% 20224E4 A ET (55200
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VUyIE Ve ST
7557 4 VEE
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BAREmRDEES
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BR5EREtA|  20144E4H 201444 H
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Zalutia® Tablets

Za

) R -EMSEOMTEIZLVEITL L

1. BE

1.1 AF EWBEHIN I —BEEE (NO) #t5#% (=D
gt HBEET I, BBV VILER, ZOF
DUNE) EOMBICEVBREFRSEE L, BEICT
ExTHBIEBZENFHBINDT. AEIBRSOFIC., HEE
BN IE—BtEHR (NO) #E5FHIrEEshTnEna
EETHER L. AFIEREDRUEESRICE VT HIEE
BN IE—tEHR (NO) #5HIrEksEshtEVnL S+
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]

Tk

3.2 HHIDMIR

FNT 4 T HE25mg PN T 4 T §Edbmg

Wsts4
WO 7 4 Vs a—h

PR - FE o7 4 v 4 a—
" s

i C2) ‘!a

IV | mei

O )

i — —

Ff& 0 #9.7mm
AR #96.0mm

Ff% 1 #87mm
AR T #954mm

R JE ¥ #35mm JE & #4.0mm
it : #90.13¢ Tf : #490.18¢
W — Z 5Z

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
&) ZHF5hoBE (1.1, 10.12H)]

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% (NYHAGEIED L) obsEE [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 MEOHEEDD HEE [9.2. 131

]
2.6 HEOHEEDD L HHE [9.3.15H]

3. fARL - MR
3.1 #HRk

Wt P T 4 T §E25mg PN F 4 T h5me

1§Erh 1

7 AN
HEIT | 50 5 5 ¢ n25mg 5 %57 4 V5mg

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

V7T, w =L

B, =_mfesk. yovz

FLBE KR, L b —
A, ZJUAANAT—AF
M)A, X700
Ervtro—2x, ZA57Y
M. S A/ EN AR
VS ) v A, e
Au—A, BIt+% . b
VT7keFr, INT

4. FHREX IFFHR

ATILARAEATE (S 5 HEFRREE

. PEENIRRICEDET 3R

A RH OB H 725 T BRI KRIEDZW - ZHIC
B3 2ENNDOT A FI4 5 RFosiEzS#1c, M
YRR L ) B2 MEET 52 &,

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

. BERUHREE

HEEL ALY 97 4 v E L Comgk 535,
. BERUVHEICEET 338

A WEEOBEREDD L EH TIE. RFEOMAEFRE E
ATLBENDH L L RUOHKGREBEIRONTHWDL Z
Mo, BEOIREZBE L 2HS51H1E2.5med 5% 5 %
IG5 EbEETH I L, [9.2.281]

.2 F b2 ua—2aP450 3A4 (CYP3A4) %5 < BHE§ 5 3654
ZHRETOBEZETIZ, AAOMBETIEES LA T 52 L8
BDOHENTWADT, 1HIH2. Smeh b5 2B L. BH
DIRFEZBIE L 2055 HSmeg~ =T 52 &, [10.281]

. BEELREARNEE

A MoOFRAKRY T A5 5 —¥ (PDE) SBHEH & FREIC, &
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]
2 ARFRILL E o ghle o fE R A FR b (61 I D F S
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
AR DL EFRRE S 2RI A S N2 E, EHICEMDZ
Wizkzirs k) fgEd sz e,

3 ARFIPR GBI BB AT IS AR H 5
bRTHEIE, AFIORH Zdk L, #e 2 ZIRAEE
Eo@fRzzs L), BEIIRET L2 L, [15.1.251]

4106



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,



1.2 ZOBDOEIER

1%L 1 | 1% A
TEBR By, 13 CLOMAEET, e, 02%e
0. kL PRAEEY | Jeah, AR
& M. FOL MBI,

HESE IR 28, REIE IR
PIZE, IRGIENE, HLBFR
8. IEB IR S A& R 1
PEBLAREIE D Ze gtk
%E‘ﬁin)

THALER THALAS K| A e | B

PR T

B R
ik oL TF=

e UTT

> AWA
W% WA, IR B

I8
TR - AR | S FEIED F | FUER. e
S
WK - Al FHEIGR, B R eiE. Pt
it FERaZE ik
I P 08 PRI 8, e S I
B2 R 2 HE
Z DAt CK I-5-

1) [1.25M]
11:2) [15.1.22 /]
11:3) [8.5% ]

13. BEHRS

13.1 ALE
FRNZMER IR V. b, HEMCLZ220T7 72
DIEAEIIWFFTE 2V,

14, BWHEDIE

14.1 EFIZFEOIE
PTPUZEDHEANIPTPY — M5O ML TR T2 X9
HET L2 L, PTPY— bORBKIZE D, BCWHATIE
ERIBEARIA L, BIC3EILE B2 L CHEBARSEOEE
BEMEEZIET 22 LD 5,

15. ZOMDEE

15.1 BRER{ERICED < 1EHR

15.1.1 FIRAEEBEAE L THHEINLZY Y S 74 VvDih
With D BB IS B VT, DEZE, DZERIE, LEER
BRI, — R I S R4 o0 HE A 70 O LA TR B
N FTTANFERICHEHELTWDE, SNHDEL D
MERDIVAZ 7775 —%2FLTWILEETHoT0 %
COHFEGH, WATHH IMWATBRISRD S, LEpIT
EHLHH, WATEZLICY T T 74 VIEERIZED SN
DL Hote FOMIZ. ¥¥ T 74 VERS LEATER
OFIF A LB HBICHEINTWE, TS DERNIZD
WC, 5574 )0, WATE. RREHIAE L Twiz0ii
BREE, 2S5 OER DM A G D LMo B 2%
M2 EIDEMET LI EIETELRV, B, MAT
TPz VTN D B 0NERBEL T L BEHITIE. ¥
¥I 74NV FRAEERAE LT A L3R
ENRTW5h, [1.2, 2.4.1-2.4.5. 8.1&H]

15.1.2 FH & DK FEBLRIEIW S 2 TE R WA, FREICB W
THUEEASERANE LTHH SN2 YT 74 V%
& LPDESHER G512, THICHIETRH LD
JEA & 72 0 9 2 IEBYIR ST R M PE R R E (NATON)
DEBPMEINTVEY 9, TASDBFEDE 1T,
NAIONO® RN 7 [4Efs (50l L) MEIRHR. EIiE.
TEYIREEE, EIRILGE, BREAE] 24 L Twizlo,

ARENZ B W T, NAION% 383 L 724558 DL E o WP % 5k 5
ELTHElS N AW BHZE Tk, PDESHER o5
2O IEE (Tre) OSEOMBEN (559574 Vol

AR4 8 DIPIZAHRY) &, NAIONZEH Y A 7 258926512 7%
LI EDHEIRTWAY, [8.3. 11.28MH]

15.1.3 #H & O EBRIZH S 2 TIE 2 wAs, FHEIZB W
TARHF % & UPDESHEH X 5412, IS, EEREED
BEAMEEN TV L2 9,

15.1.4 #HH & OFREHRIZHS 2 TIE 2 w2s, SHEIZB W
TAH % & GPDESHEA 5412, S, AWML TE)
TR RS SN TV b, TS DBH T,
HIE) RO F0WEMES 2 ehdb b, [8.55H]

15.1.5 7V 2 — VE RIS A K] & 5 U 72 A4 [ o R 35 3
B (A#10mg. 20mg) P I2BWT, 73— VI
BE. AR OMAEFRED TN H ML BEE Z T B o
7o, Ta—vaxEfE (0.7g/kg) KA LIS
BT, O F e HERIIE G S h 7z 19,

15.2 FEERIRABRICE D 1B
25mg/kg/daybl FOHETY 57 4 V& f X123~127
FHE H RO G- L 72kl B, iR EE KT,
KA B O, KR RO T RO RO Sl
LOWENRD L, & MBI BEFREEINT 588 %E
Head U 72 HH R R 3Bk 0 — &8 TLE P IR F IR BE D A 332
O HNTA, KFEENER, KRR AR R V| A
WTNORBIZ B VT H BT S o 7210 17,
) I ARKRHEIZSmeTH 5,

16. FApEHEE

16.1 MARE

16.1.1 BERE%ES
HARNEHERLA36BIIZ % 45 7 4 V5, 10, 20, 40mg™ % Hi|al e
5 L&D 55 7 4 Vol EhiEEx, #%50.5~4F
(Toax DA, HER) ORBICYE — 21 L7z, W2 Lize W9k
PRI R 14~ 150E ] T - 7218,

1) KRR RII5SMgTH %,

1) W AICS 557 4 V5, 10, 20, 40mg™" & B L7z &
EOMEER Y 577 4 VIR L D S L 723Y BB T X — 5

AUCo- Crnax Tmax Tz

i (ugh/L) | (ug/L) () ()

e

n

5mg | 24| 1784 (35.3) | 956 (30.0) | 300 (0.500~4.00) | 14.2 (19.9)

10mg | 23 | 3319 (325) | 174 (265) |300 (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) |3.00 (0.500~4.00) | 14.9 (20.0)

AT (LERE%)
1£2) el (HEPH)

600 —e— 5mg  (n=24)
500 —m— 10mg  (n=23)
—a— 20mg  (n=24)
—o— 40mg  (n=23)

400
300 (BTPE L EEEE)
200

100

0

MFFY5>7 4 IVRE (ueg/L)

0 % 48 7 96 120
¥5%EE (h)

1) #HEBAIZY %57 4 V5, 10, 20, 40mg™) % Hlal$%5.- L 72
LEDMIEN S 55 7 4 VIREHER

16.1.2 RiE#HE
HIAZBRIE R AE VAR D PER B H AR N B E126012 5 5 7 4 Vbmg
ZIH1MEI0H MEROHRYS Lz, EFIRETOYFIT 741D
AUC K O Crax |3 A HH5 G- & Te_TRI2fE 13 L 7219,

22) HVIRIEAE LD PERBEE HANBHIC S T 7 1 Vbmg#1

HIE0H MR G- Lz somiEm sy 7 7 4 VgL DL
THERE ST X — 5

AUCo-2 Crmax Tmax Tz
(ug-h/L) | (ug/L) (h) ™ (h)

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

H% | n




AUCo-24 Crmax Tmax Tz

HECI 0 gen/L) | (/L) () (h)

F4) EEE R OIEEEEICY 5T 7 4 v20mg™) & 10H [ RS-
L7z EDMEEN S 57 7 4 VIREE X ) S0 L 223 EiE X X — 5

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

BTN (ZBHRE%)

3) i (HEPH)

B BRIEKAE AL ) PERFBEEHARANBZ 2 G L LB TR

HRILEERRBEICB VT, #5574 )V2.5mgXiI5mgd Vi

A LHLE RIS L, bmega s L& ZolilEh sy 55

7 4 VIEEIZ2.5mgDR2ME & 7 o 722,

16.2 RIY
16.2.1 REDOFE

HEHER N8B & 75 7 4 V20meg™ 2 &% (RIRIE) 322l

BRI HLAREITH G L7z & &, AUCow0 i OCmax b ICAHHIUC X 5

WEIRRD SN h - 7220 EANTF—5).

16.3 9%

16.3.1 MIFEAFEER
%557 4 VOMBERARKEEGRIZ94% (n vitro. FHENTE:) T
HVD, FIZTNT I ROaBEERO L AT Y,

16.4 &

TERERRAN6BIIZIC-% 45 7 4 V100mg™ % BRI S- L 72 & &,

MR TICY 5T T4 VREER D AF VAT A=V TV

O Y BRIE RS SN Tz, MAEHO X F VA7 I —VKIZ X F )

HF A=V TN a YR ERD10%RIMTH - 722 BHEANT—%),

16.5 HEtt

TEHERAN6BIZHMC-% 75 7 4 L100mg™) & HIa k15 L2 &

O, FH5 %3120 W F T o R RE RIS AT H60.5%. R

36.1%TdH o720 BEPIIZEICAF VAT IR HFaT—)

Ry RHPICIETEICAF VST IV TV o0 Y RIEEERE D 7

=TV s a YBRGERDRD Sh® (AEAT— %),

16.6 HEDEREETHEE
16.6.1 BEEEE
(1) BERUVTEEBRRERE

FEREL 1260, BEEREREERE (Cler =51~80mL/min) 8%,

SR EEYE (Cler=31~50mL/min) 8BIlZ% %5 7 1 )V5mg

KO 10mg™ 2 W18 5 L7z & &, AUCo-o M U Cax i3 8 HE B

ANDZFNZN#100% K 0°20~30%8 00 L 722 SR F— %),

[9.2.2, 9.2.38H]

(2) MRBEAEZTTVERPEFLERE

MLELEAT % 520 T A KB A B #1665 5 7 4 V5mg. 10mg

Je 020mg™ & WIS L7z & &, AUCo-o M UCrmax | ZIEFERLA O

ZNENHI109% M D41%85 M L 7220 JHEIANF— %) o [9.2.15:H)]

16.6.2 fFEEEE

T HE I NS I O S ] 2517 12 % 475 7 4 )V 10mg™D % Hi ]

BOG Lz e &, BEFEERE (Child-Pugh class A) &

SRR E R (Child-Pugh class B) ®AUCo« 3 flEER A & 1F

FRBETH - 7% BHEAF—5),

E4) BMIFREE (R0 5 7z %) n= 8 I s
(Child-Pugh class A). n=8:H % Tk (Child-Pugh
class B). n=8MENIFiE (Child-Pugh class C). n=1,

16.6.3 Sh#E

TR MR 1260 (65~78)%) JL OMEERFTAE #1260 (19~45i%) 12

5 %57 4 )10mg™ & BRI G L7z L &, ConldH#H &4

SEH L TIRIZMAMTH - 7225, EEHE O AUCH- 13 EH IR

25% i CTH - 720 EATF—%5). [9.881]]

#3) BB R OTHAEFICY 5 7 4 V10mg™! # NG Lz e X
DIMAIER S 55 7 4 VIRE X ) EH L3 EhE s 2 —%

AUCo- Crax Tmax T2

" (ugh/L) | (ug/L) (h) (h)

w12 4881 (31.7) | 196 (26.9) | 2.00 (1.00~4.00) | 21.6 (39.0)

FAEHA | 12{ 3896 (42.6) | 183 (255) | 250 (1.00~6.00) | 169 (29.1)

BATTIgM (ZBHRE%)

W5) HULfE (HPH)

FIAT AL IHE A 5 HER BE oW #1260 (70~76i%) K& OFEEi
H126 (42~595%) 2% %5 7 4 V20mg™ % 1H 110 H MR
M35 L7z &, FlE OAUCH2 & Coad 3 IE BB F 12D T
12 (#913%) Ko 727,

L | AUCo | Coas T Tue

(ug+h/L) | (ug/L) (h) (h)
Wi E | 12 ?ggg? (237233 (2.0(&%.00) N
e HEWE | 10% ggg ?223% (3.0(;13%.0@ -
g | A 12 Zfig? ?3732> (2.003303) <2§17>
kA=

AT I (ZBRE%)
H6) hoLfiE (HEPH)
7)) I E O BRI R LR R A A S S MR K O S
B Z VSR % 75 7 4 VIR S - %
B < 1061 (42~585%) A5 4H

16.7 EMEEEA

16.7.1 #O4 haFvJ—i
RERER 126012 b 29 —)v400mg (1H LIEREH 5. EPRRSE5E)
L5574 V20mg" BHMEES LizE & #5574 VOAUCH-
o U Crmaxtdy ZFILZN312% S O°22%E5 0 L 720 FHEIANT— %),
ERHERALLBNC 7 b 29 —)v200mg (1HI1REE$RYS) ¥4 5
7 4 V10mg™ Z PG L7z & 55 7 4 VDAUCH= K O
CinashZ Z N2 1N107% L OS15%8 N L 725 JAEA7— %), [10.25 1]

16.7.2 U hFEIL
ERER L6611 Y b F € v500mg X i1Z600mg (1H2E) &% 55
7 4 V20mg™ PG L2 & ¥ 55 7 4 VD CraxlF 30%1E
T U725 AUCo-lE32%3g 0 L 722 (FHEAT7— %),
TR ASHEINC ) +F EN200mg (1H2E) &% %57 4 )L20mg™
ZOHEG L2 &, 959 7 4 VDOCunx A ETH 5 7295,
AUCo-12124%34 M L 720 (BHEIA7— %) [10.25]

16.7.3 aERH]

(1) Ky
TR N18BINC R 4V Y ¥ 8mg ik AR I3 5.1 0 52 # IRRE T,
557 4 V20mgV & BRI G Lz & & AN & Y
PR IIME 0 e KT B i3 2 21 9. 81mmHg & U5, 33mmHg.
R 0 UHR 30 e OVIE R U L O 35: K T Bt ik & 2 3. 64mmHg
T 0°2.78mmHgTdh - 729 FHEAT—% ),
fEEENASBIC K'Y v (dmgE THilg) &% %5 7 4 )V5mg
ZIANAKERRG L2 &, P39V Y Y OMERTIEHICH
RAHR SN0 ZORERITE VT, LMok E M T2k
My a2 aERENALN GHEAT—%), [10.28]]

(2 4Lz
R ALSBINC 7 2 21 ¥ 0. 4mg % FATRE 1% G- o 5 1 IR g
Ty 7% 574 V10mgXix20mg™ ZMEFkL Lz &, VAL
O WUHEI K YRR WNME o i KT RERiE 2 2h2. 3mmHg K Y
2.2mmHg. BN DG Y OIEBR WAL O K F st id 2 h 2 h
3.2mmHgK 0°3.0mmHgTH 0. W E 2R MENDBEITED 5
Nro729 HEATF—%).
BT3B ¥ 5 20 »0.4mgk ¥ ¥ 5 7 4 V5mgZ 1 H 1K
BRIRG Lz & WS P RIMENDOREIZED SN 722
FEATF—%),

16.7.4 Z Dt DEEH
ful (=F 2 v, BIEEERERD) XE7 v a— g H (101
20mg) TV RITTIBICOWTHRE kg, =FF Y, il
BLAHI AE 7 v 3=V I2 & % ARA O SEWEYRE 03 2 B S 0% 5%
BIADONLE Dol T2 AH (10X1320mg) *V HMbA] (3
FISGh, 774V, IVT7 ) RETARIVEY) LET
WA=V T B O WTHGET L7258, RANC X535 V5
Ay TAETA4VY, INVT )y, TAUVEYLIITIVI—=LD
SEWBRE (0T T B W] S DA B E0 B e o 721 19 80 85 (hL
FEIANF—%)



17. BRERAZIE

171 BERURESMICET 55k

17.1.1 EASE I HH_S= 58 EERRR
HAR N O T BIERE VP ) HER B B (42201) 2R 7 5
LR, ¥¥ 574 0V2.5mgXiF5mg 1 H 1A 2P L 72 H5 5.
IPSSF—% VAT T DR—=RF 4 ¥ bDEALE (RN F P
i) 375 REET-3.8, %571 1V2.5mghtT-4.5. SmghtT
“4.9CH otz ZALEDT T L KEEE ®#IE, SmehE (-1.1) 28
2.5mghE (-0.7) 1WA T57% K E < JHRARLF I 7 S 1) 7578
oY, GRERD)
EIVEHIZSBIEEIE, %97 4 V2. 5mghET4.9% (7/1426)) J O~
¥ 557 4 V5mghtT6.4% (9/14081) THh o720 FREWEHIZ,
2.5mglETIE, 1TTYA32.1% (3/142%)) K OBEH1.4% (2/142
%), SmglETid, HALARD2.1% (3/14061) K IETH A%1.4%
(2/14061) TdH -7z

17.1.2 ERRERSE NHE_ESREESHFRRKER
FIA, 2 OSRTE O 7 BRI RAE W B ) IR B E B (30961)
BRI, TIERNIEZY ¥ T 7 4 Vomgw 1 H1EI2EM#%S L7z
Wi, IPSSh—F VAT T DOR—ZA T4 Vo bOELE (R
Fe ) 1375 B RBET-3.00 ¥4 5 7 4 Vomght T-4.7CTH V.
SmghiiE 7 I & RBE L L CHREMENICH B ARSGEE R L7,
Smght TIII 528 O R A SIPSS k— 7 )V 2 3 7 DA D
SN, 720 HARMNBRE (17361) 2B HIPSSh—4% L2
TOR=AF4 o0 be (/M THH) &7 7 RET
-3.1. #4574 )VomghtT-4.8CTH )., dmghlz 7 IR LIt
WL CHREMFICHEEREEZ R L (7T REEL O%-1.7,
p=0.036). GRER®)
FIVEHIZEBIMEE 13X, % 45 7 4 V2.5mghET9.9% (15/15161) K
U5mghET13.5% (21/15561) TdH o7z FREIGMIZ. 2.5melht
TIE. AR, WA R R A 1.3% (2/15161), SmghfTik.
BRI A3.2% (5/15561) . {HALAR K., Bl Mf 7 L7 F v F A
B FF— VR O BEIEDK1.3% (2/15561) TH -7z,

17.1.3 EEERFE MBS SR LSRR
H A B OV [l 0 i SEBRIERAE P 9 FRIR B (61061) % A5
2. T8 RXUEE ¥ T 7 4 Vomgxk 1T H M2 35 L 7255 5.
IPSSh—=F WA TT D=5 4 ¥ h5DELE (/N FigfH)
1379 RBET-4.5, ¥ 574 V5mghtT-6.0CH V. Smghhi
7T 2R L I L CREMFIICE B AR YE %2R L. Smght Tl
Pe 54BN SIPSS b — % IV 2 a7 OHENED HN=®, T 72,
HARNEE (44961) 12BIFHIPSSh—=F VAT TDR—=Z 5L ~
o0 ke (B FHME) 37T RETA4.8. ¥¥T 741
WomghET-6.0CTH V. Smehfld 75 L KRB & bl U TREHAmIC
HERYEEZR L (77 2REEL D12, p=0.017), GRE®)
EIVER ZEBIMEE X, & % T 7 1 VbmghET15.0% (46/306%1) T
Hotze EREIEMIE. HILAED3.3% (10/30661) . FHA2.6%
(8/306f1) JUNILH 7 L 7 F ¥ ok AR F +—LHIINA2.0% (6/306
15“) ’C“«‘?)of:o

#1) IPSS b — % VA a7 O LRI BT 221 E

| B BALE | ol e
. i A el LR "
A U Y RS Y
CRME) | FHih)
g | 77K | 140 165 | 128 -38 - -
BikatE: | 25mg |142| 163 | 120 -45 -07 | 0201
SREAT)
BB 5 1140 164 | 117 -49 -11 | 0062
BIAY | 7544 | 154| 168 | 136 -30 - -
BTtk
(HBO) 5mg |155| 172 122 -4.7 -1.7 0.004
B | 79%FK|304| 187 139 -45 - -
iR
(tg3) | Smg |306| 187 | 121 -6.0 -15 | <0.001

ED LB E 7T OVIENT (LOCF % i)
H2) KRR E 7 — & OWARIAE 7V

2 4 8 12

0 T
@ -1 —-—7 TR
&
Ig ) —©-4% 477 1)l 5mg
R ]
§ *%k *% ! p<0.01
- -3 1 #%% 1 p<0.001
|
% 4 4 *okk
= *%

54 ok

-6 - (B/NZSTHME + 124 E)

1) IPSSh—% V2 a7 OFLGHitkIZB ) 2 2{LEOHERE (GBI
A EEBRILREER R GUR2))

A
4 8 12
0 . . .
III\;LI_!]*I -1 4 —— T 7R
&
E -2 1 - 2457 1)k 5mg
5
N =31 % 1 p<0.01
& skkk 1 p<0.001
) 41 s
w2
£ =5 1
Kk
61 sk
=7 - (BN 1918 + 12H8 %)
[X2) IPSS b —% V23 7 OFGHi#IC BT 52 bR (GBI

M mE R R RS GRERG))
17.1.4 EAEIERSIFEERAR

8 AR Z 58 T U 7239461 O W B 7054238 0 B I3 5- I 5 Mok B
BN 7z0 TR RAE P ) HEIRBEERFIC S 55 7 1 bbmg
ZIH1BSARM (ZHEEMIMIE128% &) RS L 72
B IPSSh—% )V 2 3 7 ORI R L HEOMERIRD L, BY
DEENE T O KA 70 BV RERR S 7%,

BIVERSE BB 1X. 7 45 7 4 VomgBET10.7% (42/394%1) <
Hotze ERAIERIE. HAARKOE S5 BA4%1.3%
(5/394f1) T 720

18. EHFEIE

18.1 1ERt&RE
¥ 557 4 WIZPDESZFET 52 12X 0 B O
Wi AN IR O FINcGMPIREZ FA S €5, ¥4
T 7 4 VIS X B M PERVE % A L 72 03 5400 25 1 378 K 12
P BERBEEORERBANCEF G LTwWB EE R 5N b, £/, R
T K OBV 38 0 2 P-4 i bR A I A 1256k B P 2 il se LT v
BB % o

18.2 PDESRE=EEA
75574 VIZERIYPDESHEA TH %, b bEfa AL
PDE5% #1nM®DICsofti TKH% L. PDE6MK U'PDELL & i % & &
NENT00 K 1445, ZDMDOPDEY 7 % 4 7 & lilk$ % £ 90001%
PLEOBEIRMEZ IR L7 (n vitro) o

19. BRI A ICET 2EBIEFWAE

— R : ¥ 55 7 4V (Tadalafil) (JAN)

b4 : (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 0 CezHioN304

g5 1 389.40

AL

PR At oBERTH %,
VAFNANEFY FIZHETFRT L T M= MY IVITRREITIC
{L TF 7 =)V (99.5) WTHEIFITL L KITIFEAEBET 2V,
SEARE 1 2.89 (1-F 2 % ) —V/K%R)



22.

2ES

(FIVF 1 72.5mg)

100%¢ [10%¢ (PTP) x10]
(YILF 1 775mg)

1008¢ [108¢ (PTP) x10]

23. EEX®

1)
2)

16
17

N

18)

19)

20)

21
22

= —

23)

24)

25

=

26)
27

—

28)

29)

30)

31)

32)

33)

34)

35)

36)

37)

Kloner RA, et a/.:Am ] Cardiol. 2003; 92 (Suppl) : 37M-46M
Patterson D, et a/.:Br J Clin Pharmacol. 2005; 60 (5) :
459-468

Kloner RA, et a/.:J Am Coll Cardiol. 2003; 42 (10) : 1855~
1860

HPERRY P FEN RO b ad =k OIEYAH AR
(20074E7H31H A&GE. CTD 2.7.2.2.2.3.2)

HNERRY 7 7 Y EY VRO b ad V=)L & OEYAREEH
(20074E7H31H &R, CTD 2.7.2.2.2.3.1)

Kloner RA, et a/.;J Urol. 2004; 172 (5 Pt 1) : 1935-1940
Kloner RA, et a/.:Am ] Cardiol. 2003; 92 (Suppl) : 47M-57M
Pomeranz HD, et a/.;]J Neuroophthalmol. 2005; 25 (1) : 9-13
McGwin G, et a/.:Br ] Ophthalmol. 2006; 90 (2) : 154-157
Lee AG, et al.:Am ] Ophthalmol. 2005; 140 (4) : 707-708
Campbell UB, et a/.;J Sex Med. 2015; 12 (1) : 139-151
Gilad R, et a/.BM]J. 2002; 325 (7369) : 869

Striano P, er a/..BMJ. 2006; 333 (7572) : 785
HNERT Va3 — v EOSWHESER (857740

10mg) (20074E7H31HA&#. CTD 2.7.2.2.2.3.9. CTD
2.7.2.2.2.4.7)

HAERET V3= E O3 EASEH (555741

20mg) (20074E7H31H &, CTD 2.7.2.2.2.3.9. CTD
2.7.2.2.2.4.7)

Hellstrom WJG, et a/.;] Urol. 2003; 170 (3) : 887-891
FLPVERL R I AT 32 (20074E7 A 31H &RE. CTD
2.7.4.4.3)

LB R R A BT 2 3B RE (HES.) (200747 A 31
H7&g%. CTD 2.7.2.2.2.1.1)

FEPVE R HARN R OPHE RS 2BV 2 38 (REH )
(20144F1H17HA&RE, CTD 2.7.2.2.2)
FLPVERL RS RBERAE (A ) PR E 2 A3 5 HARABHZICH
V%5 TAHEER (20144F1H17H KR, CTD 2.7.2.2.1)
HNERAEFOFE (200747 H31H AR, CTD 2.7.1.3.2)
HHNEREAKS (n vitro;5 v by 4 X ROk M%) (2007
ETH31IHAKR, CTD 2.6.4.4.3)

HHNEREAKES (n vitroe MIEEE) (2007457 H31H &
8., CTD 2.7.2.2.1.1)

B R BT R R AT SR O S B RE (KA (200747 A 31
H#&#, CTD 2.7.2.3.1.3)

FEPVEEL B R R A G- O SR Eh RS (FEE)  (20074E7 H 31
A7&k#. CTD 2.7.2.3.1.4)

Forgue ST, et a/.Br ] Clin Pharmacol. 2007; 63 (1) : 24-35
NG Rk L OSIEE EE C B T A S B E (SRS
(201441 H17H A&, CTD 2.7.2.2.3)

FEEREY bV E oSEWAHEAER (2007457 A 31 H KGR,
CTD 2.7.2.2.2.3.3)

FNEELR Y A ATy v OSEYHITAER (20094510 H 16 H KGR,
CTD 2.7.2.1.1.2.5.3)

FLPVERL IR L O He St AR B & o SEMAI HAER (200745
TH31HA&#, CTD 2.7.2.2.2.3.8)

BRI ¥V A L OSEWAHEAER (2007457 A 31 H KGR,
CTD 2.7.2.2.2.3.5)

FNEELT 7 1) v e OSEWAEAER (2007457 H 31 H KGR,
CTD 2.7.2.2.2.3.7)

HAEET VT 7)) v L OFEYMESEH (¥ 57 7 4 )110mg)
(20074E7H31H &8, CTD 2.7.2.2.2.3.6)

HNERT V7 7)) e DIEWMENER (¥ 55 7 4 v20mg)
(200747 3L H &, CTD 2.7.2.2.2.3.6)

FNEEL T 2a D v OSEWAIEAER (2007457 H 31 H KGR,
CTD 2.7.2.2.2.3.10)

Takeda M, et a/..Low Urin Tract Symptoms. 2012; 4 (3) :
110-119

Yokoyama O, et a/.:Int J Urol. 2013; 20 (2) : 193-201

38) ALPARL T IRIE I (A 9 PERRE A 1231 % 4 IAHRAER
(20144F1H17H K. CTD 2.7.3.2.1.3)

39) Saenz de Tejada I, ef a/.:Int ] Impot Res. 2002; 14 (Suppl
4) : S20

24. XHBEKRERUVHEVEDE R
HABr RNt B lifidE
T601-8550  HUHRH B X5 FEREDS 2 H 10T 14
71 =% 4 ¥ 10120-321-372
TEL 075-321-9064
FAX 075-321-9061

25. fRERAGFT EDERE

251 AR OHBENIA AL, THISLIRIEIEE LD PEIREEE | Td
% : & o]

25.2 ARBRS [HZIEIE M ) PR | DAL o h# H iy T
T ENIGEITE. BRI ONRE L2nwZ L 255,

26. BERTFREE

26.1 SERRET
HAHr kot
SURRHT R XEFEREY / FEF TR 14

FU 7 4 7OR O Zalutia®id, KEAL —F A VY= TR BN
S — DB TT,
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