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1. BE
1.1 FHE EWMAIE—BEER (NO) #5% (=rOJY
T, BERT IV, BRAVVIVER, 235200

%) LOBRICEYREMERIERL, BEICIESZ TR
BT ENFHBDT. FFIRSORIIC, HERAIL—BRELE
% (NO) #EHPHEEShTWEVWI L2 +9EREL. &K
B EHRRURERICEVTHHBAIR I —BR{LER (NO)
HERPRE TN BVEITREETHI L, [2.2, 10.1
ZHR]

2 REHEEC UHEESZOERL OCMEREOFTEERY
HWESNTWVAOT, FEREOFIIC, CIERBEEOHE
Lz +oHERTHE, [2.4.1-2.4.5, 8.1, 11.2, 15.1.1
2]

—_

2. B2 (ROBEICEBELEVI L)

2.1 REIORGZR L BBE O BEARE O B % B

2.2 GEEEHIOE R bER (NO) 54 (= b)) v,
HREET IV, REEA VYV VILE R, =35y IULE) 25
o [1.1. 10.1 2R]

2.3 WHkry 7= VliEY 7 59—+ (sGC) MKl (VAT 77
N G hofE [10.1 3]

2.4 RICIBITHOLMERBEEZETLEE (2N OBEILR
RRBE IRt s Tnb,]

2,410 NEEFEDO D L% [1.2, 8.1, 15.1.1 &]

2.4.2 0442 (NYHAGHEIEM L) obsbEE (1.2, 8.1,
15.1.1 2]

2.4.3 3y MO — )UREOAEIR, HiE (IM0E <90/50mmHg)
Nigay bu— VAROEINE (ZEHIE >170/100mmHg)
DHHEF [1.2, 8.1, 15.1.1 BI]]

2.4.4 LMD L3 BUNICH 5 % [1.2.
8.1, 15.1.1 ]

2.4.5 WA ZE - o BEAEEE SR 6 0 A LINIZH B
[1.2, 8.1, 15.1.1 ]

2.5 BEEOEEEDND LEE [9.2.1 ZH]

2.6 WEOHEEDH 2 EH [9.3.1 2]

W

3. #rk - IR
3.1 #%
WTEs | 45574 VE2.5mgZA [7V—1| % %5 7 4 WEEbmgZA [ 7 — |
18 1§Em
HRST 555740 555740
2.5mg Smg

RN
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VA, o) VEEES R
UL, ATTY) U TR
YA, ETOAT—-RX, ¥
7. w2 uaI—)L6000. fEfl
Fy v, EE AL B
=gk

FUBE AR, fishtro— A,
b roFy oo —
A, Z7HEAANAA—AF b
VAL T ) IVEEEES M)
YA, ATT) VYT AT
A, BTOX0—Z, ¥ )L
7. <7 uad—)L6000. It
Fy

3.2 WAIOMIX

Wi5e% | 445574 )Vv$i2.5mgZA [ 7V —]
- FIE | EEEO 7 VAT —T 1 VT
FI E30] ()

® 0O =

[EXES B s
#96.1mm |#2.6mm| #83mg

Y5574 VEtbmgZA [ 7Y — |
P74 VAT —T 4 v 7§
FIi i i

®O|=

[EXES JE & N
#8.1mm |#J3. 1mm | #7165mg

I
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4. FEERIIZHR
BISLRREERIE IS S BHRFEE

5. SHEEX IR ICEHET X8

5.1 RHIOWHIZH 72> Tld, BT KRAED ST -
LEINIDO T A K54 Y ESEORFIOERE B%12.
WL DB EET S Z L,

5.2 KHNZ X 2 HBRIIERBELETIEZR L, MHERETHL Z LI
BMEL, AAESICE YV BHET 20E0E s wgaE, T
M, oMY B4 LB 5 2 &,

6. AERVCHAE
HH L. MAZIZLIELEIY 5 7 14 Ve L Comg % fKIH%5-9 5,

7. REARVAEICEET 338

71 PEEOFREDDH L EETIE, AH OMEEPRRED LA
LBENDHHZENUBGREEFRONTHLZ 6, |
FOREZBEL A H1IALN2. bmgh &G 2 MY 5% &
bEETHZ Lo [9.2.2 2]

7.2 7+ 10— 5P450 3A4 (CYP3A4) %5 < MHES 2 HH] % 5
GHOBETIE, AROMPERRED EAT DI EPRBOLN
TWAHDT, 1HIM2 5meA S5 2 MG L. B OREZ B
S LD LEESmg YT A 2 ko [10.2 2]

8. EELREXWIEE

8.1 DK ARY T AT 5 —+ (PDE) 5MEH & FEEIZ, AHNE
MEIRIERAEZ A/ 2720 —BEOBREDIMITIT 25 5 b
LGENH Do KEPLG- ORI, OILE R EOF M % 145
MRS AT o [1.20 2.4.1-2.4.5, 15.1.1 ZH&]

8.2 ABRRILL EoFE 0 EE X (6HER DL L3Rk 2
APl Ehite) APYMENC T FRCHE SN T b, Filedh
LT B ALE Z R 2 AT b 7 v b MR o5 L3 Ehik
PRBEZ AKBEMIICIRZ: 9 2 W% 2 DT, Fhleh e D ER 9
LIERDS A HN72Hh . EHICEMOZH % <) 5 & ) R4
Z): ko

8.3 ARAL G HICAHLEIET LIZAMARIIELDED S5 bh
HAE. RRORME IR L, # e  ICIREFEME OB
A L9, BEICIEET AL, [15.1.2 B3]

8.4 FiRRERIZBVT, O FVRHERENZO LN TWILDT,
EHTESE. BB E OIS G2 ) P A 503 2 B3
BEsHELZE,

8.5 AFIIE G IS AR EN T O 22 (e, o F
WEME) S DB D) DO bREEIIE. AFORME d
L, #ePICHFRBEMEOB ST XI5 L. BEITHEE
THZ e, [11.2, 15.1.4 BHE]

8.6 EWNIZB W T FIZIRAE K G S & O L 72RO R %)
BT SN TR,

TR
) 7 A



9.
9.
9.

1
1.
D& BHBE

AR OHEBIEHIZ L VHESBIY) . TORMRBEZEITALT]

BENHREFATHIBREICHTIE
AHHE - IEEFDH 5 8E
1 BREOBELRM (B, BEORKMIE. Peyroniem¥)

EBIT BT D b,

9.1.2 HFMBRENCKFRE L KW B HHRE (BRFMLEKEAENL. %

FMEHE. AMRE) OH58E
9.1.3 HMNEARBISHLEEEDH 5 BE

in vitro B C= a7V K M) 7 A (NOHSGH) o/
WEREITIE 2R3 5 2 A0 b TWw b, iR

xr
=
>y

IS B D B B B IR B 2T L T v,
9.1.4 PREeFEHERE
PDE D fn i % FOREBI A HGEED S 5.
9.1.5 PDESPBHERI 2R E5HhDEE
B ORRERA e

9.2 BERReRRERE

9.2.1 EENEBEERE

B L & RROMPERREDN EAT 2. 72, N5
D BENIAF OBRFE NS B W BMED S B 72 O IR FER Tl

FEhts v, [2.5, 16.6.1 ZH]
9.2.2 hEEDNEEERE

RENOMAT T IREDS LA Wik H 5. [7.1, 16.6.1 &

1]

9.2.3 BENERERE

[16.6.1 ZHd]
9.3 FFiEERRERE

9.3.1 EEDITEERE

BH LW Lo INEOBEF IR TIIBRI SN TS,

(2.6 =]

9.3.2 BE - hEEOEERE

INHDOEHEEMEE LIAMIER L2 8T L LR

BRI FER L T,

9.8 EEE

—HRVAFEREOME T L T %, [16.6.3 ]

TI Y L
[16.7.3 2]

JE B OV e 30 0f 2 1 e
KEZNZN9.8lmmHg
K O%5.33mmHg FF&E$
5L OMENDH H60, F
7oy a BN & o6
TRAMEDFEIR % £
MEBETEZRLEZED
WErd b, BETR
EELTHELOR
kA etk % R
LB o AREEICEKS
THZE,
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FARFEBUA (L %
ZH) EOBERIZLY .
1 H AT B U 9 1
T OSHE BRI I E 13 %ok
FNEN8mmHg K ¥
AmmHg F T % & Ot
E2H LD,

AN F R

PRI & D BEFEAE A 2
R A2 BLID D 5,

A5 B ARAEIR - $5 87 W - el T
a KR F &4 D 2k o fF AR A A SRR AR LS
R WX ALPGE N X A BEIEER T S

oo, PERIC L) BRIE
EMEHmy 2BTh
BdHbo

NXNVATTT b

SE AR LE &k 25
BENWDH D, Gk L
DF I E B+
SICER L. RE LR
LEERVEHTS
AR T S
g

RSN cGMPiE EE H3HE
L. BEFEAER %2 855
LBLTNNDH b

11. BMER

ROBWER DS S bNDZ ENHDLDOT, BlgEE +512470v,
BARDFRD SN A3 G F Ik B A ) 2 AL & AT

yZ L,
1.1 EXLEEA

11.1.1 BEE CGHEARH)
5. EIRE. HINEIE. FIBMER S &, Stevens—JohnsoniEf#

10. ¥HE{EH BENH L DNDL I ENDH D,
AHENTFICCYPSA4IZ L DN 5, 1.2 ZDOOEMER
10.1 BEAZE BRALAEWI L) S 1%L 1% HEFE R
KA BRI - BT B - e T s WE. 12T H. WL AEED | g
WEAI R ONOBES A |PEAIIC & D . FEIE(F A |NOIZcGMP O 2 % il i e LZEIRFEED
—hOrURY Y RRRTLEOMEAS|M L. — . AHE depin, AR
[y BB ~3, CGMPO 5 % %1+ EE [ENE TN
WA VL E K RN E Y eI, HEIEELR B
—agy YN 12X ) cCMP DK % 4 FE . T R IR P
[1.1. 2.2 £0E] + 2 NOO K /£ A5 g, IRIGIENE,
Y2, WA, IR
SGCRIHHA BEAC LD, MEMEF|BEAC LY. Man PR K LM
VAL TT N (7T RRITBENSD D, | COMPIEEARII L, % REREED | 22 Bt
LINA) B L V2 AR 7 )
[2.3 1) R RIZT BN D Do WL TR B 08 0 i T |
10.2 BEAIIEE (BHAICEBT L) — R
A BRI - TEETE | BT R T . AN
CYP3A4HEH) HVWCYP3A4BHEEH | CYP3A4HEIZ X A2 Y e “ Ery y
S TR Y POASRRE L R A EE | LR
A MNTaAF =N EHETATNAT =TT ADW, (, — — — v
oy aa=4Ly |V GEOF. ENEE KA - APER TE FEIED F H“:Eﬂ I S
FoTLUN %) LoPHIZLY . _ _ : R
7L —F 70— 2| EHOAUCK FCmaxh’ WK - AR FhEEHE . B | R e, Fhik
Sy 3129% %, TR22% B4 13 EDie DIES
(7.2, 16.7.1 38]  |LO#iEDHDY, W WPLAITE, S i
HIV7 077 —CHEA|) FF EL & o B Z it
) hMFEN L0, AHDOAUCH Z DAl CK_ L&

1T FEN
¥
FIVF OV EE
[16.7.2 7]

124%¥8M3 % & Okt
N3 B4,

CYP3A4:53554]
V77 rET Y
TJr= MV
T ) NVEY — )
P

V77 ¥Y Db
M2k, AHOAUC
K O CmaxD3Z N1
88% i M46% MK T3 5 &
DD B 55,

CYP3A4FHEICL B 7Y
T ADOHIMIZLDY
ARH) O ML P i AT
T L ARH 0w
3T A5BEND DD,

HD (1.2 2]
12) [15.1.2 2]
113) [8.5 ]

13. BEHRE
13.1 W&

TR BRFEI R V. BB, BEMIL2207 7 2 201k

HEZHIFEC&E v,

14. BRALOEE

14.1 EFZXFEOEE
PTPEZEOHEANIPTPY — ML) WL TR 4 £ 9 g
+52 %, PTPY — b OEEKIZL Y, Ty
FIAL. WISl %E B 2 L CHERRT 225 0 B 2 & PHE % f

HTLIENDL,

R ANERICR L1V SN



15. ZO/MDEE

15.1 EEBR{ERICE D 154k

1511 FRAEHREAE LR ENY 5T 74 VOTREZD
HEEMAIIB VT, LDAHZE, (LZBRIE, CEEAREIR, B
Iy —E VAR M S O T 2 LI REEA Y 75 7 1 )V
WHBRICEHLTWE, TNOEDELHLMERD) A2 77
I8 —RFLTVBEEETHo70 L OFELH, WITAET L
AT ARICRO SN, PEAITIES LD, WITAELLICY Y
T ITANEGRICBOONL DL H o7, FOMIZ, 75T
T ANEEG LT ABROBRM 2 5B R ICERE SN TV,
INEHDIEFNZDONWT, ¥ 557 4, WATE. REEENE
L CWbIMERBE, 25 0EKROMAEHE 3o %
HICEHEBEST 20 E ) e BET LI LI TER V. BB,
VAT B %R D LEDDH L OMEREEEZETLEEICE, ¥
5T 4 NVERASHEERE LTHATL L I3ERE SN
Twh, [1.2, 2.4.1-2.4.5, 8.1 ]

15.1.2 #5H & ORBEEIRIZI S TR VAL, FHENZ BV TH
FPEANEERER E L THHEN/2Y 55 7 4 V% &L PDESHE
FIFe G1o, FNCHEPBET RHEIELORKE L 20 ) I
IR & VLB BB B e AR E  (NAION) OZEHAHE S hTw
589, CNSDEFEDEL IF,. NAIONDOGEHE T [Fis (50
ML) BERE. WILE. SEIREEE, EiRME, BUEsE] %
)é]‘b/cl/‘f:m)o
FRENZ BT, NAIONZ 383 L 7245 Ml Lo B2 x5 e LT
FEE S N7 H O IRITFZE Tld. PDESFHEH Q#5705 1 221
# (T12) OSEOHIEN (455 74 VOBEF4E LINIZH
L) &, NAIONZEBLY A 7 589265127 5 2 s s Tw
AW, [8.3, 11.2 ]

15.1.3 FH & O R EBRIZIH S 2 TlE R WS, FHENZ BV TARHA
% & GPDESHERFE G512, s, B EO B S &
NTWnapl2 13

15.1.4 #HH) L QR EERII S HTIE W5, FHENZ BV TRHA
% & GPDESHEAR G2, Thic, Bl ET 325
P A SN TWh, TRHLDEZTIE, BRI TN
P 2 DB D, [8.5 2]

15.1.5 7V 2 — VER BRI AR H] % 5 L 7241 o iR 5 2 st B
(A#I10mg. 20mg) & I2BWVT, 7 I — VIfiEeE, A
DIMFEREEDO TN O MIIEEZZ T Rd o 2h, TV
a—VEEHE (0.7g/kg) S LHBEIZBOT, ©®F»
RN AR 23 & 7210 19

15.2 FERERRERABRICE D ( 154k
25mg/kg/day L LOHETY 5 7 14 V% f 2123~12% B
SHEOES LB R BV, BEEROKT., Bl
RO, B RO T RO DD b & O
HhHo b MIBULAETMEEIC R 2 &2 MET L 22 E
PREER D — B TIEEIGRE T- I O 3580 H 75, H5 T8
B, R TIREE R OGOV E VT VTR oORBIZ BV T
ZEALHSERD S NI o 7210 17

1) RAKFEHEIZSmgTH 5,

16. EYENRE

16.1 MAigE

16.1.1 BRE%E

(HIVT 1 T§E2.5mg RUHYILT 1 78E5mg)
HAR N 3661124 75 7 14 V5, 10, 20, 40mg% H.[al#E
CH% 5D Lzl &0 ¥ 55 7 4 VoIAEPEREIX, #%50.5~4
B (TmaxD I, 3EERH) ORICY — 2 1E L2, L
720 HEFFIILH 14~ 15K TH - 7218,

£1) BERAIZY 557 45, 10, 20, 40mg# H[# 550 L
7ol SOMBEN Y 5T 7 4 ViREE X 0 B L 72 Y ERE ST

X—=5
it | n |AUCo-e (ug-h/L) |Cmax (ug/L)| Tmax (h) #2 | Ty2 (h)
5mg | 24 | 1784 (35.3) |95.6 (30.0) <0’563f¥l'00> <}g:§>
10mg| 23 | 3319 (32.5) 174 (26.5) <0'583f¥1_00> <é§:g>
20mg| 24 | 5825 (23.2) | 292 (26.1) (1'03;?2‘03> <}§:?>
40mg| 23 | 10371 (32.3) | 446 (20.2) (0’583f¥1_00> <§3:8>

RATPIHME CLEIRE%)
E2) R (FER)

(B55 7 1 IL8E5mgzZA [7V—])

TR N BPE23B1C 8 5 7 1 WEEbmgZA [ 7V — | & fmiei)
# (VT 1 THOmg) TNENEE, 7O A+ —/N—F2 X
DRI RO S L. #5850, 0.25, 0.5, 1. 2. 3. 4.
5. 6. 10, 24, 48, 7T2W:MIC T ERB A MLz &0y ¥
T 74 VOSEYBEEINT A — & KO EREHER LT O &
BOTHY .. WEANLEYFENIZEEE L A Sz,

£2) WEEWAIZY 75 7 4 VEBmEZA [ 7V — ] K UL giH)]
FHOEG L EOMEEF Y ¥ 7 4 VIgEELDEH L
EYBRE ST X — 5

AUCo-72 ,
B | (g - /L) | G (ug/L) | Tmax (h) | Tiz (h)
555714 VEE 2031.91
SmgZA [7—) 23 +63] 64 94.85+18.92|2.6+1.0(16.0£4.5
T e 2108.60

(HVF 1 7 §i5me) 23 64175 103.94+24.06| 2.6+1.4 |15.8%+5.1
Mean+=S.D.
120
—
\lm
=100
i -5 557 4 NEEbngIh 17 —|
w 80 - )
S Mean=S.D., n=23
~ 60t
n
N
w40
=
B 20
®
£

=}

0 12 24 36 48 60 72
e R (h)
K1) EHEBAIZY 7T 7 4 VEEbmgZA [ 7V — ] K OFEHERH]
FHEES Lz &ollER s 55 7 1 VIREHER

MR IZAUC, Coax®EDIXT A — #1%, WERE O3 IR
PR OFRIANEL - BERISE OFRBRGM & » TRL D REMEA D 5,
16.1.2 RiEHRE

HIZ AR (P ) HE R E H AR AN EL20015 55 7 4 )L
SmgZ 1HIEI0H M KA IS Lz, EWRETHY &5
7 4 WD AUCHK U Comax T AP G- & bR CTHRI2MH 2B L 7220,
223) WA AAE L ) FEREER AR NBEICY 575 7 1 )Vbmg

Z1HI1RBI0OH BRAERG Lz L E0MEEhy 55 7 1 ViR
LD H LY ERE ST X — %

H% | n |AUCox (ug-h/L) |Cmax (ug/L) |Tmax (h) 3| T2 (h)
4.00

1HH | 12 1410 (31) 102 (27) (1.00~4.00) -
3.00

10HH | 12 2710 (27) 173 (24) (2.00~4.00) 23.9 (25)

AT CLEIHRE%)
{3) R (HEE)

AL IRAEICRE V2P ) FEREEH AR ANEEZ R E L2E T
EEREBERRBEICB VT, 49742 5mgliibmgd
W N LH LR AER S L7z, Smega &G Lzk &l
Wy 557 4 VB2, 5mgDRI2RE & 7 o 722,
16.2 DRIR
16.2.1 BEORE

TR ALSBINC 7 75 7 14 L20meg % £t (BRI id2ep
R |2 HE AR L 580 L7z & & AUCo-co L DCrmax 3 12 IR
L BB LN o722 BEANT—%).
16.3 9%
16.3.1 MIFFAFEAE

55574 VO MKEEAKETIEZM% (in vitro. FEENTE)
THOD, FITIVT I VRO a BREEEH LHET 2,
16.4 Xz

TR A 6B UC- 45 7 4 M 100mg % HIFRE ¥ 5D /2
EE,MFERICEEICY YT T 4 VREALE R DA F VT T
I )V 70 Y EEIEERATRD e, MEER O X)L
FA—WKIZ AT VAT I— V770 v BRAERD 0%
Tho7% WEANT—%),



16.5 HEt
TEHEA6BIIZUC-% 475 7 1 v 100mg % H R 1% 54D L 72
A2, 5 E3120EH T TORGIRERIIGER X EHEF60.5%. R
H136.1%CTdH o> 720 FAAPIIZFICAF IV T IR, HT
=k, RPICIETEICAF VI TV 0 s BRA K
BOATa— V7 nruayBiaakrido 52 (AhE A
F“— 7 ) o

16.6 HENDE=RZH I 5EE

16.6.1 BEEHRE

(1) BERUHEEEEETESE
TERERL A 1260, #RERRERE (CLler=51~80mL/min) 8%,
R B (CLer=31~50mL/min) 8B2% %5 7 1
Smg K U 10mg % B [aE 5 L7z & & AUCo-o X UFCraxtd
fREHER A 0 Z 2 1L7100% B 020~ 30%3 il L 72200 20 (ALE A
F—%), [9.2.2, 9.2.3 ZH&]

(2) MEEFEZTTVBIREBETRLEE
MUEENT % 2 T A KB ASEHLI66ICY T 7 4 )Vdmg.
10mg M 020mg % Hi e 142 5-5D L7z & &, AUCo-c0 2 UFCrnax
LR O Z 2 N#9109% K D 419%8800 L 7220 (44 E A 7 —
%) [9.2.1 2]

16.6.2 FFEEHRE
T EE R A8 I OSHTFRE S2 B 26501 124 55 7 4 )L 10mg % Hiln]
RO GED) L7z & &, BENEESEE (Child-Pugh class A)
LS FE % B3 (Child-Pugh class B) D AUCo o 13 HEHER,
NEZIZRBETH - 7220 BHEAT—%),

d4) BRMFEE (BRS80S /2 BE) . n=8 | BFENFEE

(Child-Pugh class A). n=8 : & E TR E (Child-Pugh
class B). n=8 : mEFHEE (Child-Pugh class C). n=1,

16.6.3 SmE
TR 1260 (65~784%) M UMEHEAEH 1261 (19~451%)
2% %57 4 )V10mg% HEFRE O G5E) L7z E &, Craxld G
HEBEHETIRIEZFAETD 5 720°. BB DAUCH- I EH
I HARI25%EETH - 7220 JHEIANT— %), [9.8 Bi]

F4) EEE R OEEBICY 5T 7 4V ]10mgx HalEGED 7z &
EDMHENR Y 5T 7 4 VIR L ) HH L 72E=Y e T 2 — 5

AUCo- s
##5) /5
n (ng . h/L) Crmax (ug/L) Tmax (h) a2 T2 (h)
o 4831 196 2.00 2.6
MW |12 (g ) 26.9) | (1.00~4.00) | (39.0)
B 3896 183 250 16.9
EEELZ] () (25.5) | (1.00~6.00) | (29.1)

AT (ZB)FRE%)
E5) HoRfE (HEF)

B SZBRIE I (2 BF D HER B o il g 1261 (70~765%) K Uk
EEE 1260 (42~59i%) 124 ¥ 7 4 )V20mgx 1H1IE10 H A K
RO G Lz &, SlE O AUCe21 & Craxld IS 12
HAb3212 (1913%) Ko 725,

#5) minE K OEEEEIZY ¥ T 7 1 V20mg% 10 0 M A 55
L7z ZoifiEh s 55 7 4 VilgfE & 0 S L 73 mRe <

T A—=4
D | gt | Gy | T B 59| Tae
| PR ) 12 | @ |eosm| -
P o | G| B | S| -
w9 2| G0 | G |emsim]| on
s MR I T e )

A M (ZER%%)

VE6) hyLfiE (RipH)

7)) FEEEE OB EIYREEEE 2 AT WS N O
WY > 7SR 5 575 7 1 VIR S - piEE %
< 1061 (42~58%%) 75 5

16.7 EYHEIERA

16.7.1 O baFvJ—u

ERER 126127 b 25— 1400mg (1 H 1R OHS-. EN
KRIEFE) L ¥ 5T 7 4 V20megk PEHEGEY Lizk &, 245
74 )b@AUCO*WﬁZﬁanaxai\ %ﬂ%ﬂ?)lZ%ﬁU‘?Z%i%ﬂﬂ Lf:4>
(y*}\?-‘ 57>o

TR LGS 7 29— )L200mg (LH1ENER L% S) &%
Y774 V10mgx frHFEGE) L&, 45774000
AUCo-o0 B O CmaxlZ Z N ZI107% 2 IF15% 40 L 729 (HFEA
F—4%). [10.2 2]

16.7.2 U hFEJI

fERERAL6BILZ ) b ¥ r500mg X id600mg (1H2[E) &% %
T 7 4 V20mg & P GED Lzl &, #4557 4 VDCuaxld
30%M& T L7245 AUCo 1&320%8 M L 7229 (AHEA 7 — %),
fEFERASBIIZY) b FENL200mg (1H2ME) &% %57 1)
20mgx PEHIRGED L2k &, 45 7 4 VOCraxlXFET
& 57275, AUCo-12124%8m L 729 SHEAT— %), [10.2
Z ]

16.7.3 adERH

1) KxHJ>>

TR AN LSBINC N W'Y o 8mg % SAERE 1% 5-5 o 58 i IR RE
T, ¥ 5T 7 4 0V20mgx H L3 5-ED -k &, SLALoIL
i K ORI O KPR IE 22119, 81lmmHg K U
5.33mmHg. B QNG J OJEERIAINLE O e K T BRI 2
FN3.64mmHg % 0°2.78mmHgTH - 720 JHEAT— %),
FEFERANASHBIE RFH v v (dmgd Tlitd) %557 140
Smgx1HIMRERIEG Lz &, FFH Y Y oMFERET
PEFICHEBRAS A S 720 T ORERICB VT, M0 iEIR % £
I IMEZEALICE T 2 EFHETAS N WEAT—%),
[10.2 =]

(2) 22O

TR LB & &5 A1 Y 0. dmg % BRI #5100 72 Ik
BET. ¥ 49 7 14 V10mgX320mg#k HlalFx 550 /- &, 7
N DWUHER Je OPEFREN ML O i KT e 13 2 1212 3mmHg )
0%2.2mmHg, BAE O NG B OJEER I E O KT R 1L 21
ZN3.2mmHg & 083.0mmHg TH 0 . B 5 22 IfiE~DZEIL
RO SN o720 HEAT—%),

fEHERN3IBIIC L AT Y »0.4mge ¥ 45 7 4 Wbmgx 1H1
W\ ARG Lz & IS RIIE~NOBE IO LN,
o723 (BHEANT— %),

16.7.4 Z Db DZEH]

fliF] (=% F 2 r. BIEREAH) 370V 3 = uHARHF (103
1320mg) U IZ RIS HBIIOWTHE LR, = FF U0,
FIREBC A 33 7 )V T — V2 & B ARK O BIRE 1255 5 B &
DPHREEBIFEO SN o7z, $72. AH (10X1220mg) #Y
PF (5T h, FET4) Y, TVT 7)Y ROT AT
YY) IF T T = VI AT TRENI O VTR L 2k
FENCEDBIFITAL, TFHTA4Y) Yy, UVT7) Yy, TAO
TE I TV T = VO ENREI KT 5 5 20 % MBI D
[:)ﬂfa?ﬁ”)f:l@ 15) ,31) ~36) (9*/\7‘—_ y)o

16.8 Z M1t

5557 4 VEE2.5mgZA [ 7V — ] ZBEHBEICESE, ¥4
T 7 4 VEESMEZA [ 7V — ] LWL & A S,

1) AR EIEI5mgTH %o

17. BRERALIE
171 BEHHRORLM(CET 2 H8R
17.1.1 ERE I H-EEHRIEBERRHKER

HAR N OHIHRIERAE (2 ) BEREEE B (4226)) ZxrRic7
FXR, ¥5 57402 5mgHidbmgHx 1 H1E12B#%5 172
WEHLIPSSh—FZ VAT OR—ZA T4 b OEE Rk
THEEE) 1375 RBET-3.8, ¥4 57 14 V2. 5mglET
-4.5, 5mghT-4.9CTH o720 ZiLED T T L REEL DT,
Smg#t (-1.1) 2%2.5mg (-0.7) 2R TE7%KkE L, HE
RSB 22 LB AR ATRR H 7239 (BBRD)

FIVER B BB X, ¥ 4T 7 4 V2. 5mghET4.9% (7/142%1)
K% 557 4 VbmghET6.4% (9/14061) TH o720 F7erl
TERIZ. 2.5mglECld, 12TYHAH2.1% (3/14201) J O BhFED
1.4% (2/142%0) . 5SmghfClx, HILREA2.1% (3/14061) K
IETY A%1.4% (2/14061) TH o720



17.1.2 EEEFRE IHA-S5REBEKRAR
AR, #E T OB B O[S RE (28 ) HE R = 25 (309
Bl) ZRI. TTRRNIEY ¥ T 7 4 Vbmgw 1 H 11258 [
P L 72ER, IPSSh—F VAT T DOXR—AF A4 ¥ h b DAL
B (RN FPE) 1375 2R BET-3.0. #4571 )V5mg
HET-4.7CHY ., bmglid 77 v REE L LI L TREFFICAE
EatrEE R L7z, bmght ClIk G2 B O 5% 5IPSS b — %
VA AT OUEDFRD SN2, T2, HAANBRE 17361) 12
BUIBIPSSh—F VAT TON—Z5 {4 v b DEbE (B
THEEIE) 1375 v RKEET-3.1. ¥4 T 7 1 L5mghET-4.8
THY ., bmghtid 77 b REE L i L CHEETAIICE = s
R (FeRBEL D 1.7, p=0.036). (FER®D)
BIVEFRSSBUEIE X, ¥ %5 7 4 V2. 5mghET9.9% (15/15141)
K O5mgRET13.5% (21/15561) THh - 72 EREIMEHIZ.
2.5mglEClE. M. AR OB A25451.3% (2/15161) .
SmgETlE, REA3.2% (5/15561) MALALE, Ml I
7 VT F VAR ARF = BN O RS %1.3% (2/15541)
THo720

17.1.3 EEERSE IH-—E5REBEERFAR
H A K O E O RS2 R IE A VAR D FER S (61061) %%t
R, TILELIEY ¥ T 7 1 Vomgk 1 HIEI28HFS L7
R IPSSh—F VAT T ONR—ZA T4 95O LE (/b
T EIE) 13T RBET-4.5. ¥4 T 7 1 VbmghET-6.0
THY ., bmglld 7 7 L REE L B L CHEHAIICE = i
ZR L7z SmelETIdd 548 %4 5IPSS b — # )L A 2 7 Dl
REDENZ0, Fhoo HARNEE (44961) 123515 HIPSS b —
ZNVAITDN=AF A hb0% bR (R EHME) &
TS5 REET-4.8, ¥ 5T 7 4 VomghfT-6.0CTdH V. Smahf
X7 5 bR L CREISFICEE RS2 R L (75
AR LD -1.2, p=0.017). GER®)
BIVE R B HME X, ¥ 4T 7 4 MbmglT15.0% (46/306%1)
THholzo EREWERIZ. HALABRH3.3% (10/30661) . HEE
H32.6% (8/306f1) K UIMLH 27 L 7 F > & AKFF — BHNH
2.0% (6/30661) TdH -7z,

#1) IPSS F — % VA 2 7 OF5HIHZICBIT 22 1{LE

5 Er 2 Zikw | 7Tk
WEHE | n ()wa{ﬁ) 128t | (/b3 | R#EL | pff
CrgfE) | FigfE) | o
mIANED | 770K | 140] 16.5 12.8 -3.8 - -
fifERab% | 2.5mg |142| 16.3 12.0 -4.5 -0.7 | 0.201
ED) | 5mg |140| 16.4 11.7 -4.9 -1.1 | 0.062
FEIMARED | 75 kK| 154| 16.8 13.6 -3.0 - -
fifi AR SR
(52) 5mg 155 | 17.2 12.2 -4.7 -1.7 | 0.004
HIMARED | 75 AR [304| 18.7 13.9 -4.5 - -
fifi A S
(RER®) 5mg [306| 18.7 12.1 6.0 -1.5 |<0.001
#1) BT T OVEENT (LOCF %)
H2) REREME 77— & ORENFE T VIR
i
0 2 4 8 12
0Q ‘ ‘
o ~-0-4 4T 7 4 )Lbmg % 3k 1 P<0. 01
S - 7Ttk s % % 1 P<0. 001
Jg
N -2
n
X -3
=
T 4
§ -5 * K
-6 (/N T+ )

1) TPSS b — ¥ V2 3 7 OFGHIRIZ BT 5 LR OHHER (5
AR H LR R R (UBRQ))

bl
0 4 8 12
0Q . .
i O -O-H K457 1 )\bng %% 1 PO, 01
RS -7 TR s sk %k : P<O. 001
W ol
S
N
oS
N
R4t
x
]
z 5
90}
£
= 6 o,
-7t (/N = TR+ AR R 58)

[X2) IPSS b —% )V 2 2 7 OHEGHIHBICB T A ELEDOHRE (45
M EE IR GUERG))

17.1.4 EARRSFHFERHR

5 TARBUSR Z 58 T L 723940 DB 7034258 o S e - I 5 1k
BRICSIM L 720 BISZRIERIE IS HE D BEREEBHICS 57 7 4
N5mg#x 1H1M548MH (“HEERNIMI2EE &) Rk
G L7248, IPSS b — & )V A 3 7 DRk 7 B O MEFRF DS 720
St REIOR AR O B 745 DR S N 7z®,
RITERZEBUHEE X, 4 4T 7 4 WbmghtT10.7% (42/394%1)
Tholo TREWERIE, HLRRROE Sl iR B0 %
1.3% (5/394f1) Td o720

18. EERpEIR

18.1 EHHF
%5574 VIFZPDES#BHES 2 Z &2 X 0| BILME K OV
W A6 NS PR B S OIS NcGMPIgE % A S8 %,
55T 7 4 I X B IENRRVER % A L 72 i 38 0 A% w3z i e
FAELZARE D BEREEEDERBANCF G L TwbHEEZ LN L,
F 720 BB OGS BT B S AR A I 12k A 1R
EHiE L TV AL D 5,

18.2 PDE5FAEEA
5557 4 WILEIRIWPDESIEHRTH 5, b biltfnTHlAMRZ
PDE5 % #1nM®DICsofli THL% L. PDE6J2 O'PDE11 & I#§ %
EEFENEFNTO0NK 1445, FDOMOPDEY 74 4 T L d 5 L
900015 LL_E D FARVEZ 7R L 7240 (i vitro) o

19. FIERAICEET 2 BEFZREERE
—f%% : ¥ %57 1)V (Tadalafil)

{E%¥4 : (6R,12aR)-6-(1,3-Benzodioxol-5-yl)-2-methyl-
2,3,6,7,12,12a-hexahydropyrazino[l" ,2" : 1,6]
pyrido[3,4-blindole-1,4-dione

BFR - CoHioN3Oy

SFE © 389.40

BER

M R BHBEOBETH L,

TAFNVANEKFY FIZETFRT L 7TRF= MUV
HiFr s 7= (99.5) IZHEIFIZ L, KiZFEAL
[EIB R/

22. B

(B557 1 IJV8E2.5mgzZA [7—1)
10082 [10§E (PTP) x10]

(8557 1 EE5megZA [7Y —])
10088 [1088 (PTP) x10]
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4) ) P FEVREOT haF =)V EOEWHEER (V7)) A5
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18) MR IS BT 2y ERE (LEHS) (27 AfEdbmg. ¥

7 ) AFE10mg Kk v 7 ) A%E20mg. 20074E7 H 31 HAGE, H

THERMEEE2.7.2.2.2.1.1)

NEER  EFNREERARR (55T 7 4 VEEbmgZA [ 7

v —1. 20204£2H17H &R, CTD 2.7.1.2.2)

HARN O/ VE BB 2B 28 EhaE (KERS) (P

T4 T $E2.5mg K IV T 4 T $E5mg. 2014451 A 17 H KR

HREE RN E2.7.2.2.2)

21) WISZBRIERAE NP ) BEREE L A9 2 HARNEZICBIT 581
MREE (FIVT 1 7HE2.5mgk NV 7 1 7HE5mg. 20144E1
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22) HEOEE (7)) Agbmg, ¥ 7 ) A§10mgk > 7 ) A
#£20mg. 200747 H 31 H KRR, HFEERHEE 2.7.1.1.3)

23) |EMES (Gn vitros 9 v b, A XKk M) (V7)) A8
S5mg. ¥ 7V AFEI0mgl OV 71U A%E20mg. 200747 H31H
KR, Wi ERHNE2.6.4.4.3)

24) BEAME (n vitro s & MIEEER) (7)) A§E5mg,. ¥ 7Y
AFEI0mg K N 7 1) A$E20mg. 200747 H31H KGR, HiEE
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30) ¥ AATY v EOFEWHENER (7 ¥V §20mg. 20094
10H 16 HARGE, W ERIES2.7.2.1.1.2.5.3)
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=

20

=

31) HRF M O Ho 2 AR H0H] & O3 EAER (27 1) A$Edmg.
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10mglk 08y 7V Z$E20mg. 20074E7 A 31 H &
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