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24T, AT, AL | AR DA —EBEL....(0)
T T HFECRHERAHERT | - HEETRW.....(5)
s L0 ENL BWREET L | - R ....(4)
D3, - KEE.....(3)
SR/AVAUNTSE < SN )
AT EAEWEE...()
T2 4 8M., PhEAHERT S | - EFITEV..(5)
HEOREEZXENILWHY |- EV......(4)
15 F LD, . L..(3)
R (A )
IEFITAR. (D)
ERSRE R A A v Gt 30 45
#2) SEP OERM L [AI%&
B Jig /5
= E R [EIE=S
5 IN—= F T —DE~OFEANT
XFELEM? N
. [PERTacERL. B | XA
L E L= ?

OEN T Z & A% i HE 5 iR
(B &
<xFG>
200 LA EO BT, 3 AL EIChl o THIRARE G T 2 E3834306] (77 B REE86HI, %4
T 7 4 VSmghESSHl, X X T 7 4 L 10mghER6fs], # X T 7 4 A20mghE86fl)  7eds. HAEE
(BREE, SR, B KROVEKRTFROE (DR, s M, B IR e L,

G PPV

<FHiE>
XX T 7 4 V5mg, 10mg, 20mgXiT~7 7 AR %1 H 1B Z 88 2 72\ BEEE C 1238 R B RER 1 3 5

<HZhMEFEEFmEE >

DLFIZBI A2 RX—AT7 A b O &E

o [EFEENEMAEA =7 (IIEF) (B2 #ERE R A A v * 2 a7

o BEHRHOMRZIZET HEM (SEP) OEM2*izxr L NI L EIZ LZEA
o BEHFTOMRIZET M (SEP) OER3*Izxt L NFvy) | L-EE

[FBRRS ]
S5 BES5T 4L HHEZT 4 HHETT 4
R (N=36) 5mg 10mg 20mg
(N=85) (N=86) (N=86)
NESES ) 57 54 56 54
PhEFEEOREIR =1 4 93% 85% 87% 88%
hid B E o HAE E
(455 37% 38% 37% 37%
r1 s e 24% 24% 24% 24%
& 38% 39% 38% 38%
P B E O JF IR i 5
SR 28% 25% 28% 34%
g 36% 27% 34% 33%
BRET 36% 48% 38% 34%

11




VT T g VB 56% 64% 56% 51%
AR
e I 28% 24% 22% 31%
BE IR 20% 19% 16% 27%
HISZARIER  (BPH) 10% 12% 16% 13%
& I i g 22% 12% 13% 15%

<IIEF #EHERE R A A 2237 >
HEFEIEREE A A U 2 a7V IZ Lo THIMAFHME L7 2 A, X T 7 4 viZnThoks
FZBWTH 7 7 8RB GRECHRTHEERGEEZ R LT (p<0.001) |

24 23.1 % 23.3 x (FEHy{E)
| 22 211 % *p<0001 75 R
| 20— Hota i
E 18
g 16 16.0 o
?é: 14 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 2EZT71
bmg 10mg@¥ 20mgE¥

<SEP OER] 2 (FEAD) >
2T 7 4 WE TFRAORKS ] B LT, WTFOBRGEICEBWNTHL 7 78R EGREICHERT
BER&EZRLE (p<0.001) ,

(%) 90 -
81.1 « 82.1 & (F1YfE)

s 80+
E 72.1 % *p<0.001 3 75 tR
P KBS
=1
M 60
2 53.4
= 50
|
i 40 L 42.7 45.4 e
&

30 i
2 g i
= £
t= 20 il
£
& 104

0

TR E AT BEZT4L AEZT1I
SmgEf 10mgEf 20mg ¥

12



<SEPO'EM3 (ERR D) >
KT T 4T THEAZ ORI IZB LT, WINDOEERHZBWTH 7 7 B REERECHERTEH
BEdeEER R LT (p<0.001)

(%) 80

S 70 4 66,4 + (Fi9fiE)

E 64.6 x X
P *p<0.001 W FS5EAR
g 60 Bk il
& 51.4 «
|3_ 50
E 40
[AY

&30+ 28.6
# 1
=

L 20

~ i
§i 5.5 & 17.4 7.4 186
& 10 ?5& :

]
0 2

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

<EEME>

X277 4V 5mg, 10mg, 20mg FEIZEID 1T SV HiEF] 257 Bl 70 61 (27.2%) (ZREITEH
IR BTz,

T2 BIVE I ZEES 29 61 (11.3%) . WL 13 61 (5.1%) . 1FTY 961 (3.5%) . IHLARE 6 5 (2.3%)
ETholz,

QUFsL 7 7 B AR R EE R (11 BB O OFE pkE)
[ABR Y =
<3t/ HE/FHEEA >
o 3 AUERIZOIE > THEREFEL AT D 18K EOSNENBIEERE (777 B 565 i,
BT T 40 Smg B 151 B, ¥ X7 4L 10mg & 256 i, ¥ X7 7 4L 20mg £ 1,220
i)
o 1 A 1MEIZBZARVEECLE_RRAOKS
o TV uTrIHBREIZIEREOT VA L CEM SN IZANE T T B R xR T G AR
(7w rxgiete) 1R RBRE0G L, AL Fn L7,

(GRS

<IIEF PhEHERE R A A R a7 >

IEF FEMRE FA A L A aT I Ko TAEMEZFHI L& 2 A, 2 X T 7 4 MTNT oS
BBV TH Y 78RR GREICHA_RTHERSEELZ R LT (p<0.001),

*p<0. 001 TSR (F{E)
24— S EAH 236 «
I 22 20.7 4
E 20
E o 17.7 &
% 16 — 15.3
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 4574 FEST4L AESTA
Smg ¥ 10mg &% 20meg#¥

13



2) &

<SEP OER 2 (FHEADEED) . SEP OER 3 (M2 dRksh) >
T 7 4T HREADORKRSD ), MERORKZh ] IZB LT, WTFhoRGHICBWTEHL 7 7B R#&
BRI THERUEEZ R L (p<0.001),

*p <0001 7S5 &R (EtyiE)
(%) 80 BT 80.0 *
= S 71.4 %
%E 70 1
#, P
)]
=y 60 56.6 %
& [
|2: 50 | 489
— T 458 498 48.4
& 40
Ly e *® 40.4
— E J_:,‘.
& 304 @ &
0 ¢ - i "
FTSERE  AEST L AEST L EEST4L
bmg#% 10mg & 20meg B
*p<0.0018 TSR
(%) 70 EAHA 686 ¥ ()
[ S
sE 60
55 554 %
=® 50 —
A=
&/ i 39.6 %
3 40
bt
- 30
: )
20+ 225 #E 251 223
< 40 2 50
Al
v i
FSERE 2524 AEST4L BESI4)L
5mg ¥ 10mg &% 20mg B

2>
AMETCEM SN2 7T AR R E SR TR iR (13 R ([T, 7 U A 2.5mg
~20mg FEIZEI D £11F ST RIER] 2,047 B 599 1] (29.3%) (ZRIWERFERD Hivlz, E7EIE
I LEAR 258 Bl (12.6%) . YHLARE 139 f] (6.8%). i 63 61 (3.1%) . #iE 57 B (2.8%) .
WAL 5161 (2.5%) S Th o7,

AERER

EWREHBRE L TC3RBREmL, RE 2T 6 » HMMERH G LR, #7700
BED 23.9~57T.0%CEWERMN B L=, #5774 AVBECHE L T K< Ao -BIER I
GAE (9.4~31.2%) KOWHILRE (7.6~183%) Th -7z, R G5HER TR w%htﬁé@7
077 AL, OEKEER &Rk Th -7,

B EHARIBI DRI OFE RN S . B EIZE-> THZICRBE T HMEA O H 2 HEFHLITRD
Niehnotz, £iz. FROKHORELE TOHKGHYIF OB O, 98, {éﬂ:?&&(ﬁm
i, BEBRVICRY OB EZROTZBENL L, EO%, RINCERORBBELZ RO BFIX
BT 5z LR ENT,

PLEXY, EMBEGICL DR EEE 2 ZEMEOY A7 O EFIX, FHIBDO LNRhoT,
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(5) #BF - RERHER

1) FEM R RSB E B ISR MGt
EN 77 B A% E BRI T, SREM R ONRA R EEBE 245 B (RREMEEhEE
ERE T RAREE3LH, XX T T 4L 10mg BE29 Bil, XX T T 1)V 20mg B 28 B, IRATY
PHEEERE 7T REE3 B, XX T 7 00 10mg BE 33 . X ¥ Z 7 /v 20mg Bf 29 i)
WX T 54477 4 VOMHBESOSEIZOW TG Lz, GRBRTE sE, 1) EIEA(bIAT &K
JSRER ] DIESM,)

FHEHMHIEE OFT X TUIZBWT, ¥ X T 7 1)L 20mg #E TIE 10mg #f & X TEN IR IIR S
i,

Fio, MBI LT, 20mg BEICERT D5 K ONVEIL AR B O X 5 R EELN DTN
10mg BEL D 2 < RBO LN, ZNLANOFEL TITHEERGRBIEDO ERITGED b
Mmool

<IIEF PhEMBERE KA A AT >

(RPDZRTHERVIRERE)

10+ 9.3

i 8.5
s I

(RS ANV R S|
NUNVAREEEEnm——
(4,]

Il

FS5ERE S5 T740 BEST4I
10mg 2% 20mg B

RHERUVESANERSEE

<SEP OB 3 (ERRDH) >

(RN ZFEFHERVIEERE)

g

55

s %] w52 48.5
Th s L
20
sy 401
1M 35
>3
Mz 30
aF 251
7y
ﬁl 20
= 154 1.0
~@
= 104 s
£ 5]
2 o
= TSEARE AESITqIL EESTT4L
10mg 3% 20mg ¥
BEMRUVESESEREERS

15



2)

<ARaE>

SREMER ONEARINREFEBF BT, XX T 7 4V 10mg BEIZEID (11T S 7= e 62 61
H14 1 (22.6%) ICEWERZNERD vz, E2RIERIXER 4 61 (6.5%) . #WIHL 3 1] (4.8%) .
ETH 36 (4.8%), HILAE 161 (1.6%) % Tholz, 20mg FRIZIBWCTITHIAER] 57 Bl 16
Bl (28.1%) IZEWEMFERO bivic, EREIEMRIZEE 8 B (14.0%). WL 2 il (3.5%). H{b
RE26] (3.5%)., IRFEMm 26 (3.5%) %EThH-o7-,

WEIRI & B9 D PR = B IS B B Gt

EINT 7 2R x i G R EGRER BRI 2 &0 2 Sl ERE (77 v AR 86 FllHE R
waPte L 6716l APEHV 196, % & T 7 4 v 10mg & 86 BI[HERFEA D22 L 69 . &0
017 B, XX T 7 1V 20mg B 86 BIFEIRIA D2 L 63 5], &0FdH D 23 fil]) IZBWT, ¥ ¥
7 7 4V 20mg BETIE 10mg #f & LR TEN 2R R E T,

<IIEF FHiCHERE R A A A a7 >

194 (BN RFIERGRERE)

| 1(*1 9.8
- 9,
< 104 6

¥
A
Sy 8
i% 5.9
e 1
5K
@D A
£L 4
4 2.2
=3 5 T 1.5

7 T
1

T5ERE 457740 855740
10mg®¥  20mg®¥

HRAEEHT L

<SEP OER} 3 (R D) >

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

<2k >

FERIG 2 9 DN EEREICB VT, 4T 7 (/b 10mg BEZEI O 11T &7 IER] 17 #d
561 (29.4%) ICEIWERARD bivlz, ERANERITEIAL 2 61 (11.8%). 1ZTH 141 (5.9%) %
Tdholz, 20mg BRIV TITHRAER] 23 fild 7 61 (30.4%) ICEITERIZ GO bivic, EREIE
IXEER 3 01 (13.0%) . AL 161 (4.4%) . 1ETY 16 (4.4%). =P 161 (4.4%) HEThote,
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3) WOLERHT 5HEMERE BT 5 HE

ENT 7 AR ZHERIERER C, ®ilLEE A0 2 PEREERE (77 v AR 86 B[R L
JEAPE R L 62 B, AfBFH Y 24 BII]. ¥ X Z 7 41 10mg Bf 86 B[ LS G2 L 67 B, &0FH
V19 5], & X% T 7 4V 20mg BE 86 B[ MIEEGF 72 L 59 B, & 0fdH 0 27 i) 2B\ T, # 4
7 7 4V 20mg BETIE 10mg #f & LR TEN TR D RS-,

<IIEF iCHERE 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
22 T
~ 1.8

7 2 T

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

BmESHZ L BnEAHHY

<SEP ®ERI3 (MERDREh) >

(%) 60 613 (P ZRTHERUVRERE)
3. 522

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

>
mfﬁl}—%ﬁﬁ“é%ﬁt HEBFICBWNT, XX T 7 4L Smg, 10mg, 20mg FEZEI D FHF Bk
JERF] 66 F1H 17 1] (25.8%) (CEITEHNGRD bz, E72EIWEH IXEER 4 61 (6.1%)\ WAL 2 3]
(3.0%) . 1559w 2 B (3.0%) . HEEUE 2 B (3.0%) . AAHTEFEIE 2 651 (3.0%) . 1ZTH 141 (1.5%)
EThHoT,
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4) RISZIREIBRIN#Z P ERF 2B T et GMET —#)

AR R A AR TR RN IR OIBRIN 2 52 1 7= 1%, ZhildfassE & 72 > 72/ 303 f5l (77 'ARRE 102
B, #%F7 40 20mgBE201 i) ZxfHE LT, XX T 7 4/ 20mg XiZ7Z7AR%Z 1 H 1A
B Z T VB C 12 R EERERR O 5 U T s A R R (b T e AR kIR U E A TR
] b akiR & 20t L 7=,

ZOREF, IEF #hEHEE R A A > 2 a7 FiADORKY) (SEP OB/ 2), A DS (SEP OE
f3) WL T, X477 40 20mg BETIZT 7 B RBRICHARTHERUENE D LN (p<
0.001),

<IIEF FhEHEE R A A > 2 a7 >

(F19{E)
| 187 17.7 *
|
E 17+
F
# 161 *p<0001¥FF R
% AT
e 15
g
A 14
% 133
¥ 13 k)
; ﬁ 12.5
7 12: E 123 % .
0 T il v
TSR BHZ T 1L 20mgEE
<SEP OER] 3 (MERZDRE)) >
2 (%) 50
P -
g 405 + (Ft9fE)
B 07 xp<oo0iHTSHE
3 DM
- 30 |
I
Ly
= 20 19.4
&
g £ 158 ;E Uz
L 10 s E
i . 3
b L)
& 0 ¥ v
TSt RE 255 T 4 )L20mgH

<EEME>

A AR OIS B E R IR W T, Z & T 7 /L 20mg BEIZEID 11T & 7= IER 201 15
80 Bl (39.8%) IZEWERAMRES STz, EREIERIZEER 41 # (20.4%) . {HLARE 21 4
(10.4%) . i 12 B (6.0%) F Th o7z,

18



(6) JAEAfEM
1) ERABERE (—RERBERE. BECRABRERE. ERAREEKRER) . RERTERT —4

2)

(7)

R—RFE. HERFTRERABOANE
R E (5 A i R A 2
HIY : HEZIET CABIOME AR 2 2R O EZ#ERT D,
KGR T MAT A EAT O T OIS TR B & T O N TE RV E B S B R R
BEREBE S 1 2007 45 10 H 1 H~2009 4E 6 H 12 H £ TITHIEFIE L LT 2,151 il 2 %8k L7=,
JEGIRER © SRR ZE N AN S 7z 2,095 Bl 22 MEDfRMT e8I 1,635 il A 80D R G20k
1,447 Bl CdH - 7=,
BN - AR OBEBIRENS 3 » AR, 7272 L. AF 20mg 2 #EH STV 5 EE T, AH
20mg ALFBRLED B 6 7 A, BT » AR ZBIZEIRM & Lz,
ik - A& AFIO B EZIFET COMARRICESLS T — 2 ZIUE LT,
THEIER  BEY R, BRNE. EEDEMEEA 27 OEgEE (IIEF EF) RA A A7,
BEFE N TR A ZE  (Global Assessment Question :GAQ) . A EHFH/ LY
A
D IEFEF KAA L Aa7T
SEEJTEFEF R A A VA a7 1d, AL BAREE D 13.5 20 5 FefEaFfiRE oD 24.2 ~ & A E It #E
L7z (p<0.001), $%5-5 20mg Aiiin & BA4s LT 20mg (I & L 7= BERECR W TH, A7
BALAIE, 20mg ~D ¥ ki ds L OURAEFHIIRF OSE A 2 71X, £ E4 13.4, 21.6, 244 &
B G- BRAARTIC R L TR B A B REEN A LN,
@ GAQ
GAQ DRl TiE, Ml EE 2K (1,447 ) OS5, 89%M [FENLE L) &H]
B LT, 5B TIIRARE G &) 20mg Kjili Th > 72 BEH D 87%0 ., IR H- &)Y 20mg
ThoTZBED 89%MN [FhENkE L) L& L, #hENndE L) &EIE L-EE
DL, HETENZ T O ZNE L) LRE LIZEFOEIGIE, 2B LI OEAKR G &
BONTIIZENTH 98% TH - 7=,
M
HEFHGORBRIT 3.98% (65 #1/1,635 i, 78 1F) Thotl-, ERAEEFLRL LT, ¥HW
25 1.35% (22 6) . 1FTY 230.98% (16 Bil), WALDY 0.55%(9 BNIZFRD Lz, HEELAH
FHL LT, A BEBREBRNENE 1 FERD ST 08AHK & DR REBETRITGE S
i,

AREHELTEBTENDNEXEERE L1-EHE - REBOME
A L

Z0ft
R L
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VI. E3EFEEICER T HIEH

1. EEZPMICEAEHSILEYRILLEME
Hrizp L

2. EBE{EH

(1) YERERGL - YEFMER
PERRLIC L0 —FB{LZER (NO) DORFTHIZZERENE CHBRIC, ¥ 4T 7 4 L1E, cGMP 53 fif
%3 Cd 5 PDES Z[HET 5 Z L2 X VUKD cGMP BE%A FH S5, TOMEE, Figf
DNEE L. PRk~ DM ok L TR ANER SN 5,

RIS ———p ‘f

ﬂ B A iR

20



(2) ENZEEMITHREBRRIE

1) PDES5 [HEVER  (in vitro)
B KT T 4 LEIRE 72 PDES IRERITH H, ¥ ¥ T 7 4 /Wit FEE /L X PDES 25 1nM
D ICso ETRE LTz, ¥ ¥ T 7 (/L@ PDES ([Zxf9 5 FHEZN /11, PDE6 & U PDE1L & b L
T, ZNFNT00 LN 14 5 TH Y, 2O PDE 7 % A 7L D TIEL, 9000 L ETH
<723 (invitro) .

UEDZ e, X T 7 41Tt k PDE5S OEINAZRHERTHDHZ E DRI,

E K PDE-ZA VYT ALIZHTE255 74 )LOBRE/EA EFERME

PDE! N2 ICso fii 3 (uM) ERE 4
1A 4 1944 20000
1B 4 20+4 21000
1C 4 10+2 10500
2 4 46+38 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 85+1 9000
11 4 0.015+0.002 14

1 b M&Efs /%% PDE (PDE6 D&, b kHalkH k)
2 BEOMSE LT —F & v b BIENT

3 SERME AR ERR A

4 PDES PFHE/EHIC K32 b

2) FEZVERRIARN cGMP 2 - H1E
AR/ MEE B 2 X 2T 7 4L (30nM) ALE L72% D cGMP IBEZHIE LT 2 A, ZX T
7 4 VHEM I E e A mban@ﬂot#Nof5%T%5:bu7va+%U?A
(SNP) fF7E F ClE. SNP HHDLAIZHE L, cGMP J2E A W EH L7,

E FEEBRAETEHO cCGMP REICRIETEIES T4 ILDOFE

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 4L

(30 nM) 1 pum)

¢GMP= YA 2 Vw777 ) —Y  fE SNP= = a7 Ly R R DL
#% =p<0.05 (SNP HJHALE & DLk, —IThlE 5 #sr4T & O Student-Newman-Keuls test)

21



3)

2 SN IR Mo OV AR oD it 14 R A

t MEXEERY /71‘EZIK7&//I/II:Z\7)/ (1uM) THHESETZRZRIZ, ¥X T 7 4V Z0E
T 5 EFARY > ZIXERITHIER L, £ D ECsofHlE 34nM ThH o7, £72, ¥ X 7 7 4 /L (30nM)
1%, SNP D2 EhRhAR (EH 2 H58 < B 7=, RIRBA R OIREYE Ch 57 8F /12 > (ACh)
IIN BRI NO pEAZ T SEA1EH A LT\ 5, ACh OFNRY o ZEEARIZ R4 5 ihfElE
FIZSNP LIZIEFRETH -T2, ¥ X T 7 4 I Z OEH 2R S d e,

EEEARICI A, 25X T 7 4Vt FEZEERAH SO/ MEE R HEAIC ﬂ LT % HAl Tk
TERZ7R L, ZD ECsoflilX 13nM Th o7z, £72, ¥ X 77 44 30nM) 1T, /IMEFEETHIZX
9% SNP KON ACh OifE/EH & B ik S w7,

SNP U ACh D E FEEHIRMEERICRIZETZIZIS T4 ILDHE

(o) 130+ 120
100 4 == viehicle ok ok 100 - =8 control ok k
Tadalafil 30 nM i Tadalafil 30 nk
— T ' ol -'-_.a--ﬁ"'""L | T~T et T
L |d_,,--"'"'_r| 80 I J'M-';--""""'... I
L 1
Py - T ’ —=
4 1 7 . L T | /_[
wyl A A 07 '
I ¥ 1 T | o
w4 /& 7L 20 L 7
07 : : | L : |
0.001 001 o i 0 100 0,001 a0l 0.1 i 10
SNP (M) ACH (M)

SNP= =t 7V RS RU U A ACh= 7TEFLal»

FEROBEH L7283 UHEERE (0.1mM) 18 X B3RERIZR T 2 R (%) 233 (CEEEHETE
),

SNP: #** = p<0.005 (VEBLALE & OLblE, —ofd & 08T

ACh: *#* = p<0.005 (FEMFEALIE & Dbl —Iehe & BT

VRBEIIMAT 1 OUGREME I HEE I E B AR O b o7,

TTRFUROT ha B DFETTTY RUF U o EONa U AEEh R AW L. B
FIZ L > TIET RLF Y v IEa ) AEEEOMRE RN LD NO B ESER LA, #
KT T 4 VT FEZEER AT 512 %9 2 BB ARURITL O il SO 2 BE AR X,

EFEEBRATRFOERMESRHAICL 2MBEERICRIETEIES T ILOFE

(9%) 120
control
100 : Tadalafil 30 nM - * 4 ok T
80 un It
60 T :|:
B 4 i - L 1
pe 1
20 | ol
0 I T \
0 1 10 100
FISEE (H2)

Zx=L7 Uy (1pM) BUREICH T 2B ER (%) 2”7 CEEEARRERAE),
#4% = p<(.005 CERYIENLE L O, Ikl ES BT
TRBERINATH OHEIE TR E A B EITRD b o iz,
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(3) fERARIREFRE - FrisuhrfE
1) RFEHEBH OB (BF T — )

2)

3 AL EICh 0 BhREEEZHF T 5 18 Ll LD B 223 fﬂ%:xu‘%& LT, I8 REE, 24
7741» 10mg #f, # %7 7 /L 20mg FED 3 BEICIE/EZ 2RIV £+1F, SEP OEM 3 (FhklX+
IR L, PERRICER I LE L= ?) ZfaiE L Lmﬁ%%éfﬁﬁ#ﬁ%7 TEARE R LT, T

:i\ n‘xﬂ?ﬁ’é—?& 30 DB THE X T 7 4 NRELE 7T v RBEORICHEBEERBOTHE. 17

FTORMZE S LTHERBRI L7cEGERD, ¥ X T 7 4 VB EET T BREEL @tté‘*fz-m

W EERINC A B ZENRO BN o R TR 2 #4 T L7= (GEE #EM& Y COX [mlJfo#Tic

FRAT)

ZOFER, XX T 7 4L 10mg BT COX [EF éﬁﬁfj&’%&?’ﬁ 26 47IT, 20mg #¥i% GEE V£ T3

F1% 16 7312, COX s i Cla& 5% 15 e 7 7Rkt L OB EZRD T,

(5) b=0.054 (5)

() E—— 30 e 0
5 ;;, p=0.042
2 2 26
H A
i 3
B L)
L L
= 1=
B i
i} 7

*
p=0.012 g
15 | @ 77777777 117 I [~ T

0 0
10mg 20mg 10mg 20mg
(292) (300) (292) (300)
() MHEXOBRAIDOEH () MEXOERAOEH
GEES% IC k BARATHER [ T 517K (284) ] COXER A TR (1 57K (284) )

HRARREREF ORRE (B35 T — %)

3y AL EIChRE Y SREEEZA TS 18U EDO B 483 il kgt LT, 7T Rt # 4
T 7 4V 10mg BE. XX T 7 4L 20mg BEZE VT, 5 24 BRI KL O 36 BRI 1238 1) H1HEAS
DREINZDWNT, SEP OEM 3 (A DRLY)) DAIERF O FIEE ) b 5 G- HE O E 2 FH L,

7T 'R &R LT,

ZDFER, P54 24 FEETIX SEP O 312 13V &R L7EE O 4T, 7°§Jzﬁ¥o>
41.8%IZtE L TH X T 7 4 10mg BET 55.8%., ¥ X7 7 4L 20mg BE T 67.3% E AREIZE L (£
LZI p=0.038, p<0.001), #5136 FFHICHBWTH, 77 BAREED 32.8%IZH Lfé?é?77
4V 10mg BET 56.2%, X X7 7 4L 20mg BT 61.9% L HRICE -7 (T P<0.001),

(%)80 *p<0.001 **p=0.038
- (R=254 UhBOEA & (B~ ZF19(8)]
gE 61.3 * (DU, JTTEA) HABMT
24 61.9 « C(FHIE)
= B 60
oy 55.8 * % 56.2 *
B #&
RS
L 36
- 41.8
a & ;
g s 24 w304 oo a8 3.2
Sp 20 & o # %
) . 5 Z B
DEH A # Bl Rl
=+ [ #*
55 | i
= FShR  AESTL AESTAL TSR AEITL BESTAL
10 mg 20 mg 10 mg 20 mg
B 24 5 %536 BFfE %
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1.

VI. EMEIREICRET SHIEH
mREDOHRE
(1) BELEDHGOFRE
YRR L
(2) BRREBRCHRESA-OPEE
1) H[E#E S
HARNERERL A36HIIC 2 Z T 7 4 L5, 10, 20, 40mg™ ZH[EREOKE LIz DX LT 7 1)L
DOIMABEFPREENL, $550.5~4FFH (Tmax® FRAE, 3E[H]) ORIICE— 71T L%, HE LT,
T TH 14~ 15FE [ T > 729,
BERAIZZA ST 4)L5mg. 10mg. 20mg. 40mgZEEIZSELI-E=2D
mMFRIFTS T4 IIVEELYER LI-EMERE/NNSA—42
= AUCo-o .
5mg 24 1784 35.3) 95.6 (30.0) 3.00 (0.500~4.00) 142 (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)
ST -l (22 B AR 5k %)
a HRAE (D)
BERAIZZH ST 1/L5mg. 10mg. 20mg. 40mgZEEEFEELE-EZ=2D
MR A5 T 4 )LEEHT
E’ih 6007 —e— GHmg  (n=24)
500 1 —m— limg  (n=%3)
ol —a— 20mg  (n=24)
B o —a— dlmg  (n=23)
2
~ 3001 (BT + )
1:\': 200
E 100 = :"}
G Bl = B,
g 48 72 % 120
BEEEM (h)
(JE : 40mg IXENAGRHREE B2 5, ARHE - HEOFMI V. BRICET2HE] &],)
2) KEHERE

HARNBEEERR N 18 BliC X XZ 7 40 20mg 2 1 A 18] 10 HMNERAOKGE LIt E0X 4T
T4 VOMEFREIL 5 4 HEETICERREBIGELZ, EFREBTOX ¥ T 7 4 /1D AUC
T2 8 Conay (T WI AN G- & Hils U CHY 40%E8 00 L 7= ),

BERRRAICZE ST 4)L20mgZ1B1EM0BMRERG LI-EEDOMBEFE2 TS T 1)L
RELYEHLEEYERE/ NS A4

Hx n | AUC (ug-h/L) Y Cumax (ug/L) Tmax(h)™? Ti2(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)

KA (S ENRE %)

1) 45 [ IR (2417 ) T o M AE 3R i BE T A

H2) I fE (i)

H3) EFRIRIEIZR T 2 % 5 M IER (248E) T oo i 4% Hp K1 B T F
14) EHEIRBBIZIS T B foe i LA o SR A i g
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BRAEANIZZ TS T 4 )L20mgE 1 H1EMOBMREZOKRS LI-LED
mEERE 557 1 VIREHR

(ug/L) 600
500
o i
#8400+
th
5 i
¥ 300
5
j i
£
L 200
= - T e & s * s 4
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

155 1 B R (h)
N=18 (72 KFELARE N=17)

(T« AR OKRMIE - AEIZT, NAOHEGFIEE U, &GREEZ24BHU EL 95, LRfichTns, 7K
W - JHEOFEMIT TV, BRICET 2HA] 3HK,)

(3) ik
AR L

(4) BE - REOZE

1) BHEORES
TERERRN 18 FllC ¥ #4577 )L 20mg 2 8% (SIEIHE) XITZEMERHCHER O S Lz & X,
AUCoo M O Conax LB FEEUZ X 2 BIIZBD N7 WNEANT—4),

RERAIZE X574 )L 20mg £ EWHRUAY (BEHE) CEEEORSLELZ0
mEF 2457 ILEELYEH L-EREE/RSA—4

RATEEIE (CV%) A ERIfE O
IRYFIRE /N T A —H (B8 /22 8 )
% (N=18) ZEfEIRE  (N=18) (90%[ZHEX ) =
AUCo» (ug-h/L) 6943 (27.8) 6419 (32.3) 1.08 (1.02,1.15)
AUCon (pg-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 MPAEMEOFIMEDEL | ZD I0%FHXH 2 WL H LT, BFEEO K OZ D 90%E X
Mlzht L7,
b HRAE (HiPH)
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BEBRAICZEST 1)L 20mg ZZERERVER (FEMR) ICEREORSLE-LED
MIFRE2 55T 4 LIREHER

(/L) 450

—0—0 557 1)L 20mgRik
O —0--0 2557 1)L 20mgZ2 i b

400
350 -
300 -

2504 |

R T A YU Bike

125 S 55N )

2) PFRZEDRE

O 7 hary—reolAEEHR OFEANT—5)
TEEERR N BE 12 fl & %127 b2V —)L 400mg (1 B 1 BIERAFKRE, ERNRIEE) L4
KT 7 40 20mg HOFREE LTI-fER, 24T 7 41D AUCoxlE 312%. Coax 13 22% E5H- L, #
MWFDT VT T AT T6%IE T L=,
TR A BYE 11 BlA& %I 2 —L 200mg (1 H 1 BIEROEE) L4477 41
10mg ZOF G LT-fEE, #4557 4 LD AUCowld 107%., Cmax 1E 15% EH- L7229,

@ VUV M e EOMEER GMEAT—4)
fERERE A 16 B2 U R E /L 500mg X 1% 600mg (1 H2[R]) &% % T 7 10 20mg Z#0FH#E5 L
ol &, XHTT 4D Coax 15 30%IK T L72A, AUCo13 32%E 0 L 7= 2,
fERERR A 8 BIlZY R EL200mg (1 H2[E) &% T 7 ¢V 20mg 0BG LTSS, ¥4
T 7 4 IVD Coax [FFEFREETH o 7208, AUCoolE 124% EH U727,

@ V7yrevrLOMAEEHR OMEANT—4)
Rk A BPE 18 Bl (19~58 1) ZXIRIZ, ¥ X T 7 4 VHAEZRG LV 77 BV 20 LT
X OARFOEYEEEA B LT-FER, V77 o By EOPFRIC X 0 AH 0D I o EE A3
KT L, 2, BTOZ7 VT T2 A23K 85 fFMMM L. AUCow. (88%I8/)) TN Cmax (46%
KT ICERRICHE B RIK T RO b ®,

@ Wy ZREEETH (=FF20)  HillEsl OBt T v =7 L2570 - Kigfb~ 7 % > 0 AFLAH)
EOMAEMEH GAEAT—%) 10
R N 12 511 (BB 6 il 2k 6 B, 22~407%) ZxfG b L, ¥ T 7 4/ 10mg HiAl, iz
Hl OKBRIET v =7 A7 - Kb~ 7 2> 7 AREH]. UL THIBREGAIET5) &2 5T 7
+ v 10mg OOFH KO Hy S REFEGA] (=FFV2) X2 XT7 40 10mg OOFFHO 3 [FOH
MR OB Z21T o7, TORER, = F VLB NpH DO EFICL T, X T 7 4 VD3
WyEREIXIT & A %%%xiﬁﬂotoﬁ&mAﬁ&&&774ﬂqmg&®ﬁmfi Crnax 23
30%ME T L, WIGEEME T+ 200, BEEICETRD N7,
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BEMRANICZZ ST 1)L 10mg BEIRUV=HF 2> 300mg % 5 LMIHIELEEEHI 20mL ZHFFAL
ING A =B DEFTHE (EBHRE%)

=3

FEEDET ST 4 ILDEYENRE

HE
R

SefEME (ZLEERE%)

i g | N0 s | mmmmon, | 27770 10ms
(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  (ng/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)

* e (SEPH)

® XYV TLEOHMEMER GREAT—4%) 11

TEFERR N 12 B (24~58 %) ZXfHRE LT, ¥ X7 7 4/L 10mg & HEIFOKEROEE L.
CYP3A4 DILEHAITHDH I XY 7 5 15mg & DPFHIZOW TG LTz, TORER, #4777 4

X Z Y T AOIEYEREICH & ) e g

RS TR oT,

HER 15, 28, 42 HEICKITEHARN—RFM4 VfE 1 HERU8HEMDTY) &
SV LDEYEE/NT A -2 ORAFIEDL (90%EHEXE)

RN T A— 5

(YD (90%[FHEX M) *

15 A/_—AF A

28 A/R—AF A v

42 A/ R—AF A v

(N=10) (N=10) (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)
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)

B HAEOFEIIEDFE & | 2 D 90%[E K [H] 2 W28 U T, SO L fe OV D 90%(E HEIX [ 2 5 HY

L7,

R 1HEKROS HHE=I4Y 7 & 15mg HAIZ RO RE

AR ISHEHEO28 HH=X¥ YT L 15mg+ X T 7 4V 10mg(¥ X T 7 4 VIKEHRS 1 HARRN14 HH)

AR 42 A A= %Y 7 LHAIZROES (X777 4 VG0 5 14 A1R)
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® 7474V EOMEER GMEAT—) 12
fERER N BYE 17 B (19~45 %) Zxit5 e L, ¥ ¥ 7 7 4L 10mg & T CYP1A2/PDE FEiEIRAIFH
ERNTHLT AT 4 Uk 7 BREPFREG LR, 2577 0T 47 4 ) o oEYyEhke
B R RIE S 2o Tz, iz, BERANCBWT, ¥ X277 00 10mg & 747 4 U %0
RIS, DAEEIN2SZE D B2, BRI E 725 b O TRV EB 2 b,

BEBANZEATST4ILI0Mg THEEESTANTSERETA T4 ) U EHRBALEEEZEZD
TAIT74)UDEFEIRE (7HE) (2BT2EMEIE/NS A —FDEMTHE (R %)
RUFDHE (90%{EERXME)

WEE O (ZEREY%) AT D b
TATA4Y BETT 4 omg | #FTTANT TR | FFTT A 0mgt T AT 1 ) )
WENE N T A — +FA T4 Y +FAT 4 BETTANTTER+TAT 4 V)
(N=14) (N=14) (90%fEZ3HEIXH) @ (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) P 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/Fss (L/h) 3.12 (26.7) 3.09 (31.8) -

AUC:, = SRR (12 BFfH) T oo M 380 T i fl
Cav, s=/E HIRAEIZ IS 1T 2 Wi 4 v e B2
a BB OFIMEDFEL | £ D 0%IFHIKH 2 WA LT, BMEEEO L OE D 90%EHKHZFH L7,

b R (FEEH)

BERBRANTAH 74 0FERETAI74) TS5 RE1H 20 7 BREROKS L.
BAEZT4N10Mg £IEE2FS T4 L T5€KRE 1 B 1 EAHOAREZOREICKLY
HALEZDHRE57 BEOKRS 8 HEZRFE TORMMMAKDE

b FhOZE (FBhH1-#5
BrEq Bk 9 2) (95%(EHX[H)
L fE 6 (4, 9)
TAT4Y DI TT RO I/ IMiE 6 (4, 9)
I KA 7 (2, 12)
I 3 (1, 6)
X KT 7 4V 10mg DI 7T EROH e/ Ml 4 (2, 6
I KA 3 (-2, 8)
- A 10 (8, 12)
ﬁf;;;f;img 7T RO /M 8 (6,11)
e KA 12 (8, 17)
- S 3 (1, 6)
Tz e FAT V0B | RME 2 (1, 9
e KAE 5 (0, 10)
- S 7 (5, 9
&f;;;f;(\)jng B 45T 4L 10mg DA | fe/ME 4 0 7
e KAE 9 (5, 14)

BHETT 4N 10mg DI ZXTT7 4N 10mg+T7 47 4V 07T RS
THATAVDH . BXTTANTTER+TAT 4V G

TITRRDHR : BETTANT TR+ TAT 4V 7T vRES
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@ VAT 7Y OMEER GHEATF—%) 919

RN 14 61 (19~54 35%) ZXFRELTH¥ X T 7 40 10mg %, A 16 6 (31~59 %)
EXRELTH T T 7 40 20mg ZKEREAEEG L, VL7 7 ) PRI OV TRE 21T 572,
FORER, ZXT T4 NMTTNT 7 U o OFEYENREICHRR EA B R B E RIS o T,

BERAICATZT74)L10mg, 20mg RIFAF S T4 TSERETILT 7)) 25mg #HRALT=
CEDEERREIZEITS (R) -BRU (S) -TILIT7) VOEMEIEE/NT A —F DM EHED L

(90%fERE X fH))

i SEIIE D e
(BEZTAN+TNT 7 ) 25mg/ B H 77 4 NTZER+TILT 7 U L 25mg)

(90%(FHE X [H]) 2

(N=12)

% %57 40 10mg BEAEED
INT 7 ) IR T A — X

(R)

-OnNTy Y

8) -virrzyryv

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)

2557 40 20mg BF D
TINT 7 U BB T A =4

(R)

S-ONT U

(8) ~-vrrzry

AUC 0o (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 M BE OB DZEL | Z D 0% FHX M 2 W25 H#2 L C, S EEEO K ZE D 90%[F X = HH Lz,

FTo, XX T 7 40 10mg, 20mg KAERAHERIZTU VT 7 U 25mg ZHER OG- Lz & &
D7 a ka U RIETREIC OV TR LR, ¥4 77 4L 10mg, 20mg &7
FERERE LT, VA7 7V ik d7 e bar B U OERICH R H B 7R 2135
O LI T,

BERANCZZST4)L10mg RIETS5REREZOA/S L. 7THEICTILT 7> 25mg
HRAZAOBSICLYHALEEZOTO MOV EVEBROTN/IRS A —4 (ZBEH%)

2457 4110 mg FAZA 2N o
INT A—H +oUnLr7r +UNLT7r ) o
5 X
(N=12) (N=12) (95%{FRAIX[H])
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)
Tmaxer (h) © 36.0 (23.9~48.0) 36.0 (23.9~48.0) 0.0125 (-5.98, 6.00)

a (XEZ7401mg+INVT77VY) | (FTT7BR+FTILT 7Y Y)

b FRAE (/IMiE — R OKE)

BERAIZEHS 7L 20mg RIFTS5RERERORSL, 7ABIZTILI 7YY 25mg &
BREOZSIZEZYEERALEEZOTO MOV EVERBOES/NS A —4 (TEHRH%)

B 5T T 420 mg 7R b o
INTA—=H +INT 7Y +INT 7Y o e
E] X
(N=12) (N=12) (90%{F X [H])
AUCo-ttaster (%) 11294 (9) 11421 (10) 0.993 (0.965, 1.02)
Cuinpr (%) 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 (XEZ74020mg+INT7VY) | (TT7BR+FTILT 7Y Y)

b HRAE (/I MIE — e R AE)
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® TruvrrLoMEER GEAT—%) B
fERERR N 18 51 (1 15 1, 2k 3 Bl 25~73 %) ZXIBIC, 7LAr Y Smga 1 H 1A 14
HMREROBE L%, X277 40 10mg HH VNI 7 7R EZHERKRO®KE L, 7L P8
CDOEFIRBOEMBNEE AT DL LT T 4 VDO BEEFN L=, ZORE. ¥ X477 4 /VH
FIRE OB EIXT Aa P8 OEFIREBOEYBIRBICHEL RIT I 7ol

BERANICZAES T4 10Mg RIFEFTS T4V TSERETZLOSEY 5mg 2HARE L& E
DEEREICEITET7LODE L DEPHE/S A —2 OEMAITHE (ZBZRHE%) RUZOL

(90%1EFEXFE)
BEEE (B ERE%) LTI D B
T hBIEY EETT 4 0mg | FXTT AT TR | P TT AN 10mgrT A e
YN T A —F T AT FF AR BHETTANTTER+T La )
(N=18) (N=17) (90%fEHEIXH) °

AUCo24 (pg - h/L) 174 (37.8) 163 (34.2) 1.04 (0.994, 1.09)
Cmax  (pg/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 XBEBMEONFIEDZE L | Z D 90%[F X [E & W28 2 L C, ST EME O e OV D 90% X M 2 F H L7,
b FofiE (FiPH)

TR N R BRI H X T 7 41 10mg XiT20mg & 7 L P 2P LZ & & o E KOV
B RIETHBIC O TR 21To72, XX T 74 VT 7 78R EE5D 14 HEi»S 1 B 1A
TLAuTr s smg G LT, SHICH X T T 40 10mg, 20mg XIXT TR ET LnTE
ERIFFICHERR DG L, ¥ X T 7 4 VXX T 7 v RS 48 Btk £ T A BITE) FifE & O
OfaEE E LTz,

ZDRER, X T 7 4V 10mg HFERFO LE FREE&R OOIHEBIENTO T TH Y | BRIICHE
RISV FOM A RIS b ino T,

BEBRA7LODECEZREZOKZSL. 4545741 10mg RIEFTS5R%E
HEKOKREICLYHFHFRALEEEZDRS SHEZE TOBEBBRTH TODER VLA

B 5T 7 4/ 10mg 77K s
HNFRT A= +T7AuVEY +T7 AV o i
IV AEHIME (mmHg) 116 119 =3 (=5 —1)
LI (mmHg) 72 74 —2 (=3, 0)
L% (bpm) 70 66 4 (3, 6)

* (ZETT 40 10mg+T AP y) — (FIvR+TLuIEY)

Flo. ZHT 7 4V 20mg KGR OUGEH N OHLRM T O e RE(LEIC T T & R b & 7&
FTIEFE A LR Flo, DIROETDT N TH T,

BEBRACT7ZLODEVEREZOKS L, 897537 4/1L20mg RETZAREHE
ROBRSICLIYHALELEZNORE4ARBREF TOERTHITOERVLABDOERELLE

X HZ 7 4L 20mg 7IBR s
T A +7 LRy | +TARVEY o =
IS I £ O K2 (b (mmHg) —22 —22 —1 (=5, 4)
JEEM M E Ok K2 b & (mmHg) —19 —20 1 (=2, 4)
LR O R K2 L E (bpm) 22 18 4 (0, 8)

* (BET T 4020mg+T AT Y) — (FTvR+TLIRIEY)
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© 7Tra—rlOMEER GREAT—%) 1917
TR A Z RIS L LT, ¥ X T 7 40 10mg HDHWME 20mg E T va—LEHHLIZEEDT L
T —/L D AUC, Cmax IE, TV 23— VB G L R TEITRD DR 0T, £lo, XX T 7
AN 20mg ETNA—NVENRLIZEEZDX X T T 40D AUC, Crmax 1L, XX 7 7 4 VHAE
E‘ktt’\“(% mu&)%hiﬁﬁ)of_o

BERAIZAZS T 4)L10mg, 20mg XIEE2ES 74N TS5 ARETILO—ILE
BHRAL-EZDOTILA—ILOEYEEE/INS A —2 QDEFAITEYIE (EHHEH%)

9| A 7R A
FaeL ‘ PRSIl (k@ﬂﬁzﬁz%) ‘
HMBENE R T A — X 2577 4/ 10mg BHETT 4T TR
+7 L a—10.7gkg (N=16) |+ 7T La—1 0.7g/kg (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)
2% N7 A 0,
FaeL ‘ PR Y (CVA))‘ ‘
HMBENE T A — X B 5T 7 4/ 20mg BHETT 4T TR
+7 v a—10.7glkg (N=53) |+7/La—/10.7gkg (N=51)
AUCo.ast (mg * h/dL) 131 (12.8) 126 (13.9)
AUCo2 (mg + h/dL) 127 (12.2) 121 (14.4)
Cimax (mg/dL) 84 (15) 81 (15)

AUCo.ast : 0 2> B IAETERATRER A > MZEIT D AUC

BEBRANIZZFST74)L20mg E7IILA—IRIETILIA—ILTSERZHALE
EEDIATTTAIVDEMIE/NT A —F DHAFHE (ZENFZE%)

BB T KA FIIME (BRI %)
I ENRE T A —H 2 HT 7 41 20mg B 5T T 40 20mg
+7 L a—107gkg (N=54) |+ 7 La—L7TER (N=54)
AUCotast (pg-h/L) 5107 (23.2) 5157 (29.2)
AUCo24 (pg-h/L) 5092 (23.2) 5143 (29.2)
Cumax (pg/L) 349 (25.8) 356 (29.4)

AUCo.ast : 0 2> HIAKTERATRER A > MZEIT D AUC

TR 2 KI5 % X5 7 4 L 10mg X% 20mg Hi[alF 5. & 7L 22— )L 0.6g/kg 1L 0.7g/kg D
WZEDMETES~OEEEZRE LR, 4 B2 %77 40 10mg &7 /va—)L 0.7g/kg %
PR L7 1 BB CIl e FRRICETRAZR D DAL, —\EODLT R TH Y | EFRAIIZH
Bl nwe B2 bz, #5777 4120mg & 7V —/10.7g/kg Z 0 Lo 1 RBRICH W
T, XET T 40T N a— O HBECEREMED TV 12 FIOERE G 14 1F (FT7'RE
T a—PFHEETIE 2 B2 5 2 ) . RO SEVERILEDS 3 BIOHERE O 34 (X TR &
Ta— A PFRBETITRRO b oT) B bz, Ll KRB EFRAEOX X577 4L
&UT}VZ““/V{%HEJ@uﬁEﬁ%TTOf_k;%\ Hﬁg)ﬁ;ﬂ%% IBO o7,
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TAEY e OMAER GMEAN)
TAEY 1 H 1\ 300mg KAEREOEGRIZ X X F 7 4L 10mg X 20mg & H[ARE 05 L
7= & X O MFEFIE R~ DOREIZOWTHRFT LIZFER, 7 AU a5 o H i R T & 12 %t
LT, #7714V 10mg Kk 20mg DFHIZ X 2203580 b o7z,

BERAICTRE! >300mgz5AMIREROKS L. 5SHEIZZ 435 7 14)L10mg
XIETS5ERZBERZOBRSICEVHEALEZEEDTRAEY U 51HB R U5H B O H MRk

18 H 5AH
BehAl eS| B3R 14 e e kb
(¥R | (EERZ) | EEEZE) | 95%EEXME) | (95%F#EXH)
(min) (min) (min)
TITRR+TAED 1.78 1.07
(N=14) 445 (0.652) | 845 (3.10) | 9.57 (5.88) (140, 2.28) (0.883, 131)
ZHETT 4 N10mg+T ALY v 1.70 1.02
(N=14) 440 (1.10) | 7.52 (1.84) | 7.73 (2.16) (138, 2.11) (0.932, 1.12)

a (SHEBE#HSHND / (1HB#H5H
b (SHBE®53FM%) / (SH B#EEHD
¢ 1HINSH BEGHNME Liz72d, NS5 L,

NEABERAICTAEY »300mga5AMREROKRS L. 5SHEIZAA S 7 1)L20mg
RIEFTS5SERZEEREABSICEYHALEEZEDOTAEY) UikE5E1HE RU5H B O H MRS

1HH 5HH
BB BHRT | B 53R b e kb
(B 2) | OEME(RZR) | (BRYERZE) | OS%EEXE) | (95%FHIXHE)
(min) (min) (min)
TR+ T ALY 1.45 0.784
(N=14) 3.97 (1.50) | 6.03 (3.05) | 4.49 (1.63) (116, 1.8) | (0.627. 0.980)
2HETT 4 N20mg+T ALY v 1.52 0.846
(N=14) 3.99 (1.46) | 629 (279) | 5.13 (1.97) (121, 1.90) (0.677, 1.06)

a (SHB#SHED / (1H B#&5HD
b (SHH#&ZG3RMEK) / (SHH &G4

2. EWMEERI/INZA—E
(1) BiFAE
A NR—= A NET L

(2) BAREREEH
AR L

(3) HEKEETEH
MY ER e L
B>
M & 27 7 ¢ NVPRFEOIE IR 14~15 B Th o 72,

(4) 9VF73 R
CL (L/hr)  2.80~3.43
X KT 7 40 5mg D 20mg O EHEFHICKIT S CL/F X, HAANT 2.80~343L &, FLEA
(2.59~2.79L) L[RBETH T,
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(5) "MmaHE
vV (L) 572~673
B HT 7 4V Smg 5 20mg O HEFIFHIZEIT D VF X, HANTS57.2~673L & SHEA (58.6
~633L) EFETH T,

(6) Z0i
WAL L

3. BEE (KEal—ay) @i
(1) #RATAE
LR L

(2) 15 A—4 EHER
U L

4. IRIR
WAL« B &R L
=R (FREN) - 36%LL 1
HE N DFEFER A 6 B2 4C-% # 5 7 4 /L 100mg ™ ZH[ERE OG5 L7 & & 0% 5% 312 B £
T O BERICRITIEE T 60.5%., KT 36.1% Tdh 7219, ZDZ &b, TINRITHRGED 36%
PLEEHEE S LTz,
(JE : 100mg [ ZENAGEHE L B2 5, AGEHE - HEOFEMIZ [V, EICET2HE ] 2/],)
NWNAFTTRXATEYT 4 0 BETT 4 VIEREENOIEA T AMEE THHT20, & h~DFEE
BeGRIFIZ BT L TV, 2O, MRt T A T T 135 LT,
<BE>
Ty MIBITFAIZNAFT XA TZEVT 21%, BET 53%, T 34% TH o772, A XITBITFHNA A
TRATZEYT 1%, HET 18%, MT10% TH 7=,

5. K
B2 K77 4V 5mg 6 20mg O FHEFFHIZIS T 5 V/IF X BARNERER A T 57.2~67.3L &, AEA
@%ﬁk(%ﬂ%ﬁ%)&ﬁ&ﬂ%f%@\%®ﬁﬂ%&5774w THRBATHETH D Z &R
R E T,

(1) Mm%k —EEFT @@
MU ER L
<HBE>
~ U A 15mglkg DX H T T 4 NV EEOBE L, #5 90 5%RICIEF R OMNO X X5 7 1 v
DREZRELIZE A, MPREDOBLE 12%DX X T 7 4 VBHAN~BITLIZZ LD,
B BT T 4 O iR — kB P EiE T 2 R S i 1,

(2) mi%—BEMEREME
U ERR L
<HBE>
fF4E 18 H H @ Fischer344 7 v MZ YC-# X F 7 4 V% 10mgkg DHBECTHREREAOKEG LZE 2
A SR CHANEYEE S R S, £7o. RIEME BB, Wik, K. B, BhE gk ouw
) 1 BARD D R OBSHEEE N SN2 Lnn, X T 7 4 e D WIEEORGH
W DORRAEREATIE DS R ST,
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(3) AA~BiTH
YRR L
<HBE>
F2FLH O Fischer 344 7~ M UC-# ¥ T 7 4 L% 10mg/kg DB THEREOKEE LZL 25,
aﬁ$@m%@$% TSR, MR & e U C 2 (RS- 1o, &5 LI BURTE Y
B OB T D I O EHETEWE B, # 53, 6 L O 24 B4 T, 22189 0.102%.,
Qw&ﬂuMmM%kwaf%oto

(4) BBR~OBHE
AR L

(5) ZDHOMEHB~DIHEITHE
SMEAEEERR AN C-# X T 7 ¢ L 100mg P ZHERE O #5- L7z & & O 5 5 REf#% O RS
BET T 4NV, MAERZ X7 7 0 VIREORK 10% T, #&5BIZHT 2R ~BITRIX
#10.0005% TdH -7 1%,
(FF : 100mg XENARHEE B 5, AKRHE - HEOFEMIX TV, [BRICET2HE ) £
AR.)
<BE>
KE®D Fischer 344 7 > NI MC-# X7 7 4V % 10mgkg OHETHEROEE L, &5 05, 1,
3. 6, 12, 24, 48 } O 96 IRl 14 O U TE W E D 5347 % ARG HHVEIZ K0 BREt UTe, TS
%E FIE KRR L, BEL T iR & 0 ARk ~m WA 2R Lz, b @O BETE
DBD LN DIXHILE EZONEW ThH -T2, IRWT, gk PRI TEWI AR Hi
7= PR R~DNAAITIEE A ER SN2 D> 7o, HEHEEWEIRE X, 13 & A E Ok TR
.6 Wi ik & 2r o 1o, #4596 il Tk i&h&@ﬁﬁfﬁ%%i%%ﬁ@ﬁéﬂﬁ#
277,
MERBATHEIC DWW T, “C-Z X 5 7 ()L % HanWistar 7 v ~, B —Z LR EE kDO IiE T T
MLiZE A, XET T 4 VTMERICEIRAICEAIT LW Z LV RE T,

(6) MTEAKES
&5?774»@@75&*%5#@1&94% (in vitro, “FERENTE) THDO 20, EZT7 AT I KD
o BEMEHEEA AT D2, 2ok MMid %El 4 & DOFEEHRIX, invitro nﬁ%ﬁ ZBWT 10~
10000pg/L DYRFEFF T 94% L —ETH Y | faFILRD b hoTz,

6. {1t
fERERR A 6 Bl UC-% X F 7 4L 100mg ™ ZHRFEOEE L- & gz AT T 4
VKRR R RRA F IV T T a— )L 7L 7 a AR w%mtom $@f%wﬁ7:—w
RIZATF NV BT a— LT 7 a B ERD 10%RETHho7-2 WEAT—H),
(V£ : 100mg [ ZEAARMAE L 2D, ARME - HEOFEMIE [V, IWRICEAT2HE] 2]K,)

(1) KHERRL R SV BHRER

REHBAL - BB TR# SN B2 65,

R - & MAEIRINTIE X 2T 7 0 VlE, EICTF B 7 v — 24 P4503A4 (CYP3A4) (X0 T
T VR Sk, I AT UL, Z vy a v BBlaE 2%, hTra—nLrn
7 a VBRAEERAF VAT a— Lo BRASE~E RS L E S
No, #EEPTIZEICHT a—VKERAF VBT a— UK GEEFOMEIZE D
7»7HV%@%EQ%§HT$%%E¢?d$t%%wﬁ%n~w7w7uy%
BWERK OB T a— T nr e  BEAERPRD bz, Py xyo 7
U NVKREBACR R RAF VBT a—)L 707 a G K N wgmtom%¢@x
FNAT A= MRIZAF AT 2=V TN 7 v A ERERD 10%K Th - 72 2,
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BEMANZEITE2 55T 1 LHEERBHER

N

o ATA-NTNT OB
P sk (Re)

O OH
0,
/
o}

CYP3A4

KEELIR 2

(EEH) | 5" Vvonyig |

\ /

N
2FZT7 40

(M %z . bR, EEH)
JKEEEE 1.3

o o (. FReh) .
(R REP) o o

AFILATa—IUER

AFILATFI—I 0o— (HfE. migh)

FILg o vEiasiE
(Mm%, Re) OGluc

(2) REIZEAET 28E CYPE) OHrFE. FEXR
FIZF F 7 v —L4 P4503A4 (CYP3A4) Ik ofEtshstEZOND,

(3) HEBBHROERRUZOHE
AR L

(4) REWMOFHEOEERVEMEL., FELE
Mg O FERBI THDHAF VAT a—L 7 s o A IRD PDE FLEMEMIL, PDES I
FERA)TIE/e < \PDES IZXIT 2 NI X X7 7 4 VDT < &1 13,000 55802 &b,
BERENC MAE A X F L 7 3 — KIS L B ~DOFEIZIEF IR E ZE 2 iz,

7. Het

AMEBEFERR AR LT ¥C-Z T 7 b 100mg ™ ZHERE OEE Lz &, 854 312 £
TORSREDORRIERIEN T, FEF 60.5%. KT 36.1% T o7, FHEFIZHRM S NG O
KEGEIA TNV T a—NER DRI T a— R ThHhoT=Z b, ZX 77 4 VORGSO 7
7 R A RIZIE R S . EBEFOMEIC L ARG A2 TS EERA LN, ZDZ L
M JRPEINEI X 2T 7 4 VR OZF OB O R PEIRE TH D B2 Db, —F, R
FREICIZZ # T 7 A WREAE KR OB EEN TR . IRPBIFED KD IIAF VAT =
— TN a BERAE R O T a— 7 a U ERAEN ED TV, BlBIZZE T 7 4L
RERTZ T Tl AFNVATa— NI AraBIREEREOATa—V T s e B aik
OEFELRPHERE CHD EEZDND, 2B, AP ~OHEIERD S ho7z 18,

(T : 100mg IZENARH R & B b, AGEHE - HEOFEMIX TV, IREICET2HE ] 2H],)

. PSS UARR—E2—IZET B1ER
MAERR L
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9. BMEIZLHBREE
12 AT (FHEA)

BT LV ERES R, (IVIL1 0. (3) 2) MiR&EHT 231 TV 5 KRB A2BE ] OHEEM)

10. HEDEREET LHEE
(1) BEFEEE~DERES WEAT—4R)
1) BERUVGEEBESES
R R N 12 f], R E AR (Cler=51~80mL/min) 8 fil, T 5EEEERE (CLler=31~

50mL/min) 8 B2 4 %7 7 ¢ /L Smg e N 10mg & B[R (5 U7 & & AUCoo0 M O Crnax I3
FERE A D F 3 E 0K 100% K T 20~30%3E 0 L 7= 23,

BERVPEEOEREEEEICIATI T4l 5mg ZHEROAREL-EED
MEFRE TS5 T IDEYFHE/NS A —4

AUCo (pg'h/L) |Cmax (ug/L) Tmax (h) @ Tiz (h) CL/F(L/h)
RN (N=4) 1472 (25.1) 101 (31.2) |1.00 (0.500—2.00) |18 (18.3) |3.40 (25.1)
REEEELRE (N=3) 3119 (62.3) 111 (17.4) | 2.00 (1.00—3.00) |25 (66.9) |1.60 (62.3)
B ERE (N=6) 3135 (37.5) 136 (13.2) ]0.500 (0.500—1.00) |26 (41.7) [1.59 (37.5)
a PR ()

BERLUVDEENERETEREZICAAS T4/ 10mg ZHEREORS LI-BHD
mMFRIATS T4 IILDEYBIEE/NS A —4
AUCo-s (ug-h/L) |Cmax (ug/L) Tmax (h) @ T2 (h)  |CL/F(L/h)
RN (N=8) 2868 (44.2) 183 (31.2) | 1.00 (0.500—3.00) | 14 (45.8) |3.49 (44.2)
REEREERE (N=5) 6280 (46.1) 217 (21.0) | 2.00 (2.00—4.00) |26 (32.7) |1.59 (46.1)
HEEFRERE (N=6) 4911 (50.1) 220 (22.2) {2.00 (0.500—3.00) |22 (43.0) |2.04 (50.1)

a P (HEPH)

(Cler: 7 V7 F=v270F7F5v A CLF: 287 V7 T R)

2) MRBETEZITTOWLRXRBTLEESE
MARENT 2=\ TV D KB AR 2B 16 BllICHX X F 7 /L Smg, 10mg KT 20mg % HL[RIFE M
BeHL72 & & AUCoo0 M OY Crnax (FBERERR A D Z 112 UK 109% 2 OY 41%38 M L 7= 2
F o, MIKBHTETR TE X T 7 4 VRO A F LT T a3 — )UREEEIZE & A 2 RI3E 0 b iy
IR T,

AEST4)L5, 10, 20mg ZHEROHKRE Lz & TOMBREFRRRICE TS
BESTAIIRUEBAFILATA—ILEDMEEFERE L
MHEZEAT #/m1 (90%IE X )
0.91 (0.85, 0.96)

1.18 (1.11, 1.25)

BETT 4
KAF NI T a— Uik

(V£ : AFNOARAE - HEIC T, [HEETEEOREED H 5 HBE T, Smg SR L.
BHMREIEZ 24 L BT 52 &, ks, PEEOEEEDOH HBHE ClikmHREIT 10mg &
Bzl &L, 10mg & 5T 555103 5ME%E 48 KL EET5 2 L, EEDORME
EOHLHBEETIE Smg AN L) LEEHINTWD, ARHE - HEOFEMT TV, 35
ICET2HE ] 2H,)
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(2) FFEEEE~DOEE WEAT—42)
R Rk A 8 Bl B OV R SE B 25 Bl & &7 7 ¢ /L 10mg Z R O 5 L7 & & BEFREE

835 (Child-Pughclass A) & FPEEJE TR

AT -7 D),

3 (Child-Pugh class B) ® AUCoolZfdFEk A & 1EIF

EEAANLERICEY. BERUPFEOHEEEEICFIF I T 1)L 10mg &

EREARS LI ESDEYPRNST A4

AUCO—oo Cmax T (h) a T1/2 CL/F V/F
(pg-h/L) (ug/L) - (h) (L/h) (L)
e (N=28) 5823 (74.4) | 180 (38.1) (0.50%)'5_04.00) 24.2 (52.6) (;ﬁ) 59.9 (30.0)
BRI AE > (N=8) | 3961 (34.3) | 133 (20.8) (0'50%'0714’00) 24.7 (42.6) éﬁ) 90.1 (19.3)
- e _ 2.00 1.74
RENFEEERE (N=8) 5760 (51.7) | 146 (22.8) (0.500—6.00) 34.9 (48.4) 51.7) 87.5 (24.9)
- o B 2.50 247
TR EERS (N=8) | 4049 (55.5) | 101 (39.4) (0.500—4.00) 37.8 (62.0) (55.5) 135 (55.0)

S E (CV%)
a R (D)

b JEMIIF SRR bivi- B

BERALVICENY. BERVPEFEOFEEEEICZFT5T7 1)L 10mg &
BEEZEOAKRELE-EEOMNEFEFIS T4 VREERE (A% TOY )

(ug/L)

100

S A I B
>
|

—o— BEEMA

24 48

T
72

T
96

RE&RERE

(3) BfE~DK’E (WMEAT—4) (LVHN FHER)
flHEmlnE 12 B (65~78 i) M OMEREAEFE 12 4] (19~457%) (24 2T 7 4 /1 10mg % H[A]
BOBE LI L&, Con lXEEE L FEE L TIRIEREETH - 7203, @il E D AUC).o T EE
W2 25% il T - 72 2,
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EHERVEEFEEICZIFT ST 1)L 10mg ZHERELI-EED
MFHR2 TS TIVRESYEH LE-EhEE/ NS A -4

n | AUCoo(pug-h/L) | Crax(ug/L) |  Tmax(h)™ Ti(h)
mElnE | 12| 4881 (31.7) 196 (26.9) a 053?100) 21.6 (39.0)
e 2.50
FAEL | 12| 3896 (42.6) 183 (25.5) (1.00~6.00) 16.9 (29.1)

S V- (ZEBNERE)
) PR (FEBH)

SIMERVEEFEEICZZ ST 4L 10mg ZHEROKRE L& EDOMBFRE TS5 T 4 LIREHR

{pgiL)
100 4
]
0
t
=
¥
=
e [
A
I
®”
E
14
(] 24 P 120 144
75 i E50 '
11. £tk
BT L
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VI

1.

2.

et (ERALOEES) ICEHTSEE

EENE LT OEH

1 BE

11 AA EHBAIRE—BIEER (NO) #5H (= hOJ Uy, EMBT L. B

VILEFR, 235 D)%) LOBRAICKYREERANSERL, BEICOLEZTRIESZ
ERBHBENDT, AFIZREDRIIZ, BEFIXIE—BILER (NO) #E5FIAFREIN TR
EETHERL, FFBREDIRUVEBEERICEVTHHEEIIR (T—FBIEEE (NO) #E5FINE
BEINBVES3+7FET ST L, [2.2. 101 SE]

12 REBZETCOHBEEEFOEELLDOMERFOAEETZIRESNATLEIDT.AFIZRED
AN, DNEREZTOEREX+TNHERI S L, [24-2.8, 8.1, 11.2 5]

<R

1.1 AFNTRINAY 72 cGMP F72 ) PDES OFHEAITH Y . —(bEFR (NO) OFFFE F CHIlRN O
cGMP BE % L5 S8, VB OMBEEZ RS E D Z L RENTWD, LER- T, A%
HERAI I NO BE G4 & OF 32 2 LI X 0 /& i O mhifz 2 K 2 B E/EF 2358 S .
W DIME TR A2 AU D REMEN & D72, AHFI L iEEER XX NO 54| & ot Hixttz &
L., BEIChiidE L,
AMELGERERCN | 1B EZEE S OIE R LR BRI FR R BRI B 2T, ARA &
ekl (= a2 0D o EO—ilieA Y VLY R) & OIEWMEAVER ZR/5 U772 IR R
BRIZEBW T, BHERAl & AK L OPFHRFZ, ElRAl & 77 R & OPFARFICHELNE R OF
EFERERIHBIROWENMNNRD bvlc, FIZ, HEEAl & AH & OGFHIRRZ, Al 77 8RN E D
BF B LT E T e 8580 K ORI T & 72 2 i E TR o F BUE G O8N 2338
B 5Tz 220,

1) IE FREEOREYEL LT, O WHEHIME 85mmHg A5, @ HEiEHIME.S 45SmmHg A |
@ IHEHIMLE O FREA GRS T 30mmHg £ 0 & K&V, @ JRsEMIME D TN 5
ATZ T 20mmHg £ 0 H KE W, HEZERMICHER S D & EE LT,

1.2 EWNEARRERIC B W TETH O IT 220 SME ORGSR T, AFIHR G DIEROA
FHEEPEBLL, T LIIEFDHRE SILTWD, —MRANTHITAIEE 0 BRSOl A
ENT D120, DIEREEZ AT 52 EMATHNAEYE LB X 65 BEICIIAR G
L7a, AFIOWRREZ AT A0S, BEOLMEROREBEZER L THRET L2 &,

ZEZARELETNDER

2.2 (ROBHEICIFERELLEWNIE)

2.1 KRFNIO ATk UisioE OBEERE D & 25 B3

2.2 FEEAAI T —BRbZESR (NO) 54 (=huZ UtV WEERT IV, ML Y e
R, =27 V%) 2EHoBHFE [1.1, 10.1 2]

23 WA T T =Y 7 T —8 (sGC) WAl (VAT 77T ) ZEGHOEE [10.1 S]]

24 LINEREEEZAT DR EMATARAEY B2 b5 -BE (1.2, 8.1 5]

2.5 REERIED B % BE IR TIREEZRBLLT-Z L O 5B [1.2, 8.1 BH]

26 =22 hu—/LREOAREIR, KIME (E<90/50 mmHg) ik =2 b a—/LREOEME (%
ERBEIE>170/100 mmHg) D& 5 H8E [1.2. 8.1 B3]

2.7 DAFZEOBEEREN L 3 » AUNIZH 583 [1.2, 8.1 ]

2.8 IMFHZE « I M OREERENS BT 6 » A LINIZH 5 B3 [1.2, 8.1 BIE]

29 HEDOHEEDH L HBE [9.3.1 ]

210 Ml R AMAERE AR EHEDO BT IZIZHR AR AT 77— (PDE) OEEH
R 2 FFOIER N DR H D, ]

<R

2.1 RENDRTHT L TREUE DB D H 2 BE 1235 LisnwZ &, AFIOFEEIC XY | @EYE
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ML FcHEINL TS (VL 8. M)Ekﬁﬁwmk@%ﬁﬁj®@%%oﬁﬁ@%
I T DEEED B 5 BB AR &2 F# G L2 5Ea . BONREEN BT 2 /REMENH 5 D T,
IR E LT,

22 VL 1. BENELEZOHEE | &8,

23 VAT 7T M. cGMP OHEEANZ L0 M ZIES ., MEZE T I 5/EANH 5, PDES
FLEA S cGMP Z NS D 1ERN H 5720, FHIC L 0 &5 MmE I 7282 KE T
ENDRH LD, BRIl E LT,

2.4 —fRHNCHEAT AT Z B AN OIRICATZ T 5720 DI REEZ T 5 EWATANR
WYL EZ SNAERFICTIIARKORS 58ET 5,

258%ﬁﬁimf DI, DIRBRHEEZEINIE 20/ MoNTEY, &I A7 O

EREELATHOBREIIMEITATOLDOEEZLZNENS D, £-. AAKIX PDES #HET 2
Z TR, HIEN cGMP IRE D ERIZHE D IR E 2 Tl S & 5 72, MAEPLRIC X
OIMEN TR L., DI RE(LE A T D AREMEN S 5 76, (KL EBE TR 2 i E =
b — LN EEE L 7R D MFESE . I Mg OB IITFEE A ET S,
PLbEXY ., EAKROSNET T ERx i E SRR TIL, 2o 0BFIFRIAL TEY
HEMNHESL SN TN W=, BEIZERE LT,

2.9 AANFITITEMEEERE CYP3AL IV cs g, HEERECIX, KAloZ VT Z A
IME T AAREMENH B, £, ERROSET T B ARG - ESHREERBR T, EEDOHT
EDOH D BEIIRIN SNz, LEER-> T, BEOHEEDH 2 BE T3 D LMD AL S
NTWeWad, BRI E LT,

2.10 MAMRAFEAMIE L, HRMEITHREELZ X - TEEEOMBEERBETHY . TOREDO—E
\Z PDE6 (RAKRY AT TFT—F 6) OBV Ta=y MELRFRFEZETLZENMLATN
%, AHF|D PDE6 1Zxt9 2 FLEIEM L PDES (Zx3 2 BEIEHA DK 1/700 TH D Z & MR
ILTWDN, DT 0B H PDE6 IR 28MELZ A L T\ D70, MIRARENEDEE

fiiﬁ% ﬁ\_;ﬂ'ﬁi—’ ]\_/71:_0

- REXIIHRICEET HEE L TDEH
(V. BRICET2EHA ] 220352 &,

BHiZERUVHEICEEYT 5B EZDEH
V. BRICEAT2HEA ] 2283752 L,

. BEEGEXRNIEEZDER

8. EELEAMIE
1 MATZITOEA~D ) 27 Z kD 12 DB AR DOIER Z BG5BT D E R DR BICIEE
69528, [1.2, 24-2.8 BHR]

8.24 FEMILL LD Ehi OFER X Id R ahie (6 Rl Ll R+ 20 A% £ o #hild) 24 EIC T
FHICHE SN TWD, Rk okl 4 2 408 2 300 T h e & [k 0B 15 X135
tﬁ% EAKIHNTHRR D 2 EDNHHD T, FEED 4 B LI BT 2R N A b N8548

WEROZEES T A LB ETHZ L,

&3$ﬁ&5% SRR NME T T2 e RN S S o =551, AAIORA % H 1k
L., HE0I wﬂ%WE®$%%xiéio BEICHRETLZ & Dﬂlﬁ%]

8.4 [EARBRICEBNT, HEVRHEREENRO N TNADOT, EATEE. AfEOERSM
B £ D B 2 BET A BRICIIER S H 2 &,

ol
RY

<R

8.1 AAIDIEWEZBIET HRNIC, BEOODMEZRORIEIC T+ HEET S Z L, —REICHEITAIZE
AWEENDIRICAHEZ T 5720, DILEREELZHET 570 EMITARRNEY EEZON5 R
FIZIABNOREZEET D (V. 2. Z2oNEEZOBEB | OEAERR),

8.2 FRCEhEIE & 1%, MEAK & ERRICA RO N F T 2B TH D, BAARITIE 4~6 ]
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NG L, FAZWBEARIRNE A S0mmHg 22 5 b D L BRI N TV 5D, [ENHO KR
TIE, B e 1338 STV WA, AEIo S NEHTER% B R HE 2BV T, o PDES [H
R LRI, FEHRIENRE SN TS Z 20D, FaiEnRER L R 0 ELEBDH
LEFITEEICE G T 2L ER D D, FHEDEIZHT D AEITHSCMIT I TO RN E | R
HROFE AT ENRCHEBE 2 KB HICHRR 5 Z &3 D DT, L) 4 FERILL Bt 2 IEIR A AL
LN A IXELIZERMOZE A% 5 X 5 ICHEET 5,

8.3 2005 /=7 A 8 HfFiF ™ FDA CKERMEILIF) Statement (23T, &A% & T PDES fHE

H QA OKERM CEOKETH AR I NI, ZOHF T, FDA (X, IRICEST 5L PDES
FLEANCER T 5 & 00, mERHERFEOBERIZERT L2500, HDHWIEINHDER
DMAEDOLRHIZL D HONE, BIFFRTIIAE L7en b 4, PDES BHEFIRMAE I L, 22
FEHY AR T XUIR B R 2RO 7256 1F, IRAZFIE L, BEHICEMZEICHRT D L9 1C
EEZE LTS, HARENCHEIM S NI ERRBRICIS W TR, KA 5%I12 NAION (Non-
Arteritic Ischemic Optic Neuropathy) #ZZ8EL L 72EFITHE ST iann, AAEICB W T, K
%G Te PDES FHEHR OFE-H1IZ NAION OFEBLRHRE LTS 272, NAION FEH & AFH
E ORFEERITA SN TIEZR WD, EELAMLE T 572D E LT,
D%, SNEIZIBNT, X T 7 40 L FREROIERE T & £ o34 (PDES FLEH) 2 MRIEL .
NAION Z3H L7= 45 5% Lo B L4 & L CEM SN - B OB EOR RA b &I
W7 — 4% > — bk (CCDS) |2 NAION (x4 2y ENLE 2 BRE &z, D7, EWNIRASC
EFZRBWTH AR EE YR 2850 L7z,

8.4 EWNERKHBRICIHE W THRARES (IROBFKE), FAEOREKRERIZIB N THD ENHIE
fEE (ROBFEK, FHE) RNADLNATVWEDT, EmTTOEE. H 5T HEE O EES
faliRZ tE O VEEZ21T O WREME D B 5 BB T A IEE A e LT,

6. REDEREHAT HEBEHICHIT IR

(1) Bt - BEEZFDOHLHESE

91 BHHE - IEEFOHLEE

9.1.1 EEDEE LXK (Bih. BREDRMIL. Peyronie FF) DHHESE
MATAPNETH VRS ZE I BENDLH D,

912 FEHMEENRA LG YRHEE BKFMBREEM. SREEHRE. BMKEF) OH

SEE
9.1.3 PDES FEEFIR (ZLDBEF B FRFNEREHDEE
OF AL OREERDI 720,

914 HMMMEBERXILHILEEZEOHLHESE
invitro RERC=hua 7Ly R RU oA (NOfEGA]) O/ MREEERMSIER 285835
ZENRED BTV D, MR B SUTTE YRS O & 2 BF T 2 2 aMEiTfEr LT
1/\721,\0

9.15 EEPRETEEE
PERROWERZ BT 2 AN ODIERORBIZEELZ T O 2 &, LIMERA X FO
BN 2 /T 2RERENEBZZHND,

916 v bA—LN+ATRVENEERSE
AANOMEYLRERIZ X0 I TREEZA T DR 5D THEETHZ &,

<PERL

9.1.1Peyronie 7 (TR RLIEREZEREALAE) 132D AR S TE 5 2 LT LD | ZhilEhfic
MR AR OMESHIIR ST, BEP T 2RETH D, TOBRAZ W, RIS FEE
RIETHEND D, BEOHE LRIaDH 5 EE TIE, HITHEDOLDORRNETHY | HiT
PRI A 20 D ATREMEDS B 5 Z & BIEE KR GIZRE LT,

9.1.2 Frge ik fiE & 1, PEAK & IR ICARTE OB A Rt T 2 IR TH D, BARIIIZIE 4~6 F
D 23R L. PRV IARNIEDS S0mmHg 282 5 6D L ER SN TV D, EWNIOE
PRARER Tl Rl iE (TS S TWRWAS AFI DS E % B R ME 2BV T, o
PDES5 FHER & [FERIZ, FigEhEENHRE SN TND 2 e b, FfEDRER & 720 15
LIREBDH 5 BEIITEEICER G T DILEND D,
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(2)

(3)

FRpE i 1S3 DAL E TR T Th i & | PSR OB S SO Eh AR & KB ]
2O ENBHLOT, N 4 KL EFHET 2 IEIRS A O NGB ITE B IZER O 2K
D XD ITRET 5,

9.1.3 AH| & PDES BHFEHI X XAt Bk A aVaiAl & OO H OB X722\, PDES BHEAIX
I D EHEREIEER 2 GO BRE IR L TiE, MEICHRGTHILENRD D,

9.1.4 —f&{bE#H (NO) 1%, M/ IMEKND cGMP Z BN S8 C, M/ MREEE 2435, PDES Fi
EHNL, cGMP O fRZNHIT 5 Z & D NO DM/ M EMEER 288525 L &2 5
N5, Invitro RERIZBNT, AFINR=Fr 7Ly R FY oo (NOHEEH]) ol iess
PHIVER 2 A BRFEICHRT 2 Z L ARBO LN TW5, Hi R EUITE RSSO &
HEBE T HLEMEITIHENL L TV ARWd, EEICRETAMNERD S,

9.1.5 AANIOIFEE AT 2RI, BEOLMEROREICHDERET D Z &, —RITHETS
XA RN DRI B E DT D720, DIEREEEZ AT D70 EMEITANREY &5 2
LD BEIIIARA OB G 28T 5,

9.1.6 ENA O H ISR K O R R R LY, ME=2 > bo— LR RBRBERICBWLT,
AFIRRBIEHMEDIER T2, LA ->T, 3 ha—A RN+ T EiiE SR
IR DIEE AT -0 LT,

BEHeEEERE
REINTUV 2

FHsgefE S B E
9.3 kel aE
931 EEOHFEEZSESE
BHELWZ b, 2o 0BFITFEARRBR CIIRI STV D, [2.9 28]

<FRFL>

(4)

(5)

(6)

(7)

(8)

VI 2. BoNAELZOHME| 2K,

HIEREEH T HE
BRIEI N T2

RN
BRIEINTUWN W

e R
BRIEI N T2

INR
BREIN TN

Sk E
98 A
—HRICAEFEME T LTV, [16.6.3 2]

<R

— BN A TR (REFCHRIEIERE) 2METF LTV Z BBz, IEE A4
HIOICHRE LT, (VI 10. (3) misE~D&E] OHEZZH)
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7. HHE/ERA

AFNTFIC CYPIAA IC X W RSB,

(1) FRZEZ L ZTDOER
10.1 BHARES (BFRALGWLC &)
A4 RRAER - FEE A FEFE - fEBRIN T

A K O'NO L 5.4 PFRICL Y | BIEER 28T 2 & |NOIZcGMPOEAZ R L, — 77,
=htrrUkEy v DIIE D & 52420 AHNTcGMP D 43 fif 2 il 3 5 Z
fifme T I L EnG  mAIOGHHIZ L Y cGMPD
gfs A Y VL Ee R 1K % A8 % NO O [ JE VB F 5 1
—aZrUNE Y5,

[1.1, 225#]

SGCHIELF PEHIC LY | MEERTE2EZ 32 | I & 0 . AN cGMPHEE EE 73 HY
VALTT MTTLhR2) MBd 5, L. AL i E AR 722 5 %
[2.3% ] MIETEBENURD D,

<>

(A&7 & O NO fit-5-71 ]

VIL 1. %55NAEEF0HB] OEBR

[sGC ]
V. 2.

(2) fAZFEELZDER

MONE L ZFOHE ] OHESMR

10.2 tRERE (BRICEET S L)

TL—T TN 2 — R
[7.. 16.7.150]

HIVZ v 7 7 —EEH
U b ENL

A FEN

WA=

% %
[16.725 8]

U hFeLEofHicL . AFD
AUCIN124%8IN4 5 & OHENH
57,

FHN4 S REARSEIR - $5 85 1E FEFE - fEBRIN T
CYP3A4FHEFH FWCYPIA4ILEIER ZH 57 M |CYP3A4REIZ L D7 VT T 2D
rhafy—iu aF Y = (EAHL EARRETE)E |HD,
A TFary—i DOPFRIZE Y . AHIDAUCK O'Crax
VAN = N 23312% K% O 22% N5 & O s
T 7L EN DD,

CYP3A4FHEH|
A GV
== N %
7z )NV E X — LA

V77 EOffHICEY, K
Al D AUC K O\Crmax 3 F 1LEH188% K
D46%IE T4 5 & DIHENH B,

CYPIAAIEEIZ L A7 VT T 2D
HEn,

ouEE T Al

e A
VAV
[16.7.3(1)Z ]

REGY v EOPFRICE Y | NI
N 440 1 R OVIE 3% 440 1 13 e K
N £ 19.81 mmHg & F5.33 mmHg
T2 LoMEDRH L, i,

WA & O OFF TRANE DRER %
FEOMERT 2K L2 & OHREN
HB,

[EIRES
ThaIr

A N Fua—)L
T FZ 7Y
T H

T VAT v MR RS RA
(HAIFZAhEoptHIcE Y, H
AT B T IR 3 1 K OVYE 58 3 1.
i i K% 2 L8 mmHg & Y
4mmHg PR32 & OWMENH 53,

ANRYF R

RIS & D BREMER AR T 55
TN D5,

AHN A FE AR AR IS KD BREAE
MEfT DIz, FRHRIC LY BEEME
MEWRTLBENEDH 5,
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XA T TT b JEMEPEARILE 28 2 B2 N & | MK cGMP JBEEAN M L, FBE/E
%, 1RELOFRMELEREEZ 5 | HENEBRT28EN1H D,

WCEE L, BREST RSN L
Wr SN AT OB 5 2 L,

<R

[CYP3A4 FHAEF]

AFNIFEIIEDRFEESR CYP3A4 2 LTEasns, &7 b= — %o CYP3A4 FHEH
EDOGFHIC LY, AFIOIMBEFREN ERTH EBZNANH LD T, HHHBEGOBRIERET S
L.

FRlZ, 7 b a Yy — VD587 CYP3IA4 HEMEM 24 2 34 & OfF FITAA O % & 754

MT 570, BHESCEGMROFAEIZZET 20 ENH 5H, CYP3IAL ZiE< BAEFT 2 3 H %
OFAT %A 1%, KR Smg) OHGL, EE5MEEZ+H2ICHIT 5 (10mg 2853255

Al EREE 48 RELL L) 22 & MEICEETO2XLERH D, B, BeEE2BEL, B
BT 10mg ##x o2 & b LTz,

<Ak aF Yy —L & OFEER R >

o SRE MR A B 12 2R I2, 7 b= =L 400mg (1 B 1 BEIEROKS, EHRNAR
F8) L ARH 20mg A FHF G LTS R, AAIO AUCoolE 312%, Crax 13 22% EH-L, &
D7 )T T RFK T6%IE T L2 7,

o ShE MR A B 18 Bl 2RIz, 77 b= —L200mg (1 B 1 BIRERO#KE) & AHA
10mg % OF 5 U7 5. AHAID AUCoolE 107%, Conax 13 15% L5 L7 9,

[HIV 7 v 7 7 —PlEA]

AANTFIN D RHEESE CYPIA4 IZ L Va5, CYPIA4BAEERZAE T2 Y e
DO HIV 7ua7 7 —EBHEAEOMFHICL Y, AFIOMBEFIREN EHT2B8FZ008H5DT,
DG OBRITEET 5 Z &,

<V hFEen s O E/ERRBR >

o SME AfEBERR A BME 8 Bl 2%tz U eIV 200mg (1 H 2 [8]) & AHK] 20mg Z 0F K5 L
TofE B ARHND Coax [ZFIFLE TH o 72708, AUCo1E 124%E5 L 72 7,

o SRE R A 16 B 2558202, U bFEJL 500mg X 600mg (1 H 2 FE#e5E) & AFH 20mg
ZOFREG LToAER. AKHD Chax 1ZWTILHHI 30%IK T L7223, AUColTZ1VEINKT 48%
LON18% (At 2 & 32%) L7z,

[CYP3A4 & 5]

AFNTEIZEDIHTEESR CYP3A4 I X VR d, V77 B 20 CYP3AS #FEA| L
OO LY AFIOMAEFRENME T T 2B8FNNH L0 T, FHKRGOBIIEETLZ L,

<V 77 reyvr L OMABENERRER >

o SME R A B 18 Bl 26t I, AFIL U 7 7 v v A ERERS LR, AR o mE
HUEENME T LT, £/, AT Z VT 7 0 2135 8.5 L. AUCo (88%J84) K&
O Cinax (46%IETF) (CHERMICH B RK TR0 5= ¥,

[ o HEHTA ]

[ U o ERANC SN TV DB TH - TH, AAIE OO K 2 MEICHT 5 B EOFEE
TR 2D, REV YU ATARFEHT D Z ik v, METREEZTI &5 REEND D,
T, WA E OO TRMEDIERZ LD MFEK T 2R L2 oMERH D 30, Lizn-o
T, AFIE o WA E OO 1T 5 HAIE, lx OBEFEREH LTV D o MR OFEESCRE
DIERICHDEET D2 &,

< KV v v & OMBERRER >

o fEERE A 18 BlAERIRIC, REV Y T 8mg & KIEROK GO EFIRET, AFK| 20mg %
BRI OB USSR SEAL O IHE B X OESEIA M= D e K PR &I E 24 9.81 KO
5.33mmHg, FAMZONUHE ] & OER L+ D K FREEITZ £ 3.64 LT 2.78mmHg ThH

57,

44



<A LKAT Yl OFBAERRER >

o EFERRN 18 Bl & kf5Iz, Z LA T2 0.4mg % NER O GREO EFIRIE T, AA| 20mg %
B[R 5 U 7o 5 ST O IUHE A K O sE B E D e K PR EIX 2 2 2.3 K1V 2.2mmHg,
BAE DS A M OEBEHAIIE O K FREEITZ 24 3.2 L 3.0mmHg TH Y, B S0
M E~DEEITFRD S ho 723D,

(R A41]

AH) 10mg X% 20mg & Fli 4 OREEFHA L OPFFICIB W TR, BRRFEBEERIZ I CTRRK B

ML 25T I L TV, L L, HEOBREAIZEHN L TWD5EE0, mED =
b — LS EEWBRFIIARKN B G 25612, BIEANC X 2 TR F 2R o8 2h b

L=, BERARGOBITEET D Z L,

<PEJEF & O E R RER 32>

o SMEINBEFERCN 18 Bl & XU, IAT U MMEFHOT Lm v Smg (1 B 1 EIRER M
5) ZARK 10 mg EOFH LRSS, B BRATE) NUGH B fE & ORI £ X ik E=hZ2h
3mmHg K% O 2mmHg FRE L 7=,

o HNEMEEERL A 20 A2 %80T, BT 7 MEEHHOT Lm0 5mg (1 B 1 EIRER O #
) EARKI20mg & OFH L7oRER. B BATE) FUOCHEIME, SRR R BRI A B 7
T2 o T,

o SREAmMLEEE 18 Bl & 5t512, BEEWTAID A F7'mm—/L 25~200mg (1 B 1 [HIKERA
B 5) 2K 10mg & O LIz R, B QNI IECIURE B &% OSESR I i 1332 F
BeL7-, L2 L, £DOZT 10mmHg F2E TH o7z,

o MNMENBEIMERE 16 Bl RIC, ToVFT o v VEBBRILER O=FZ 7Y L 10~
20mg (HFILT1 A 2EKERAKRE) 2454 10mg &P L72fER, 77 BRbGRICH
AT, ML ONIALIEIZRCE 0 - 228, £ 0 EIFD T2y (SmmHg) TH V| BRKEMICH
BTl ot

o NEINBIMERE 18 HlaxtRic, 7o o4T oy NZREERR (b Ty %)
(RAERR D BEE) 245 20mg & OFH L7 R, B HATEh T UGS i K OVEsR i+ 1 35
KZNZH 8mmHg & OV 4 mmHg % L7,

[~V F K]

BHELAREIRIRFNTH DL INALY F Rk, & b aBLLEET MU O ARRATF R THY, 1M
BB OFERESIL T T = VEEY 7 7 — B 2L L, Ml cGMP LL % ER X5 2 &
IR0 MEZMiESE 5, —FH, RENL, &R OBRIRBREZR EOVIRMHICHIT 5 EE
cGMP N7k 53 fiff#s% CTd> 5 PDES #FHE L, Ml cGMP 2% 5 & CFREfiElEM %
JLET D,

BEOLZAH, KAL) T R EORBEAERICET 2 RE#EER KT — 2 135 ohn
TWRWD, JFRICE Y MERE T 2RI 282N RH 5720, FHBEGOBRIIFEET L2 &,

[~noav 77 1]

LA 7T b (sGC FlIEEK) & PDES [HEANI WL MEE FIERZE L T\5, BEHIC
L0 IfERETOMEBAREINSZ &, FRICETAHBKT =2 23D TCTIRONTWA Z &2
5. GE LS 2B/l SN BAORZRETH L,
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. BIfEA

1. glfeH

WROBMERNS LN DZ ERHHDT, BELEHoITITV, BENRD b EICIE#
HZmik4 27 Py I ALE &

S =

1752 &,

(1) EXLGEIER & AHER

1.1 EXGEER

50

.11 BEYE (BHEARH)
B, FRZ . BRI R RS %%

. Stevens-Johnson JEMEREENH HOIND Z ENH

<>
ENEFRER CIX3E. =92, HAImEE, RIMER B 25, Stevens-Johnson JEBEAEI L H E S 7
Mo 7oy, AE O EERFER K O IRZIZEBW T, 26 ORBUED Z < Fhicis shTn s,

(2)

ZD XD BIERDFEO b HEE I, ARG EZHIEL, BURLEEZITY 2 &,
Z DD EI1ER
11.2 ZOH/DEIER
1%L2L F 0.2~ 1%A i 0.2% A SRR
TE R AL i, 1ZTY M FEIE, OFREEEM, B | DA FEIEED | L2 sksE
) TRY eI 7 [ =0 (S RN < N S RVA 2N WA
18 1 £
AR T RoFeim, IR % | By, GIEREE, IR, it | G2k, BERrERE ., 18
IRk TN, ARAI, AN | R ARPAZE, FEEARA
i, FREF AR, AERRSE . W | RS R L AR R E ™ ) |
PR, IRBRAEAR | MEIEEIAREAZE, O EaE
HRPERRAS HEREE
TH{bas HIEARR REE R L, B A | R, NS, R, B | RER
WIEVEGR R, R, QPN | RECER e
HEgR, H 2 EM:, YR
B (0 A PRk
JFFig i RE = (AST L&, |ALP L&
ALT -5, y-GTP - 5-%
i)
B ik BB REEME L5
NS B ERYRE L AR DU | B B A R (N | AR ARSI I, B L B
). HiB I JFi
FEAR - ApER | TEE BHEV, MRS SRR IR, N2, FEE | AR R SIRR
Ji
IR - AEFHER PEIR R, B, B | R ghiiE, PEOILEE
L7auhid
RS s B BIBNES i PR IREE, i S, WHBARK
FeE ALBE, £20F. JNFHZ% 9 FIE
Z DAt T, METE, TR, AR | B SRAN PRI, L
N, K fiE, 078

ED ZhbDIXE AL DREGIAFI GR1) GO REEE S
D DOFEGDRARF HATATBE VLRI DA L OO0 IS R E O fERR K ISR RE L TR L2 b D200,

BN
F2) [15.1.1 3]

DEREFEZF L TN Z EBRESNTEY, Zh

INHLOBEROMAFICL VI LIZLDORONERET S Z LT TER, [1.2 5]

46




<SEHF®/>
TH H B EIVE I 8 BU B K OV AR fR A i S o —

i

ERERHARICSEVTROoN-BER—ER (KIH)

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)
EHIEFRR 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)
=R 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)
JUER % 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)
FEFRIR 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)
B EifE 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 T 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.D)
f1EPES 5 (5.8) 5 (5.9) 9 (10.5) 15 (174) | 29  (11.3)
{ERR 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)
BRES 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 ERK 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)
s 1 (1.2) 4 47 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)

BIVEH D FAEEIL MedDRA/ N— 5 7.0 2 L Citdi L=,
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ERERARICEVTROON-BRREERELY —EX (KEH)

polich AE ST ILEE
TR
ERERIEEIEE Ng6 5 mg 10 mg 20 mg =
N=85 N=86 N=86 N=257

n (%) n (%) n (%) n (%) n (%)
T T/ ATI5—EHM 4 (4.7) 3 (3.5) 2 (2.3) 1 (1.2) 6 (2.3)
Y =LAV SRATS—E R 4 (4.7) 0 (0.0) 2 (2.3) 1 (1.2) 3 (1.2)
mep7ILAIRRATFA—ERE M 1 (1.2) 2 (2.4) 0 (0.0 1 (1.2) 3 (1.2)
FARANSXUBTI/NSURTTS—E M 2 (2.3) 0 (0.0) 2 (2.3) 0 (0.0) 2 (0.8)
e FRERE N 0 (0.0) 1 (1.2) i (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)
mpaLzFo—LEd 0 (0.0 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
msh L7 F =480 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
AT oA 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 A48 0 (0.0) 1 (1.2) 0 (0.0) 0 (0.0) 1 (0.4)
mepaL2Fa—)Ligm 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
it 4 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 ER T RE R E 1 (1.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

BIWER DT3B X MedDRA/J N— 5 2 7.0 4 L CRtdi L7,
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REERABREREICS T 2EFRORBFRE—ER

R E & N
20mg A 20mg 2k
LEN IR 132 198 250
FRASEBIEL 524 1,111 1,635
RIVE S D FEBUE I3 24 32 56
B F 55 o0 8 B 5k 31 35 66
RIE S5 DR BUEH=E 4.58% 2.88% 3.43%
BIlVE 4 O fEdE RIVER S ORARIFEBUES] (1) = (%)
PRI E 12 (2.29) 11 (0.99) 23 (1.41)
BB PRI 0 (0.00) 1 (0.09) 1 (0.06)
SR 12 (2.29) 10 (0.90) 22 (1.35)
RPEE 3(0.57) 2(0.18) 5(0.31)
AR 1(0.19) 0 (0.00) 1 (0.06)
AR Fe ifi. 1(0.19) 2 (0.18) 3(0.18)
Al e if. 1(0.19) 0 (0.00) 1 (0.06)
LM 3(0.57) 0 (0.00) 3(0.18)
FES 3(0.57) 0 (0.00) 3(0.18)
A5 B 10 (1.91) 15 (1.35) 25 (1.53)
WA 5(0.95) 4 (0.36) 9 (0.55)
ETY 5(0.95) 11 (0.99) 16 (0.98)
ez, Maghis & OthR ke 0 (0.00) 2(0.18) 2(0.12)
£ 0 (0.00) 2 (0.18) 2(0.12)
H e 0 (0.00) 2(0.18) 2(0.12)
HER B 0 (0.00) 2(0.18) 2(0.12)
B kS R F K OV ARk 1(0.19) 0 (0.00) 1 (0.06)
AT 1(0.19) 0 (0.00) 1 (0.06)
—f% - BHEER X OEREENORE 2 (0.38) 2(0.18) 4 (0.24)
J R A PRk 0 (0.00) 1 (0.09) 1 (0.06)
i 0 (0.00) 1 (0.09) 1 (0.06)
HLE R 1(0.19) 0 (0.00) 1 (0.06)
F78 1(0.19) 0 (0.00) 1 (0.06)
R AR A 0 (0.00) 1 (0.09) 1 (0.06)
TR B 0 (0.00) 1 (0.09) 1 (0.06)

BIER O 8L MedDRA/] N— g L 14.0% LT
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NETEREEIN- T AR EERAITHELEKRR (1358 IV TROonf-EER

pofiick:: AEST4IVEE
T75tR 25 mg 5mg 10 mg 20 mg &t
SRE R K5 EE N=738 N=74 N=151 N=329 N=1493 N=2047
HEARFE n (%) n %) n (%) n %) n (%) n (%)
DEEE 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)
SR 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 FEMm 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 %K 2 0.3) 0 (0.0) 1 0.7) 0 (0.0) 3 0.2) 4 0.2)
B AKER 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)
FRREEM 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)
FEIEFE M 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
FERE % 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
HE 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)
IRIKiFHE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
IRERZE 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
Ei 1 (0.1) 0 (0.0) 0 (0.0) 4 1.2) 12 (0.8) 16 (0.8)
BREEFREER 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)
Bx 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 RIBER 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 AR 2 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 3 (0.2) 3 (0.1)
HE &R 0 0.0) 0 0.0 0 (0.0) 0 0.0 2 0.1) 2 (0.1)
BE 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)
+_16EES 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)
B 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)
=g e 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)

(7 @ 2.5mg (ZEWNAGBH R L B2 5, AGEME - HEOFEML V. RRICET2HE) 2], )
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NETEEESN TS RSB ETRLITHMLEEHAR (13HR) (TE0T

RO L NT-EIER

(=)
pofiickecs ARSI IVEE
TS5tR 25 mg 5mg 10 mg 20 mg =5
2 E R k4 T N=738 N=74 N=151 N=329 N=1493 N=2047
HARGE n (%) n (%) n (%) n (%) n (%) n (%)
LHEEEHSVERERKE 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)
FENOERAEEDR 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 .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) & 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)
RBEFEHIUFERE 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)
KREERRRE 0 (0.0) 0 (0.0) 1 0.7) 0 (0.0) 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)
SIREE % 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1) 1 (0.0)
EE. 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#M 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)
QZﬁ;éfzt/F7zle 0o ©® |0 ©® |0 ©O |0 | 1 ©n |1 ©0
;2;233%%?7=/F7/X 0o ©® | 0 ©® |0 © | 0 0| 1 @©O | 1 (©0
51:§%;§=”*7JX71 0 ©) | 0 O |0 00| o0 ©)| 1 @) |1 (00
BERE 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)
MEREE 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)
R 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)
AREtESHEN 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)
LEWHERE 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)

(7 @ 2.5mg (ZEWNAGEB MR & Rr s, AR - HEOFEML TV, RIS 2HE] 2])
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NETERINT7 AR _ETRBTHBALERR (135RR) LBV TROLN-EIER

(=)
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)

BIVEM D FAEEIX MedDRA/J N— 5 o 7.0 2 L TRt L 7=,
(F : 2.5mg IXENARAHE E Be s, AFRRE - HEOFEMT TV, HRFICET2HE ) 2, )
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9. BRKRBRERRICRIEFIEE
RIE STV

10. BE®KRS
13. BEHRS
131 &
FERW e mEiT e, B, BBEITCE D527 V7 7 0 AOREITHIFRF T X 720,
<>
13.1 BN % 521 TV D AMNE KIS A 2B 16 Bl 2RI, AKZ HEE G U7k R, mﬁ
BT R TARK K O O MfE R 28 5 032 2 IEER D BT, AFNT ST
HIEEEIFEALEZTRNWEEZ SR,

1. ERALOEE

14 BRAELEDFE

141 FEFIZMAEHOEE

1M1m?a EDOIEANL PTP > — b ol L CIRAT A L 588452 &, PTP o — D
AEIZZ D, W ELATABERBEASEIA L, BITE8 26 2 U TR EOEE RS
ﬁﬁ%ﬁ%f% ERBH D,

1412 AANIF 5% 36 BE £ THIMERE O STV D Z Lnn 339 2o i ek
WTHRET S Z &y

m13$ﬁiﬁ$@ﬁﬂ WP LTRETE 5, [16.2.1 /]

14.1.4 KRANZIIVEAT 2 JYGLIE 2 5 <hRIT 720,

<ﬁ4:ufﬁ>

14.1.1 PTP 30 &ﬁ%mmt . TPTP RAERXIRICOWT) (CERK 8 423 H 27 H H KR
240 5) (ZHIV BRE LT,

MLZK%@&%&36%WET§%%%%EéhKW\3”mo%%ﬁ%&@%%%@ﬁﬁﬁﬁ\
ARFNOVER R D e & 23224k ﬁ%#@ﬂ@%ﬁxé&@ﬁ%i%%ﬂfw@wﬁ\xﬂ
B 5-4% 36 R O MM X, BWEH ORI EE OREICHBET 5 2 &,

1413 [VIL 1. (4) BF - FHIEORE|] OHEZH,

12. Z00FE

(1) ERERERIZE D 1B

151 BREREAIZE D <&

15.1.1 FA| & OREEIFRIZA S0 TIXAR WA, FMENZ B W TAAIZ & T PDES FLEAIB S HIC
FhUT, K TN ER DRI & 720 9 2 FEEINRINE R MAEGARFE (NAION) O
FHMNME SN TND D, Znb0BEDE 1L, NAION OfERRAF 4 (50 sl b)) .
PERIE, miiE, EEIRRES ., @IRMAE, BE%E] 24 LT\ ), 4MEIIZI VT, NAION

B LT 45 L EO B ARG L LTS e S v B X IRIFZE Tk, PDES FRESIO#
N BERIEEM (Tip) O SEOHBN (XX 7 7 0 VOBEEK 4 BLLNIZAEY) i£. NAION
FHY AT PRI 2512700 2 EDNHEIN TN 39, [83, 11.2 &H]

15.1.2 38H| & DR FEERIZIA S 1 TIiEZp vy, AEIC kwfﬁﬁ%ﬁﬂpmwm%ﬂ&ﬁﬁm

(2, FEREREAEDOIBLNHE ST 5 3038,

15.1.3 FH| & OREBIRIIH] & Tl nas, SAEICIB W TARAIZ & T PDES BHEHRIE 5-1£12
FUT, BB T XUTZERMEHREN R E SN TV D, ZRHOBETIE, 0D
FWEES ZENRHD,

15.1.4 72— VIR BRI ARH 2 #% 5 L 72 /ME O BF R REE R IC BV T 7T a— bl e
AFNDOMIEFIEDONT IO BB L Z T o olen, Tra—LzEiE (0.7gke)
A L7 1BV €, O WSO SR E 2SS Sz 1917,
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PR

15.1.12005 47 A 8 HAHF @D FDA CKERMERLSR) Statement (23T, KA % 5T PDES fH
EH (3 H) OKEGA LEOSKET VARSI, ZOH T, FDA 1L, IRICEE 5 ) PDES
FLEFNCERT S b Doy, @i ECERBEOERKICER TS H D0, HHWIEIbDE
RNOFLAGDOEIZEL D OIE, BRI TIIARB & L’ 5 4 PDES BEAIRHA T3 L.
RN 7RG T XIS L 2RO =841, RAZFIE L, BELICEMSICHZKRT D X
INTHEEZM L TWD, BARENTEME I BRIV T, AAIFE %12 NAION
(Non-Arteritic Ischemic Optic Neuropathy) Z ¥ U 72 EFNITHME S TWRWDS, FAAEICE

W, AHI% & Te PDES BLER| O G-9112 NAION O3B ST 5 2729, NAION %
Bl & ARHK & ORIEBIHRIZI STy, EEZMET 572008 E L,
D%, ANEICBWNT, X T 7 4 v & RROIERBET 2 F-o%E4] (PDES BRFEAD % IR
L. NAION %58l L7z 45 ik EO B2 x5 & U CER S - B SRR ORE R 9% ¢
LIk T — 4% — K (CCDS) 2 NAION (26T 2 iEEME B Sz, ZDi=),
ENRA SCEICB W T b RIS B 2850 L7,

15.1.2 ftti> PDES BHEANC IS T, FEIERE & OBENHE STV 5 3038 KEIOIERR IR DL
PSR Tl ARIDERRIEZFBRT D EMRIEEZ BT 2 X9 RiEid s 5 T
WA, SME O ERIREER & OTHIRIZ IR W T, ERERERN ENICHE SN TWDH 2 &b, E
EAMiET A DICRE LT,

15.1.3 PDES FHEA| & 29 MEEEREIZ DUV C, ZAVETFDA 75 2 18] (2007 4510 A 18 H, 2007 4F
1A 14R) 7LRAY U —2A0HENTZ, 2O T FDA %, Bl S TRzt ¥iE & PDES
FHEAILE UMDV R 7 7 7 7 X — L OB EMEZ T2 2 SIIREEE LR 66, IBENR
URAY %8R T 5B TRERMCEOSGRT 2T 2 2 & Z2RMEHILX I T? PDES
FREA] DR R X NTHIRZICB W RO b= L2 AR Lz, HARENCEE S
AFNOEEHRRBRICB T, BB A 1 HIERE STV DS, Z95MEHERE 2 38 5 L 72 IE B O
H1L7e\, PDES BHEA & 28 M #EE & O RFEBIR I 5203 TlE /20 A3, 2008 421 H, HAR
ENIZH VT PDES FHERORM CELZUGET U, ZSRMEEIICRET 2 B 217 - 72,
15.1.4 KAl TV a—n & OIEMMHEERZBRETT 27201, SMEARFER AN Z 51T, K
# 10mg X% 20mg HE#EH & 7L = —/L 0.6g/kg XiE 0.7g/kg B ORBR (4 RBR) % i
L7, 7a— VEHARHCARIZ G LTBs, 7oy a—) Vil HRIREE . ARKI O mAE R E o
TUHHAICEELZ T o7 (VL 1. (4) 2) fHAEKOZE] OESK), LirL,
Ta—EmHE (0.7gkg) ORBRIZIBWT, T a— i 5 W EAK B 50k & Heig L
T, A (10mg Xi% 20mg) & 7 /v 32— L RIS B 6O F ) K OV SZPER I O 5L D
BEINSER D &7 1017,

1514 TVI. 1. (4) 2) @7 /ra—LEDMANER] OHESMR

(2) FEBGIREABRICE D 1EH
15.2 JEEREREABRICE D < 1B
25mg/kg/day LA EDOHETH X T 7 4 VA T 3~12 » AR AR O®RS L-ErERiRic
BT, HREROK T, A RO, KR RO OB F8D bl & O
HEND D, b MBI DR FIZEEEIZ R T 2 2B A et U 7 A E ER AR ERER O — & CIL 5k
FIRE OB DB LA, K FEEE, BB LOERE AT AETWT L oRRIC
BOTHENTRD B> 72 3940,
<>
A XNZBT D EHERBRICBN T, BREEDOIKT., HBME LR OEM KON RO 7508
PRROONTZ, —FH, v TVAKNRT v hORBE T, HBRICKHT 222813580 e noT,
T, T v MBI A AFREREBRICBWNTH, BARE. % (32) BiE. mowiizdic
KT DB, FHT T 4 NRHIZE D A X TR LT AEEO B DR B FITT
EDE ZAHLMNI 72> TR,
b N CORBRICKHT 2B L BEFT 572D 3 DOEKRRER A Efi U7, FEEERR A B M R O
JEFDRCEE B E AR 1omg 2 6 » A, DL 20mg 2 6 » AWM » A1 B 1[EE#ER
Beh L, BTRE, BTrEEE kOl T ERELZHAE L, ZOME., 10mg 2 6 » A, 20mg %
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9 5 A RIE 5 U738 C I, SHERRE & ol L7235 5 O AR F-HLEE OBl 7 8152 37273, 20mg
% 6 AR LIERBRCIET 0 & 5 REIERD DIAN ST, 3R E b, TlmE, K
TR BEBD Rrot, $io, 77X DAT 0 BEHHSLE L, SIS b
VN T AR L I I A R 12 o T 940,
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X. FEEREREAERICBII HTHE

1. EBEHER

(1) FEZFEEHER
(VI HEHHEPRIZBET 2HE ) OHER

(2) REMZFEEHRER

1) PRERRICRITTZE
7w N TRMEi L7z & 2 A, 200mg/kg Of% M £ 5 CTEEE ) D AL QIR i & B KHEE) O
DOFDIRBDDZRD HIVTZH, A X~D 200mg/kg £ TORAKG TITPAARE RIS T 55
NIRRT B LN Do T, ¥ U ASD 100mglkg £ TOROHL G- TIER ML E X — L%
PEDOREIREFF 25T DB 5 R B350 H L o 7=,

2) DONBERRUMERFRRIZRIFTTZE
A XIZBWT 20 KT 200mg/kg D% M B 5B EHEIIRIE 23D 300 TR L 72k, &K
200mg/kg F TOR I EH- T OO MR EE VD ERTEE Y X MR EBILRD Do 7z,
BRI A XZZ X T 7 4 V% 3mg/kg O R CTHIRNE G- LI L 2A Z X7 7 4 VD EIC
WAL RFESTICMES TREISEA, ZUTmERZED ST B2 6T,
Flo, XX T 7 4 Ee b Ik T R/ (HERG) EZFE LA, ZTOMSE 100uM TH
SI%FEETdH VW . HERG B EMERIZTHNZ ERHL N E o7 (invitro) ,
mIMLEET VI EZ HNT, #2777 4 VOPERE RSO EZFHMI L7 & 2 A, 1 LT Smg/kg
O HERE DG COMBUTE L Z T o 1205, MEMN 7 BRFEILLEICh=0 TR LT,

3) BERICRIZTEE
~ T ADRAEERCTIHME L= & Z A, 800mgkg £ TOROBKEITBW T, RAEWERICHDL
MBI D Lo T,

4) BibRBRIZRIFTZE
T MTEHT 7 V% 03mgkg DHBETHIRNE G LI 24, Y U ADRYEMEICITE
BERIES Dol JRELOT MU U ARPEMESHIN U=, F72. 0.1mgkg DFARNE
Hizxv, LEMET MY U AFRRKA I EDFRER KOG b U o PRI E OB INER 2358
=i,

5) ZRAES
BREZRE (R PTEE Y, GABAA, LAWY >, B AH I Hy, 5-HT.. R8I Dy,
KX Doy a-7 R F U2 o0-7 RUF U U RRB-T RUF U U BK) 1233 28R E
&y 7= (invitro) .

(3) ZDthmZFEHEHKER

1) IEEHBAD cCGMP EEIZRIFTHE
7 v MCKEWREIEATMIE Z W RETT, #5277 400 (10uM) 13 cGMP JRE % 4 5 LA S
HEMET U D AFIREF (0.1pM), C T R U 7 2FJRAT T K (0.1uM) . SNP (0.5uM)
BOTT =Ry 7 7 —BIEHELR A O AT T TIX. cGMP £ % 200 (5 £ C LA SH 72,
—J5. T v MO R OVODERAESEHIIIN O cGMP JBEICIX, XX T 7 4 I T T =AY Y
T —BEMLRFOR-GE T CTHEELZ RIS o Tz, £, WTNOREEMIET T cAMP
BEIXZ X T 7 4 L B EZ T o T2,

2) v P XBIROUSEMEIZRIZTHE

Z7x=L7 U (uM) THILE L7=T v NKREWRY > ZEERICKHT 52 %7 7 41 (0.01~1uM)
DOitFEER 2. W NO A RilEsE Z bRt (WECRIEE) L7o KREWIR D o 7 FEAR K OMERR 5N B2 R
IR Y > THEAREZ W T invitro TEH L7c, # %7 7 4 MIINECHIBEENR U o 7 Z sl < 72
Mo T=D, NEAFE F Tl K 55%I25E T 2 H ERFR 2B e 28 LT-,
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2. AR

(1)

(2)
1)

2)

BEREE5HEHHR
EULZKEa Beh& (mg/kg/H) Mg OESEE (mg/kg)
<A 400, 650, 1000, 1600, 2000 >2000
vk 400, 650, 1000, 1600, 2000 >2000
4 X 400, 800, 1200, 1600, 2000 >2000

BOBGIZEDZ2E T 7 4 VOHEIERGEEEZ, ~ T ARRT v b & A0 TR L 72/ 31,
2000mg/kg OHEE THT LR GAIZEE LR T REFAIEA NP> T, A X ZHW
7o O H5BR ClL, SRECEDO R, 800mg/kg UL L TIEMNFRD Hv7-4%, 2000mgkg £ T
T o Tz,

REREGEEHR

v MIBITHHER

<7 v b1y AMEEKES>

MEREZ ~ MIZH X T 7 4% 10, 60, 400mg/kg/ B % 1 » HRBRE O S LiziER., 400mg/kg/ B #f
TIREOWIN, FHEAMETOE L D WRREEOR T, @eEEl s B 2 b b ke
(LR K QNI F RO R A B O S Bl B D U L /REREENN, IR ERRLRR 22 b &2 fE D 22
HEOK T X O BRI INE O RBEEEOZE RO S0, WL s w7 rIC B
I TR . BHREAEENRBD LN & n, BEMEEIT 400mgkg/ H & LT,

<7 v b6y AMEKS>

WEHEZ ~ BT 10, 60, 400mg/kg/H % 6 » AMEAOEE LR, 60mg/ke/ B DM 1/19 i,
400mg/kg/ H DM 4/19 FIZ I T FINRE FH OO TR A AR B N IS B~ m EE D (B ILAE DB O b
Nz, ZOMIZ, FERIFED 70\ W O MR A LM O LS, Bl wH BB Z
%ﬁbﬁwﬁg®ﬁmwﬁ SINTC, mEFHICHEE L (3B X bR oo, 60mg/ke/ H TR
D BT AT TR HSIRBEE TH o722 s, EHEMEIT 60mg/kg/B & LT,

A XNZHBIFHHER

<A X3 »HMEE>

WA X2 HZ ZZ 7 4110, 60, 200mg/kg/H % 3 » AR O#&EG L7-fE%, 200mg/kg/H TA kL
A0 g MR K ORI BN, Rl B R D2 M, RS FIRLODAR T ~ a0, & bR DAk

WAEDRD B, WEMEEIL 60mg/kg/ H &5 2 Hivi,

<A X6 HHMBEE>
HEREA X2 10, 60, 200, 400mg/kg/H % 6 # AR N h L7okE R, 400mg/kg/ H THEEHE DR
BEOHM, 60mgkg/ HLL LD X 77 7 4 NVEHRECRE EROR 38 5 7iE, BHRIC
B DREME LR OBIT (SR, AEMIAOBE ., -l OZRN, MiakEoIE#Hbd
6wi$% FEARAE bR O RIBER OB R iR 2 Rl & T 2214b) . ZiE (B b Yl &R
IR 720 DN A TV AIREE, RSBV b U IS ARSI O & e NI AT D
KAE) KOZERMERBD B v, RS ZEEEIZ ATV HIRE A~ D 5288 B~ TN D 2 b A3 58
<. K FAGRFR DHEA 72 Be b O MR 23 VE T~ DA 23 7 HALTZ D3, FRHELRORS B D FA A 15
DRAE & o T IERII R % £ O RGeS B OBREIIA LN o Tz, BEIEFEOH)
MIZEB O THRBOEENREO LN, Z0o8ME &, HEOFRD N5 T LR
w&oﬁ%ﬁm%ﬁﬁé%mﬁﬁﬁaénto%®ﬁ%%iﬁ1mg@m\m®ﬁir%
400mg/kg/ H T o7z,
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(3)

(4)

(5)
1)

2)

<A X 12 » A5 >

MEREAL X 12 25, 100, 400mg/kg/H % 12 » AR ARG LR, 25 THD 6 » A
B & BRI R 2R BT RSB S, 400mg/kg/ HEEDHT R OFBLR & BIEHL 1T 12 » H
FHIZE DR TWD Z DR ENT, HRITROBRENEE TRMo 7oA X TIIRK IR
BEREANTEE) L CW A UENRD bz, —J, HEME LR OIRFEeHIIRERN A b D57 ED
EEREMMAZ R LA X TIXEE O fTREMEIR W & B 2 b,

Fo, 12 » AMEGRBOBGEE 3 » AD 5 5 A2, 100 T 400mg/kg/ HBEOHER 1 L
\ZRUNT, FIERFE ~ 3 B DA R ERE D K OV ~ 22 B oD I MR Sl gg STz, 2 4
TIANFEEZRIETHE INBITEFICREDS Z 05, BHOMERFEARRITHREF SN TV D
T EDRE SN, BEEZ BT D & MERBUIEONEA L7223, &5@%&@%&9@%:%2
RO ZENFRO NI Z LD FUENNMTET RIS TIERWEEZ 2 b, £12, Bl
BEORER, BT %ﬂﬁ%rwﬁéﬁﬁiﬁgﬂ&#otouiiw\zﬁ®ﬁfmb6m
7o MERE DT E R B HENEIC L 2 b D TIE R, 24T 7 ¢ V5T L2 FRK
BHEO A E B X BT,

BEnEEER

invitro iR & LT, XAXIF 7 AEK KRG Z W TCAIRERERRAR, ~T R ) 74—

~ TK B, b MR Y o Bk 7o Y R B B & AR LR O IEEALE T R OMFEAE T
(ZCHEM LTz, #5774 MF 1D invitro iERIZ ISV TRERNEPE(L R OIEAFAE T KR UMFE

TE% ZfEtECTh o7,

invivo AR & LTILT v MW/ MERBRZ 940 L, K 2000mgkg £ TOX X T 7 1)V %

TG Lz, # & T 7 4 TR R 2R RIFERO BRI L Tl m Mo Y A

{ZIK/E% ?}%%\éﬁz)ﬂ o) %ﬂfcﬁ o 7‘;0

AR ER
BHETTANDONMENEEZ T ARDYT y hEHWTEMELTZ, ~ 7 AKRDT v hOjRER &
b —BEDH 72 0 MEES SO PEE L, 10, 60, 400mg/kg/ H D& T 24 » A ME AR 085 L7z,
~ 7 A TlX, 400mg/kg/ HEBEDMECTHAINARE D BB RO IMAHR SN0, MtFa B
372 <, M~ U7 A CERBEICERO b D BRBEAEEE Ch 5 Alietk & & 612, CYP2B #FE(C
K585 7 4 V5O IR ETH D REENRE 2 b,

7> MTIL, RE, Eﬁi BRI AT H M O BRI AR I 38 1 B FEIEE 28 iz 8 T
B GBI L7 B I5R o DT, IEERBAEE I %@i&#oto

HIERE SRR

B (2) BRERUVEKRETCOVHKERAEICET HRER

HEZ >~ MZIXASECHT 28 H MR OZRECHIRI . M2 » MZITAECAT 14 B MR OSBRI 2> 4T
#%7 HE T, 10, 60, mmg@mw&&774w%&ﬁb 2 (%) MRuelcxf 3 58 % it
U7z, WELTAESR 13 FISHIM L. ﬁ%%ﬁ%ﬁﬁbtoﬁi@ﬁ@ﬁ#%Tbt%’”@b i
B EROK T RE &K O R ORISR E 21T o 72, S HEREOMEZIS 1T 2 R EEE IS &
OB EK T 2R &, ﬁ@% T DRI Do 7o, MEEOS (1) FRfE & FIRE. M
OAEFEFEAMIEE B 122X w%hﬁ#oto4xfi5&774w&5 X D HE BLIR A 3 Bl
éhkﬁ\?yF%%wtﬁﬁ%Tiﬁ%ﬁ K 1EEN M O FIBREIC R B ER D b LT, kS
BAZHBWTH B G ICBE U 7R B AR 20O FT Bl s e o 72,

BE - BRIR AR HER

IR BB IR ST RBRIT~ 7 AR OT v b & AW TER L7,

60. 200, 1000mg/kg/ H DX %5 7 4 W~ 7 ARG LT-fE R, Al RT A —Z 2B T < |

TERTIENE & 7RI S 7o T2,

7/bfi REMW ﬂﬁéﬂ%&LT%Eﬁmi&Uﬁﬁ% JD D m R TR b
25, R BRI 2 ZENIRR D b d o Tz,
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3)

(6)

(7)

HAERBRUHAEZORES VICBAOHEEICET 55

7 v MTRIT 2 HARME O AR TR Z . - R AEFENERBR EH CHE (60, 200,
1000mg/kg/ H) THME L7z, Mk 6 HxDorket% 21 HETOM, M (Fo AR) (E A5G- L,
i E ARSI S, HAERORE, BEROITENCET 2MEZ2 £ L 7=, F OB
D—# 2RI L, F R AE% 7 BIZ 2 ECHE S 7%, IR L7, FoftftosHR
FECIREIEINE &K OB S OIR FABIER S 7203, Fo LY Fy AR O AFEFEME I N Fy R 3§
BICET 2 IR0 oo tz, B AT 4 BAGFROK TR EX X T 7 4 VEHRERET
BOLNTZZ LD, AE% 3. 10, 30, 200mg/kg/ B2 FiFC. A% ORE M OVEFEREZBHF
HRBRZ BN L7, AR TR ooz, LLens, YO T 4
AAEFROIKTRRD LN EnD, FIHROBEICET 2 WP EIT 30mg/kg/ H & L7z,

BRRIRILRR
AR L

Z MDY
WAL L
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X. EEMNEEICET HIEH

1.

. R—RS -

MR X5

UH) . 7 U ABE Smg, 10mg, 20mg LG ZEEKS (EE—EMEOLFZICLVENTLZ L)
BRRSY - #X T 7 40 BIER

. AR

AR : 34

. BERETOE

BTiE - EIRORAF

- RO EDEE

BRE STV

BERITEM

B RERLTA R HY
<FvoLEY : AV

RIS

[l—pksy : 7 RV EE 20mg, Y vT ¢ 7 8E 2.5mg, H/v7 ¢ 7 §E Smg

RZhHE « ST F 7 T = PRk

. EffEEERAR

20024E 10 H 15 (A—AFZU7T)

2IVT T VYRR K FN)

C RERGEARRBFABRUVEARES. EMEENBEARD. REMBEAAR

HR5E4 RERFERZBEAR ARES EMEERSBEFEABE BR5ERIRE A B
27 U AEE Smg 2007 47 A 31 H 21900AMX01084 SEAM R EAR LR 2007 49 A 12 H
(RS IR T AR AE) I U U 2020 4£4 2 H
CHEAT ZE MBI D) U I 202244 H 1 H U

HR5E4 RERFTAREAB ARES FEmEENRSBEAR HRoERRERR
27 ) AEE 10mg 2007 47 H 31 H 21900AMX01085 AL HE AR AL 2007 49 H 12 H
(BE MR T KR AR U I ) 202044 H 2 H
(A ZE AL ER) n ] 20224F4 H 1 H U

HR5E4 RERFERBEAR ARES EMEERSBEFEABE BR5ERIRE A B
27 U ABE 20mg 200747 H 31 B 21900AMX01086 FEAT L HEARIL L 200749 H 12 B
(BLE MR T KR I U U 202044 H 2 H
CHEAI BRI ) I U 202244 4 1H U

LR
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10.

11.

12

13

BEERER. BiMOERLARFABRUVZTOARAR
HEARFEIToTME, 2017 43 A 30 HICERE., EEESREOME., AR OO
PREFICRET 205 (WEFN 35 1A 145 %) BB 14 RF 2 HE 3 54 ooy GKERIESREH) @

WFAUTHEEY LRV & OFEAR R 2157,

BEEHM

2007 4E7 H 31 H226 2015457 H30 H (& T)

. BREARSGRICET H1FER
AANL, BEEIARICBE T D HIRITED STV,

. &Ea—F
[ R DR it FH
. JEA G SR AYE | EBER L — R - - L7 MR
fR5E44 I S o — R (Y) 2— ) HOT (9#1) HFE N S
27 U A5E Smg 2590016F5026 2590016F5026 187108102 628710802
27 U A5E 10mg 2590016F6022 2590016F6022 187109802 628710902
27 ) A5E 20mg 2590016F7029 2590016F7029 187110402 628711002
SHRA s AE A L
. JEA G SR AYE | EREER L — R - - L7 MR AL
fR5E44 I 5 o — (¥ 22— 1) HOT (9#1) HFE N S
7 U AHE Smg SHEAG F HE RN SRAMG L VEA UL 187108103 SRAMG FEVEA T
27 U Z$E 10mg AT FEHEAR L AN FEHEAR L 187109803 AN FEHEAR L
7 ) AEE 20mg AT FEHEAR L SERATG JEHE RN 187110403 AT FEEAR L

14, RIRMEALDEE

ARG T S5 EIES ORBRG T EOBFRIZOWT (BFn4 443 H 25 B fREFE 0325
%7 5) Hope
ABIFNZOWNT, REREH ORISR E 722 D1F, BEREIZ KD BEAEOREZ BN E LT
MERIFRIZBIT D2 A I TEZBOVTHWLIGATHLZ b, UUN1) ~7) O TOEM,
iz L2 IR BETE 5, 7ed, ARBANL, DR QIR OSSR QN R S (2 L
SEJEAFERENED D RFES | (R 18 FEEAF B 5RE 107 5, LT THrREEs:
EHRIEWD ) FE S () ICHET 2R ITAR D BEIRIHIR (14 BFRIZRE L 3 5,)
TEH SN2 NEDTH D,
1) ABFN OB G517 5 EMIE, JRAlE LT, WRGBFHZOW TS FLL EORBREFETHZ &, 1=
720, FrBEOBRH (F 20X, IEBRICE 22 TR B O3, 5 TR O R IR IR
BEELENTERVE) Db OGEIIE, TRRERIORE L] (R 20 54 5584 &R
59 5) BIRF —ERZEHRM AR CUT TERAEER] Lo ,) KaES B0 @ [32)
— ATV BB AR A MR DB HH 21T > TV AIRREEEIICIRY . 5 L ThEL X X
eV, FOEA, YHBEHEZREEICGEH T L,
T/, DHEEEITEORHEMIC, IFOHELTZHTLZ L,
O HBHE2TOEMIRLIEMHE LTRIZEBIT 20056 %4 T560 (TEEEZEMHT ] X
% TG EEMA ) L)
T OWRERFHZOWT 5 L. EORER 2 5 5 [Ehfi
A TUSNT, BBEOHEBRS L5
©® EiOA ST 256, Yikdih
2) OEEEEINCIS W TARIIEIZR D ZHENITON TN D BT L, YL iRR R 2 5
FRIT 2 TR 2 B 53 285581, MBI cotisk & L, LERERILE 217 2 5 IKH]
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EHTHI L,

3) ARFOLEICE LT, BEE2NMER LI-ShEREICET 204 RIA4 o oigl7r L3y
RINZRE, FEREEBMESNZBETHLZ L, BB, TOEELERICTH T L Z L,
4) AR EZBEE SN DHBETFD/A— b F—D 0Ty, KEUFIO®RE A H#l->T6 7
HUNIZ, ERNEEEXSES B0 O [32] — AR EiEEE R SUTER R XSS

(BOO1) @ [33) AFEMBHEREHEHIIRD EFNERZZITTWDH 2 &,

T, DEEK OREHEMITEEOMEMIC, FTOFRHEETLHT L2 L,

O EEROEFENIAR D ERAE R Z 2T TWD DN, AR 2 #5425 BE UTED/— h
—DOWFTITHDHN

@ LREOEHEHIIR D ERWEBEZIT > TV D IRREFRMEE A (853 2 (RREREE & [ —
THHIHAICITEAK L THLELEZ2,)

@ ELOBEEEOEEMNMTONTAFEA (B EL#- T ALUNICIRES,)

5) KRN OB EGIZHT=»> Tid, TOHEIZ, 1 HIOBRICOE, XA I U TECE TS 1 E0
WZFRY . 7o, 48ELIFTHDH Z L,

6) ARBAIZH IR LS T 285613, HSOMGHRIX6e »AMEZELETLHZ L, 6 0HEH
2 THREEZGET 25015, SO LB 2 W) TRET L, 2B 2l L 72 B i & O Rl 5
DAEH %N ORI EORMEM IS T o2 &, 2B, 6 HZBL TR
T 25A S, TOMEIMITFER & Lol S»S 1HELNET 5,

7) ABH| A RRZEICB WO TS T 5854, MTEOHEMIC, RE2E TH I EE2EHTD Z
L,
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XI.

1.

SR

5| FACEk
1) Nagao, K. et al.: Urology, 68, 4, 845, 2006 (PMID: 17070365)
2) WEIHE—1E0 © BARMRREE T SHERE 27(1)15, 2012
3) Saenz de Tejada, 1. et al.: Int. J. Impot. Res., 14, Suppl 4, S20, 2002
4) FENERE : fREE RN I 2 3EEhRe (Rl E) (2007 427 A 31 H7&F, CTD2.7.2.2.2.1.1)
) AR R IC BT o ENRE (RE# 5 (2007 4F 7 A 31 A7&R, CTD2.7.2.2.2.1.2)
6) fENERL : ﬁ%@ﬁﬂi“ (2007 /-7 A 31 H7&F, CTD2.7.1.3.2)
7) HENEE U T EALKROT Fadb Yy — oYM AEER (2007 £ 7 A 31 B
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PDEAE (WERMITAZIT IR & 2 OMERFD RV ER)
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A IEEOBEEDH HHBEE T, Smg LML, HEREIE 24 B EET5 2 L,
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ERANETORBRWITIUTDOLEBY TH D,

KEGAGE (2023 424 H)
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PR

CIALISO#ISE T ENEAREDIRFETH D,

BT ST AR AR KHE
CIALIS D3 It iE 13 i SRR AR HKE D185 e OJEAR DIRIETH 5,

A AR | ek e B ORI RIE A
CIALIS O3 JiniE VB L AR 22300 ONT JiTSEIRAE KAE D1 S QYEIR DI TH 5,

£ F #II R
CIALISZ HINZRIEJIEIRIE S LT 7 4 F AT U REPHAT BB R E26H R O F % #E
595, CIALISO26EILL EDOBREIIARHTH 5,

CIALISSEIXEI S TICRAT A Z &,
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< EEREE GAZIT B K0 0 B OHESERI 4G BIX10mg TH W | T7E S5 MAT A DRI
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- CIALISO 1 H 1A 5-ClE, fHl4 DR KL OEEMEIZE U Tomgll & L Th Ly,

BT ARIERHE %3~ 2 CIALISD1 H 1[EI1# 5-

- CIALISO1 A 1528 2 HEAEIISmg TH Y . FIZIER CHANCARET 5,

s BN ARIDKIEDIRPE & LCCIALISE 7 7 A7 U REGHHT 2 B81%. CIALISO1H 1[A]
FeHAZB T DR REITSmeg TH v | KR260H M E B IXIER CRZNRMT 2,

ALK ORI RRIR RIE 39 5 CIALISD1 H 1E#% 5
*CIALISO1 H 1R 5B 2 A EIISmg TH Y | MIT40% A4 I V7 ICBbLTE
BIEIEA CRZIC B 55,
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- #JE (Child-Pugh Class C) : CIALISOF% 513 HELE S L 7puy,
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EU @ SmPC (202349 A)

W7 4
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2 HE

%)

e

AN BB D HRARDWRIE, Z5T 7 4 VN EEREIEEO R L BT 5HI121E.
PR A VB CTH B, A BT B RISLARAE FOE O 8 & OJEIR D 1REE (Smg $ED
H), PRI B S I R,

Mk &

BABHIZBT 5 SERE

—ARICHERE BT 10mg TH Y . BFEOFEIC) DD 5T, TESNHMATA ORI E
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FOBHR L NEATOFIBNZFESN T, ARHEDOLH IEHREAET2 S Livewy, Zhb
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BV, HEHIZIEFAURLNCERET DL, XX T 7 V2. 5mglERi N BRIERAE D TEFIZ %
ERFEDEN TN, BIZIRIERIEDRIRICB W T H X T 7 4 A Smgll BRMD 72
WEFIZBW T, BOBERERFNTRETH D,

Repll 72 RH
e fiin 55 P
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BRE TP EEOFEERE I3 2 ARG ONLE TV, BEEOBRERZICKITD
W TERER 5 OHESE R @ A B 10mg Th 5, FHE A SUIRINARIEIIED £ 5 & OIEHICE
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ZIFE LN TR, AFREERE ISR D CIALIS D1 A 1[a% 513 EhiE R4 0 1R & O/
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2. BIMIE T DERIKIEER
(1) $ERICBET BBHMER
Y LR

(2) INRZ(ZEET B8
AN FIT H/NRFIZET H2HBITHE SN TV, KEOWRAMCEL O EU @ SmPC & X
B2 D,

SRR Y RLAA

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

(2023 %74 1) of 18 years have not been established.
EU & SmPC Paedigtric population . o . .
(2023 49 1) There is no relevant use of CIALIS in the paediatric population with regard to the treatment of

erectile dysfunction.
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TV ZAEES, 10, 20mg L, FRLEME TICB T DL EMRBRZIT o7z, fERITLLTO L
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it TR S (TS
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.| TEE | 40°C/75%RH, 6 % H Y =F g8 7 U A 5mg, 10mg, 20mg : B
wI
it .
ot 122(;\’7_?213}(\/ ;r\/vf i) AT AR 7 U A 5mg, 10mg, 20mg : RN
WEEH « AMBL, B E, & &

(2) MiE - BEERUCRERSTF 1— T OB
LR L

2. ZOHOBEEH
TR L
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