% % 20244E5 H s (45300
* 20224E4 HeET (5200

ik © SRR BB L2 Bk 5 B s s 2 36 41 87259
HEHHARE - 34 (7]‘7\ ﬂ‘ylz'}_‘i‘—’tSBE%g%U) VT 4 7HE25mg| FIVT 4 T 5tdmg

VUWiE AV ST
5557 4 VEE

BAREERDEES

FAFBE | 22600AMX00007000 | 22600AMX00008000
BRFERAMA|  20144F4H 201444 1

IV 1P &25mg
HIVF P i5mg

Zalutia® Tablets

) R -EMSEOMTEIZLVEITL L

Zs
| e 3.2 BUFIDMEK
1.1 AE| & BN E—R{EZER (NO) #5% (= ~O o ‘ FINT 4 7 §E25mg PN T 4 7 §Ebmg
gy, BT I, BB YYILER, =235 VR - HIG ﬁﬁﬁ@mww—b Han7 £ VA d— R
HE

LIUNE) EOFBICEUREFRSER L, BECH
ExTHBIEBZENFHBINDT. AEIBRSOFIC., HEE
BN IE—BtEHR (NO) #E5FHIrEEshTnEna
EETHER L. AFIEREDRUEESRICE VT HIEE
BN IE—ItER (NO) #H5HIrREIh VLS +
NEETEHE, [2.20 10.120]

1.2 BEH S0 OHRRENDEEL DNERENEESE
RPMESI N TVWBDT. AFIEESDFEIC, DIERE
ENEEL A PR TB &, [2.4.1-2.4.5. 8.1,
11.2. 15.1.18H]

2. B2 CROBHEICIIBELEVWT &)

2.1 KA DR UBBUE OB O H 5 B

2.2 fmHI S —EbER (NO) 5% (=baryt
Y v, AT IV, A VY VIVE R, Zagr Y
%) x50 BE (1.1, 10.13M1]

2.3 WM 7 VRS 7 5 —¥ (sGC) HlEHl (U + ¥
7T ) EHRShoBE [10.121K]

2.4 WIHF 2 L0MERBELGTLEH (ool
R R CIEBRI SN Tw 5, ]

2,41 NEEHAEOD LB (1.2, 8.1, 15.1.15H]

2.4.2 A% (NYHAGHENED L) odbsEHE [1.2,
8.1, 15.1.1%H]

243 3 PE—IVAROARLER KinE (W E <
90/50mmHg) Xi33 ¥ b — VAR OFEIME (ZHHEE L
J£>170/100mmHg) D& 5B [1.2. 8.1, 15.1.1%HK]

2.4.4 DM EQBEAEESRESY AUNICH 5 BE
[1.2, 8.1, 15.1.1%H]

2.4.5 WBEZE - o> BRI 2SR L6 4 H DUNIZ B 5 SR
# [1.2, 8.1, 15.1.1%]

2.5 EEOYMEDH LEH [9.2.12H]

2.6 EEOFEEDD L HEHE [9.3.1281]

3. fERk - MK

3.1 #mk
W5E% WV T 4 T HE25mg W T 4 7 HEdmg
A s 1§Er

¥ ¥ 57 4 )v25mg % %57 4 )V5bmg

A

FLHE KA, At a—
A, ZUAH NV AT —AF
FUwA, BEFRuFT 70
Ertra—2x, A577Y
VEER AT L, T
Vg Y A e 7
Au—A, BftF% . b
T RF v, HEE B
g =R bk, Y vo

FLBE KR, L b —
A, ZJUAHNAT—ATF
M)A, X700
Ervtro—2x, ZA57Y
M SEE LI
VS ) v A, e
Au—A, BIt+% . b
VT7keFr, INT

m D
o | )

i — —

EfF 1 f87mm £ 0 #9.7mm
% #54mm AR #96.0mm

R JE ¥ #35mm JE & #4.0mm
EE o 0.13g Ei: $0.18g
T — ¥ Z 5Z

4. FHREX IFFHR
ATILARAEATE (S 5 HEFRREE

5. MEEXIIRHIRICEHET 33

5.1 KHOHHIZH 720 Tld, BV KFEDZH - ZHIC
B3 2ENNDOT A FI4 5 RFosiEzS#1c, M
YRR L ) B2 MEET 52 &,

5.2 AFNC X BEBIIEREETIE R, WERETH LS
CEICHE L. AFHEG L YIS 2RSS N v
Hid, P, o@E) RLE L2 ZE 52 L,

6. HERUHE
SEEL RAZIZIHLEIY 57 4 V& L Thmga kI %59 %,

7. AERUVHEICEEYT 28

7.1 PEEOBRMEDD L BETIE, ARH OMAEFEE)
ATLBENDH L L RUOHKGREBEIRONTHWDL Z
2H, BEOWRKELZHLZ L2 51H1R2.5mgh 685 %
PG T 27 EDEET L L, [9.2.28]]

7.2 F b7 a—A4P450 3A4 (CYP3A4) i< BHE$ 534
EHREHOEBRETIZ, AHOMAEPEES EA LI L8
HOOLNTVWEOT, 1H1M2.5meh b5 2E L., BE
DIRFEEBIL L 25 BESmeg~\HET 52 &, [10.251K]

8. EELEAREE

8.1 MHFKAKRY T AF5—¥¥ (PDE) SRHER L FIKEIZ, &
FNLMAEIEVER 243 2 720 — 8B O W o iUTF A% F 28
HobNILEEDND D RAERG ORI, DILEREEED
Fiess % T 52 b, [1.2, 2.4.1-2.4.5, 15.1.1B1K]

8.2 AR LI F bl O FE R X AZFRfeEhie (61 L EFk§
BRAEALED FHE) AMEIC T FRICHE STV 5,
FEREEIAZ T 0M T B ALE 2 W AT b 2 v b R ZERIRk D 4E
B L FREERE % A BEICH R 5 S LD H DT, FhlENs
ARSRI DL EFERE 3 DR A DN E. BEHICEMOZ
Wizkzirs k) fgEd sz e,

8.3 AHIEHHICEW AL T IZEW AR RIS
bN7GEIE. ARORMZ L L, #e2 IR
EDH8E% 205 59, BEICIRET L2 &, [15.1.28]]



8.4 HKMERICBWT, O FTVRHERESFTDO SR TWD
DT, FHHTTE¥E. HEEO @RS G R 2 9 B2 e 3
AEICITEESESL T L,

8.5 KAIP G420 R BEIAKT SUT 2238 Mg (HG Y |
DEVERE)EDDHB) D SbNLEAICIE. BHO
Bzl L, R I BB EMEOBEE T4 L9,
BEICIRET L2 L, [11.2. 15.1.48M1]

8.6 EINIZIB W THLo 1l IR AEKRE tE S & B L 72 B D I
RN FIIFER S TV,

9. BENER*ATIEEZICETIEE

9.1 ABHE - MEFEN H 5 BE

9.1.1 BEDHELXME (EH. BREDMRMIL. Peyroniefs
%) OhrEE
ARAOEIERIC L WV HEAB D, Z O EEE KA
ZHEBITBENDD B

9.1.2 HEPEENDER &4 VB EE (BURFKRMEKMEEIM.
ZRMEHEE. ANKRE) ObH3EE

9.1.3 HMMEEX L HEHEEDH 2 EE
n vitroREc= 1 a7 vy ¥+ MY a (NOBSHD) o
MBI 2 B8R 5 Z L B D 5N TV b, H
MRS ST D & 5 BB 123§ 5 224V 3R Ay
LTWiau,

9.1.4 PIRERTHEERE
PDED BRI E 2 Fio5EBI AP EAD S b,

9.1.5 PDESREERI 2 5HDEE
B TS T OFEBR DS 72\

9.2 BHREEEEE

9.2.1 BEENBRERE
BHLawZ e, AHOMBETREN ERAT L, /2, 2
NSO BE IR OBEZE RIS 2 0 fethd D 5 720k
RERTIIBRI S T3, [2.5, 16.6.1 (2) =]

9.2.2 hEENBREERL
ARA DM EA LA R H 5. (7.1, 16.6.1 (1)
2]

9.2.3 BENBREEEE
[16.6.1 (1) =]

9.3 FrigEE=EEE

9.3.1 EENFRERERE
HE LW e, nbsoBFEEHRRRBRCRB/N s T
W5, [2.65H]

9.3.2 BE - fEEDOHEETEE
IhoofBrge LA RO REnEIREE L
REPRARER X TR L TV,

9.8 =L
— AR T LT 5, [16.6.3%08]

10. HBEER
AANTFICCYP3AAIZ L W R & h b,
10.1 HEEZE (HFRALAVZE)

E R

FERARAEIR - HEE 7

B - fabrid T

filf 1 A K "N Ot
%l
= N SR
v
WA T I v
WgA vy

BERICE D BE/EH
IR 5 & OWME D
ﬁ)é“ —3)0

NOIZcGMP D i
ErfHL. —
Fiv AHliZcGMP
D5 WIS %
ZENH. mEFO
BEHIC & D cGMP

*10.2 HAEE (HAICEETR L)

VY a— A
[7.2,16.7. 1&H4]

HIVZua 77 —¥

JhFELEDBEHIC

JEH 4% BRARREIR - $5E 3 | 5 - kT

CYP3A4BHEH] [\ CYP3A4MH E1EH|CYP3A4RHEC X

ANV |ZETATVNIAF =BT UTTVAD

v Vo GREEHL, BN RTE WA

) AuvA|5) EoHIZLD,

v AH D AUC K O Crax ¥

T LY |312%K O22%HE 4 %

TL—TFT7NV—| L DHEDDH LY,

[16.7.3 (1) ]

KENZN9.8lmmHg
K O5.33mmHg F g
LEDOHEND BHY,
F 720 oEWHE & o bt
TSR D REIR % £
IMERTAERLAZE
DRENRD 5. BEYT
WAEEZELTHELD
At Hs fa bt & L ml
LG O HRME I
5952 ¢,

[ e 71
7YYV
A M7ou—)v
5 I 7Y
NYTHNE v
&

TYIkT Y vL%
BARFE PO (B DO
ZH) LoPHHICL D,
H AT B T 08 30 i
AR N ES TN
FNZFN8mmHgl O
AmmHg T35 L D
WERH L7,

HNNY F R

PEAIC X 0 BEFEAE IS
BT BBLNHN D5,

BH5E 541 X, RHAOAUCH
Y hFEL 124%343 % & O
L VIFEN DB DY,

HFFF
&)V YOV

[16.7.2%:1]

CYP3A4#EEH] |V 77y ¥y v DB CYP3A4TEEIC X
V77 T YIHICED, KRIOAUC| 20T 5V AD
7z 7 N )V ¥|88% M N46%IK T 9 A |IMAE i EEAMEK T
y— LA L OGN D B, L. ARFORFEH

WIGT D BENN
5o

a i T FE*H4 Y v L o bt [ ARFNE A LR
e v k0. ARG I & 2 BEECER
TIVY U | EROCIERNIME $ | 26T 5720, §F

S &) B
WS HBTh
BHbo

*INXNVA T TT b

SE PRI % # 23
BENWDED L, WL
DAL Gkt %+
FICEBL, B LR
Lahwv BN
S EIZOREHT 5
ZE,

L N cGMPi B
AL FEREAE
MzEHERTHBZ
NhdH 5.

1. BlfER

F DO RENT B
—a5 v YN NO® FEEAEH 23

(1.1, 2.25H] WiRd 5,
sGCHI A1 BEIC X . MFEE TP E Y, MR
VF v 7T MNERITBENDD S |[NcGMPIEE A B
(77 L%R) L. &mEe
[2.38H] FHING 2 5228 % I
BT BENDD S,

ROBMER DS HDIDZ EHHDHDT, Bz 51247
W, BEDRD LN ARG eIl 5 % EET %
Wi ZATH T ko

1.1 EXAEIEA
11.1.1 BEIEE BEEAH)

9. HEEE. B FNE. Bk E %, Stevens-
JohnsonJEMERESELNH LN E T LD 5,



* %11.2 ZOMBOEIEA

* ok

1%L k. 1% A A
VG BR T By E, 3 CLOEET, B, 028
D, AL SRIETED, St AKInE
DYk M. Al RIS i,
MO EhR B 28, HEIEEIR
PAZE, IRBRNENR. BlEFK
Ei=NE )] & i A )
PR RETY . 2258k
HEETS O VRS
PR HE B i
Wit THALAS L | ol i e | N
B, T
B R
ik BT =
e ITI
v AWA
W% WA, 8| B
I8
Kb - P |G FEIED F | FrUER. iz
S
WK - Al kg, B | R, ot
i FERa ik
I P08 PRI, e S I
B2 R 2 e
Z DAt CK I 5

1) [1.22H]
2) [15.1.28H]
11:3) [8.5% ]

13. BEHRS

13.1 L&
RRZMHEEI V. B, BENIZL2) 770X
DREAETIFF T E 2,

14, BAHEDIFE

14.1 FHIZFEDITE
PTPUEDHEANIPTPY — M5O ML TR T2 X9
BT HZ L, PTPY— bOBRKICE D, WS ERAE
ERBEARA L, B34l B 2 U CHERRTR £ 0 R
BEMEEZET 22D 5,

15. ZDMOEE

15.1 BER{EARICE D <158

1511 FIRALEEAE L THHEINLZY Y5 74 Vvoih
O AWM ICB T, O, LR, LEER
BRI, — B R I S8 145 o0 A 7 O LA TR B
W FTTANFERICEBELTWDE, SNHEDEL D
MERDIAZ 77278 —%HLTWALELETH-720 £
CDOHFEGH, WATHHR I B RISRD S, LEpIT
EHLHH, WATBERLIZY YT 74 VIEERIZED SN
bDbBHolze TOMIZ. 75574 VEHRL LEATEE
DOEEEFF 2 S B HBICHE SN TS, B DHERNIZD
WC, 5574 )0, WA RRBHEDE L Cwiznii
BWREE, 25 OERDOHLA G D LMo B 2%
BT 20 ) DRMETAILIETER Y, B, WAT
FyERYEZ DVEDND L LMEREELHT LEHITIE. ¥
¥I T4 NV A EERAE L CTHT A L3R
ENRTWwb, [1.2, 2.4.1-2.4.5. 8.1H]

15.1.2 FH & DK FEBFRIEIW S 2 TE R WA, FREICB W
THUFERALEHEANE LTHHENZY YT 74 L%
& UPDESHEA RS- #12, TIICHIME TR IELD
IR E 70 9 % IEBYIR 5Pk AT ER R M PEAR A RE  (NAION)
DEBIPMEINRTVDEY 9, ChboBEDL I,
NAIONOf& RN 7 [4Efs (50l ). FEIRHE. EIiE.
IR E, BHRIME, ML) 24 L Tnizl
MENZB VT, NAIONZ FE3 L 7245i% DL Lo B % xf 4
& LCHEmS N H e BEFsE Tk, PDESHER 0H#%S

2 HHEELEE (Tve) OSEOMEIN (55574 Vol
AR4H DIPIZHY) &, NAIONZEH Y A 7 258926512 7%
LI ERHEENTVEY, [8.3, 11.28K]

15.1.3 A & OH BRI S 2 TIE WS, SHEIZB W
TAK % & LPDESHEAF 5-%12, NI, EERIED
BHPHE I TWE? B,

15.1.4 3/ & ORERRIEIH S 2 Tld RS, AAEIZB W
TAK % & L PDESHEA I 512, Fhic, el
I T 2R TRE STV, TS DBH T,
HIE) RO FWEMES 2 ehd b, [8.55H]

15.1.5 7V I — VERFHRE LS AH] & 3¢ 5- U 72 A4 o fifi R 35 2
e (AF10mg. 20mg)  I2BWT, TV a— v
B ARFOMBEFRE O TN O MHENEE L2 5 ho
7ens, Tua—VvEEHE (0.7g/kg) S L7 #ERHEIC
BT, O F eV EKIIE G S h7z! 19,

15.2 FERRIRABRICE D C 1B
25mg/kg/daybl LOHBETY 57 4 V& 4 X123~127
F I H RO G- L 72 iR BT, R E R OKT,
KA B O, KE RO TR OO s
LOWMENRDH D, & MBI TFRKREICHT 2%
s U 72 HH R R 3Bk 0 — &8 CUEL P IR F IR BE D A 332
O HNTA KT EENER, KRR AR RV Al
WINORERII BV T LA S h o 7219 17,
) KA EII5mgTH %,

16. FEApEHEE

16.1 MAFRE

16.1.1 BERE%E
H A NEHERA36BIIC % 45 7 4 V5, 10, 20, 40mg™ % Hi|alfe
[5G L2 D8 5T 7 4 VOMAERIREZ, #50.5~4H
(Toax® YL, W) DORICE — 2 1E L7, WHE L7, HE
PRI 14~ 158E ] T - 7218,

1) KRR RII5mgTH %,

#1) WIS 557 4 V5, 10, 20, 40mg™" & M5 L7z &
EOMBEN Y 577 4 VIREL D ST L 723YBIEAST X — 5

AUCo-< Crnax Tmax Tz

R0 e | ) (h) (h)

5mg |24 | 1784 (35.3) | 956 (30.0) |3.00 (0.500~4.00) | 14.2 (19.9)

10mg | 23 | 3319 (325) | 174 (265) |3.00 (0.500~4.00) | 14.6 (20.9)

20mg | 24 | 5825 (232) | 292 (26.1) | 300 (1.00~4.03) | 136 (17.1)

40mg | 23 | 10371 (32.3) | 446 (20.2) | 300 (0.500~4.00) | 14.9 (20.0)

RATFIHME (LERE%)
1£2) Pl (FEPH)

600

—e— 5mg
500 —a— 10mg
—a— 20mg
—o— 40mg

(n=24)
(n=23)
(n=24)
(n=23)

400
300 (EfiT e + s )
200

100

0

MmIFFY5>7 4 IVRE (usg/L)

0 % 48 7 96 120
#E5%EE (h)

X1) AT 5 7 4 V5, 100 20, 40mg™) Z Hi$5- L7z
LEDMIER S 55 7 4 VIREHER

16.1.2 RiE#E
AR ICE VP 9 HEIRBE S B AR N BH126012 4 5 7 4 Vbmg
Z1IHIMI0H B EREORS Lz, EWIRETHy ¥I 71400
AUCK O Comax | E W) 14 515 & e TR 2B L 7219,

722) WiSERRIEARE B S PERBEE HANBHICSY 5 7 4 Vomgk 1

H1E0H MR G- Lce somiEm s 7 7 4 VgL D HEHL
TS E ST X — 5

Hi | n AUCo-2 Crax Tmax Tz
(ug-h/L) (ug/L) (h) ® (h)
1HHE |12 1410 (31) | 102 (27) |4.00 (1.00~4.00) -




AUCo-2 Cmax Tmax Tz

HE | n (ug-h/L) (ug/L) (h) ()

10HH | 12| 2710 (27) | 173 (24) |3.00 (2.00~4.00) | 239 (25)

AT (ZEERE%)

H3) UL (HEPH)

LIRS KAE (A ) HERBEE HARANEZE 2R E LB IHE

BRI EERRBICBWT, #4574 V2. 5mgiIbmgD V3 it

A2 IALEER %S L7z, bmegx kG- Lz & 2oiligEh sy 55

7 4 VIEREIZ2.5mgDR2ME & 7 o 722

16.2 WRIY
16.2.1 REDOTE

TERERAISBIC 7 5T 7 4 V20mg™ & At (EMRIIA) 32

B ICHEAREI T3 5 L2 & &, AUCo-w Jf UCmax E IS A HHIUC X B

WEBIRO LN o722 HEANTF—%),

16.3 #%
16.3.1 MFEEKER
5574 VOMBERARKEERIZN% (n vitro. FHENE) T
HNE, FIXTNT IV RPaBUEREA AT 5P,
16.4 X3

TEHER N 6BIIZMC-% 5 7 4 V100mg™" % BRI S- Lz & &,

MR EICY ST TANVKEAE LA T VAT A=V T s

O BRI D STz, MAEHO X F IV T 3 —KIZ A F )L

5 A=V 7V YEEERD10%KM TdH - 722 BHEAT—%),

16.5 HEift

e A6B1IZ1C-% 7 5 7 4 V100mg™Y & B FR %G Lz &

&0, PeHHI120E 0 F T ORGTRE IR LI H60.5%. SR

36.1%CTdH o720 BWAFIZIZTICAF VAT I—NK HFa—)L

Ry RPICIEFICAF VSTV TV 0 VBRI N 7

I—= VTN ua YRS RO D BEAT—5),

16.6 HENESEHETI2EE
16.6.1 BEZEE
(1) BERVTIEEBEEES

e A 1260, BREEEF R EBE (Cler =51~80mL/min) 8,

SR EEY (Cler=31~50mL/min) 8BIiC% 5 7 4 V5mg

B O10mg™ % ARG L7z & &, AUCo-o K U Cmax 3 fEHE L

ADZFNZHHI100% K 0F20~30%E5m L 722 (SFE A F— %),

[9.2.2, 9.2.3&]

(2) MRBFEZTTVWEKRPBRLEE

MELENT & 20 T 2 KB A 166125 5 7 4 Vbmg. 10mg

JO20mg™Y % BRI S L7k &, AUCow M U Craxl IR A D

ZINEIHI109% M D41%85 M L 7220 JHEAT—%)o [9.2.15:]

16.6.2 FFlEEEHE

Tt e R A\ 8l OS5 BB 25607 124 475 7 4 V10mg™ % HiJu]

OG- Lz b & BEFEERHE (Child-Pugh class A) & H

SRR E B Y (Child-Pugh class B) ®AUCo-« 3 flEER A & (Z

ERBETH - 7259 FHEAT—%),

TE4) BMIFREE (IRIIFAE0 5 M7z ) n= 8 I
(Child-Pugh class A). n=_8H % ki (Child-Pugh
class B). n=8HE TR (Child-Pugh class C). n=1,

16.6.3 SihE

TR R 1200 (65~78)%) L OMEEEZAEH1261 (19~451%) 12

5557 4 V10mg™ & HMENFEORS Lz e &, ConldE#HE &6

EHETERIBAMKTH 72205 EEiH OAUCH- 13 A5 FH 1T

25% M TH - 725 FHEAT—5), [9.881]]

£3) BB M OHEERICY F 5 7 4 V10mg™ ZHnES Lk &
DM Y 557 4 VX DRI L7 BT 2 -5
AUCo- Crnax Tmax Tie
(ug-h/L) (ug/L) (h) # (h)

Wl | 12 ] 4881 (31.7) | 196 (26.9) |2.00 (1.00~4.00) | 21.6 (39.0)
FAEF | 1213896 (426) | 183 (255) | 250 (1.00~6.00) | 169 (29.1)
BATFIgMHE (ZERE%)

11:5) i (FEPH)

ST IRE V2B S FER B E o R E 1260 (70~76i%) & OJER i
F126) (42~595%) 124 %5 7 4 v20mg™ % 1H1E10 H [ R
I35 L2 &, ml#E DAUCH21 & CoadEIEE HF 12 DT )
12 (R13%) Ko 7227,

n

F4) ElE R OEREHEICS 5T 7 4 V20mg™” %100 F KSR G-
L7z EnM¥Eh s 57 7 4 VIRE X ) S5 L 2238 Big o x — 5

n AUCo-24 Crnax Tma:)i ‘ Tz

(ug-h/L) | (ug/L) (h) (h)

i R | 12 %ggg 52; (zogf?;oo> N
e e | 1077 gg()) (322323 (3.08@5.00) }
g | W |12 G | @ | enaom | on
20 o | ]

AT (A BHHRE%)

116) HoLfiE (HEPH)

17) IS O BRI R LR R 2 A T S MR R O S

Hi¥r > VISR 5 5 7 4 VIREFBRIE S - Bs %
B < 1061 (42~585%) #*54H

16.7 EMHBEEA
16.7.1 #O4 haFvJ -1

FERER L2612 7 b 2V —v400mg (1H 1R S, FEINRTESE)
LB 5574 020mgt RS L& #5574 VDOAUCH-
ot U Cmaxldy ZILZN312% S U°22%E5m L 722 FHEAT— %),
fEFER LB o b 3V —v200mg (DH1MEEOHS) &5 45
7 4 V10mg® EHHHELG- Lz & 755 7 4 VOAUCe= LY
Cald ZNZN107% K O 15%H N L 72 (AHEANT— %), [10.2517]
16.7.2 U hFEIL

FERER L6612 ) N F ¥ L500mg X 13600mg (1H2ME) & % 55
7 4 V20mg™ FOHPEG L7z E &, 75T T 4 VD CuuxlT30%E
T L7225 AUCo-iE32%3gh L 722 (JHEAT— %),

TR ASHIZ Y b E200mg (1H2ME]) &% %5 7 4 L20mg™
EUHHEG L E, 25574 VOConxlZFARRETH o 7295
AUCo-1Z124%H5m L 72 JHEIAN7— %), [10.251]]
16.7.3 BRI

(1) FEHvI >

TR ALSBINC 39"y 8mgk AR 4% G- 0 58 IR g C
5557 4 v20mgV & HERRCORG Lz & & AL ONGRIT L O
PEERIMNILTE O i KT B2 219.8lmmHg & U85, 33mmHg.
R 0 WA 0 B OV B I E 0 e K F Bk 13 2 M2 3. 64mmHg
R O2.78mmHg TdHh - 729 FJFEATF—%),

FERERAASBIC F ¥V Y~ (dmgE THilE) &% %57 4 V5mg
ZIALABER OG- L2 &, P39V Y v OERTIERICH
RSB S NTze T OREBICB VT, FMESEOREIRZ PE ) MEZLIC
My s ERENAONL BHEAT—%), [10.251]

(2 #2LzxO% >

ERERNLSHINC & 5 A1 ¥ »0.4mg % SUERE 13 -5- IFF o0 % 5 K g
T, ¥ % 574 V10mgXid20mg™ ZHMmEL L& &, VL
DN Je O ERRINALE DI K T et iz 2 212, 3mmHg & O
2.2mmHg. B DY B OEER WAUE O K F st iE 2 h2h
3.2mmHg K 0°3.0mmHgTH . B 5 2% MENOEEITRD 5
Naho728 BHEANTF—%),

TR A3IBIZ ¥ 2 2T Y »0.4mgk ¥ %5 7 4 V5mgZ 1 H 1K
FEREOERG Lz b & WS RIMENDOREILED bk o 722
FHEAT—% ),
16.7.4 Z Db DIEH

fluf] (=75 v, BIREEEH) X7 v a— L hARHA (10321
20mg) VAT TIEBIIOWTRE L2k g, =FF Y v, il
FAHIAZT IV 3= X 2 RAIOSEW B REIZ TS 20 5 245
BIIAD SN Moz, Tzw AHI (10301320mg) 0 73] (3
FIIGN, THET4) Y, INVT 7)Y RTLAOVE YY) T
VA=W AT OV TR LR R, AAIC L2345V
Ly THETA)Y, UNT Yy, TARIESLITNI—LD
SEPBRE N T 2 W S DA B SN hr o 721 19 30 ) (b
EANTF—%),



17. BRIRAEE
17.1 AR UOREMEICET 258
17.1.1 EAE I H -SSR EERRAER
HARN ORI BRI PE S BER SR (4226]) 235175
YR, 5574012 5mgid5mg#x 1 H 11285 L 7255
IPSSh =% VAT DOR=ZAF 4 50w (/T
i) 375 REET-3.8. #5571 1V2.5mghtT-4.5. bmghfT
-4.9CH o7z BALRD T 7L KEEE ®#EIF, Smeht (-1.1) 28
2.5mght (-0.7) 1ZHART57%KE < HRAMRAEN 72 YFETATE
D HNY, GRERD)
BIVEHIZSBIEEIZ, 2 79 7 4 V2.5mghET4.9% (7/14261) J o~
%557 4 V5mglET6.4% (9/14061) T o720 EAREINEMIZ.
2.5mglETId, 1TTYA52.1% (3/14261) KO EEH1.4% (2/142
B1) . 5meRETIE, MALARD2.1% (3/14061) K IZT Y A51.4%
(2/14061) TdH - 720
17.1.2 ERRLRFE NHE_ESREEEFRHER
FA, e 0SB O w7 BRI RAE B ) JEIR B E B E (309%51)
EWRIZ, TIEERNIEY ¥ T 7 4 Vomgx1HIEI12EM#%G 172
WL IPSSF—=F VAT DONR—RAF 4 h 5D b (RN
FePIfl) 1375 L REET-3.0. ¥4 57 4 VomghET-4.7CTH .
Smghiid 7 F £ RBE L i L CHEHENICH B R GE 2R L7z,
Smght TIEFx 528 DO WA SIPSS k— & )V 2 2 7 O FHEAHD
SN, T, HARAEHE (17361) 1B BIPSSh—% )V 20
TONR=AT A 2PbOELE R/ R FE) 1377 R BT
-3.1. #% 574 VomglfT-4.8CTHY., dmglfiz 77 R R#EEL L
BRLUCHEMEMICE B2 g EEZ R L (7T REEL0%-1.7,
p=0.036). (iXEx®)
BIVEHIZEBIMEE X, % 45 7 4 )V2.5mghET9.9% (15/15161) K&
U5mghET13.5% (21/15561) TdH-o7zo FREIGMIZ. 2.5mgl
Tl R, B A I OSER AY451.3% (2/151610) . Smglf T,
BRI AI3.2% (5/15561) . JHALAR KR, BTl MH 7 L7 F ¥ F A
AFF—BHMB O BEED%1.3% (2/1556]) TH -7z
17.1.3 ERLRFE NHE -SSR ILEEFRHKER
H A & OV [l 0 i S B IE KA VS Bk 9 HEIR B R E (61061) % A5
12, 79 RNET ¥ T 7 4 V5mgZ 1 H1E 1208 %5 L 7285 8.
IPSSh—F VAT D=5 4 b DZE b (/N3 Fioft)
375 RBET-4.5, ¥¥ 574 V5mghET-6.0CTH Y. Smghtid
75 REE L R U TGRS E B 2 R L7ze SmghE Tl
Ye5ARBN SIPSS F— % IV A 37 OWENHD HN=®, F 72,
HARNEE (44961) I2BIFBHIPSSh—=F VAT T DR—=Z 5L ~
MPHOEALE (R/NFFHE) 77 R HT-4.8, §5574
V5mglET-6.0TH V. Smeghfid 75 L AREE & Lk L TR
HRAYERZR L (T REELDE-1.2, p=0.017). GRE®)
BIVER ZEBIBEE X, % T 7 4 VomglET15.0% (46/306%1) T
Holze FREWENZ. BEARA3.3% (10/30661). JEHFA32.6%
(8/306f1) Je NI 7 L 7 F ¥k AR F F—LHIINA2.0% (6/306
WJ) VC“f)of:o

#1) IPSS b —% VA a7 OFLRiHICB T 2 Z1LE

NIRRT .
. % <7 | L Tk -
e R A U TRV L I
CEHf) | 1) -
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WP | 25me [142] 163 | 120 | -45 07 | 0201
SREAT)
BB 5 1140 164 | 117 | 49 | 11 | 0062
SO | 7544|154 168 | 136 | -30 - -
B B
Gig) | Sme [155| 172 | 122 | -47 | -17 | 0004
BT | 790K (304 187 139 -45 - -
Bk B
(i) | Smg (306 187 | 121 | -60 | -15 | <0001
D) 65 BT E 7 OVIRAT (LOCF % 1)
T2) SRS 7 — & ORARNRE 7 VAT

2 4 8 12

0 -
@ -1 TS5k
&
2L —o-%557 4 b 5mg
~ ]
N o *% 1 p<0.01
- -3 A s%% 1 p<0.001
|
% -4 sk
- sk

-5 4 *k

-6 - (BR/NZF|TIME + 12%355%)

1) IPSS b —% VA 37 OHLGHHICBT 2 ZLmOHER (B
Mo EmE RS GRERD))

B
4 8 12

0 T T T
"”;'.’w" -1 —— T 7R
®
E -2 A —- 2457 1)L 5mg
n
5 -3 4 *% :p<0.01
& kk%k 1 p<0.001
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w
g€ 5

Hk
61 sk
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®2) IPSS b —% V23 7 OFGHiHRICBIT 2 2{bEoHER (B
M EE MR R RS GRER®))
17.1.4 ERRIERSIFERAER
55 T AHRER 2 58 T L 72394490 OB BRH H342:8 0 K 1P 5- 91 Wkl
B 720 WM RAE P ) HEIRBEERH IS 5 7 1 )Vbmg
Z1HIEG4AEE (CHEERUIMI2EZ &) RIRkERS L7226
B IPSSh =% )V 2 3 7 OB R EOMERFRO L, BY
DLREVER O BT 7 DAV RER S 72,
EIEHZEBIBER X, ¥ ¥ 9 7 4 VbmghET10.7% (42/39441) T
Hoize ERBIERIE. HAAR R K OE S5 B A 4%1.3%
(5/394f1) T 720

18. FEhEIP
18.1 1EFtERE
¥ 557 4 WVIZPDESZ BHET 2 Z L2 & 0, il VIR O
iy AN TR O NcCGMPIRIEL LA S €5, 5
T 7 4 VIS X B I LRV % A U 72 I B4 00 251 37 I8 A (2
P PERBEE DIEPRRRANCHF G L TWwWhH EEZbNhb, £/, HiL
T K OBV 38 U 2 P-4 1 otk A I A L6k B 1 2 il oe LT
B HEMEDS B 5o
18.2 PDESFEEEA
55574 VIZERYPDESHERTH %, b MEfn AL
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NENT00 M 14K, ZDMDPDEY 7 % 4 7 & T % & 90004
VLEOBIRVEZ R LY (0 vitro) o

19. B3R D ICRET 2B(EFFR

— R EFR ¥ 55 7 4 )V (Tadalafil) (JAN)

1t544 1 (6R,12ak) -6- (1,3-benzodioxol-5-yl) -2-methyl-
2.,3,6,7,12,12a-hexahydropyrazino [1',21,6] pyrido [3,4-5]
indole-1,4-dione

43 F-3 1 CezHioN304

g 0 389.40

[[#ea: S5

IR AfaoBmETH %,
TVAFNVANVAEF Y FIZHETRT L, TP M) VICRREITIC
CL & 7= (99.5) IZHEITIZL &L KIZIFEAEEBE T v,

SERE:2.89 0-F 2 % 7 — v /K%)
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(FIVF 1 72.5mg)

100%¢ [10%¢ (PTP) x10]
(YILF 1 775mg)

1008¢ [108¢ (PTP) x10]
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