomia
RECIREBINE K O R O F MBI S L7208, Fo L OVF RO A F M ONT Fa iR 38
BICBET2FMEERO BN o7, FIR Tk 4 BAEGROIK TR EX X T 7 4 MR GRET
BOLNTZ EnD, HEE 3, 10, 30, 200mg/kg/ HIZ FiF T, E%DORE R OEFRE R
% kR A BN L 72 AR, RO NIERD behodz, LNLARND, HORERT 4
HAGFROK AR O GNZ Enb, FIROFEEFICE T2 BB 81T 30mgkg/H & L7,

BRI
AR L

Z OO BN
AR L
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X. EEMFERICETHIER

1.

. B—HS -

RHX S

BF) 7 U AFE Smg, 10mg, 20mg ATFEEHEN (R —EMEOLTZEIZLVENTLZ L)
BRIy - XX T 7 40 BIEE

. A

AR : 34

. BERETORE

Il SRR

. BRIRWLEDEE

BRIEIIN TR

BEMTEM

BEMEERLTA R HY
<FVvoLEY : AV

GBS

Rl—p%sy : 7 RSOV HEE 20mg, Y vT 4 78E 2.5mg. Y/vT 1 7 HE Smg

RIZh3E . T 7 4 V7 = Rt

. EFfGEAEEAR

2002 4- 10 H 15 H

(A—=AFZVU7T)

IIVTF T VR R K )

- BERFGARFEABRUVARES, RMEENFEFEAR. BRTHEBFAR

HR5T & BERFERBEAB ERES EmEENSBEFEAR IRFERIREARAR
7Y ABE Smg 2007 457 H 31 H 21900AMX01084 A B HE AR 2007 59 H 12 H
(RIS e AR AE) " U " 202044 H 2 A
(A RS MBI AR " U 202244 H 1 H I

HR5E4 HERTRBEAB ARES FEmEENRSBERR HRFERRERR
27 U A5E 10mg 2007 47 H 31 A 21900AMX01085 AT HEIEAR AL 200749 H 12 A
(&R e AR AR) U U U 202044 H 2 A
(AR HEILR) " n 20224 F4 H 1 H "

HRE % BERTAREAB ERES EmELNESBEFEAR IRFERIREARAR
27 U AEE 20mg 200747 H 31 H 21900AMX01086 FEAT BE HE AR 200749 H 12 H
(&R e 7GR AR) I U U 202044 H 2 A
CHEA L YEIR) U U 202244 H 1 H U

RN

60

. PDEEXIEREMN. AERUVAEEFENENOEABRVUEZOAR




10.

11.

12.

13.

BEEHE. BIMERLARFEABRUVZTOAR

FREHFEEZITo /R, 2017 43 A 30 HICESRMN, EFEESZEOME, AR ONL &M
PREEIC %ﬁéﬁﬁ(wﬁwsﬁﬁé%lﬁﬁda3 4 52 IEE 3 BA b URGRERER) O
WA HREY LW & OFEER R 2157,

BEETHM
2007 4E7 A 31 AH 201547 A 303 (8 7T)

RELMHRICEE T D15
AANE, BRI D HIRIZED STy,

KiEI—F
7= R PR o FH fi
. JEA S SR AYE | ERER S — R . o Lt 7 MERALP
R5E44 U e o — (¥ 2— ) HOT (9 #71) %= N S
27 U Z$E Smg 2590016F5026 2590016F5026 187108102 628710802
27 Y A5E 10mg 2590016F6022 2590016F6022 187109802 628710902
o7 ) Z§E 20mg 2590016F7029 2590016F7029 187110402 628711002
A FEHEAR I L
. JEA S SRR YE | ERER L — R . o Lt 7 MERALR
R5E44 U S o — (¥ 2— ) HOT (9 #71) %= N S
27 U ABE Smg SEAM FEEAR L SEAM FEEAR L 187108103 AT FEAEAR N
27 U ZEE 10mg AT FEEAR L AT FEEAR L 187109803 AT FEAEAR N
27 U Z$E 20mg FRAM IR HEA L FRAM IR HEAR L 187110403 FEAM FEAER YL

14, RIRIGH LOER

AR EE T S 45 RIS OB OBV OWNT (G443 H 25 B fRIE%S 0325
H 7 5) Pk
K%ﬁ;owf PRBEH Ot R L7 D DX, EARICE D BUEREOEREE B E LTk
N RN Té&% VBB THWASATHD Z b, uT1)~7)@éf@£#
il LTESEICRVEETE 5, Aok, AREFNEL, DAL OSBRI QNI EIC
SEJEAY @kﬁwEWé%r$ﬁ &1 (FRk 18 EIEASS @éir%uwﬁoqu%r$@
HIR) LW D) B S () ICBUE T A BE AL AR D BIEIRIHIR (14 BRI Z[RE &3 %,)
T SN2V LDTH D,
1) RBANOEG %47 5 ERE, JFHIE LT, MRESBFHZIOW TS FLU LORBREFET L L, -
72U, BBl (Bl 21X, Ik E#%ﬁt#i%ﬁk%f P 5 ARE 72 i o PR IR R AR RS 12
BEEBITERVWE) B 5EICE, R2ERM OB E L) CE 20 FIEA 588 SR8
59 5) B — ERS AN S ﬁ%(uTFEﬂ & LWvWoH,) K& s [B001) @ [32]
— R IR S PR AR D R DB 21T - TO A IRIRIEFMEICIEY . 5L THEL KX
R, ZOEEA, HYHHBEREEICER T L,
FTo, DRI EOMEMIC, UTOFHATH T Z &,
O BEZITHOEMCRLIEMSE L TRICET2 0055, %3500 (IEEEHEET | X
X TG EEAA ] &)
T WRERFHZDOWT 5 4ELL EORRER 2 AT 5 [EHl
A TUST, HEOHEBEND D5
@ LAY T H5A . YikHH
2) Mo EEHEEIZ B TAREE] %6$%#ﬁbnfw5$% WZxt U, Y% ORI AR 2 D
R & T CRBIF 2B 53 256815, Bl & L, HERERIE 21T 2 5 1Kl
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EETHI L,

3) ABFIOFEGITE L T, B#EFPEIMER LIZHEREICET IS RIA4 02T A3
R DNHE, FhE R L BMISNEZBETHD L, B, TORELHEERIGERHTLIZ L,
4) AR EZBEE SN DHBEIFD/— b F—D W, AKEFIO®FES A Hill>T6 7
ALIANIZ, ERAEEERKSE S B0 @ [32) — R REEEEEHEE ST ER SR XS5

(B0O01) @ [33) ASHHBNERE EHAR A EFREHZZ T CNDH 2 L,

FTo, RS ORI EOREMIC, TOFRRETHTLZ L,

O EEROEHENIAR D EFLHE 22T TWD DN, ARIF 28542 BE TE D/ — k)
—DWTITH D)

@ ERROEHENIAR D EFRAVEFLZIT > TO D IRRERIERIZ (B 59 DR ERIER & [ —
THHEBITITAB L THELLZA20,)

@ FREOEHBIOBEENMTONTFEA EEAPLH > T62ALUNIZIRS,)

5) KRN OB GIZHT-»> Tid, TOHEIZ, 1BIOBZRICOEZ, XA I TECBE TS 1 EYS
WZERY . 7vo, 48ELIFTHDH Z L,

6) ARBAZH IR LG T 25813, 5oL »AMEELET 28, 6 0 A%E
2 CTHREEGT 2581, MO LEMEZ 0D THRET L, 3 &I U 7= B B K O] 5
DAEH % 28N OB EORMEM I Cfli T2 2 &, 2B, 6 0 HEZBX THRE
HeT25A b, TOMGERIZERE L CHIREGND 1EDNE T2,

7) ABF| A RRZHEICRB O TS T 58546, FEOHEMIC, RR2E TH I EE2LHT5 2
B
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XTI .

1.

SRR

5| SRR
1) Nagao, K. et al.: Urology, 68, 4, 845, 2006 (PMID: 17070365)
2) TEIHE—1E0 © B ARMERRRE TSRS 27(1)15, 2012
3) Saenz de Tejada, 1. et al.: Int. J. Impot. Res., 14, Suppl 4, S20, 2002
4) FENE B RIS T D 3L E (%EI%%EH (2007 4% 7 A 31 A7, CTD2.7.2.2.2.1.1)
5) fENEEL RN IC I T S EiRE (RE#E) (2007 47 H 31 A7GR, CTD2.7.2.2.2.1.2)
6) FENEE: BFEORE (2007 47 A 31 HAF., CTD2.7.1.3.2)
7) HNEE U R FEARONY haF Y — Lt oEWEEER (2007 4 7 H 31 HAAER.
CTD2.7.2.2.2.3.2)
8) HNER: U 77 B RO haF ) — L oMM EMER (2007 4 7 H 31 H&AZR,
CTD2.7.2.2.2.3.1)
9) fENERL: U e oFEMMEAELER (2007 47 A 31 A&, CTD2.7.2.2.2.3.3)
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(2) IMNRZ(ZEAY B EEE
AN T 5/ A HEBIEEE STV e, KEORMS CEL O EU @ SmPC & 1%
Wi,

o i RLHCN A

N ) 8.4 Pediatric Use
REDTII CIALIS is not indicated for use in pediatric patients. Safety and efficacy in patients below the age

(2023 44 /1) of 18 years have not been established.
EU ® SmPC Paedia'tric population . o ‘ ‘
(2023 4£9 A) There is no relevant use of CIALIS in the paediatric population with regard to the treatment of

erectile dysfunction.
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