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22 4 M. PEELHERT S | IEFITEV...(5)
HIEOREZENS LWHY | @V ......(4)
15 F L7 WES......(3)
ARV L)
CFEFITAR (D)
ERGE R A A v G 30 A
#2) SEP OER & [HI%
A0 g 1
e | " "
) IN— N —DE~DFFEANT
SFE LN R
L (BRI SRR BRe | X e
B LUE Li=m?

OENT 7 & A% B ek
(AR =
<% >
200 LA LD BT, 3w AL ElChTe o TEHIEAREEZ AT 5 BHF3436] (77 v REE86Hl, &4
7 7 4 VSmghE8SHl, X X T 7 4 L 10mghER6fi], ¥ X T 7 4 A 20mghE86fl) ., 7eds. HAERE
(BRRE, R, EHED) KROYRIRFRIE CODIRME, sEME. BRAM) 1AM E L,

(7 U vy 7# ) D

<HE>
X HT 7 40 5mg, 10mg, 20mgX X7 7R %10 1A% X 72\ O HEEE C 1230 [/ B 1 3 5

<HZEEEEFHmE R >

UTFICBTER—RAF A b0 E

o [HBRFHEMIEA 27 (IIEF) (2B 2 EEHERE KA A L * 2 a7

o BHEHRHFOMRICETZERM (SEP) OER2*IZK L NI EEIZE LZEE
o BEHTHOMERICEHET2EM (SEP) OERM3*IZxfL TEv ERIZF L7HE

[FRBRAE R ]
<HBEHE >
75 2ETT 4L BHTT 4 BHTT 4
Ttk (N=36) 5mg 10mg 20mg
(N=85) (N=286) (N=286)
X (%) 57 54 56 54
PEEFORBHME =1 4 93% 85% 87% 88%
EhiE R o B
R e 37% 38% 37% 37%
s e 24% 24% 24% 24%
i 38% 39% 38% 38%
R E DOFFIR F 153 FE
S 28% 25% 28% 34%
e M 36% 27% 34% 33%
R 36% 48% 38% 34%
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VLT T T 4 VG 56% 64% 56% 51%
[Sier3
e I 28% 24% 22% 31%
[ 20% 19% 16% 27%
AISZARAER  (BPH) 10% 12% 16% 13%
i g g 22% 12% 13% 15%

<IIEF FIECHERE R A A A a7 >
HEFEEREEE KA A L AaT I Ko THMEZFHME L7 2 A, XX T 7 4 WiZ0nTnoks
BECB WL 7 7 B R EGREICHERTHEERGEEZ /R LT (p<0.001) .

24 23.1 % 23.3 x (FEy{E)
| 22 211 % *p<0001 % 7SR
| 20— FoEa i
E 18
g 16 16.0 o
2o
3 13.9 14.1 14.1
K 13.5
i 12
> 10+ o
A

8- E 5
a 3

5 3

7 6

4_

2,

0 Y

TS5 eRE BEST4)L BEZT4I 2EZT1
bmg ¥ 10mg@¥ 20mgE¥

<SEP O'E R 2 (FEADEH) >
2T 7 4 HRAORKDY) (B LT, WTFoORGREIZBWTH 7 78R &R T
BERdeEr R LT (p<0.001)

(%) 90
81.1 82.1 « (FiofE)

S 80—

E 72.1 % *p<0.001 3 75 tR
;) 70 - HOBA
g
& 60 4
I2_ 53.4
- 50
[
l:i\ o 15,4 47.6

40

20+

o CEN T

10

30 5
#

S E— 1

0

TR E AT BLZT4L BEZT1I
SmgEf 10mg 2 20mg ¥

12



<SEPDERI3 (HEARZDRKE)) >
B HZZT7 4 THEARZORRD 1T LT, WINORGEHICBWTH 77 B REGEREICHTH
BRadeEr R Lz (p<0.001)

(%) 80

S 90+ 6.4 4 T M)

E 64.6 * A
P *p<0.001 3 7SR
g 60 BN il
] 51.4 %

|3_ 50 -

E 40

Ly

& 30 28.6
: 1
=

L 20

- %
i 5.5 & 17.4 14 188
& 104 g &

i
0 ¥

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

<ZEeiE>

X2 X7 4V 5mg, 10mg, 20mg BEIZE] D 1T S A iER] 257 Bl 70 61 (27.2%) (ZEHEA
MNIRD BT,

TR BIVEFZEESRE 29 61 (11.3%) . WHEC 13 41 (5.1%) . 1ETY 9 61 (3.5%) . MILARE 6 6 (2.3%)
EThoT,

@/ 7 7 £ R IR CHEMRIEGBR (11 RERO PR AR
[FBRT =
<t/ ik FHE R >
o 3y AULICOEs THEEEEZAT S 18 ML EDOSEANBIEERE (777 &R 565 6,
2 HT 7 4 Smg BE 151 B, # X T 7 40 10mg BE 256 B, X % F 7 4L 20mg & 1,220
i)
e 1 H 1MZBIARVEEECHERROKRE
o TV DU ITRBEIFERBEOT A L TEESNIANET T RGBS MG
(70 v rgaRbEte) 113 BREFe L. AoEZ2EHE L7,

[FRBRAE R ]

<IIEF ZhEHEBE R A A R a7 >

IIEF ZhiHRE RA A L AaTIC X s THIMZFHME L= 2 A, Z X7 7 4 WiT0nTho&kE.
HIZBWTH 7 T ARG THERIGEL R LT (p<0.001),

*p<0.001x TSR (F{E)
24— oA 236 «
I 22 20.7 4
E 20
E o 17.7 &
% 16 - 153
o1 14.3 146 145
-ﬁg 12 4 13.1
X0 . g
1 87 5 #
v 67 H
2 o l l
pum | 2 —
7 0

TS5ERE ¥5T4L FEST4L AESTA
Smg ¥ 10mg &% 20meg#¥

13



2)

<SEP OB 2 (HADRL)) . SEP ORI 3 (HExzopksh) >
BT T 4L THRAOR], THERORD) ] IZB L T, WTFORGREIZBW TS 77 2R
BRI THERUEEEZ R L (p<0.001),

*p <0001/ 7S5 R (EtyiE)
(%) 80 AU 800
= S 71.4 %
% E 70 1
#, P
)]
=y 60 56.6 %
& [
g % = 49.8
— T 458 ' 484
& 40
Ly e *® 40.4
— g J_:,‘.
& 304 @ &
0 ¢ - i "
FTSERE  AEST L AEST L EEST4IL
bmg#% 10mg & 20me B
* p<0.001 TS5 R
(%) 70 EAHA 66 ¥ (FHE)
[ S
sE 60
55 554 %
=® 50 —
A=
& [ i 39.6 %
3 40
bt
- 30—
Bl i
20+ 225 #E 251 223
< 40 2 50
Al
v i
FSERE AFT24L  AEST4L BESI4L
5mg B 10mg &% 20mgE¥

<“Z2etE>

%Eﬁiméhtf??ﬁﬂ%:i%@ﬁﬁﬁ%%ﬁﬁ%(Bﬁ%) ZBWT, 7 U X 2.5mg
~20mg BEIZEN D 117 A= IER] 2,047 B 599 6 (29.3%) (CEIER SR8 bz, E72REITE
I8 258 151 (12.6%) . THIEAE 139 61 (6.8%) . jbﬂw“63@1(31%) i 57 6 (2.8%)
WAL 5101 (2.5%) & CTh o7z,

2 VERR

WA E L C3RBRIEm L, KE2HFENT6 » HHMMLERHE S LR, 4477 40
RED 23.9~57.0%CEWEANFHL LTz, X T 7 4 ARHCHE L Tid KL< AN -EITERIX
SAJ (9.4~31.2%) KONHIEARE (7.6~18.3%) Th o7z, RHIFEHRER TR b%mtféﬁ7
077 AL, MOERKRREE & [FETh -7,

B HHAMBI DI OFE RN D . BEHHRGI E > THZICRIRT AEA O H 54 EFLITRD
Nighnotz, iz, FROBYORELE TOKGHYIF ORI O, F6H. (M:TE&U**
i, BHEZOICRYORBELROTBEFENL L, Z0%, BIICELORBAZRO BT
BT 252 EnRrEiu,

LEXY, BEMEEGICE DR EEERZAMEDOY 27 O ERIE, FICRO bl oTz,
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(5) #BF - REHFHER

1) #EME R RSP E BT 1B DGt
EN T 7 2 Ax i E B R EGER C, SREME L RSB EhE RS BE 245 B (RREMEEhEkE
R TS TRAEE3LB, XX T T 40 10mg BE29 B, X 4T 7 4L 20mg B 28 B, IRAT
PEEERE 7T VR B, XX T 7 40 10mg BE33 B, X X T 7 1)L 20mg & 29 )
x4 552527 7 4 VOMERISHEIZ DWW TG L7, GBI 5. 1) EAERAIETHEX
JGEkBR) DIESM,)

FEIMIER O+ _RTIZBWT, X T 7 /L 20mg #ETIE 10mg B & LR TEALZIEIVRE
iz,

Fo. BEMICEA L T, 20mg BEHZBIT 28R M OVHIEAR R O X 5 B A EEFR N DT I
10mg #E LV 2 <FBO LN, ZNUANOFEL TIIHEKRF R BBEO ERITRD b
Mol

<IIEF FCHERE R A A A a7 >

(RPDZRTHERVRERE)

10+ 9.3

i 8.5
s 1

(RS ANV R S|
NUNVAREEEEnm——
(4,]

Il

FS5ERE S5 T740 BEST4I
10mg 2% 20mg B

RHERUVESENERSEE

<SEP OER 3 (MEXR D)) >

(RN ZFEFHERVIEERE)
55

(%)
s %] w52 48.5
Th s .
20
sy 401
1 B 35
>3
Mz 30
aF 251
7y
ﬁl 20
= 154 1.0
~@
= 104 s
-
2 o
= TSEARE AESITqIL EESTT4L
10mg 3% 20mg 8%
HEMRURESUDEETSESE

15



2)

<ZeME>

SREMER ONEA MR ERF BT, ¥ X T 7 4L 10mg BEIZEI D (T B 7= #ER] 62 51
14 1 (22.6%) ICEIWER TR Hiviz, E2EIWEMILER 4 61 (6.5%) . WKL 3 61 (4.8%) .
FTY 36 (4.8%). HIEARE 161 (1.6%) ZETH o7z, 20mg FEZIBWTITHRAER] 57 il 16
Bl (28.1%) IZRIWERARD Hivlz, EZREIERIZERE 8 il (14.0%) . WAL 2 #1] (3.5%). (b
RE26] (3.5%). RFEM 261 (3.5%) %TH-o7-,

WEIRIR 2 9 D PR ERE B A MGt

EIN 77 & AR E B R IEGRER C, BRI 2 S 0F 2 ShildlsEBE (777 B AR 86 FiIlFEIR
At L 6761, APtHY 196, # & F 7 4 v 10mg £ 86 BIFERF A2 L 69 5, &0FH
V17 ], &% T 7 4 20mg B 86 BIBEIRIF G D72 L 63 fil, A0FdH 0 23 fil]) 2B\ T, # 4
7 7 4V 20mg BETIE 10mg #E & LR TEN RN RS,

<IEF PEHERE R A A L R T >

194 (B RFIERCRERE)

10.1 9.8
T 9.6
5.9
1
4
2_.|_2
2 1.5
1
0 1

T5ERE 457740 855740 T3tk 453240 355740
10mg®¥  20mg®¥ 10mg®  20meR¥

HRFEEHT L wRFEEHSH Y

—_
(=]
1

co
1

(HITTES 0 S\ AUIN—).)
NUNUAYTRERYnm——
[=2]

1

<SEP MER 3 (MERDEh) >

%) 60
g‘ ) o BT BACETSERURERD)
IS -
‘QE 50 _ 45.3
)
7[% 40 35.3
53 1
25w
LS
5 Ly 20
20 1 15.2
T T
it &l
EZE 104
L 2.2

= T

0, 1

T5tRE 44374 453740 T5thE 853740 355740
10mg#¥  20mgR¥ 10mgi¥ 20mgH3
BREEHEL BREGHHY

<>
PEIRIF &2 AT HENEEEREIZBWT, 2477 /0 10mg BEIZEID 31T BV RIER] 17 FH
561 (29.4%) (ZEIWER O bz, ERBWERITRIAL 2 1] (11.8%), 1ETY 1461 (5.9%) %

T o7z, 20mg BRIV TITHAES] 23 i 7 1] (30.4%) ([CERIWEHARD bivlz, FEREIEH
VZEETRE 3 1 (13.0%) . WAL 1 51 (4.4%) . 1FTO 16 (44%). &1 6] (44%) HETHoT-,
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3) miEZEfA T 5 EEEEEE T DM
EN 77 & A% EH SRR C, i 2 &0 2 EEREE RS (777 B AR 86 [
JEAPER L 6261, AHFH Y 24 B], X X T 7 4L 10mg Bf 86 B[ IMEA G2 L 67 i, AHFH
V196l ¥ X T 7 1L 20mg BE 86 B[ MEAGF72 L 59 i, &0FH 0 27 1)) I2BWT, ¥4
7 7 4V 20mg BETIE 10mg BE & Fe R TEN SR R ST,

<IIEF #iCHERE KA A L A a7 >

12

106 (RN ZFEFEHERVERERE)

~ 1 T 04
~ 10 9.2

| E
AF
Z# 8
4 &
8

MEE g 50

5K
® 1
A 4
it > 2.8
22 T
~ 1.8

7 2 T

T5thE 2557400 3E5740 TStk 853740 855740
10mgE¥  20mgEt 10mg? 20meft

BmESHZ L BnLEAHHY

<SEP BRI 3 (RO >

(%) 60 533 (R ZRTFHERVRERE)
- 52.2

50 46.3

40-
30

20 14.1

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

TRl 445740 355740 TS5tRE 443740 3457400
10mg3¥  20mg#¥ 10mg#¥  20mgd¥

mnESHEL mEEHHY

<2 etE >
2T DR ERE BT, ¥4 7 7 1/ 5mg, 10mg, 20mg FEZE Y 17 &7z
JERF] 66 Bl 17 1 (25.8%) (ZEIVEFANTRD bz, E72EWER X8R 4 61 (6.1%) . WL 2 31
(3.0%) . IR 2 B (3.0%) . FE8IE 2 B (3.0%) . RAGHEIFIE 2 61 (3.0%) . 1FTH 141 (1.5%)
EThoT,
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4) RISZIREIBRINZ Ph B ERF 2B T et GMET —#)

AR AR TR RIS LR EIBRIN 2 52 1 7ot ZhldfE & 22 o 7o B3 303 5l (77 & AHE 102
Bl, ZX 77 4L 20mg BE201 ) ZxfHRELT, XX T 7 44 20mg XiX7T7AR%Z 1 H 1A
ZoH Z TR OEFE T 12 AL R O G U - 2k LR EE 4L 7 7 B A IR T 5 RO TR
] b ek & FE0E L 72,

ZORER, TEBF ZhEERE R A A v 2 a7 fAOKZ) (SEP OER] 2), RO (SEP OE
R 3) ICBLT, ¥ T 7 41 20mg BECTIZT 7 B RBECHERTHERSEN RO bz (p<
0.001),

<IIEF FIECHERE R A A A a7 >

B (EHE)
| 18 17.7 *
I
E 17+
F
% 164 *xp<0001 TS Ek
pr HAORAH
BT
g
A 14
“® 133
Z 13- A
;\ E 125
7 127 E RN .
OF5 A "
IS eRE 2557 4 L20mgEE
<SEP O'&ER 3 (MDY >
2 9 50
P =
g 205 * (FyfE)
5] 40 * p<0.001% 75 R
[:3 HAESIT
Z 30
%
Ly
= 20 | 19.4
él —_+ _f 17.5
= 15.8 " 0
L 10 i B
f- 3 #
2 i
s 0 v ¢
TSR BES T 4 )L20mgE

<peiE>

AN ARDIBRIT R B E R (BT, XX T 7 4L 20mg BEIZE D 11T S 072 ER] 201 51
80 i (39.8%) ICEIERMFE®D Hiiz, FWERIZEESR 41 6 (20.4%). HEARE 21 41
(10.4%) . W 12 61 (6.0%) FEThH o7,
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(6)
1)

2)

(7)

AENER
FRARERE (—RERARERE. BEERARERE. FARBLERRAE). 2ERTET—4
R—RFAE. WERFTERERABRONE
IRy TE o H AR AR AT 2
HAY Hﬁ%%FTKﬁ®ﬁ%ﬁ ié%éi&@ﬁﬁﬁ%ﬁmﬁé
KGRI MAT A HAT O T OIS 7 il & E OHERR N TE AW E B SN B R e
%ﬁ%%ﬁ.mmﬁﬂoﬂlH~ww&%ﬂ125&?K%ﬁ%ﬁkbf;wlm%ﬁﬁbto
JEGIHERL « A AN AU S A7z 2,095 B, 22 PEOFRNT XG0 1,635 B, A IMED AT R 5 1%
1,447 fl CoH - 7=,
BIEIR - AFI O GBAEN S 3 » AR, 7272 L. AH 20mg B #H- STV 5 A Tlik, AH
20mg AL BHEGEDN D 6 4 A BET9 » AMZBIEMM & LT,
i - HE  KAO B EZIET COMARICESS T—2 ZIUE LT,
THATEE - BEE R, RENRE., EREEMREA 27 OEMKRE (IIEF EF) KA A 227,
MRS B A S (Global Assessment Question :GAQ) . A EHFL 7 L
Ak
D HEFEF RKAA L Aa7T
EYJUEFEF R A A A7k, AI5BREREED 13.5 2 O I &R D 242 ~ L G EIC
L7z (p<0.001), &5;2%%%%#%%%L12Mguﬁgbt EEEICRB VT, A
BRAGHE, 20mg ~DEI R L ORI OB 2 2 7 1%, Z L 134, 21.6, 244 &
&ﬁﬁ%m_ﬁbfﬁﬁﬁﬁﬁﬁﬁéﬁ#%hko
@ GAQ
GAQ DFHliTIL, FHlixfSABE IR (1,447 ) O 5. 89%M [EhENdE Liz) LA
B UT, 58Tl K& G- 82% 20mg K Td - 72 BE D 87%03, e K% 587 20mg
Th o HBED 89%N TEh ek L) LEIE Uiz, I#hlsckdE Lz L& LBHE
DB, (WEITEIZIT RN A2%E L) LA LIZBRFEOERIL, 2B I ORKEEE
BIDOWTHUIZIBNTE 98% THh -7,
X e
HEFEZORBEIL 3.98% (65 /1,635 B, 78 1) ThH o1z, TRAEFRLLE LT, WHF
23 1.35% (22 ), 1ZTY 2%0.98% (16 fi), WALAS 0.55%(9 HNZFRBD Hivie, BEERAE
FH L LT, Al & BEREBRANZNZI 1 BIERD DL NAR & ORFEREMRIZIETE S
iz,

R

AREMELTEEFEOABRR IR L -FAE - RBROBE
RN

Z 0t
AR L
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VI. EMEREICEI HEE

1. EEZMICEED 5ILEYXIILEME
Brizp L

2. FEHEM

(1) YERERGL - YERMEF
PRI L0 —BRbZER (NO) DRFTHIRIERENE U HBRC, ¥ X T 7 4L, cGMP 45 fi#
%% Coh D PDES Z[HET 5 Z LIZ X VUEMIAD cGMP REA FH- 85, ZORRRE, g
D3R L. PR~ OMEN R L CohiE N gl SN D,

20



(2) EMEENITSHHERBAE
1) PDES FHZENEA  (in vitro)

K 2T 7 4 WVEEIRIY 72 PDES LERITH D5, % 4T 7 4 /Wit MER /2 PDES 24 1nM
D ICso fETHE LT, ¥4 T 7 4 /L@ PDE5 \Zxf1 5 PHE
T, TNFENT00 KR 142 THY . FOMO PDE 7 % A 7L OB TIL. 9000 ZLL ETH

<723 (invitro) .

771, PDE6 TR PDEIL & krig: L

LDz e, X257 4L F PDE5S ORI PHERTH A Z L BNRIS T,

EFPDE-FAVHALIZHT 525574 LOBEEREERY

PDE ! N2 ICso i 3 (uM) be SN
1A 4 19+4 20000
1B 4 20+4 21000
1C 4 10+2 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 22+4 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 28+4 30000
9 4 18+2 19000
10 4 8.5+1 9000
11 4 0.015+0.002 14

1 b M&Efs 7% % PDE (PDE6 D4, b HaH k)
2 EEOMNL LT — % v o BT

3 Rl AERERE

4 PDES [HEEM I3 2t

2) FEZMERRIAN cGMP JRE EFAFEH

WA REIR 2 2 25 7 40 (30nM) AL L7 D cGMP IEEAZHIE L= 2 A, X T
7 4 VHEITCIIAE R BRI mu&baniﬁ#omﬁ NO fit Q{ZETE%%)%I\D7/I// KFRU DA

(SNP) 7#(F FTiX. SNP DA IZH L. cGMP HJE 2N W ERL7=,

E FEEBRATBHD cGMP BEIZRIZTE2E S T4 ILDEE

1.4

1.2 - * *
o
3 ¢ 17 I
Sa
Im 087
(o]
Th o6
giﬁ -
z = I
5 04

0.2 L

0

g BES T4 SNP  SNP+AHS T 1L

(30 nM) 1 pum)

cGMP= VA2 Vw2 7T ) vv—Y R SNP= = hr Ly R RY DA
#* =p<0.05 (SNP BUMULE & Dk, —IohlE s #3HT & O Student-Newman-Keuls test)
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3) BN K ORI O s 58 1

t hEEBIRY > THEARE LR T Uy (1uM) TUHME S &%, XX T 7 4 VA ALE
T 5 EEINRY 7 IE5EAITHERE L, & D ECso i1 34nM CTh o7, £, ¥ X 7 7 4 /L (30nM)
1%, SNP DX B RIMAENE R & 58 S H 7, RIS OREZEME ThH 78T L2 Y » (ACh)
XN NO FEAZTLE S A1EAZA LTS, ACh OEIRY o 7 HEAIZ - 5 st
FIZSNP LIZIERIETH TN, XX T 7 0 VX OIEHZ i S w7,

EEEARICINZ, ¥ X7 7 vt MREIMERE T RO/ MEFIFAEARIZST LT b B Ttz
B %R L., £DECsoffilx 13nM ThH o7z, £72, XX T 7 4/ 30nM) 1. /MEFEIEFI
9% SNP KN ACh DitiFR/EH & B9k S 7=,

SNP R UACh D E FEEBARMBEERICRIZTTEFI S T4 ILDFE

(o) 130+ 120
100 =8= vehicle kK 100 - == control ok
Tadalafil 30 nM . —3—5 Tadalafil 30 nM
T 1 T -
#®0 | —'f—_,_.—'-" d i - I.._,..—'-"" -‘-\-""\-\.. .
L | L A — '
it &0 - ¥ [ gl &0 L
i + T/] T /1
40 L 1.7 40 | _
20 prgdl 20 L 2
— J
ﬂ T T 1 ﬂ ':".'-.' T 1
0.001 oo VR 1 10 100 Q001 oo 0.1 1 10
SNP (M) ACH (M)

SNP= = a7y R KUY A, ACh= 7E&F /L=l v

FEBROFITET LTz 53y VIR (0.0mM) 12K AHBRIGICRTT D (%) & d (CPRREHEgE
),

SNP: *** = p<0.005 (EUEALE & DOHiE, ol 5B

ACh: *** =p<0.005 (FEWIELE & Db, ZIoReiE BT

VRIETSINAT#% ORI HEF2RA B 2RO e o7z,

TTRFUROT Na B OFERTTY RUF U U EONa U AEB R 20 L. B
FIC L > TIET RLF U U IEa Y AEBEIMMEDIRIERN DD NO HEZSHR L2 A, ¥
KT 7 4 TSV R TV A 2% 2 FE IR 0D il SO 2 B AR X H Tz,

E FEEBRATEHOERMEERABIC L AMEERICRIFTAES T4 IILOEE

(%) 120

control
1007 Tadalafil 30 nM * 4 ok

80

i 60

_
S e —
- —

-t
—

20

0 T 1 !
0 1 10 100

RIBSARE (Hz)
Zx==L7 Y (1uM) WU 2RIER (%) Z2md CESEHRERE),

k% = p<0.005 CHADFEALE L O LLlk, —STRLE AT
FSIETR AT DU AR F0H B AR DR bo 12,

22



(3) ERARIERE - FriuhrfE
1) R OBRE (25 T — )

2)

3w ALLEICO Y $hiEEE A2 AT 25 18 bl LB 223 fﬂ%‘:ﬂ%k LT, I8 REE, &4
T 74 10mg B, X T 7 1L 20mg FED 3 FEICHE/EZAIZEIV 115, SEP &R 3 (#hiEdid+
INTRRE L, IR LE Lz ?) et s L’Cx)]%%?%ﬁﬁf’ﬁ%? TEARE B LT, BT
Tl %D%EEM& 30 DB THE T T A NREL T T RBOMICHEEEZROTHE, 15
FTORFM 2B UL THERNRII LIZEEZRD, ¥ X T 7 4 BT Tzﬂi&@tbf%m
REFNC A B ENRO b7 7o o RE R TR 24T L7z (GEE &K Y COX [BURIHTIZ
EHT) .
%m*% 2 %Z 7 40 10mg BElX COX IEIF W THEH% 26 4712, 20mg BEiX GEE 15Tl
F4% 16 7312, COX B Cld& 5% 15 7 7Rl L O EAZRDT,

(5) p=0.054 (5)

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

*
p=0.012 " 002
15 oo @ 77777777 {17 ERER— L

0 0
10mg 20mg 10mg 20mg
(292) (300) (292) (300)
() HEXOBRIDOEH () MEXOERAOBEHK
GEES% IC k BARATHER (i F 517K (284) ] COXEIRA MR (1 F5tR (284) )

IR ORET (B35 T — )

3 AL EIChE Y EEEEZA TS 18 ML LB 483 fla kgl LT, 7T R, X4
T 7 40 10mg BE, XX T 7 41 20mg BEZ AW T, #&5- 24 B4 M O 36 B 1238 1) B MR
DRI DOUNT, SEP O'EM 3 (MEAZDRKE)) OFREF O N-EE) b I GHEO FEE A FH L

7T R LR LT,

T ORER, F 5% 24 FF[ETIX SEP OB 3 12 NEW ) & [EIE L72EIEG OFIE, 77sz“%¥0)
41.8%IZLE L TH X T 7 4L 10mg BET 55.8%, ¥ X7 7 4L 20mg BT 67.3% E AEIZE < (£
NZI p=0.038, p<0.001), 5% 36 FEICBWTH, 77 BAREED 32.8%IC ttbf/f'&77
4 10mg BET 56.2%, Z % T 7 40 20mg BET 61.9% L HEICEN->7T2 (W P<0.001),

(%)80 #p<0.001 *%p=0.038
i (R=Z54 UhbDEAL B (BN =R F191E)]
g 67.3 x  1ZDULVC HTTEAR) £ABGH
LN 24 61.9 » (FHE)
= B 60
oy 55.8 * % 56.2 x
& %
=5
L 36
R . 41.8
&% :
Sz 2.4 gm 304 0o 1 a3 33.2
g 5 Eid
2P wog 2 & %
4] 2 B Z 5
D H Ll # Bl il
F B i#
55 | i
= FSuR  AESTL AESTAL TSR AEITL BETTAL
10 mg 20 mg 10 mg 20 mg
B 24 5 %536 BRI £
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VI. EYEhkeIcBH9 518 H

1. mMPEREDHTE
(1) AELEDLGmMDREE
M ER e L

(2) BRERARCTHRESIN-OPRE

1) Hial¥eh:
HAR N A36HIC 2 4T 7 V5, 10, 20, 40mg™ ZH[ER NG Lzt &DZ X T 7 4V
DO MAEF PRI, 3 50.5~4FFH (Trmax® FIAE, 3IKE[E]) ORI E— 2 ITE L1, HE LT,
T 2 I T 14~ 150 T dh - 729,

BERAIZZSS T 4)L5mg. 10mg. 20mg. 40mgZERIZEE L&D
MPEPEEF5T4IVREELYEL L-ENEE/ S A4

A& n ( Q{Cﬁ }‘i) Cruax(ng/L) Tiax(h)? Ti2(h)

5mg 24 1784 35.3) 95.6 (30.0) 3.00 (0.500~4.00) 14.2 (19.9)
10mg 23 3319 (32.5) 174 (26.5) 3.00 (0.500~4.00) 14.6 (20.9)
20mg 24 5825 (23.2) 292 (26.1) 3.00 (1.00~4.03) 13.6 (17.1)
40mg 23 10371 (32.3) 446 (20.2) 3.00 (0.500~4.00) 14.9 (20.0)

MR EE (B R 5L %)
a HRfE(FEPH)

BERAIZZ AT T 1)5mg, 10mg. 20mg. 40mgZx HEHRELI-LED
miEhE 557 4 LEEHT

g
ro 600 -
§ o —e— 5Sme  (n=24)

500 J —m— 10mg  (n=23)
ol —a— 20mg  (n=24)
ﬁ_% 400 - —a— Admg  (n=23)
=
I:: 300 (HfEthE+EEms)
™ 200
o
D 004

e

é -
: 0 -y , — , = )
= 48 I 96 120

B5EERE (h)
(7% : 4omg | XEPNAGE & & B2 5, AGEHIE - HEOFEMIL TV, BRICET2HE ] ZH,)

2) EEE
HARNGERRA 18 BICHH T 7 44 20mg & 1 H 1[0 10 HERERODEE LLEDF X T
74 VOMIEFRET S 4 HEE CICEFEREBIZE L, EFIREETOX XF 7 4 L3 AUC
T O Cona (XN [ENF G- & Bl U CHRY 40%85 00 L 72 9,

BEBANICZFTT4)L20mgZ 1 BIE10BMRERS LI-EEOMBFE2T ST 1)L
RESYEH LEERPE/NSA—4

H % n AUC (ug * h/L) &0 Crnax (1g/L) Tinax(h) 2 Tia(h)
1 HHE 18 4478 (14.9) 339 (16.3) 3.00 (1.00~4.00) —
10 HE 17 6430 3 (18.7) 461 9 (18.4) 3.00 (2.00~4.00) 14.5 (17.9)

ST EREY%)

D 5 REIRE (4R T oo M i SRR B T i fg

1H2)  H e fE (i PH)

A3) EHEARIBICR T 2 B 5-RERE R (2485 E) T o M4 v SR 8 T 1 Al
H4) EHEIRIBICIUT B e M o SR e BT
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BERBAICAEST74)L20mgZ1HIEM0BMREZRORESE LI-LED
miEha 5457 0 JLEEHR

(ug/L) 600
500 |
o i
% 400
th
5 i
¥ 300
5
> .
£
JL 200 i
2 ] Ij\‘( T & & ¢ & s
100—§
0_
[ T T T T T T T T T T T T T !
0 48 % 144 192 240 288 336 384
125 E (h)

N=18 (72 BFLIEE N=17)

(- AR OAGRME - BEIZT, NMAOHREFIEIE U, REFFET24ERE EE 35, ) LRillEh TnD, 7K
RPE - HEOFEHMT TV, BRI 2HA] 38K,)

(3) HhEE
U ERR L

(4) BE - ftAEOEE
1) BREOPEY
PERERR N 18 BllCZ 27 7 4 L 20mg &% (REIR) SUTZEMERHCHERE ARG Lzt &
AUC0o0 e T Crnax AR HHEHUC L 2 BITGED G- Te GMEAT —4),

REERAIZS 557 1)L 20mg ZEWHR VRS (EEKE) CEESORELELEO
MRS ST ¢ VBE & Y B L ENERE/ S A—4

BTEIE (CV%) KA EEME DL

W ENRE ST A — X (B4 /221 H)

£%  (N=18) Zefiiy  (N=18) (90%(ZHEX[E) =
AUCo (ug-h/L) 6943  (27.8) 6419 (32.3) 1.08 (1.02,1.15)
AUCom (ug-h/L) 6896 (27.4) 6372 (31.9) —
Cmax  (pg/L) 345 (26.5) 297 (29.8) 1.16 (1.07,1.26)
Tmax  (h) ° 2.50 (1.00~4.00) | 2.00 (0.500~4.03) —
Tiz (h) 17.0 (25.5) 173 (24.2) -
a KHEBMEOTEHEOZEL | 20D 0%FHEK M 2 W ZE B LT, K EEO LK OZ D 90%FHH X

a5 LT,
b HRfE (FPH)
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BERAIZZEF ST 1)L 20mg ZZERRUVER (BEME) CEREAKELLED
MEFRE2 55T 4 LIREHR

(/L) 450

—0—0 557 1)L 20mgRik
O =0 -0 2457 1L 20mgZEi B

400
350

300

T A YU Bike
g

l;! ' 2:4 o a8 n ' 96 0 i
185 (B30 )

2) PFHIEDZE

O 7 hary—nroMAEER GMEAT—H)
e N BE 12 Bl & b8 b ad Y — 400mg (1 B 1 [BIER DG, ENARRERE) L&
2T 7 40 20mg RS LIRER. #2477 40D AUCoxld 312%. Coax 15 22% E5H-L. #
WFDOT VT T2 A 3K T6%IK T L1z 7,
fEEERR A BME 11 Bl 6827 b= —)L 200mg (1 B 1 EIREROES) L2277 40
10mg % OF G LTZfE R, # 2T 7 4 0D AUCoolE 107%, Conax 13 15% EF- L7298,

@ UV hFenEoMAEER GMNEANT—%)
fEEERA 16 Bl Y hF BV 500mg X% 600mg (1 H 2[A]) &% % F 7 ¢ /L 20mg & {fH#E L
Tl & HHETT 4D Coax 13 30%IE T L7223, AUColT 32%HE80 L 7= 9,
Rk N 8 BllZ U R EL200mg (1 H 2[R]) & XX T 7 4V 20mg Z0F G Lok, ¥4
T 7 A ND Coax (ZFFEETH o723, AUCoolT 124% EFH- L7217,

@ V7yrerr LOMAEEH OWEANT—F)
TR A BYE 18 B (19~58 i) & XIRIC, ¥ X T 7 4 VHEE G L) 77 o 20 L
X DOARFNOIEYENEEZ LB LR, U7 7 By LI L v AF iR »
KT Lz, 72, BT OIZ VT T2 A3 8.5 M L. AUCo. (88%I84) MO Crax (46%
KT ICERRICHERIK TR bl ®),

@ Ho ZREEEGH (= F 2 0) KAl OKB(LT VI =0 A7)0 - KBgb~ 73 v 7 AELE Al
EOMAEER GMEANT—%) 10
fERER N 12 B (B4 6 il 2otk 6 Bl 22~405%) ZXHRE L, ¥ X T 7 4L 10mg HA|, il
H OKBLT VX =0 D7V« KERb~ 73 v 0 MELEAL. LUFHIBEL A Al & 35) 25T 7
# b 10mg DU KO Hy 2 BEFERH] (= FP0) L2 X257 40 10mg OOFFHO 3 [BlDOH
B OB 24T 572, ZORER, =FF P UICEZ2HNpH O EFHICL > T, #4477 4 VD3
MENRBIXIZ E A ERBEZ T o T, HIBELAHIE ¥ X T 7 41 10mg & OPFH TiX, Cuax 23
30%IK T L. WIGHEDME T2 00, IBEREICEITRD o7,
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BERANIZET ST 1)L 10mg BEIRUV=HF > 300mg 5 LN EFHIEEELAHI 20mL #4H5A L

FEEDEESTAIDEYTE/NS A — 2 DERATFIE (ZEFEH%)

RATTEIE (R %)

ot s Ao | N0 oy | o, | 277747 0ms
(N=12) (N=11)
AUCow (pg-h/L) 4088 (23.3) 3900 (29.6) 4096 (30.8)
AUCo.tn  (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)
Tz (h) 17.2 (24.4) 17.7 (27.6) 16.7 (25.6)

* FfE (dPH)

® ¥V I LEOMEER GMEAT—2) 1V

Rk N 12 B (24~58 %) ZxfGel LT, X477 1)V 10mg % HE K OSEROES L,
CYP3A4 DIEIRAFNTH D I XY T L 15mg & OPFFHICOWTHRF Lz, TORE, ¥ 54T 7 4

JEI XV T LOFYENREIZHH SR B 2 RS e o Tz,

BR 15, 28, 42 HBICKITEHARN—R5M4VfE 1 HEXRU8HEDTY) &
SIS LOEYHE/NT A —F DEFATEHEDL (90%IEREXAE)

WYy T A —4

PEBEO L (0% M) *

15 H/R—RAF5 4
(N=10)

28 H/R—A T A
(N=10)

D HR—RAF A
(N=10)

AUCo (pg-h/L)

1.10 (0.96, 1.25)

0.87 (0.76, 0.99)

1.02 (0.90, 1.16)

Cmax  (pg/L) 1.02 (0.85, 1.23) 1.05 (0.87, 1.26) 1.13 (0.94, 1.36)
Tz (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)

SR EBE O TEIIEOZE L | Z D 90%(FHEX ] 2 Wi e L <, T FEEIMED B U D 90%(5 18 X i % 5 H

L7,

A1 HEKRO8 HE=I4Y7 4 15mg HAlZ R D #&E

R ISHERR28 BH=X Y T A 15mg+ 4 FT77 4N 10mg(Z X7 7 4 VEEHRS1BBERC148E)

Bk 42 A A=X Y 7 2 BAl RO G (X 2T 7 4 VEKEG P 14 A1)
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® 7474V EOMEER GEAT—%) 12
R N B 17 651 (19~4573%) Zxfge e L, # X7 7 (/b 10mg LT CYP1A2/PDE FEE&ER1IFH
FHERITHDLT AT 4V %k T BREGHAEREG LIRER, 2477 43T 47 1 U > O3RYEhE
(TR E RIES e o Tz, Flo, BRERACBWC, XX 77 v 10mg 747 4 V%G
R, DB LR, BRIICEE 725 O TIE W EE X b,

BERANZAZTS TN I0Mg FEFEES T4V TSERETF I« ) VEHALEEEED
THI74)UDEERE (788) [2BT2EMENE/NT A —F2DEMTHE (ZEMRE%)

BUZD (90%EFEXE)

DL (ZEERE%) AR fE D b
TAEZ74 Y % %57 4 10mg HE5T 4 NT TR (ZBHETT7 40 10mg+T 474/

FERE T A —4 +FA T4 +FFT LY BETITANTTER+T AT 4D )
(N=14) (N=14) (90%EHIXMH) * (N=14)

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

Cmaxss  (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) 148 (22.4) 0.978 (0.915, 1.05)

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

AUC,, = 5B (12 BR) To Mg Ry RE T mik
Cav, sqzﬁﬁ%:ﬁg &: i)\ U’ 5 ﬁigmlgﬁ EP{)%EE
a MEEBEOTFIHMOZEL . T D I0%EEXME 2 WAL L T, B EEED KR RZE D 90%EHEXM & FiH Lz,

b PR (FibH)

BEBANCTA IV FERETAH 740 T5R%2 1207 BRIREZORS L.
BEST4I10mg FFE2EST74LTZ€HKR% 181 EHOAREZARSICEY
HALEEZDEKRE7 BEDKRES 8 BERE TORMLLMERDE

Mo B (B 15
P ) 2) (95%IEHEX[H)

A 6 (4, 9)

THT 4V DI T RRDIH /M 6 (4, 9)
e KA 7 (2, 12)

L) fiE 3 (1, 6

X K7 4 10mg DIr T RRDIH e/ IMiE 4 (2, 6)
R RAE 3 (2, 8)
o SEAE 10 (8, 12)
&f;;;j;@g F5ERDOR /Ml 8 (6,11)
e KAE 12 (8, 17)

o FE 3 (1, 6)
&f;;;j;@% FHT 4V DR e/ M 2 (1, 4
e KAE 5 (0, 10)

o FEIE 7.(5 9
&f;;;jjﬁg Y557 4 10mg DB | B 427
SN 9 (5, 14)

BETT 40 10mg DH: XETT7 4 10mg+T 47 4V 77 vRES

TATA VOB ZETT4NTTER+TAT7 4 ) &S

TITRERDHR : BETTANT TR+ TAT 4 VT TvRES
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@ InNT77 ) EOMEER MNEAT—%) 1.9
R N 14 61 (19~54 %) ZxRELTH X T 7 40 10mg %, BEFERA 16 5] (31~59 5%)
EXHRELTHTT T 40 20mg ZREROEE L, 9L 7 U U PHIZ OV TRETE21T - 72,
ZORER, AL T T 4MTUNT 7 U o OIYENREIZ IR B BB RS o T,

BERANZAT ST 4)L10mg, 20mg RIEFAFS T4 ILTSERETILT 7 25mg ZHRALT=
EEDEBREIZBEITS (R) -RUV (S) -TILIT7Y) VDEMENEE/NS A — 2 QA THED L

(90%fE%E X fE)
LT L)l oD B
(ZHEFZT4N+INT 7 ) 25mg ¥ X T 7 4NTTER+T VT 7 1 25mg)
(0%IERHX ) @ (N=12)
A K Z 7 4 v 10mg PFHEED . .
- 49 1 - T 1
ULT 7Y VMBI T A — 5 ®) -7A77 V> 8) ~vrTy )
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)
A K Z 7 4 v 20mg PFHEED
- 1% 1 > - 19 1] >
DT ) ST A — X (R) -Un77VUv S) -vnrrzyyv
AUC ¢ (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 BB OSEIMEDFEL | Z D I0%IEFK I 2 WA LT, R FIED L O D 90%(EHEIX I 2 FH L 72,

Flo, XX T 7 4L 10mg, 20mg KIERAFEGRICU LT 7 U v 25mg AR O#K G Lo & =
D7 ks BRI KIETREC OV TR LIERR, #2477 40 10mg, 20mg & &7
FERLEHELT, ULZ 7 kb7 m ha v v UM OEREICHFRICE E 22135
ORI T,

BERANICZZST4)L10mg RIETSHREZREZOH/E L, 7HEIZCTIL T 71> 25mg &
HBARBAOABEIZEYHFALEEZEOTOMOVE VEBOER/INST A —4 (ZHHZREH%)

ZHT 7 4010 mg AR b
INT A—H +UONT 7 +oONT 7y o e
EFEIES
AUCpr (s+h) 2238 (7.67) 2271 (6.31) 0.984 (0.966, 1.00)
Cmaxpr  (s) 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 (BFFT74010mg+UNLT77VY) | (FIBR+TILT7IL)
b WM (/M — e K fE)

BEBANICEF T T4 20mg RIETZ5tREREEOQREL, 7THRIZTLT 7Y > 25mg &
HRZORSICEYHALELLEZOTO FOVEVEROFENNTA—F (EBEE%)

B2 X T 7 4 20mg 7R o
INT A—H +oUn77Y +UNNT7 7 o)
EEEIES
(N=12) (N=12) (90% {5 X [H)
AUCo-ttastpr (%-h) 11294 (9) 11421 (10) 0.993 (0.965, 1.02)
Cminpr (%) 53 (19) 54 (27) 0.977 (0.913, 1.04)
Tminpr (h) ® 36.00 (24.00~36.02) 36.00 (8.00~48.00) 0 (0, 6.00)

a (BXFT7402mg+UNT7VY) | (FIER+TILTF7I)
b WM (/M — e K fE)
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TAaaTErEOMEER GMEAT—4%) 19
et A 18 B (B4 15 i, 2otk 3 f3il, 25~73 %) ZXRIC, TLArYEY Smga 1 A 119 14
AMRERDEE LItk #5277 40 10mg D5 WIXT 7 ERZHEROKE L, 7LArUE
Y DOEFIRBOIEDENEI T 54X T 7 4 NVORBEZFME LT, TORR, 2477 4 /LH
BRSO EHILT v U8 OEFEIREOEYEREIC A Z KT S o T,

BEBAIZAES 7410 10mMg RIFEAES TN TSEREFLODEY 5mg #HABE L Z
DEBREICHETET7LASELDEWENEE/NNS A —2 DEMITHE (EBHERE%) RUZTOL

(90%1E3E X FE)
LI (BRI %) e LI D b
TARIE HHFT 4L 10mg 2EZT 4T TR (575’\"774’11/10mg+7.h1:1“/“l:°‘//
(N=18) (N=17) (90%({EHEX[H]) @
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 () ©® 8.00 (2.00~10.0) 8.00 (6.00~12.0)

a REEBIEDO B DFE & | 2 D 90%[FHAK [ 2 W28 #Hi LT BATFEIIE D L K O D 90%[E XK M2 R L7z,
b RAE (FElH)

TERERR AN Z R BRICH T 7 40 10mg T 20mg & 7 AP 20 Lz & & O fiE K OV
BICKET B OV TR 2{To70, X T 74 VT T 78R ELSD 14 BRi5 1 H 1 [E]
TLrYEy Smg b Lo, FINCH X T 7 41 10mg, 20mg IXT T ERET Lr UL
CRBFICHERR NG L, # X T 7 4 VX7 T 'R G 48 FEEIt: £ T B BATE) FIfiJE & O
OFAEEIE L=,

ZORER, Z X T 7 4V 10mg HEREO ME FREEOEEEEINIT DT CThH Y | BRI R
7RIV AAERITERO bz o T,

BEBRA7LODEVEREZORSL, 34574 10mg XRIFT5tHR%E
HREEORSICEKYHALELEZORS5 SKERETOEHRITHTOERUDLAK

4 5Z 7 4 )b 10mg 7R s
ENFNRT A= +TaEVE Y +TaEYE Y i
(N=17) (N=17) (95%f= FH X H])
ICHE#E  (mmHg) 116 119 —3 (=5, —1)
LR M~ (mmHg) 72 74 —2 (=3, 0)
DA% (bpm) 70 66 4 (3, 6)

*(ZETT7 40 10mg+T AP Y) — (FTvR+TL0IEY)

Flo, FXT T 4 20mg FGREO U K ORI L+ O KB EIZ T 7 AR G RE L &
TIFEAERL, o, DEEOETDT N THo T,

BERAICZLODEVEREROKSL, 857537 4)L20mg RIFT 5 REHE
ROBEICIYHRALIELEZDRE 24 KERRFTOEHTHTOERVCMABRDOEARELE

B KT 7 1) 20mg 77 R s
NPT A—H +TARVEY | +TARVEY o
ISEAIME O K2 bR (mmHg) —22 —22 —1 (=5, 4)
PEIRHME O RZE bR (mmHg) —19 —20 1 (=2, 4
DO R RZE{LE (bpm) 22 18 4 (0, 8

*(ZETT 4N 20mg+T AT Y) — (FIvR+T LRI )
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@ THa— L EOMAEER GMNEAT—%) 1617
RN Z X5 e LT, ¥ X T 7 40 10mg & 25WME 20mg & T Va— L aJfH LI E07 L
2—/L D AUC, Cumax ld, 73— VEMP G L R TEITBEO bR oTe, £lo, 2XT7
4L 20mg & TN I—NEHHLIZE EDZZTT (LD AUC, Cuux iE. ¥ 5T 7 4 VI
H LR TEETRO bR o T,

BERANZATST14I)L10mg, 20mg RIEFAFS T4 TSERETILO—IL%E
BHRALEEEDTILI—ILOEYHEE/INS A —F DBATHYE (ZBNEH%)

A% \[Z4A R 7 K
P \ S - fE (x@bfﬂa%i%)
FEEBE ST A — & S 477 4/ 10mg BHET T4 NTTRR
+ 7 a—)10.7g/kg (N=16) |+ 7 /L=2—/L0.7gke (N=16)
AUCo3 (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)
%% NZ A 0,
T \ ATPEIE (CV A))‘ \
FEEBE ST A — & B2 Z 7 4V 20mg BT T 4T TR
+ 73— 07gkg (N=53) |+ 7 /b2 —/10.7gke (N=51)
AUCo1lst (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 D HIRAEEREFRER A > MTEIT 5H AUC

BERANICAFST74)L20mg EFIILA—ILRIETZILIA—ILTS5SEREHALT
EEDATS T4 IDEMENRE/NS A — 2 DA THE (ZEMRE%)

. JA Y TS IRBER IO
BETT 0 ‘ LRSS (&%M-f%t@
e T A —H FHT 7 A/ 20mg %557 4L 20mg
+7La—07gkg (N=54) |+T7La—nL7 TR (N=54)
AUCo.mst (pg-h/L) 5107 (23.2) 5157 (29.2)
AUCo24 (pg-h/L) 5092 (23.2) 5143 (29.2)
Cmax (pg/L) 349 (25.8) 356 (29.4)

AUCo.-tast : 0 DB IRAEEREFRER A > MTEIT 5 AUC

fERERR N 2 XIS X 27 7 ¢ 7L 10mg X3 20mg H[alf 5. & 7L 22 —)L 0.6g/kg XX 0.7g/kg P H
IZRDMETRES~OEEL R LR, 4 P ¥ %77 4L 10mg &7 /v=2—/L 0.7gkg &
O L7 1 3B CHLE FRICEEATRD S, —@BE0hF i ch v . FEAICH
BidianweEz oz, #X 77 4/ 20mg &7V —)L0.7gkg Z0FH Lo 1 3 BRICB W
T, XX T T 4N ETNa— OB CRENED E VD 12 FlOWHREND 141 (FT7'RE
TV a—LHERABETIZ 2 B S 2 1) . ROVESEMRIED 3 FlOWERE 1S 31 (TR E
T a— PR TIERRO b ho7) B bz, LinL, KB EFRHEO Y X477 4L
KOT v a—nAPHORBRZIT-T28 2 A, FHEOFERGITRD e oT,
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O 7AEY > EOMAEER GHEN)
TAEYU 1 H 1A 300mg KAERAEGRIZ X X F 7 1L 10mg X 20mg % H[AlFE O #5- L
7o & OHMRFIEE~OEBIZ OWTHRET L7oRER. 7 A YU ViMoo H i RER AE R (2t
LT, #4774V 10mg KO 20mg F I K 25 BI378 0 Havien -7z,

BEMRAICTRAEY »300mgZ5AMREZEAKXS L. 5HBIZZ2 %57 1J/L10mg
XFFZ7REERBOREICIYHFRALIZEEOTRE ) V51HBRUS5H B O MEFH

1HH 5HH
Bl BT | B3R ke ke ®
(BREfm2) | (M) | REEE) | (O5S%REXE) | (95%FHIXH)
(min) (min) (min)
TITER+T ALY v 1.78 1.07
(N=14) 4.45 (0.652) | 8.45 (3.10) | 9.57 (5.88) (140, 2.28) (0.883, 131)
ZETT 4 N10mg+T AL D v 1.70 1.02
(N=14) 440 (1.10) | 7.52 (1.84) | 7.73 (2.16) (138, 2.11) (0932, 1.12)

a (SHE®SHED / (18 H&5HD)
b (5H B&538ERI%) / (5H B&5HD
¢ 1BIN5H BERERNCE Li=720, ¥EHEF 2 S4 Liz,

NEABRBAICTRAEY »300mgz5HEIREZEOKRS L. 5HEIZZ2 X5 7 4 J)L20mg
XIFTS R ZHEROZEICLYHALELEEZDTREY U518 BRU5H B O H M kA

1HH 5HH

Beh-Al e 5.0 B 53014 e e =

(IE¥ERmZ) | (EHERZ) | EEEE) | 95%EEXME) | (95%E#EXH)
(min) (min) (min)

TSR+ T ALY 1.45 0.784
(N=14) 3.97 (1.50) | 6.03 (3.05) | 4.49 (1.63) (116, 1.81) (0.627, 0.980)

2K T T 4 N20mg+T ALY 1.52 0.846
(N=14) 3.99 (1.46) | 6.29 (2.79) | 5.13 (1.97) (121, 1.90) (0.677. 1.06)

a (SHHEIGHED / (1A B#5AD)
b (5A B#G30FMH%) / (5A HH5H0)

2. EYRER/ANTA—4
(1) fEfAZE
JraN— AL NETIL

(2) RIGEREE
MR L

(3) HEEETEH
M ER e L
<HE>
A 2 27 7 ¢ VAR OISR TR 14~15 Kl CTh - 7=,

(4) 2VF73 2R
CL (L/hr)  2.80~3.43
KK Z 7 4 Smg D 20mg O EHEIPHICISIT S CL/F X, HAANT 2.80~343L &, #AEA
(2.59~2.79L) LRI TH -7,
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(5) P MmAE
vV (L) 572~673
X2 H T 7 4 5mg D 20mg O HERFHIZIEIT D VIF X, HANTS57.2~673L & HMEA (58.6
~633L) LFEkTHoT,

(6) Z0ft
LB L

3. BEE (REalL—v3>) B
(1) B
k2 L

(2) 1854 —5 EHER
BHTPRR L

4. TR
WAL« B4R L
W (FREIN) = 36%LL 1
SAE N DBEEERR A 6 BIlIC 4C-% ZF 7 4 /1 100mg P Z H[EIFR 035 L= & & 0544 312 B %
TORFRERIN R ITFEME T 60.5%. JRT 36.1% TH-72 18, ZDZ b, WINRTHRGED 36%
Ulb RSN,
(0 100mg I ZENAGEHE L B2 5, ARHE - HEOFEMI TV, IRRICET 2HE | 28,)
NAFTRATEVT o 2 BT T 4 IREWEDDIEA T AMAEETH DT, B h~OFE
BeHBIFIZ B LT e, 2O, (MRt NA T A T Y T 4 1355 TH R,
<BE>
Ty MIBTFAINNAFTT XA TV T 21F, BET 53%, T 34% TH o772, A4 XITBITFHRA A
TRAZEYT 1%, BET18%, HET10%TH -7z,

5. %
X HTT7 40 5mg 5 20mg O EFFICEIT D V/F (X B AR ANEER A T 57.2~673L &, SMEA
RN (58.6~633L) CIXEFEETHY ., TOMENLF X T 7 4 MTMEBITHETH D Z &0
IRIE ST,

(1) Mm% — KM@
R L
<HBE>
~ R 15mglkg DX X T 7 4 VEROEE L, &5 90 5% IIEH L OWMND 2 25 7 4 v
DEEZHELZEZA, MPEEOBIE RUOFEZT T 4 VPN ASBITLIZZ &b,
X H T 7 4 )OI — B PR 2 R S e 19,

(2) Mm&—reREMEAY
M ERR L
<BE>
IR 18 H H @ Fischer344 7 v NI UC-# XZ 7 4 )V % 10mg/kg DB THERROKE LZL 2
A NRBECHESTEEE S I S, £7o, IRIEME (BB, Mk, M, B, Bk ik O
) 2B D P EEOKINEEME BRI SN2 b, XX T 7 4 v D0 O
MORERBATIEDS R STz,
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(3) A~ iTHE
M ER e L
<HE>
FEFLH D Fischer 344 7 > MM WC-X X T 7 4 V% 10mg/kg DB CTHERAO®KE LZEZ A,
FLH R OGS E R L, MR & iR LT 2 (ERER ) o T, 5 L BHEEY
B OMRBIZKT D IR OMGHEEWE &L, &5 3, 6 LU 24 Ffi]t% T, 21214 0.102%.
0.086% K X 0.004% & & T - 7=,

(4) BER~OBITH
AR L

(5) Tt~ DIEITH

SMEBERERR A UC-2 X T 7 4L 100mg ™ & HERE O G L7z & & 085 5 FE% O RS+
BT T 4 NREEL, IMIER S X T 7 4 VREDOR) 10% T, HHEICT DR ~BATEIT

%9 0.0005% T 7= 19,

(V£ : 100mg [ ZENARHAEE 22D, ARME - HEOFEMIE TV, WRICET2HA] &
H)

<HE>

m@mmM3M§yFKHO&E?74w%NM@gwm%féﬂﬁmﬁﬁb\&5&&1\

3. 6. 12, 24, 48 K TN 96 et #4 D g HEMEME D 4347 Z Rk R K 0BGt U7e, idhia Tk

%Tif<ﬁ% AL LT m&i@ﬁ%¢“mWAﬁ%TbﬁoW%m“ﬁ%ﬁi%g
WD LNT-DITHEILE L ZONEMTH -7, IRWT, gL OEIB TRV AR i
7o HHRERA~DOOAMITIEE A ER SN o T2, BEHEVEWEIRE L, 1T L A KOk T

5 6 W12 0l & 7r o T2, #8596 BRI Tl & A & O CTHREHEMESE I3 Sz s
27,

MERBBATIEIZ DWW T, YC-# X T 7 4% HanWistar 7 v b, E—Z7 VROt O MR T
LA, ¥XT T 0 VITMERIGRIICEBAT LW 2 &R E T,

(6) MBFPEBHFEEE
BT 7 4 VOMBEE AR 94% (in vitro, PHLBENTE) THO 20, FIZT LTI KO
o BEMFEER LS T 52, 2ot MR RE & OFAEIT, inviro FRERIZHBWNT 10~
10000ug/L DIRFEFIFH T 94% & —ETH Y, FIFITERD /e -o7z,

6. KH
BEEERR A 6 BillZ 1UC-H# %7 7 4 L 100mg P & HERE O G Lz & & MR Eic  47 7 ¢
NVRBAR L R F AT a— L 77 a VB ENED b, Mg A F 0T a—L
BIZAF VI T a— VTN T a CEBRIEEERD 10%A05 CTh o722 GNEANT —4),
(V£ : 100mg [ ZEWAGRH&E L 225, ARME - HEOFEMIT [V. 1BRICEAT2HE] 2K,)

(1) RBIEPELE VBB

REHBOL - BIZHE TR SN D LB 26D,

R - & FAEKRNTIE X X T 7 4 T, FIZF b7 v —L4 P4503A4 (CYP3A4) ITL VT
a— )R~ SN, BICATF b, Z s et azir, BT a—nLrn
7 a UBEERR A F AT a— LTV a  BRaIE~E REEns L E2H
Nz, BERCTIIECHT 2—MEEOAFVET 3 =K GEEROMEIZE D
fw7m/%®%@A%£fT$ﬁ)ﬁ¢fi$ﬂf%wﬁ?:~w7»7m/&
BWAEERK O T a— LI 7o BREERNPERD b, migEfhic IHRETT
4W$Wk%&0%%wﬁ73~w7wﬁD/%ﬁé%ﬁ%b%htom fErf oD A
FNTT a—)UKIZAF T T a—)L 7L 7 b A RD 10%AK0 T - 72 22,
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BEBANICE TS24 57 1 VHE KB

o ATA-NTINT O VB
P sk (Re)

KEELIR 2

(@) on T WonvEE |

CYP3A4

\

2EZT74)0
(M#.R.EEF)

KEEEE 1, 3 j
(R $EEd) o

AFILATa—IUER

AFLAFaA—IL 0o— (F{E. M%Eh)

FIiLg o vEEiasE
(Mm%, R) OGluc

(2) KBICEAET 58K CYPF) ORnFiE, FEX

EIZF 7 r—2A P4503A4 (CYP3A4) I fREt&hséEZz N5,

(3) PEBEBAMNROEERVEDES

B L

(4) REYOFEDOEERVEEL, FHELE

MIgEFOFERBY TCHD AT VT a— LT ra  fEEASKD PDE [LE/EM L. PDES I
BRRA T < \PDES IZRIT 20 NIXH X T 7 4 DRV & 13,000 5502 &N,
R AT iR XA L B 7 2 — ARIZ K D3~ DHF 5ITFEF IR N & B 2 HivT,

. et

HMENERERE A6 LT UC-2 2T 7 4L 100mg P ZHEROKE Lz & &, &5 312 Kl £
TORBEDRRIRRIEIEIL, FEET 60.5%. KT 36.1% Th -7, FJAFITHM SR D
KEBFNEIAF NI T A=K DT a— WK TH -T2 enD, #X T 7 VRO 7
7 v AT PR S, BEROMEIC L N EEZ T EEZE AN, ZDZ Lk
N5, BHPEINE X 5T 7 4 VRO ORI O LR PEIRE CH L EE 2 b5, — 7. IRk
FHREICIZZ 7T 7 4 VREMER K OMEHI NG ENTEY | RPBESBED IS I A TF VAT 2
— LI a CERRER N O T a— L v a CEREAE RN ED T, BigIXE X T T 40
KBRS T, AFNVATa—LTAra  BRAEERERT T a— L7 v a UfEais
OEFERPHERE CTH D LB DND, 2B, AT ~OHEIIEED e hoiz 18,

(V£ : 100mg IZEWNARA R & B b, AGEAE - AZEOFEMI TV, IREICBET2EHA | 2,)

 FSURK—S—ITET B
AR L
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9. BENZEICLBIBER
kBT (FMEN)
BITICL D EREEINZY, (VL1 0. (3) 2) MIKEN 2% TV D KB AREEE ] OESHR)

10, BEDERZFHIT HEE
(1) BEEFEE~AODEES WEAT—42)
1) BERUGHEEBESES
R A 12 ], TR EEERE (Cler=51~80mL/min) 8 fi], TEEEEERE (CLer=31~
50mL/min) 8 B2 % Z 7 4 /L 5mg e ON 10mg & HL[AIFR OB G- L7z & & AUCoo0 M O Crnax 130
FER A D2 UK 100% 5 T 20~30% 00 L 7= 2,

BERUVPEEOBREEEICFF T T 1)L 5mg ZEHERARKESL-EED
MFPETS T4 IINDEYEFE/NFA—4

AUCo- (ug'h/L) |Cmax (ug/L) Tmax (h) @ Tiz (h) CL/F(L/h)
R A (N=4) 1472 (25.1) 101 (31.2) |1.00 (0.500—2.00) |18 (18.3) |3.40 (25.1)
BREHEREERE (N=3) 3119 (62.3) 111 (17.4) | 2.00 (1.00—3.00) |25 (66.9) [1.60 (62.3)
R ERE (N=6) 3135 (37.5) 136 (13.2) |0.500 (0.500—1.00) |26 (41.7) |1.59 (37.5)
a FAAE (i)
BESLIUPEEOBETEEICZIFT T T74/)L10mg ZEEREOHRS LI-BHEO

mFhIAFTS T4 IILDOEPEIE/NT A —4

AUCo (pug-h/L) |Cmax (pg/L) Timax (h) @ Tz (h) |CL/F(L/h)
e (N=8) 2868 (44.2) 183 (31.2) | 1.00 (0.500—3.00) | 14 (45.8) [3.49 (44.2)
REEEERE (N=5) 6280 (46.1) 217 (21.0) | 2.00 (2.00—4.00) |26 (32.7) [1.59 (46.1)
AR ERE (N=6) 4911 (50.1) 220 (22.2) |2.00 (0.500—3.00) |22 (43.0) |2.04 (50.1)

a HLfE (FPH)

(CLer: 7 V7 F =07 VT T A CLF: &2 V7T 7 R)

2) MEENEZTTLWIRHEFLEE
MR 2 521 TV D R AR EEE 16 BlCX ¥ T 7 1)L Smg, 10mg &Y 20mg % Hi[a[#% 1
P LTz & X AUCho0 2 OY Conax VXA A D F 1VE UK 109% 2 TN 41%H8 /0 L 7= 29
F7o, MIEENHIHBR THE T 7 4 VRO AF VI T a— VKB IZH LR TED 5
o,

AE5T4)L5, 10, 20mg ZHEROAKRES L= & TOMBEERRRICE TS
BEZ5 T 4 )LRUERAFILA T —)UERD M IE R E D ELE
MIREHT %/A0 (90%(FHE X )
0.91 (0.85, 0.96)
1.18 (1.11, 1.25)

BHETT 4
AT NVA T a— ik

(T« AN OAGE L « RIS T, THEEXTEE OB IEE D H 5 BFH T, Smg 72 HEAA L.,
BERMEIE 24 B EE 95 2 &0 bk, MEEOBES O 5 EBE TidmmMHEL 10mg &
AN L L L, 10mg 285925810135z 48 FFRLL EE 4252 &, BEEDEME
FEOHLHEAE T Smg 20N L, ] RSN TS, ARMIE - HEOFEMIL TV. ¥4
WIZBT A 2H]K,)
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(2) FEEREE~OKRE MEAT—4)
el N 8 il e OMIFRRESE - 25 Bl & &7 7 ¢ /L 10mg Z i[RI O & 5 LT & & | RIS
85 (Child-PughclassA) & HAEEFREEBE (Child-Pughclass B) @ AUCol XA & I1FIE

Atk Td o722,

BERALVICEN. BERVPEEOHEEEEIC2H571/L10mg &

HEROKRE LI ETOEYEIE/NTA—4

AUCo-r Comax Tin CL/F V/F

et | gy | T g (L) L
fEERREAN (N=8) 5823 (74.4) | 180 (38.1) (050%59400) 24.2 (52.6) (;Zi) 59.9 (30.0)
BT ERE Y (N=8) | 3961 (34.3) | 133(20.8) (0.5030-31 4.00) 24.7 (42.6) éﬁ) 90.1 (19.3)
REFEEERE (N=8) 5760 (51.7) | 146 (22.8) (050%??600) 34.9 (48.4) (;ﬁé) 87.5 (24.9)
FREEREATIEE R (N=8) | 4049 (55.5) | 101 (39.4) (Qﬁéfgm) 37.8 (62.0) é;; 135 (55.0)

LMTEEIE (CV%)
a oA (EEE)

b BT 2SFE D b= &

BERALEVICEY,. BERVPFEOHEEEEICTZFST 1)L 10mg &
BHRZOKE LI EEOMBHRE2 TS T 4 VREERE (FBTOy M)

(ug/L)

100

S A U BB
=
|

—o— BERA

24 48

T
72

T
96

RE &R

(3) BEE~ADEE WEAT—42) (LVHN 3ER)
TR m il 12 B (65~78 i) S OMEREAAER 12 1 (19~455%) [ZHX XT 7 /L 10mg % HilA]
RO E L2 & & Conx [XEE & BEE L TIRIERETH S 7208, FlinE O AUC).o T EEH
(ZH~HK) 25% s T dh o 72 23,
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BRMERVEEZICAFSS T4 10mg ZHEHRELI-EED
mMFRIAFTSTAIVEELYEL LE-EYBENSA—4

n | AUCo(pg h/L) | Comax(ug/L) |  Tmax(h)™ Ti2(h)
o 2.00
S | 12| 4881 (31.7) 196 (26.9) (1.00~4.00) 21.6 (39.0)
e 2.50
EAEE 12| 3896 (42.6) 183 (25.5) (1.00~6.00) 16.9 (29.1)

S - E (L BNERE)
7F) HfE ()

BMERVEEEICZT 574/ 10mg ZHEROREL-EEDMEF LT 5T 4 LIREER

{paiL)
100 -
]
0
th
=
&
=
P
,.r
L
"
E
14
11. £0ith
SRR L

24 48

5 e
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VI

1.

2.

et (ERLOEES) ICH7T4EH

BENE L ZOEH

I EE

11 RF E BRI —BIEER (NO) #5H (ZbaJ Uy, BHET I)L. BV

VILER, a5 VL% COHAICKYRBEERI/ EEL., AEICMEFZTRIES
EDRHEDT, RAEIREDHRIIZ, BEFIXIE—BIELER (NO) #EFISTREIN TR
EETHERL. FFIBREDRUVEBEERICEVTHHEERIR(T—RIEEE (NO) #E5FINE
BEINBGVES3+3FETHI L, [2.2. 101 SE]

12 BEHZECODHEEFOEELMDOERZEDEEEENMRESINTLSIDT. KFIBRED
AN, DINEREZTOEREZ+0HERIT S L, [24-2.8, 8.1, 11.2 5]

SR>

1.1 AFNTRINAY 72 cGMP FF209 PDES OFLEAITH Y . —R{bZEFR (NO) DOIF(E T TN O
cGMP % % E5H S8, ViRFOMEEA BB IEL Z EARENTWS, LER-> T, A#l%
FHEEAI SUE NO b G4 & 032 2 LI L 0 /& i O sz 2 L 2 B EVEH 238858 S 4,
WEOME FREZ AU D AREMED B 572 AH & iEiEAI L NO it b4 & o3z &
L., BEichatd Lz,
AME SRR | 1B EZEE S OIE R, e R BN R IR RS & )RS, ARKI & H
gl (= haZ ) v RO—fiEA YV Y ILE R) L O AEER 2 a5 U7 R e
BRIZIBUWT, BEEEA & AH & OPFRRFIC, MEREAl & 77 AR & OPFHRFIZEEA~LIE RO A
EFEGRBUBEOMEMMRD bl TIT, HEEH & ARH & ORI, iR & 7T 'R LD
OF FHBELZ LT R R0 58 % ORI RIRE & 72 2 e FRE™ O RBUE AR D HE IR
D 5 ALT 29720

) ME FREOEAE L LT, O PHEH TS 85SmmHg A, @ JE5EHIMEDS 45SmmHg A
@ WHEHIIE O FREAF G T 30mmHg L0 &K&W, @ LESMED TR &5
ATZ T 20mmHg £ 0 H K&V, HEZBEKMICHERH D EEER LT,

1.2 [EAERRAERIC IS WD TR THI OG22, SHEDERARTER T, AR GRZ IS OLEROR
EEENRBLL, T LIIEFIRRE STV D, —MBRANCHAT2IXE B R DRI A
ENT D720, DIEREEZ AT 52 EMATANARE Y &L B2 6N 5 BEIIIAR 2 &5
L7, AR OEHRZBRMGT 200, BEOLIEROREZEE L THER T2 Z &,

BESNBRLEZTDER

2. 22 (ROEBEICIZEBELENIE)

2.1 RENO SR UIEHEOE OBEERE O & 5 B

22 fEEAAI T —BRbESE (NO) 54 (=huZ Uk v HEET IV, MiRA Y e
K, =a 7 V%) zEHoEE [1.1, 101 2]

23 WA T =AY 7 T —8 (sGC) HIH (VAT 77 N E&G5H0EE [10.1 ]

24 DINEREEZHT DR EMWITANNEY L5 ON5EHE [1.2, 8.1 5]

25 REEWRIMED H 2 BE X IIHEZFIIROEAZ I L2 Lo b b EE [1.2, 8.1 BM]

26 =2 hu—/LAREOAREENR, Ki)E (fF<90/50 mmHg) ik = b e— /L REOEIME (%
FrBE I E>170/100 mmHg) D& 5 HE [1.2, 8.1 BH]

2.7 DA OBEEIED falr 3 » HUNICH 583 [1.2, 8.1 ]

2.8 JIMFHZE « M OBEERE N AT 6 # ALUNIZH 5B (1.2, 8.1 ]

29 HEDOHEEDH HEE [9.3.1 2]

210 M REMIERSE AR LHIEDO BT IR AR YT A7 T —8 (PDE) OE{sH
f s 2 R OIE G DN D EGRO H LD, |

SR>

2.1 RENIDORSTZHR U TREGEDOBHED & 5 BEITITRG L2 &, AFIORGIZL Y | mipuE
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NI EFUTHE SN TS (TVIL 8. (1) BHEKRZRWEM & HIHER ) OBEBM), KAEID AL
NN T HEEED 3 B BB AR 2 G L-E . BONBEUEN RIS 2 mTREMEN H 5 D T,
HRITERE LT,

22 VL 1. ZENEEZOHEE ) S,

23 UAT 77 MiE, cGMP OHIINZ LV M Zdrk S, MEZEKT S H1EH23H 5, PDES
FEEAI S cGMP Z NS E D2ERNH 57, HHIC L0 &5 mE I 72282 KX T
ENRH LT, BlliE L,

2.4 —REITHEATAIZZ BRI DIRICAFHZ 0T 2720 DILE REEEZ AT 572 EMATA RN
WL EZ BN BEIIIARBN OG- 28T 5,

2.5-8 PEATZITME, D%, OMRENEELZHMES L2286 TEY ., @Y 27 O
BREELATLEREIIMITELTOLOEEEZ ZVEND D, £-. AKX PDES #HET 2
ZEIZX D, HIBEN cGMP IR D EFAZLE D SFIER AR ER 2 T S A 72, EPLIRIZ X
DIMENFREL, DMIERE(NEZA T D REMEN & 5 72, AR E BSOS 2 )E =
b — LN E R L e 2 RNAEZE . M O BEITIXER EET 5,

PLEEX Y EANLUSNET 7 AR EHE R T, o 0EBF TR L THY .,
TREMENHESLEN TV RN, BRICHE LT,

2.9 AANIFIZEDRHEESR CYP3A4 IV RE@cns, HFEERETIX, AFHlOZ7 VT 7 A
MEFT 28NS D, £z, ERNLOINET T v Rx it HEREERR ClL, BEEOM
BEEDOH HBEEIIRI SN, LEER- T, BEOHEEDH 2 BE I3 LMD AL S
TN, BRIZERE LT,

2.10 MM AVEE X, R EITHEREEZ & =T @ BEOMBERETHY . ZTORFD I
IZ PDE6 ((RAKRTY AT T—F¥ 6) OBV T 2=y NBIGFEFEEZAETIZENMLNTH
%, AHID PDE6 (%4 5 FHEVEAIL PDES 12 2 BEMEH DK 1/700 TH 5 Z & DR
TWDLD, DTNRDI6 S PDE6 ITXTT 2 BFMEL A L T\ D72, MR AEMEDBHE

TR E LT,

. REXRIEHMRICEET B L T DER
V. WBRICHETLEHE) 220152 L,

- RERUREICEEY 5 EB8 £ T DEH
(V. RIS 2HE 23R L,

- BEERQERNIE L ZDER

8. EELEARMIE

8.1 MEATAITDMEA~D U A7 2k D T2 D HEARDOIRIRZ BMGT DRI LIS R OIREICEE
5928, [1.2, 24-2.8 ]

8.2 4 HEILL LD Ehi DFER I Fiee i (6 BFREILL EEFgE T 29m A2 0k 5 #hid) 2 4MEIC T <
FIICHE SN TV D, RIS RTT D ALE 2 300N Th 70 & R OB E T
HECRERE 2 K BE T 72 9 Z R H DO T, #E 4 FERLL LR T 2RI A b4,
EHICEMOZK 2% 75 L H0fET 52 L,

8.3 AAIBEHAZ I AR RINR T U2 AT RN & b b GA 1T, AAIORAZH Ik
L, HSCNICIRBIEEMEOSZE 22175 &L 5, BEICHEE T 2 L, [15.1.1 2]

8.4 FEEABRICBNT, HFWNCHEEENRBD LN TNDOT, EATEE, AEEOHEIRSG
B2 £E D B 2 BRET D BRI E S D 2 &,

R

<SR

8.1 AFIDIRWEABIMET DRNIC, BEOLIME ROREICTEETHZ &, —EIICHITAIXZ
AVERDDBIC B Z 0T 720, DIEREEEZGT 572 EMITAN R EY B2 60 R
FIFARORGE2HT D (VL 2. ZoNFREZTOHEB ] OEESHR),

8.2 FRFCENELIE & 1%, AR & ERIRICAERME OB N R+ 2RBATH D, BRI 4~6 B
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2 R L, RN S0mmHg 2225 0 L BRI TV D, ERNIORRKRER
TlE, B s ST Z2en ., AFIOSNE IR B 3H®E 128\ T, oo PDES [H
EHN L EEEIC, BEEEIENRE SN TS Z b, FEEEDHER L RV ELREEDH
LIBEITEREICR G T OMERD D, FHtEhEICk T 2@ ITELHIT Th RN & | R
RGO TENBEBE 2 KB HIICHRZR 5 2 B H DT, BhRE)S 4 BRI UL B4 2 EIR 2N
NG EITEGIZEMOZEZ % 5 X 5 I8 T 5,

8.3 2005 -7 A 8 HfFiT® FDA CKERMEMLSF) Statement (23T, AAl% & Te PDES FH5E

#l G A OXRERMCEOUGETHAR I N, ZOHF T, FDA IX, IRIZET % RS PDES
FLEANCERT D b OD, EIILESCE RS OERICERT D D00, HDHWIEI NS OHER
DIAGDLRHICL DO, BRERTIIAB & L2226, PDES BESIRMEICR L, 22
FEHYRAAE T U E R 23R 7255015, IRAZFIE L, EHIZEMEICHRT S L 912
HEEZE LTS, HARENCEMM S KRR IZBWV T, A 51%I12 NAION (Non-
Arteritic Ischemic Optic Neuropathy) %788l L72EFIIHE STV, AAEIZE W T, K
# % & e PDES FHLEAIO#H-HIZ NAION OREBLAHE 4T 5 2730, NAION F 81 & AHK| &
OREBRITA S TIT RV, EEREZMET H7-DICRE LT,
D%, NAENZBWNT, # X T 7 4L L REEROIERET 2 FFo3EH] (PDFS BREH) 2 MRIEL .
NAION Z 3 L7 45 Ll Lo B2 xtge & L CEl Sz H ExRIFZEofE R4 & & loh¥
W7 — 42— bk (CCDS) (2 NAION [ZH3 2B MU 2GBFL Sz, £ D7D, ENTATSC
EZBWTH [AERICEESE 287 L,

8.4 EWNERARBRICIH W THIERES (IROEFKE) ., F7AMEORKRERIZIB W TH E NI
fEE (ROBEK, FHE) NBDLNTVWHLDT, EFTOEE. H DT HE B O EiES
falR LD EREEAT O AlREE O & 2 B ITxH 2 EE 2 fl#l LT,

6. FENERZETHEEICHT HIE

(1) B6HE - BEERZEOHLIEE

9.1 EHHE - IEEEDHLHEE

911 ZEDEELRK (JBH. IZEDRMIL, Peyronie BF) OHLEH
AT 2NN TH VR AEZ D BENDLH D,

912 BHEPEENTR LG Y BIHEE (BRFMERMEEN., LXRHEHRE. OMKEE) ObH
HEE

9.1.3 PDES FHEHI X It DFESEABFEHRERDEE
O FAE FH OFRER DS 220,

914 HINMEREBEXITHEHEEESDHSEE
invitro R C= b 7Ly K- F U oA (NO #55]) o/ MEEESNHIVER 28584 5
ZEDRRD LN TN D, MR BT E SR O & 5 BEIZx T D LRI LT
1/\7‘0@1/\0

915 EEHELEESE
AR EOIRE A BIAT 2 AN LM RORBICER ZI1X5 5 2 &, LIIERA NV FO
fERR A2 HTH2EENREmNEB LD,

916 O bA—)IHA+RTHEVEMESERSE
AFN O METEERIC X 0 IE FEEAECDAREERSH DO TEET L2 L,

<SR

9.1.1Peyronie i (ERMERERZEAE(WIE) IXRERZMMABARO AR TE 5 2 LT XY, ZhfdikFic
WO EAHIR ST, BRENET2KETH D, TOERAZ D, HRIC K EE
KI-THEND D, FREOHE EXRMOH 2 BHE T, HITAZTOLORKNETH Y | Hi
LRI A Z LD PR H D Z L DIEERGICRE Lz,

9.1.2 FrfeeshiltiE & 1%, MEAk & EEARICATRME O ShE N Bt T 2R Th 5, BRI IT 4~6
MIEDEL 25 FiE L. FAZEUERR AR NIE DS 50mmHg 225 b D L EZRS TV, ERNAORE
PRFBR CIE, FRBEAE 1T S QWL AFIOAEH I B RS2V, o
PDE5 FHEHA & [FERIC, FHEhEENHRE S TWD Z EnD, FitehEEDFER & 720 15
LHEBOHLEBFIIIEEICHEGTHILERD D,
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(2)

(3)

FRGEEh 1T D AL E IR T e & | FEZERE OB S X RE & K BinIIC R
729 ZENHLOT, BN 4 FELL ERET 2R WL S 7 L E B I ER OZ2 T
2D X O ITRET 5,

9.1.3 A%l & PDES FHEH X IEfh o ZhiEd A 1aiA & O OF A H ORERILZ2 v, PDES BHEHIX
I OBERRISER 2R GO B IR LTE, ERICEETHILERND D,

9.1.4 —fR{bEEHR (NO) 1%, M/ D cGMP ZEIIN &1 C, M/ MEEE 2 #1f1<9- %, PDES BH.
EHNL, cGMP O fRZANHIT 5 Z & vD . NO DM/ MREEEMEIER 288925 - &2 5
N5, Invitro BRIZBWT, AFIN= a7y R hU oA (NOEH]) o/ MrkitsE
PHIVER 2 FBRFAICHERT 5 Z LR b T\ 5, HIMMER B UT ISR D &
5 BEICKT DL EVEITIMENL L T2 EEICRETAVNEND D,

9.1.5 AAIOIRE ZBALET HR1IC, BEOLIMEROREBICH2EFEETDHZ &, —IITHETS
ITZNAEDNDEICAHENT S0, LDILEREEZETH2 EMHITANAREY &% 2
HILDBEIIIAKN O G 2RET 5,

9.1.6 [ENI DOEGRFKERER K OB RBRER L v, Ea> he— AR REZRBERICBWVL T,
AHIRA I EHMEDIR T 2/, LIz -> T, a2 ha— /L34 ThVE ILE R
FIHRT DR LT 57205 L7,

BHEREEEE
RE SN THZRN

FFHEREfEE B
9.3 FFikaelEERE
931 EEOHEEESE
BhH LW & T o OBFIFEKRER CIIRA ST D, [2.9 B8]

<PERD

(4)

(5)

(6)

(7)

(8)

VI, 2. Z2oNEEZOHEHTB] 2,

XhEREE AT HE
BREIN TN

bE 4
RE SAL TV

BELI%
BREIN TR

INRZE
BREIN TR

ShE
98 SiE
— RIS EENME T LT 5, [16.3.3 ]

<PERRD

— A A TR RE (REROHRIEERE) MK T LTWD Z 3% nied, IEE a3
HIOITRE LTz, (VI 1 0. (3) @& ~0&kE ] OHEZM)
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7. MHEEHR
AAFNTFEIC CYPIAL I LW RET s 5,

(1) HREEREZDER

10.1 BtAREZERS (BFALGWLI L)
WA 5 BRACREIR - #5515 BT - faRix 1

Tl ER A K OINOfL 57 PRI LY, BIEEHAZEERT 2 & | NOIZcCGMPOEAEZ R L . — 7.
=rrz7YEy DOWMENRD D, AANELGMP D 53 fift & I3~ 5 =
HEfEE Y I L b WAIOPEFHIZ L D cGMPD
fiisA Y YV E R K &9 HNOD B E AR 254
=aZ U UNE Y5,

[1.1. 225H]

sGCHIIIE A PFAICE Y BT AR Z 382 | fERIC L 0 . RPN cGMPIE & 3 HY
VAT 7T NT T L3 R) NndH 5, L., £HMEICFEnN e wEs
[2.32 ] RETEBZENARD D,

<>
[ AR} OV NO i 5-71]
VI 1. #85NEEZOHEE ] OESR
[sGC Hil Al ]
VIl 2. A2 NAR &EZOEE] DIAERR

(2) fRAFEELEZDER

10.2 fRERE (BtRICEET S &)

A4 % BRPRAEIR - $EE TR PEFe - fERRIK 1
CYP3A4FHEFH FOCYP3AAILEMEM 2G93 57 b |CYP3AAILEIC LD 27 VT T AD
rhafy—u aF Y — (@& OAL ERRFEE)E B,
A hTFary—n OB L b . &K D AUCK 'Conax
VAR S= P aIA 2312% K% P 22% I3 5 & oG
FIFLENL N5,

TL—FTN—r 2 — R
[7.. 16.7,12M]

HIVZ v 7 7 —PHEH U rFerEofftHicky, KFD

RN A% AUCH124% 8032 & WL N H

AN 5,

e

Y R V3

[16.7.22 1]
CYP3 A4 EHA| V7708 ORI, R|CYPIAFHEEBIZL D7 VT FAD
R A = F D AUC K N Crax 2 % 1L Z1088% Mz | HEN,

Trz= kA V46%IE T2 £ OHRERD D,

T x ) )L EH— LA
o T Al R > EOPFRIZ L SL | AN E JRIRE RIS X 2 BIEE
[NER RS IS 3 i R OMER ) M = (X i K| 2 /3 5729, BEAIC & 0 BREME
T T ZNFN9.81 mmHg M (85.33 mmHg | &0+ 5805 5,
[16.7.3(1)& ] TRET B EOWMENRH B, 7o, alf

Wil & OO TR OJEIR & £
JMEBERTFEZRLIZEOBREDN D

2,

R A T T vy R R IR A
VN = IS (HA I ZENYEOPHHIC LY, A
A RFoua—iL FH AT B T USHE 3 1 K OV5 3R 3 1f.
=} I 7Y JE 1% e K & 4L 2 4L 8 mmHg & Y
TP F 4mmHg T3 2 & DOWMENRH 5,

HNALY F R FRICZ D BEIEERS R 2%

EFNNH D,
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A T T b FEGMEARIE 2 4L Z B 22 S | HIEPN cGMP SRS L, BREME
%, 1R LOFRMELEREEZ 5 | HE2EET28E001H 5,

ICEB L, BELERCT 2500 & f
Wr SN G A OHRPEHT B2 L,

<>

[CYP3A4 BHAEF]

AFNTEIIEDGEHIESR CYP3A4 #0h L TIRE &S5, 7 bty — %D CYP3A4 [HEFH
EOPFRHIC LY, AFIOMIBEFREN LR T8RN HHD T, JFHBEGOBRTERT S Z
L.

FRlZ, 7 ha Yy — V0587172 CYP3IA4 HEMEM 249 2 34 & OFFHITAA Ok % & 73

M 270, BHEESCERSMFEOME 2 E5ET 2 0E NS D, CYPIA4 %3 < fLET 2 A%

DFHT 256 121%, KSR Smg) O L, BERBEZ +2ICHiT5 (10mg %57 5%

A GEREE 48 KFfLL L) 72 & EMEICELGT22MERDH D, ok, BetrBZE L, &5
#iL 10mg #2722k kLT,

<Jr b aFV—)v & O BEA/ERRER >

o HME MR A B 12 Bl &2k, 7 b2 —/b400mg (1 B 1 [RIREROEE. ENER
F50) & ARH 20mg A FHFE G- LTofs R, AAIO AUCowlE 312%, Crmax 13 22% 5L, H0»
FD7 VT T R T6%IE T L2 7,

o SREBEEERL A BME 18 Bl 256 BR1c, &7 h =Y —/L200mg (1 B 1 BIERAKRY) & AHK
10mg % PER S L7zfE 3, AHFID AUCoolE 107%, Conax 13 15% E5H-L729),

[HIV 707 7 —PHEHA]

AFNZ D REEESE CYP3A4 IC L RS D, CYP3A4 THEEHZHF 925 Y MFE LS
O HIV 7a7 7 —EBHEA L OMFHICL Y . AFIOMBEFREN EAT 82003 H 5D T,

OB G OBITEET 5 Z &,

< VU M ENE O EERRE >

o SME AR B 8 il & %t 51c, U b EJL200mg (1 H 2 [H]) & AHK| 20mg % Of A5 L
T2 FE B ARFND Coax VEFFREE TH 57253, AUCoolT 124%8800 L 7= 7,

o SREABEEER A 16 B2 %5212, U k7 EJL 500mg i 600mg (1 H 2 [FE[#5) & AH| 20mg
ZOFREE LToRE R, ARFID Coax (DT IVHKT 30%IE T L7223, AUCol LE LUK 48%
KON 18% (AT D & 32%) ML= 9,

[CYP3A4 &)

AFNTEITIED ISR CYP3A4 IS X VRS d, V77 B 20 CYP3AS #5EA| &
OO L AFIOMAEHRENMETT2BZNNH 50T, PFHEGEOBITER T2 &,

<V 77y L OMBAERRER >

o SRENBEEER A BME 18 Bl &%t R, AFIE V7 7 o ey U EOFRES LIokE R, A&l i
HEENMET Lz, £72, BTOZ VT 50 2136 8.5 (5L, AUCo« (88%IF4) K&
O Coax (46%IETF) ICHRRBNCH B T AR bz 9,

(o AHE KT

Al U o WA SN TWAIEFTH > TH, KA & OOFHIC X B fEIZkT 2 RO
ITHER D, REF YU UAIARFIE TS Z LiIck v, E FREGIEEZTREERD S,
F7o. o WEH L OO CRABEDTERZ LD MR T AR L2 L OWRERH S 3D, Lizhio
T, KAIE o WAl E OO EZAT 5 581X, Hx DBEFEMEH L TV D o ERTHFIOFEEHCEE
DIERIZHDEET L2 &,

< KEH Vv & OMEBERRER >

o RN 18 Bl xRz, R0 vy 8mg % KER OGO EFIRE T, &K 20mg %
H[AIRR OB G Uil B, SEAL O GHE I M ORaRH M= O e K TR EIXE 24 9.81 KLY
5.33mmHg, BN OUHE S & ORsR I ML+ D e K TR EIZZ 24 3.64 LT 2.78mmHg TdH

o7,
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<K KA vl O BAERRER >

o ERERL 18 il & %t RIT, ¥ A A1 v 0.4mg & AERE O GRF O EFIRIE T, A%l 20mg %
BAE e U 72 5 SEAL O WUHE A K OIE IR i E O fe K R &2 24 2.3 LTV 2.2mmHg,
BAAE DULAHEEA e OMEsERA M= D fe K TR &I 240 3.2 O 3.0mmHg TH Y. B S M7
ME~DFBITZRD B2 Do T2 32,

(%511

AH) 10mg X% 20mg & i & OFFEEFIHEA & OPFRICIBWTIE, BRARIEHERR IV THIR E

ML R 5P RITAELNTHWRY, L L, EEOBEAIZHEH L TWHIGER0, MEDa
kU REEWEF AR 2B 5T 555 121%, BEANC L D IER FA2Ed o82hnid

L7120, PHHABREOBRIIFET S Z &,

<BEIEA| & DA AAE A RER 2 >

o SEINBERERA 18 Bl 2 X5, vy v AEHAIO T Aa By smg (1 B 1 [BIKER A #
5) ZARAD 10 mg & 0P L7-fER. B BITE) FUGHE T & ORI T 3Rk KE 2
3mmHg K O 2mmHg TR L 7=,

o SENBERERA 20 il 2 %50, AT 0 MEGIAIO T Aa e Ssmg (1 B 1 [EERA#
5) #ARF 20mg &OFH L7-fER, B BITE) PUGEIMT, JRsRM T & I BRI B e
X o7,

o SME NGB 18 FlZxf%iz, BHEWiAlD A N 7'va—/L25~200mg (1 H 1 [BIERN
#eh) ZARK 10mg & OFH L7k S, B M ONZEAL (I M OSBRI = 1332 F
L7z, L)L, Z0OZX 10mmHg F2ECTH o7,

o NEANEIMERE 16 FladRIZ, TorIoFT vy VEHEEHELER O T 7 UL 10~
20mg (HHILT1 A2 EIERAEE) 247 10mg & OFH LSRR, 77 BREGRICH
NRTC, ML O IRRRE D~ 7228, 202 T b h (SmmHg) Th Y | KA H
BIRETIE o T,

e SNEANBMLERE 18 Hlaxtgic, 7o oFT v DSREEiiH (T Lz %)
(KERE O G) ZAK 20mg & OFFH LRSS, B RATEY UG M K& OWE SR i+ 135
KEZNEI 8mmHg & T4 mmHg FFEL 7=,

[ ~2YF K]
BMHELAREREAITHDL AN F RiE, B b aBLLEMET MY O LRRTF RTHY, 1M
BRI OBFESR T T = VEEY 7 T — B E2IEME(E L, fEN cGMP L~ LA B SHEH 2 &
IZE D M EZMES D, —FH, AFNEL, MR ORREERER EOFEHICHT 5 EE
cGMP NIk /3 fifl%s% Cd» 5 PDES Z#BH5E L, MIfEN cGMP £ % A X CRgmtiEIEH %=
JLET 5,

BED L Z A, KEIE N~ F KEOMAMERIZEET 2 BRI NIRRT — 2 13560
TRV, PERICE Y MERE F2HEET 28N RH 5720, JFHEGOBRITEET D Z &,

[~vav 7T K]

LA 7T b (sGC #IIEH) & PDES FHEANIWI NG MEK FERAEZA LT\ b, PRI
X0 MERETFOEEAEESND Z L, (FHICET 2R T — 2 BBO CTRLNATND Z &
5. HE S EB/RVE I SN HEOAZEETH L,
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8. ElYEHA

11. 3lER

ROBWERRH DML Z L3 H DD T, BlEZE T3IATV, BEDFO NG EITITR

5.0 Ed 5 7p bl 2 ALE %

S =

1752 &,

(1) EXLZEMER & MEAREIK
1.1 EXGEMER
11.1.1 BEYE (EEAB)
5. =ERKS . BETEIE, FIBLMER S 25, Stevens-Johnson JEERFEE N H H oD Z &M H
%,
<figEn>
FEINEGR R B TIL3B ., =95, B EE, RIDLER 2. Stevens-Johnson JEMEREI T #H A X iv7e
Mo Tz H3 ANE O ERRFRER & T RZ ISV T, 25 ORBUEN Z < FAUTHE I TV 5,
2D XD IR FED NG AEITIE, AF OG- AR L, WURAELZITI 2 &,
(2) ZD#DEI{EFR
11.2 ZDOH#DEIER
BIYEM 5 1%L E 0.2~ 1% 0.2%A1ifi AR
ThERas AT #E, 1FTY M EAE, DFEEN, Mo | DFRREIETD ISR T
I/ MOV SRR, e, [ TED, oA, ST T
ANINNES
KA F, IRo T, IR | Bng, SRS, IR, it | AR 21l BIEsER =, #E
LigR FEEN, BRFI, FEIETTE | IEEARPHZE, FEBIIRZS 1
I, FLEF KR ARSI WL | AR M A AR T D)
PEAREES, IRIgiER | MBI IRPHZE, oL MESE
WM ENRAS A A
HIbER HILR R R, L, B Al | R, ISR, RE, F | RE R
WAFEMER R, T, PN | RCE IR, T R
L M= E/ N 11 o E N
5 () A~ PRIk
S ik AP RE B % (AST L&, |ALP L5H-
ALT B5-| y-GTP 5%
&)
R fik ERRERE T, JRIRME L5
iR WL R DUBOR | B AR . AT R (R U | AR R, B D
fiE). e R ]
K - MR | SRR OEV, HEAREEE Sl IR, A 22, FUH|MZETTED R SRR
Jid
WAR « AESESR HEPR IR, Zhitdtom, B | FepcghildiE, POt R
LWt
R 2 X =A%, EIEES o i I PRI W . s, WEHEE S
g RLBE, 27T, JNBHZ & 9 FEIE
D 7. MEITRE, TR, IR | BB, SRR IE, R
BN, Rk JE, Mg

H1D ZhbDiEé A EDREFINAFEGRINGOMEREEFEEOERRT2H LTI ENRESNTEY, i
b OFEGNAEHF], PEITAXTBENLUFINOA L TV LI E REEDBRAFITER L TRE LIS DR 0D,

X,
4 2) [15.1.1 &MR)]

INOLOEKOMETFICI VB LIZLORONERET D Z LT TER, [1.2 2]
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<SEHF®/>
TH H BIEIVE I 58 BUSE L K OV AR IR A S —

R

ERERRHBRICEVWTROoNEHER—EXR (KEF)

BB EE ATST4VEE
TSR 5mg 10 mg 20 mg &%
L AT N=86 N=85 N=86 N=86 N=257
HARGE n %) n (%) n (%) n (%) n (%)
DREER 0 (0.0) 2 (2.4) 0 (0.0) 0 (0.0) 2 (0.8)
BiF 0 (0.0) 2 (2.4) 0 (0.0) 0 (0.0) 2 (0.8)
ERXUKBEESE 0 (0.0 0 (0.0) 1 (1.2) 0 (0.0) 1 0.4)
HiE 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)
Il 0 (0.0) 0 (0.0) 0 (0.0) 2 (2.3) 2 (0.8)
BRDOEE 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)
fE SR s 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)
iR 1 (1.2) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
2RBESIVREEERE 0 (0.0) 2 (2.4) 4 4.7) 2 (2.3) 8 (3.1)
HBERK 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)
BERRK 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)
BEESJUFERE 0 (0.0) 0 (0.0) 1 (1.2) 1 1.2) 2 (0.8)
ey 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
JTUER % 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
RESIUVREEE 0 (0.0) 0 (0.0) 0 (0.0 1 (1.2) 1 (0.4)
FERIR 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
HEHRPIVESHEGES 3 (3.5) 5 (5.9) 3 (3.5) 2 (2.3) 10 (3.9)
EEE 3 (3.5) 3 (3.5) 1 (1.2) 1 (1.2) 5 1.9)
kR 0 (0.0) 2 (2.4) 0 (0.0) 0 (0.0) 2 0.8)
jiRE 0 (0.0) 1 (1.2) 1 (1.2) 0 (0.0) 2 (0.8)
ik 0 (0.0) 0 (0.0) 1 (1.2) 1 (1.2) 2 0.8)
B ER 0 (0.0) 0 (0.0 1 (1.2) 0 (0.0) 1 0.4)
iR 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)
HRERES 5 (5.8) 6 (7.1) 9 (10.5) 15 (174) | 30 (11.7)
f1EPES 5 (5.8) 5 (5.9) 9 (10.5) 15 (174) | 29  (11.3)
&R 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
BaEE 0 (0.0) 0 (0.0) 1 (1.2) 1 (1.2) 2 (0.8)
FREH 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
ERES 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
BEHLUREBESR 0 (0.0) 0 (0.0) 2 (2.3) 0 (0.0) 2 (0.8)
HER R ## 0 (0.0) 0 (0.0 1 (1.2) 0 (0.0) 1 (0.4)
BEHEES 0 (0.0) 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
EERBIVIEES 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
YR EARK 1 (1.2) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
PRI SR, MEE JUMRES 0 (0.0) 2 (2.4) 0 (0.0) 2 (2.3) 4 (1.6)
S8 0 (0.0) 1 (1.2) 0 (0.0) 2 (2.3 3 (1.2)
£ 1fn 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
hE#EE 2 (2.3) 4 4.7 10 (11.6) 8 9.3) 22 (8.6)
AT 1 (1.2) 4 4.7 4 (4.7) 5 (5.8) 13 (5.1)
FTY 1 (1.2) 0 (0.0) 6 (7.0) 3 (3.5) 9 (3.5)

BIVER O HZE1X MedDRA/J /X— 3 > 7.0 2 L CRtd L7,
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EREREABRICEVTROoN-BERREEEELZD TR (KRE)
polich: AE ST ILEE
IS5l
ERERIEEIEE N=g6 5 mg 10 mg 20 mg =
N=85 N=86 N=86 N=257

n (%) n (%) n (%) n (%) n (%)
FI=L-FI/ASUARTIS—EEM 4 (4.7) 3 (3.5) 2 (2.3) 1 (1.2) 6 (2.3)
Y =T WAL S AT S5—E 4 (4.7) 0 (0.0) 2 (2.3) 1 (1.2) 3 (1.2)
mep7ILAIRRAT7A—ERE M 1 (1.2) 2 (2.4) 0 (0.0) 1 (1.2) 3 (1.2)
FARANSXUBTI/SURTTS—E M 2 (2.3) 0 (0.0) 2 (2.3) 0 (0.0 2 (0.8)
A FRERE N 0 (0.0) 1 (1.2) 1 (1.2) 0 (0.0) 2 (0.8)
R T R iR 1 0 (0.0) 1 (1.2) 1 (1.2) 0 (0.0) 2 (0.8)
mepE Y LE A% 0 (0.0 0 (0.0) 1 (1.2) 0 (0.0) 1 (0.4)
mpaLRFao—LEd 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
mpoL7F=4Ehn 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
AT kL 1 (1.2) 0 (0.0) 0 (0.0 1 (1.2) 1 (0.4)
~AESOEVED 1 (1.2) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
TR BREE 1 (1.2) 0 (0.0) 0 (0.0) 1 (1.2) 1 (0.4)
et 480 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
msaLRFa— /LN 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
it R 318 0 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RPEEBE 1 (1.2) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
Y2 B RE R E 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

EIEM O M FEIE MedDRA/J N— 5 2 7.0 2 L CER# LT,
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BEERARGEREICS T ARFAORRKE—&

K REG & N
20mg A it 20mg ik
TR ER 2K 132 198 250
FHATEBIEL 524 1,111 1,635
RIVE % DR BUEHIE 24 32 56
BIVEH % OB 31 35 66
RIE S5 DR BUES]= 4.58% 2.88% 3.43%
RIEFH % OFESHE RITEH S OFEBIEBUER (150 F (%)
P T o 12 (2.29) 11 (0.99) 23 (1.41)
S AN PR 0 (0.00) 1(0.09) 1 (0.06)
BV 12 (2.29) 10 (0.90) 22 (1.35)
K == 3(0.57) 2(0.18) 5(0.31)
iRE 1(0.19) 0 (0.00) 1 (0.06)
AR FE i 1(0.19) 2(0.18) 3(0.18)
il M 7 1(0.19) 0 (0.00) 1 (0.06)
Do 3(0.57) 0 (0.00) 3(0.18)
EUlES 3(0.57) 0 (0.00) 3(0.18)
i R 10 (1.91) 15 (1.35) 25 (1.53)
AL 5(0.95) 4(0.36) 9 (0.55)
IETH 5(0.95) 11 (0.99) 16 (0.98)
FEIG 2, MRS X ONERR R 0 (0.00) 2(0.18) 2(0.12)
0 0 (0.00) 2(0.18) 2(0.12)
B bR 0 (0.00) 2(0.18) 2(0.12)
HIEAR 0 (0.00) 2(0.18) 2(0.12)
B R B & OSSR 1(0.19) 0 (0.00) 1 (0.06)
b 1(0.19) 0 (0.00) 1 (0.06)
— % - RHEER L O GHAORE 2 (0.38) 2 (0.18) 4(0.24)
P A R 0 (0.00) 1 (0.09) 1 (0.06)
W57 0 (0.00) 1 (0.09) 1 (0.06)
LK 1(0.19) 0 (0.00) 1 (0.06)
H 8 1(0.19) 0 (0.00) 1 (0.06)
BRI A 0 (0.00) 1 (0.09) 1 (0.06)
FE IR wo ) 0 (0.00) 1(0.09) 1 (0.06)

BIVER D AZEIX MedDRA/J /S— g U 14.0% A L TEodk L7,
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NETERSIN- T RRB - EERIBTHBELERER (1338 BV TROonf-EHER

pofiick:: AEST4IVEE
TS5t 25 mg 5mg 10 mg 20 mg &t
SBE R K EE N=738 N=74 N=151 N=329 N=1493 N=2047
HEARFE n (%) n %) n (%) n %) n (%) n (%)
DEREE 0 (0.0) 0 (0.0) 0 (0.0) 3 09 | 10 (07 | 13  (06)
EiE 0 (0.0) 0 0.0 0 (0.0) 3 0.9 4 0.3) 7 (0.3)
SEAR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3) 4 0.2)
BDAE 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)
HBLURBEE 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)
B 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
BEfE 1 (0.1) 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
) 2 0.3) 0 0.0 0 0.0) 0 0.0 6 0.4) 6 0.3)
B FE M 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 4 (0.3) 5 (0.2)
IROEERK 0 (0.0) 0 (0.0 0 (0.0 2 (0.6) 2 (0.1) 4 0.2)
AR 33K 2 0.3) 0 (0.0) 1 0.7) 0 (0.0) 3 0.2) 4 0.2)
BHAKER 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3) 4 0.2)
HEEE 0 (0.0) 0 0.0 1 0.7) 2 (0.6 0 0.0) 3 .1)
IRFER T 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 1 (0.1) 2 (0.1)
IRJE 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.1) 2 (0.1)
AR Z5FERE 1 (0.1) 0 (0.0) 1 0.7) 0 (0.0) 1 (0.1) 2 (0.1)
FRREM 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 0.1) 2 (0.1)
FEREFE M 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
$EE % 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
H 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)
IRZKiFNE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
IRERZIE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
AREX 0 (0.0) 0 (0.0 0 (0.0 0 (0.0) 1 0.1) 1 (0.0)
IREZE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
BlalER 16 (2.2) 1 (1.4) 3 (20) | 35 (106) | 185 (12.4) | 224 (10.9)
HEIERBR 5 0.7) 1 (1.4) 2 (1.3) 24 (7.3) 112 (7.5) 139 (6.8)
LSRR 2 0.3) 0 0.0 1 0.7 2 (0.6 16 a.1) 19 (0.9
Eib 1 (0.1) 0 (0.0) 0 (0.0) 4 1.2) 12 (0.8) 16 (0.8)
BREFRMEER 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)
ORE g 1 (0.1) 0 (0.0) 0 (0.0) 2 (0.6) 6 (0.4) 8 (0.4)
B& 2 0.3) 0 (0.0) 0 0.0) 0 (0.0) 8 0.5) 8 (0.4)
nEnt 0 (0.0) 0 (0.0) 0 (0.0) 3 (0.9) 4 (0.3) 7 (0.3)
[EEr 0 (0.0) 0 (0.0) 1 0.7) 0 (0.0) 5 (0.3) 6 (0.3)
B RIBEK 0 (0.0) 0 (0.0 0 (0.0 0 (0.0 4 0.3) 4 0.2)
{EH 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)
S &R 0 (0.0) 0 0.0 0 0.0) 0 0.0) 2 0.1) 2 (0.1)
B{E 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 2 (0.1) 2 (0.1)
THEEHE 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0 1 (0.1) 1 (0.0)
+_16EEE 0 0.0) 0 (0.0) 0 0.0 0 (0.0) 1 0.1) 1 (0.0)
T ES 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0 1 (0.1) 1 (0.0)
B2 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
PEEESUE M 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
B 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
BIm AR 1 0.1) 0 (0.0) 0 (0.0) 0 (0.0) 1 0.1) 1 (0.0)
BEEAE 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
EliscES 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
[mp=g-7A e 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)

(7 @ 2.5mg (ZEWNAGEH B L B0 5, AGEMIE - HEOFEMIT TV, W(RICHET2HE) 2], )
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NETERSN TS RGBT ETRAITHMEEHAR (1338 (TE0T

RHLNT-EIERA

(L E)
pofiizhecs ARSI IVEE
TS5tR 25 mg 5mg 10 mg 20 mg =5
B2 E R k4 T N=738 N=74 N=151 N=329 N=1493 N=2047
HARGE n (%) n (%) n (%) n (%) n (%) n (%)
LHEEREHSVERERKE 2 (0.3) 1 (1.4) 1 0.7) 5 (15) | 35 (23) | 42 (1)
B 1 (0.1) 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)
EiH 0 (0.0) 0 (0.0 0 (0.0) 1 0.3) 4 0.3) 5 (0.2)
FENOERAEDR 0 (0.0) 0 (0.0 0 (0.0) 1 0.3) 4 (0.3) 5 0.2)
B 0 0.0) 0 (0.0) 1 0.7) 0 0.0 3 0.2) 4 0.2)
Ff9 B8 A iR % 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3 (0.2) 3 (0.1)
5% 0 0.0) 0 0.0 0 0.0) 0 0.0 3 0.2) 3 (0.1)
FEIEEIE 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)
VUK 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
pofzb) 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)
RBEFEHIUVFERE 0 (0.0) 0 (0.0) 2 (1.3) 2 (0.6) 4 0.3) 8 (0.4)
2% 0 (0.0) 0 (0.0) 1 0.7) 2 (0.6) 2 (0.1) 5 0.2)
KREERRE 0 (0.0) 0 (0.0) 1 0.7) 0 (0.0) 0 (0.0) 1 (0.0)
PRER 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
SR % 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
BE. PERIULESSHE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
BEES 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
ERERRE 1 0.1) 0 (0.0) 0 (0.0) 1 (0.3) 10 (0.7) 11 (0.5)
RE#EM 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 4 (0.3) 5 0.2)
DEEUE 0 0.0) 0 0.0 0 0.0) 0 0.0 3 0.2) 3 0.1)
37—71;%3117:/ FF2272 1 g 0o | 0 ©® | 0 O | 0o ©o | 1 @) | 1 (©0
771;;’355527“ P52 0 0o | 0 ©» | 0 ©o| o ©o | 1 ©h| 1 00
g_jz?té;;”:’ W22z 1 g 0o | 0 ©o | 0 ©® | o ©o | 1 ©h | 1 ©o
RERE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
FHEREERR 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0 1 (0.1) 1 (0.0)
HEERSSUEAHERER 10 (1.4) 3 4.1) 2 (13) | 20 (6.1) | 129 (86) | 154 (1.5
L& 6 (0.8) 1 (1.4) 1 0.7) 4 (12) | 57 (38) | 63  (3.1)
L] 4 (0.5) 2 2.7 1 0.7) 9 27 | 45 (30) | 57  (2.8)
2 1 0.1) 0 (0.0) 0 (0.0) 4 (1.2) 30 (2.0) 34 .7
ESkEES 0 (0.0) 0 (0.0 0 (0.0 3 0.9) 7 (05) | 10  (05)
EES 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 7 (0.5) 7 (0.3)
mEERE 0 (0.0 0 (0.0 0 (0.0 0 (0.0 5 0.3) 5 0.2)
i 0 (0.0) 0 0.0 0 (0.0) 0 0.0 2 0.1) 2 (0.1)
HEEEE 0 (0.0) 0 (0.0 0 (0.0 1 0.3 1 (0.1) 2 (0.1)
B8] 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)
FEEE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
e 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)
HRRER 27 (37 4 (54 | 1 (7.3) | 39 (11.9) | 221  (148) | 275 (13.4)
SEfE 23 (@31 4 (54) | 10 (66) | 34 (103) | 210 (14.1) | 258 (12.6)
FEMEHEN 2 0.3) 1 (1.4) 2 1.3) 3 0.9 10 0.7 16 (0.8)
iR 1 (0.1) 0 (0.0) 0 (0.0) 1 (0.3 1 (0.1) 2 (0.1)
FERE 1 (0.1) 0 (0.0 2 (1.3) 0 (0.0 0 (0.0) 2 (0.1)
{ERR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 0.1) 2 (0.1)
At EN 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
KEEE 0 (0.0) 0 0.0 0 (0.0) 0 0.0 1 0.1) 1 (0.0)
FEARIET 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
AIREREDLLEVFEERE 0 0.0) 0 0.0 0 0.0) 0 0.0 1 (0.1) 1 (0.0)
LEMERE 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 1 (0.1) 1 (0.0)
RE 1 (0.1) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
HEXRE 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 1 (0.0)
(A : 2.5mg IXFEWNAGRHERE S B s, ARAE - HEOFEMT TV, IBEICET2HE) 2K,
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NETERSN-TI7ARB_ETRATHMLERR (13538 [CELTRH5NI-EIEA

(#E)
poiiskicd ARSI )VEE
TS5t 25 mg 5 mg 10 mg 20 mg &%
L DAY N=738 N=74 N=151 N=329 N=1493 N=2047
HARZE n (%) n %) n %) n (%) n (%) n (%)
FaES 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)
TIRAE 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3) 2 (0.1) 3 (0.1)
BERLE 0 (0.0) 0 (0.0 0 0.0 1 0.3) 0 (0.0 1 (0.0)
it 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)
FER[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)
BEIEE 1 0.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
#HEBER 1 0.1) 0 (0.0) 0 0.0) 0 (0.0) 0 (0.0 0 (0.0)
BHLURBESR 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)
Y RERBIVAERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 9 (0.6) 9 (0.4)
BREEE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3) 4 (0.2)
SHEEE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
AR 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 1 0.1) 1 (0.0
RAOZ—R 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
(=¥ 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)
RS, MES L UHIREES 1 (0.1) 3 (4.1) 1 0.7) 8 (24) | 33 (22 | 45 (22
£/ 1 (0.1) 2 2.7 0 (0.0) 7 @1 | 26 71 | 3 17
Yyl 0 (0.0) 0 0.0) 1 0.7) 2 (0.6) 2 0.1) 5 0.2)
IF R, R 0 (0.0) 1 1.4) 0 (0.0) 0 (0.0) 1 0.1) 2 ©.1)
IRMREEE 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
NER MR 3R 0 (0.0 0 (0.0) 0 0.0) 0 (0.0) 2 0.1) 2 (0.1)
BERR 0 0.0 0 0.0) 0 0.0) 0 0.0 1 .1 1 (0.0)
8FE 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)
BERBIUVETHEES 2 (0.3) 0 (0.0) 0 0.0) 1 (0.3) 10 (0.7 11 0.5)
BT 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3 0.2) 3 (0.1)
2 FiE 0 (0.0) 0 0.0 0 0.0) 0 (0.0) 2 (0.1) 2 0.1
BRE% 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 0.1 1 (0.0)
A EE 1 (0.1) 0 0.0 0 0.0) 0 (0.0) 1 (0.1) 1 0.0)
AR BB 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)
PR & 0 (0.0) 0 0.0) 0 (0.0) 0 (0.0) 1 0.1) 1 0.0)
RRE 0 (0.0 0 (0.0) 0 0.0) 0 (0.0) 1 0.1) 1 (0.0)
KRERER 1 0.1) 0 0.0) 0 0.0) 0 (0.0) 0 (0.0) 0 0.0)
NEBIUARELE 0 (0.0 0 (0.0) 0 0.0) 1 0.3) 0 (0.0) 1 (0.0)
I E iR AT 0 0.0 0 0.0) 0 0.0) 1 0.3) 0 0.0) 1 0.0
hEREE 5 0.7 1 (1.4) 1 0.7) 9 Q@7 | 48 (32 | 59 (29
IR 4 (0.5) 1 (1.4) 1 0.7) 9 @7n | 40 (@n | 51 (2.5)
K1 E 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4 (0.3) 4 0.2)
EFTY 1 (0.1) 0 (0.0) 0 (0.0) 0 (0.0) 3 0.2) 3 0.1)
amE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
&R 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)

BIVEH D JHEE L MedDRA/J /X— 5 > 7.0 2481 L Ttk L7,
(F : 2.5mg IFEWNAGR AR L B, ARAE - HEOFEMX TV, IBEICET2HE)] 2K, )
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9.% RRERERICRIFTEE
BRIE I TR

10. BE®KRE
13. BERES
131 L&
FRRE 72 i3RI, B, BB LD 27 V7 7 0 AORETHIF T 22,
<SR
13.1 MEEHT % 521 TV D AMNE KRB AR 283 16 B2 PRI, A Z HREG L7 ks R, m@
BT TAHF K O O (S i 2B & 22 28kl m®%n¢ AFNT M FEHTIZ
DIEREIZTE A EZ TN EEZ BT,

1. FRELEDFE
14. BRAEDIEE
141 FEFIZFHFOEE
1M1NP@ EDOFEANT PTP > — bV L TIRAT A L5 & 52L&, PTP o — D
RREIZ L0 | WA EIER A L, IR E S U CHEBRIAR S0 EE RS
ﬁf%ﬁ%#é ENRBD,
14.1.2 AANIF 5% 36 BEM £ THIMERE O SN TWD Z Enh, ZOHIITZ &M >N T
ToEET A &,
M13Kﬁiﬁ$@ﬁﬂ IhboTHRETE%, [162.1 &)
14.1.4 KRENZIIVEAT 2 JGSE 2 b5 <hRIT 72,
<ﬁanE>
14.1.1 PTP B2 DR AL IED 76, [PTP BREGHRIZOWT) Pk 8 423 H 27 B HIKHIRE
240 75) | WD RE LT,
14.1.2 AANT G4 36 FEE £ THRMEDNHER ST 5 3430, i R aRER M OV PR SR PR AR BR T U,
AFNOVERRER O R SN Z MM OO EE 5 25 L OFRERITE LN TRV, A
B 5% 36 RO WML, BHEH OFBURIEE OIRRBIZH2BET 5 2 &,
1413 [VIL 1. (4) BF - FHIEOEE] 0HESM

12. Z0oFE

(1) BRERERICED CHER

15.1 BRER{EAIZE D < 1E%R

15.1.1 F&H| & ORI FEBHRITH & TIEAR WA, SMEIZIS W TARAZ 5 T PDES FESIE 571
FhUZ, HIME TR IEROJRIK & 720 9 2 IEBIIRKAERTEE M AEEARFRE (NAION) O
FHEPME SN TND o_ﬁ%®$%®%<mﬂmmN®ﬁ@ﬁ%[E%(mﬁuihﬁﬁ
PRIG, i), e IRESE, mAEMAE, MUESE] 24 LTz, SMEIZEB W T, NAION &3
ﬁbk45ﬁ%i@ﬁ%%ﬁ%kLf%méﬂkﬁﬁﬂ%ﬁ%fﬁ\HES@%%@&@W
SIS (T12) O SEOHBIN (¥ 47 7 4V OEAK 4 HLUNIZFEY) X, NAION
FHHY AT PRI 2D 2 EnMEIN TS, [83, 112 5]

15.1.2 A & OREEIRIZIA STV A, AMEICI W TARAIZ & T PDES BLEAIR 5412
AUZ, FEREDOIRBLNME SN TND

15.1.3 HH| & OREBIRITH © 2 TIEARWAS, SMEIC IV TARAIZ & T PDES BLEHIE 51412
FAUT, RUEARTEC T XU R EERE N HE ST Dd, T DOEETIE, BB 0
FWVWELEY ZENH D,

15.1.4 7 ) a— VAR AR AR 2 & 5- U 7= AME O R R SR PR I\ T, 7 b o — L g |
AFNOMAEFRE DO NT N I AL Z T eholen, 7va—LamlE (0.7 gke)
R LT 12 B\ T, O E Vo AR L E AN RS ST,
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<R

15.1.12005 47 A 8 HAHiF @ FDA CKERMEILSMF) Statement (23T, &A% & e PDES fH
EH (3 A OKERM CEOSKET AR Iz, ZOH T, FDA IX, IRIZEE9 5 82 PDES
FREFNCEKT 2 & 0h, EIMECHERFEOERICERN T2 LD, HH5NTZNHDOHE
ROFMABDLHEIZL D HONE, BHEE TIEARHE LN 5 b, PDES FHEAIAR A (23 L,
ZEFRMI IR NE T TR R ZRBD T HEIT, RAEZ I L, BEHICEMSEICHKT 5 &
5K&ﬁ%%bf®50HﬁEWT%%éht%%ﬁ%ﬁ%w(ﬁ\ﬁﬁ&%& NAION
(Non-Arteritic Ischemic Optic Neuropathy) Z 3L U 72 EFNTRE STV 720, AAEICE
W, AN ZE T PDES FLERI DG 112 NAION OFEHNIME STV 5 2739, NAION ¥
B & AK & OREBURIZI S TIEARWD, BEEEAMET A 7-0IC3HE LT,

D, ANENZIBWT, X T 7 4 v & FRRROIER T 2 £ o34 (PDFS FREH) % IR3E
L. NAION Z 38l L7z 45 ik LL OB EZ %15 & LT S 72 B Ot FE DRSS % &
IR T —% 2 — bk (CCDS) 2 NAION (2% 4 A EEME N B SNz, D72,
E N SCEIC BT b RIS EMAE 2850 LT,

15.1.2 fit.o> PDES FREANC I T, FEEFEAE & ORI HE ST 5 3939, KA OIEREIR D
ﬁ%@ﬁ%fi KﬁﬁW%%W%ﬁ%ﬁéf@@%rwﬁéioﬁﬁmi%%nfw@m

23, AEOERRRER L O IRZICB O T, EEBED EIUCHRE SN TND Z &0 n, HE
WAL 5 72 DIZERE LT,

15.1.3 PDES FHEEA| & 29 MEEEREIZ DUV T, ZAVETFDA 705 2[5 (2007 4F 10 H 18 H., 2007 4F
11H14H) LAY ) —ZARFH ST, 2O T FDA X, Bl S TlI 225 &~ PDES
FHEAL MDY 27 757 72— L OBEMEZHWET 2 2 RS LR’ b, BENR
U A7 Z4gmrd 5 B CRERMSCEOUGT 2 FE T 5 2 &, 22 M%EHEIX 9~ To PDES
FLER ORERRBR L OHIRBICB W RO bR Z %552 AB L-, BAERNTER SN
AFNOEGEARRBRI BT, BB 1 BEE STV DA, 225 MEEERE 2 58 30 L 72 EH O
L2, PDES [HEA & 225 EEE & ORI BIRITI S TlE7Z2 a3, 2008 41 A, AR
ENIZHBWTE PDES FERIORMSCGEAWET L, 2RI 2 EEMRE A 1T - 70,
15.1.4 KAl & TN a—n b OB 2B 272012, SMNEAMERRN Z 2RI, K
ﬁM%@XMZ%@%E&@k?NZ—NQ@Mﬂwﬂﬂﬁgﬁﬁ®ﬁ%(4ﬁﬁ)%%m
LTze T a— UERFRRIC AR 2% 5 LT B, 7L o —) VLR EE . AH o i P B v
TNOMHAICEELEZ T 72~ 7= (TVIL 1(4)2)%%%@%@J@E5%%LMWA
T a—EmlE (0.7gkg) ORBRIZIBNT, T a— i 5 WIIAA B 55 & Bl L
T, A&l (10mg X% 20mg) & 7 /v =2 — VO RRZ BN O F 1 L O ST AR ML O FEEL D
HIMAEE D &7 1017,

1514 VI 1. (4) 2) @7/ a—LEsDMEEN] OEBRE

(2) FERRIRERERICE D CIEHR
15.2 JEERPREABRICE D < B
25 mg/kg/day L EOHBETH X T 7 4 V%A X2 3~12 » AFE AR O&ES L= ErERRic
BWT, BHEEBOKT, BME L&@ﬁﬁ FEE LIRDREFE OB 03558 BTz & O
HERHDH, B MBI DM FRERIC KT 2 2% gt U 7o AE AR O — 5 IR
TIRE DD RO AT, W EE, B EELOETER LT AEIXW T ORERIC
BWTHEERERD SR o7z,
<ﬁanE>
A XTBT DEERBRICB VT, BREEOIK T, KlE LR OZME R ORE RO R 1508
LPRRBO LN, —H, T AKDT v FORBR T, BRI T HREBIIRD ot
T, Ty MBI DA AFERBRICB N TH, B, 8% (%) Rg. Mog#izsAelc
KT DB o, XX T T A NFEEIZE Y A XTRD NI ROEL OB 1335
ED & Z AL TR,
tkf@ﬁ% WX T 2 AR RFTT 572012 3 DOREKRERZ 306 Uiz, R B K OV
JE DL E R I ARA 10mg % 6 » A, H 5T 20mg % 6 » AR O9 » HRE 1 H 1 [EhE#EA
Beh L, ﬁ%@f - EEE R ORI 2 A L7c, £ORE, 10mg & 6 » HH., 20mg %
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9 A F#E U7oiBR T, *IREE & el U7 558 O P TR BE DD 2 BLEE SAL72 75, 20mg
6 p AL LR TIZZ DL 9 RRETRD N7, 3B E G K EEM: . K
TR B EZRO RN oT, £io, TAPAT B EEBRFRALE S| IR LE L
Vo T AR L RSB A TR T in o T2 404,
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X. JEERIREAERICEE9 SIEH
1. ZEIBEKER

(1)

(2)
1)

2)

3)

4)

5)

(3)
1)

2)

AR
VI BB DA | OHSM
R REHER

FRHERICRIFTHE

7w FTRMEE L7z & 2 A, 200mg/kg Of% 0 # 5 CHEE ) D A FE O IRM T & B KHEE) O
OFNIRD DFRBD HITZA, A X~ 200mg/kg £ TORE DL TIPS T 205
NIRRT I BT o T2, < 7 ASD 100mg/kg £ TORE DKL TRy ML E X — LiEH
PEDOIEIRFFF )T DB O R B350 D b e o 77,

DIERRUERBRICRITTEZE

A XIZEBWT 20 LT 200mgkg DOf% M3 G- R EEBIIRIE A 3002 TR L7 flid, ek
200mg/kg F TOREA G T DAL FEREK VD ERIEE U X LSBT B o7,
WRERA XX 4T 7 4V 3mgkg DR CHARNE G L& 2A, #5477 4 VLD &EIC
WRLZ TS FICMEEZ TSN, ZAUIMERABD &5 EF 2 67z,
Flo, XX T T 4T E b Ixe T RV (HERG) EFZFLE LR, TOESIE 100uM TH
SI%FEFETH Y . HERG EFHFEERIIIHNZ EBRH BN E 72572 (invitro)
EIMEETVEMENT, #2277 4 VOPERER DL M Lz L 2 A1 LT Smg/kg
OH[ERE OB 5 OISR E 2 T 2o T, ED 7 R LL Eizbh7=0 TR LT,

EEERIIRIFTEE
<~ ADRKEERTIM L2 L Z A, 800mgkg £ TORAEEIZBW T, RAREERICH D
WIRFCBIIERD Do Tz,

EBRBRIZRITTEE

T NMZEHE T 7 4 V% 03mghkg DHETEHIRNE G L ZA, 1Y U LAORYEMEIZITR
B RIZ SR o 1oy, REKROT MU U LARPEMESEN L7z, £72. 0.1mgkg DFFIRNE
ok, LEMES MY Y LRRE S X DFIRIER RO b U D AHEEEOHINEH 23 H58
iz,

SRS

BFESZRIK (R PTEE L, GABAA, LAAHBY . B AZ IV Hy. 5-HT,, K83 Dy,
RV Doy -7 RUF U2 -7 R F U ROB-T KL U B2 45 K) 125 28tk
&h>x> 7= (invitro)

Z Dt DEIBKER

EEMID cGMP BEIZRIZTTHE

7 v M KEWREEFHHIREZ AW TZRE T, 2477 00 (10uM) 1d cGMP % 4 % LA
H0EMEFT U T ARRET (0.1uM) , C B R U 7 2R RATF R (0.1uM) . SNP (0.5uM)
LDTT =Ry 7 T —BIEMELIR T O IIFE T Tld,cGMP 2 % 200 fFFEHE £ C LA Sz,
—J5. T MO K OVDERHESE AN O cGMP JREEICIZ, XX T T 4 XS T =R s
T —PIEMALNFOHFE T THREL RIFS oz, £72. WTFNOEEMLT T cAMP
BEIIZ X T T 4 X0 B EZ T o Tz,

S FREARDINFEIEIC RIZT E

Z7x=L7 VU (1uM) TRIAE L7 v FRENRY > 7RI T 52 X7 7 44 (0.01~1uM)
DOIMFEIEH &2 N NO A pkliESR 2 bRk (NWRZHIBE) Lo KENRY o 7 A R OV 5N B2 K
BARY > THEAREH T invitro TFHli L7z, # % 7 7 4 MVIINERIBEEIR Y > 7 % 5lifE S 72
Mo Tohy, WREIFE T T, ik 55%ICET 2 BRI 72 tiRER 2R~ Lz,
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2. HMEER

(1)

(2)
1)

2)

HERESHFEHR
iyl b8 (mgkg/H) HERS DELSE R (mg/kg)
~ A 400, 650, 1000, 1600, 2000 >2000
7y b 400, 650, 1000, 1600, 2000 >2000
4 X 400, 800, 1200, 1600, 2000 >2000

BABEICL D2 X T 7 4 VOEEHRGHEMEE, ~ 7 AKOT v b &AW TRHn L7258,
2000mg/kg DR E TR K OFGICEE L7850 T REFTRIEA LN o 72, 4 XEZHW
7o O 5B Cld, 2R CHEDOEYE . 800mg/kg LLE TIEMHAFEH S 7243, 2000mg/kg £ T
FTIE 2o Tz,

RE®R SR

S MMIBITEHER

<Zwv b1y HAMBEE>

MERES ~ MZH X T 7 4% 10, 60, 400mg/kg/H % 1 » R O#% 5 L= %, 400mg/kg/ B B
TREOHM, WM TN L E DR WREEOK T, @S2k E B x b b mige
(bR RR A B ONILR SRR A D28 @), $REED Y L REREEIN, R BRI 2 b A fE D 2 WV
HiE DK T &K OVEMEHEIIEINE O REEMEOEE RO SN2, WLy HHEFRIICEE
R TIEIR L. BIFARABEMNRD N2 s, EHMEIT 400mg/kg/ H & L7=,

<7 v b6y AlEE>

MEMEZ ~ BT 10, 60, 400mg/kg/H % 6 #» AR OEE L%, 60mgke H O 1/19 i,
400mg/kg/ B DM 4/19 Bz 33T, FANRSE PH o T HE AL AR E P H- I~ i FE D B 8 IE A 3580 B
iz, O, HERFIED IR WERE O Mg AL F IR O L E), Bl mERE 7R 2L
EEDRVIREOHMMPBE SN0, BEFIICEE L 13E 2 57> 7, 60mgkg/ H T
D BN OEILE TR SEMEE ThH o722 &b, HEEMEIT 60mg/kg/ B & L7,

A4 XZHITHHER

<A X35 AMEE>

WA X252 25 7 4110, 60, 200mg/kg/ H % 3 % A RO 5 L7 4, 200mgkg/H TA kL
A D g IR ZERE Mo ORI B B BN RS B R DS PR K TR DAR T ~ x4, R LRz o3
WAREDFRO B, MEHMEEIT 60mgkg/ H £ 52 b,

<A X6 HAMEE>

MEREA X112 10, 60, 200, 400mg/kg/H % 6 #» H IR A#E L7cfEH, 400mg/ke/ H THEEE DI
B O, 60mg/kg/HLL LD X X5 7 ¢ N HRECTHER LIRS 508 0 1-iE, R
B DREME FREOBIT (LML, TR OB, K Hla O RN, MiilakEoIEH s
DT, A B OHIBER OB T-ila 2 58 e 35 280) . ZiE (L B U IR & HE
FHAMPR 7T DB A TWDIREE, v b UM 0 DS AE OB ENITIE ATV D
Whe) ROVZERE3GR D BT, R R I E ORI~ DB Z A~ TN BRI D ZE (L3 iR
<. HEFEEORRROME A T2 BRSO/ AT E T DM 23 B ALT2 D3, B Ok B O R
DRAE &N o T2 IR A Z A O IR R R b DFERE I o T, [BIEEEOH)
MIZEB T H RO EENEBD SN, 208 E &7, EBORD L8 T b ISR
Jel Ko OG- fiiel 2 A3 2 K58 25 el S i, HEO &Y 10mg/kg/ H . MED BRI
400mg/kg/ H Toh -7,
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(3)

(4)

(5)
1)

2)

<A X 12 » AfEE>

MEREA X1Z 25, 100, 400mg/kg/H 2 12 » AR NG L7ciER, 2FGHETED 6 » ARG
B & A RIRR 7 RS BT RLNBIZR S HL. 400mg/kg/ HEFOPT RO R B L BEAEE L 12 % A
BHIZE DR L TWD Z EAVRESNTe, MERFTROFRENEE TR ol A XTI IR
FERENEE) L CWVO\ D BENRBD bz, —F, BHlE LR ORFRMIaEENALND 72 ED
HEREEZ R LA X TIEEEOREMEIIIRVN B X b/,

Fo, 12 » AMEGRBOEGG% 3 » AD 5 5 A2, 100 XU 400mg/kg/ H BEOMER- 1 L
WZFBWT, FIEE S~ & FE O af FR BRI S ONER FE ~ H A8 FE D I/ MR BORAD s Bls S ivle, # 4
TIANFEEERIETHEINBITEFIZREDS Z 00, BHOMERFEARITHERF SN TWD

ZEWRB I, BGEERT 5 & MEREII OV LT, &5%%&@%@&@%:%2
HEORFHZENRD b2 E D, PUEBNITET A 506 TldeW e B X biviz, £7o, BHiR
BOREER, BENFHEE 2 RET DRI N7, L EX D, 2{§J@77kfmu&b%ﬂ
7o MEREE DWW NI EIE 2 BHFEIEC LD O TIERLS, ¥ X T 7 ¢ VBRI L 7= R R
MO EFE 2 BT,

BIEE MR

invitro RER L LT, RAITF 7 AREEOKGEZHWZERZEALERERARR, ~v AV 74—

~ TK Bk, b FRM Y o BRE H O o Qe R SRR & RENE LR OIEFE T R OMFE T
\ZCEf LTe, #5774 0F, —HO invitro #BRIZ IV TRETE LR DO IFFATE T R OFFEE
FTebizETh o7,

in vivo iRBR & LTIET v b & o/ MERRBRZ i L. ik 2000mgkg £ TOX X T 7 4 V%

ARG Lic, 2477 4 VFRERRE ZFHEE T REIFEROMINIR L TllnErEeget

RREFFIEMIRBD N0 o7,

AR ER
BHTTANDNEMEE~ T AR DRT y hEHAWCRHMI L7z, ~ 7 AKRDT v hOffikEhr &
H—REH T2 0 MEES S0 PEE L. 10, 60, 400mg/kg/H DR T 24 » ARERR DL L=,
~ 7 A TIE, 400mg/kg/ B BED M CRFAIIBARIE DO IR O IMAHER ST, Het g
72 < I~ U A CEMEIZRD b BARBAENE Ch A etk s & HIZ, CYP2B #FEIC
K252 577 4 VEEO IR ETH D WREENE 2 b,

7 v hTTIE, K, E@% ERAR IR AT TE B K OV EERLRR 2O I B 1 B JRIEE M bic B T
B G BEE U 72 TR DT, R B S B e o T,

ETERESHRER

2 (2) BMERUVEKRECONPEREIZBET 558

HEZ ~ MZIFAELRT 28 H R OB, MEZ » MZIXAERT 14 B & OB 2> H AT
BR7 HE T, 10, 60, 400mgkg/ HDHX XT 7 4 VEEE L, & (5%) MHREICx 5 82 Mt
U7z, MEITAENR 13 BICHI L, ﬂ%ﬁﬁ%#ﬁbto%i@m%ﬁ#%Tbtﬁ’wﬁb i)
B RO A L ORE R O R B PR AE 21T o 7o, m A BREO/EIZ IS T 2 ARER I &
OB RIK T 2R ﬁ%% ZxPT B BT S o 7o, WO (2) MaEE & Rk,
DOAEFERHMIE B BITERO SN note, A X TREA X T 7 4 WRHIC X DRERIRE DB
éﬂtﬁ\ﬁyk%%wtﬁﬁﬁfiﬁ%@ KT IEENE & O T IR ISR BT R D b LT 1
BAZBWTH B GICBE L 7 i B RO FT Bl S hvie o 7=,

BT - BRIRFEICET B8R

R R IR S AT ERBRI I~ T A KR OT v b &2 W TER LT,

60, 200, 1000mg/kg/ H D% 25 7 4 )V~ 0 ATEE UTohE R, FH/RT A — 2 T8 8370 <

R bR S e o T,

7/bfi FEEI) ﬂ?éﬂﬁkbfmiﬁmiﬁwﬁﬁi BB EHERF CRO b
SRR DR IRR O B ino Tz,
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3) HEFMRUHERORE L NITRIADHAEIZRET 5358
T MIBIT D HAERROHAZBERR L - e AR EFECHE (60, 200,
1000mg/kg/H) T3 L7z, ik 6 B0 21 HE TOM. M (Fo HAR) (SEAEKE L,
Y E ARSI S, HAERORE, BELOITENCET 2MEL I Lz, F oy
DO—EE BT, B R0 ER 7 BIC 2 T CHBESE2%, flR L7, FotitftomHE
HECIRERNINE L OB R B DK T 2MBLE S 7223, Fo M ON Fy AR 0 AEFE TRV ONT Fy AR D3
BT 2B bR o7z, B HUTIE 4 BAEGERODIKTREX X T 7 4 VRGRET
BOLNTEZ EnD, HEZ 3, 10, 30, 200mg/kg/ B IZ FF T, EHRDORE M OEFRE BT
HRBR A BN L7z R, ATRORTIFRO LN oTz, LN LR E, RYORERT4
HAGROEKTRRO N2 Eonn, FIROREICET 5 22821 30mg/kg/ H & L7z,

(6) BETAIMIHER
AR L

(7) ZDMD%HREN
REERR L
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X. EEMFERICET HIER

1.

. R—HS -

RHE S

B 27 U AGE Smg, 10mg, 20mg A0TSR (PR — RIS O X0 IS5 2 L)
ARGy - 2 X T 7 4 B

. A

AR - 34

. BERETORE

I« SIRARAT

. BRWLEDEE

BE STV

BERITEM

BEMERLTA R AV
<FVvoLEY AV

REES

Rl—m5r « 7 RV AEE 20mg, Wv7 ¢ 7HE 2.5mg, VLT 1 7 8E Smg
3 - ST 7 g VT U, ST T T g VERESE KR

. EFfFEEFAR

2002 10H 15 H (A—AFFZVU7T)

. BERGADBFABRVEARES. EMELEREFEAR. REMKBEFEAB

BR5t 4 REIRERBEAR ERES FEMEERESBEFERH BR5ERIRE A B
27 U AEE Smg 2007 47 H 31 H 21900AMX01084 AN I EARIH 2007 4£9 H 12 H
(B EMR e KRR AR) U " I 202044 A 2 H
CHAM A=) U I 202244 A 1 H U

BR5E 4 HERFTARBEAR EKRES FEEEZERSBFEAR BR5ERRE R H
27 U ABE 10mg 200747 H 31 B 21900AMX01085 FEATG EEHEAIL L 200749 H 12 B
(RIS IR e AR AAE) U I U 2020 4£4 A 2 H
(CHEAMG R D) U U 202244 H1H U

BR5t 4 REIRFERBEAR ARES FEMEERESBFERH BR5ERIRE A B
27 U ASE 20mg 2007 47 A 31 H 21900AMX01086 A FEAEARI 2007 429 H 12 H
(RIS IR e AR AAR) U U U 2020 4£4 2 H
CHAM A=) U I 202244 A 1 H U

B LA
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10.

11.

12

13

BEERE. BIMEERLAREABRUVEFOARE
HEBRFLIToT-RE, 2017 43 A 30 BICEEL,
RAEIC B AR (BEFD 35 RIS 145 5) 26 14 55

WTHUCHREY L E OFFERERE5T,

BEEHM

2007 4E7 H 31 HvH 201547 A 30 H (8 T)

. BREHREFRICEY 5158
AANE, BB D HIRIZED STy,

U e

=
%2 HE 3

" A

7,

DIE, AR O A Ol
BA o GERIEERER) O

. &fEa—F
2= R PR a6 FH i
L JEA S AN ALY | ERERL 2 — R - o L7 MERAH
HR5E4 I B = — | (Y] 2— ) HOT (9#71) F= L 2F Afa— K
27 U AbE Smg 2590016F5026 2590016F5026 187108102 628710802
27 U A5E 10mg 2590016F6022 2590016F6022 187109802 628710902
7 U Z$E 20mg 2590016F7029 2590016F7029 187110402 628711002
A B HE R
L JEA B A ALY | ERERL 2 — R - o L7 MERAH
HR5E4 I B o — | (Y] 2— ) HOT (9#71) F= L 2F Afa— K
27 U ABE Smg AT FEHEAR UL SRATG L HER N 187108103 AT FEEAR UL
27 U AEE 10mg AT FEEAR L SERATG JEHE RN 187109803 AT FEEAR L
27 U AEE 20mg SERAMG FE VEAIT L SERAMG L VEA UL 187110403 SERAMG L VEA UL

14, RIRIMBALOEE

AEEIRR TR S 2 EFE S OPRBAG T OBV IZOWT (S 443 A 25 A

87 5) Pk

PRIEFE 0325

ARBHFNZOWNT, REEA OG0 D DI%, PEARICEDBHEARTORELH & LT
FHERIZEBIT DX A IV TEICBOWTHWAHEATHLIZ D LT 1) ~7) OETOEM
il LG AICRY BETE 5, ek, ARFNIEL, DEAFRL OSBRI QN R TE 2
SEJEAFBRENE D DI RFIESE | (CERL 18 FEAIE ERE 107 5, LT [HE/RHIHS
HR) LW D) B S () ITBUE T A BE KNI AR D BSEIRIHIR (14 ARIZ[RE &3 %,)
TEH SN2 NS D TH D,
1) ARBIH OG- 217 5 ERX, FAIE LT, RHBFHIOW T SELL EORBRA R T2 &, 12
72U, R DB (B 21X, RIS B 27 TR BT, &5 ATRE el O LPRIR R BEE 12
BELENTERVE) 36 DGEIIE, TSRO R E L] (R 20 2 4E 5784 &5
59 5) BIRF —ERZEHM AR CUT TERAEER] Lvo,) BKaES B0l o [32)
— GRS PR AR D s D H A2 1T » TWOAIRRERERICIREY . HELTHEL XX
R, ZOEA, YHHBERERICGGER T L,
F7o. DRI EORHEMIC, IFTOHERELTZHTLZ L,
O BH217 9 ERNCRDIEME LTRIZEBT 20095, #4325 00 (TEHEZEFT ) X
% TRGEEMA ] &)
7 WIREREHZ DWW T 5 L, EORRERZ A9 5 AT
A TUHNT, BEOHERD LHE
@ EFieOA ST 556, Yikdh
2) MOEEEENCI W TARIIEIZR D ZENITOIN TN DB L, YL ORBREEERE 2
I 22 CARRAN 2 % 53 2855813, BN Tolisk &l L, LEREHRE 217 2 5 K]
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EHETHI L,

3) AREHNOFGITE L T, B#HBAEMER LIS ARICET A I 4 v 0krLral
R DNZHE, FHEREEBMISNEZBETHDLZ L, B, TORALEEIGEH T Z L,
4) AR BE SN D BEIF D/ A— b F—D 0y, KEFIO®RE A B> T6 2
AL, EREEERSE S TB001) O 32) M ARIEERE R SUXER SRR S E 5

(BO01) @ 133 ASEHBhIEREEHAR DR FREEZZ T TNDH 2 L,

T, DN ORI EOMEM I, U FTOFRELTLHT L2 L,

O EREOEHEHIR D ERAEH A2 2T TV D00, AKI 2B 5425 B8 TZ 0/ —
—DWTINTHDHN

@ LELOEHEENCAR D EFREEZIT > TV D IRRERER4 (%57 DR MRIERIERE & [F—
THIHEITITEK L THELZ X 2,)

@ EROFEHEORENMTONIZFEA (EGHENLH->T6nHUNIZIRS.,)

5) KK OEEIZHTz > T, TOHEIT, 1EIOBRICOE, XA I 7EICBT D 1 EHS
IR . o, 488 FTHDHZ &,

6) AREAZH IR LG T 25813, 50X 6 »AMEALETHZ L, 6 0 A%
2 CEGEGET DA 13, kGO LB A L0d TRET L. S &Il L7 BB & O a5
DAEH 2N O AR EOREM i T2 2 &, 2B, 6 0 HZBX THRE 2k
T 25 A S, TOMGEIIRNIZERIE LTRSS 14ELNE T 5,

7)) ABA| A RERZEICB WO T T 5854, WHEOHEMIC, RR2ETH I EE2LEH T2
L,
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XI.

1.

SR

5| >k
1) Nagao, K. et al.: Urology, 68, 4, 845, 2006 (PMID: 17070365)
2) TEIHE—1E0 © BARMERSRE MRS 27(1)15, 2012
3) Saenz de Tejada, 1. et al.: Int. J. Impot. Res., 14, Suppl 4, S20, 2002
4) FENE B RIS 2 3EEh e (R E) (2007 4F 7 A 31 A7, CTD2.7.2.2.2.1.1)
5) fENEEL RN IC I T S ENRE (EH#E) (2007 4= 7 H 31 H#GE, CTD2.7.2.2.2.1.2)
6) HHNEE : ﬁ%@%ﬁ‘i’s (2007 47 A 31 H#&EE, CTD2.7.1.3.2)
7) HNEE U R FEARONY haF Y — L oMM EEMR (2007 4 7 H 31 HAAER.
CTD2.7.2.2.2.3.2)
8) HANEEL: V77 B ROV haf Y — L O EAEM (2007 4E 7 A 31 HEKZR.
CTD2.7.2.2.2.3.1)
9) fENERL: U e MM AELEM (2007 47 A 31 A&, CTD2.7.2.2.2.3.3)
10) #PNEER  HIEEAI R O Hy S RIREEHLH & OEWMAER (2007 4 7 A 31 HIAGE,
CTD2.7.2.2.2.3.8)
1) fENEE: I XY 7 AL OEWFEAEIEH (2007 47 A 31 HAR, CTD2.7.2.2.2.3.5)
12) #ENEE: 747 4 U v E ORI AEAER (2007 &7 A 31 H 7?@& CTD2.7.2.2.2.3.7)
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75 CIALIS OZEMICET R T — 21372, L7 -> T, HEEOEERAEIC
CIALIS Z/L 5+ 2 BE12iE, 5T 25 EEISTEEIEL H 2 DK T 4w b U A7 7%
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2. BHIET HERRIRER
(1) SERICEES SiBsMER
A L7

(2) INRZ(ZEBY B EE
AN T D /NREICRET B ILEE STV e, KEORMSCEL O EU @ SmPC &%
2D,

SRR RLAPAR

N ) 8.4 Pediatric Use
SEN SR ; . . Lo . .
RE DA CIALIS is not indicated for use in pediatric patients. Safety and efficacy in patients below the age

(2023 4 4 1) of 18 years have not been established.
EU @ SmPC Paedigtric population ' o . '
(2023 459 ) There is no relevant use of CIALIS in the paediatric population with regard to the treatment of

erectile dysfunction.
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