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HER 2 R4 24 70 RS . B OVHLE S 7= 3R BRI 12 B8\ CRRBRBUFA D S
HA =R DS FEHERLA D SR 3R = 12% DEEPHIZ & D >, UL F2BEE D73 46 L
ETH B,

- HUE S TRRBRIF RIS W) LR ERIA O VI IS H SR 3500122 L 72V & &

FEAERIAI AR E SN RBREERIC S 1T 2 EE SR O 1/ 20 EH R R & 7R
T Y 2R, R OBUE S LRI 35 T SRR 0 SRV H SR A
FEAETLA) O SRR SR = 9% DFIPHIZ 8 5 7>, SULF2BIEDENE3LL ETH %,
772 L. BB SRR 3 W\ TR HERLA O SR VA ISR AS10% LA F D3
B HUE ST RRBRIE ] C OB TAT L, SRR 0D 147 HY 2 3 A HE R oD
LI R £ OO FEIPAIZ B 5

FEE . TRHMEIT pHL. 2 & pH6. 8 (0. 1% YU YV L~_— | 80 ¥) 1B W TCHIERAEISES L

BRI ¢ pHL. 2 (50rpm)

7=, FOMORBRIE TITES Lo ==, IWHIEENTEELL L TV,
B, b MBI DAY FEHR SRR OFE R, # X5 7 4L 0D §E SmgZA [ h—1 |
(A HERIA & DAY F RIS R STV B,

BRI« pH4. 0 (50rpm)

D) E Y Q)] [ FE7E b ]
pH1.2, 50rpm, 73K JLiE 120 pH4.0, 50rpm, 7$FILi%
—o— HEBAFH| 100 —o— BERHF
—— RENE = 80 —— RAERIF|
W
H
o

pH6.8,

60 90 120 0 60 120 180 240 300 360

M (53) FRIRESH (53)
BRI : pH6. 8 (50rpm) FBRIE : 7K (50rpm)
[ E FLHE Db LHE % @)b]
50rpm, /SKILE 201, 50rpm, /KL
—o— e 00 —o— HERsHA
e —e—
W
|
i@

60

180 240 300 360 0 60 120 180 240 300 360

FRERERRE (57) PRERERRA (43)



BRI : pHL. 2 (0. 1%F Y v L~— k 80 ¥h0) (50rpm) FAERIK : pH4. 0 (0. 1%K Y V ~x— k 80 ¥ihN) (50rpm)

[HEFRYE:Qal [ EFHE: Bal
1201 bH1.2 (0.1%AUVILA—F80RE), 50pm, /SKILE 120 [ pH4.0 (0.19%7K1) YV JLR—F80EH), 50mm, /KL%
100 f 100 }
8 ~ 80
B 60 5{5 60
3‘3 40 —o— HERUH @4 —o— SHERBIH

- —e— im 0 —e— iR
0 \ . . . . \ \ ) o ) . . ) ) . ) ,
0 15 30 45 60 75 90 105 120 0 15 30 45 60 75 90 105 120
FRER B (43) FREREERA (4)
BRI : pH6. 8 (0. 1% U >V /L~=— k 80 &) (50rpm) ZRBRIK < pHB. 8 (0. 1%4 U v b— K 80 %) (100rpm)
& H e (a CHIE HHE: Ba]
1201 pH6.8 (0.1%7 RV LR—F80EH), 50rpm, /FILE 120 [ pHE 8 (0.19%41) /L A— OB, 100rpm, /SFILiE
100 } 100 F
~ 80 . 80
= -
B e B 60
é% 20 —o— SEEEF| ?é 0 —0— SHER I
" —e— B % —— WA
0 . . . . . . . , 0 . . . . . . . ,
0 15 30 45 60 75 90 105 120 0 15 30 45 60 75 90 105 120
BREEFAE (57) FREREFR (43)
OV =g
2 HTT7 40 0D HE bmgZA T h—U | 1%, RESNTEHBKICES L TWVWD Z EBERS
NLTWA,

J 1 THR) EHEERE O RE)

FRERIE : AR YV — k80 1g ICIEHFRBRES 2 k% N2 C 1000mL & L 72#% 900mL
[Ff5%% : 50rpm

BIEE Wik a~ N7 7 4—

BlLA& 120 0 OB RN T5%LA Lo & &3l &35,

10. B - a¥
(1)EBARELGER - @K, NELSRKRLESR - aRICET 5158
Y LR

(2)a%
B2 257 400D BE 2. bmgZAT ~—1 | : 100 & (PTP)

2257 400D BE SmgZAT v —7 | : 100 &E (PTP)

(3) FRBE
BAARANA

-10.



11.

12.

(4)BFZOME
<PTP ‘&3.3& >

PTP : RV ke =1, T

%A« MR

RIBIRGE S N O AME
R L

Z 0t
M L7gW

.11.



V. AEICEY 5ER

1. SEERTHHR
RISLBRABKIE (244 S HEFRIES

2. MEEXIIHRICEET IR

5. MEER I RICEET HFE

5. 1 KANDBWEM &7z - TiE, BIZIERIEDZWr « BRI T D2ENIOTA R T A L HEDE
B RES B, WERMREICI VBB aET 52 L,

5. 2 AFNC L DI MITIFIAMRIETIT A< MERIETH L Z LB L, AAlRGIC L0 S
DRNRDFFDNIRNG G, FIRIES, OB R 0B 2B+ 52 &,

3. BiERUVHE
(1) BAERVHEDESR
WEL. RN IR L EZET 7 40 LT bmg 2 O#FE34 5,

(2) RERUABORERE - R
AR L

4. AERUVAZEICEET 5FE

1. AERUVAZICEET 558

1P EEOBRED H L EBE T, RAOMIERREN LA T 2820005 2 & ROEE#
BRRONATND Z Db, HEOREBEZBIZL2RPNO 1 H 1E 2. 5mg o5 ZBGT 5
RELEETDHZ L, [9.2.2 B8]

1.2 F 7 m—2 P450 304 (CYP3A4) Z 3R < PHFET 2 FA 2 & G- o B3 T, A5l i
EREFTL2ZERROLNTNEOT, 1 H 1F 2.5mg "HELGERBL, BEORES
B2 L2 DEE Smg ~EET 5 2 &, [10.2 B3]

5. BRERAIE
(1EERT—2/1\v5—
LR L

(2)EGPREFEEHER
Pt A

(3) AERGIFRHER

EWNE I EERIEERRRR

H A A DRISIBIE IS (T4 © HERIEERE (422 ) 2RI T TR, #X T 7 4/ 2. 5ng
ixbmg Z 1 H 1A 12 BEHEE LSS, IPSS h—HF VL A2AaT7 OR_X—AT7 A4 b OE{b&E
(/N " FEHE) 1375 B RBET-3.8, ZX 57 4L 2 5mg BET—4.5. 5mg BET-4.9 Th -
oo BALEDOT 7 BAREEE OFEIL, dmg BE (-1.1) 28 2.5mg B (-0.7) (THATHIRRE L,
A BRI UEE AR bz, GRBRO)

19 -



BIERRBMEEIL, #5277 40 2.5mg BET 4.9%(7/142 B) e X% X 7 ¢ ) bmg BET
6.4%(9/140 ff) TIH o 7=, EREIWEMRIL. 2.5mg BETIL, 1FTY 2 2. 1%(3/142 #]) K OEMEN
1.4%(2/142 ) . 5mg FETIX, HEAREDY 2. 1%(3/140 #1) K ONET Y 28 1. 4% (2/140 f5]) T -

7 11,12)O

(4) WAL RIEBR
1) BNEAREEAER

[E R4t R 5 A — E B R LR R R
HAS, #E R OEE ORI IIE I 9 JERFEE B (309 i) ZxRIiC, 7T 'R
XX X277 40 6mg & 1 H 1A 12 BEHEG LGSR, IPSS h—H L A2 7 DOR_R—2F A
VSO R (/N FEHME) 1T T EREET-3.0, X T T 4L mg BET-4.7 Th
V.| Smg BEIX T 7 B ARREL Bl U CHEGHFIICH B2 8B Ao LT, bmg BECIXIES 2 itk
DOBRMNDE IPSS h—F /LA a7 OWENRD I, £z, HRANBE (173 4)) 28T
% IPSS F—=FNAaT DX—=AT A b O bE (B FFEHMHE) 1377 BFREET
3.1, ZHXTT7 4L bmg FET-4.8 TH Y, dmg BT 7 B AREE & Ll L TREGHFIICA E
R FEER L (X7 RREEEDOZE 1.7, p=0.036), (GRERO)
BIVEFRBBEE X, ¥ 4T 7 41 2. 5mg BET 9. 9% (15/151 i) K O 5mg BEC 13. 5% (21/155
B) Thotz, EREIEMIZ. 2.5mg BETIL, FEME, A& OB A% 1.3% (2/151
B) . bmg FETIX, FHARA 3.2% (5/155 ), HILAR, Hl, H 7 L7 F R ARF
F— PN OWFERBEN A 1.3% (2/155 ) Tl otz 519,

E BRI R A — E SRR LB R R R

A A K OV [E O RIS RNERIE I PE S BEREF B (610 ) Z2xtic, 77 BRI ¥
774/ bmg 2 1 A 1112 BE&EEG L7RER, IPSS h—=F L Z2a 7 D=5 4 b
DA E (/N " RYE) 137 T B RBECT4.5, XX T 7 4L bmg BET-6.0 TH V| Smg
FEX 7T AR & ol U CREEHFRIICH B2 8GE 2 R L7z, bmg B CTIT G- 4 %2 & IPSS
f—=Z VAT OUENBO b, o, BHARNESE (449 f) (28155 IPSS h—F L
AT DR—=ATA UnbOEE (R R VEIE) 1377 8REET-4.8, ¥4 774
JL bmg BET-6.0 TH Y bmg FEIL T 7 & ARRE & ik U CHEGGHAMICA B edeBE 2R Lz (7
FERBELE DFE-1.2, p=0.017), (FHEBRO)

BIWERFEHBBEE L, ¥ X T 7 4V bmg BEC 15. 0% (46/306 B]) T -7, E/REIEAIL,
THIEAS AN 3.3% (10/306 ), SEIF A 2. 6% (8/306 fl) KONMLH 27 L7 F AR AKRF T —
VM 2. 0% (6/306 i) Tdro7= 1,
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IPSS b —# LA a7 O ERIZICEBIT 52L&

. ¥ H-Hi ¥hH 128% | ZbEGGN | 778K
5B n B X p fE
CE¥IE) CE¥IE) TERVEE) | BEE o
sy | 77 ER | 140 16. 5 12.8 3.8 - -
fif PR i 2. bmg 142 16. 3 12.0 -4.5 -0.7 0.201
G A0) Smg 140 16. 4 11.7 4.9 L1 | 0,062
FIARTY | 7548 | 154 16.8 13.6 3.0 - -
i R R
(GABD) 5mg 155 17.2 12.2 4.7 1.7 0. 004
BIEEY | 7548 | 304 18.7 13.9 4.5 - -
i R R
A3 5mg 306 18.7 12.1 6.0 “1.5 | <0.001
1) W5t VST (LOCF Z1{# )
TE2) RREFRIET — & OIRAZN T T VAT
12
- 75k

IPSS h—& /LA

RN ONUNS Y —7T W g—

ERONUNSY—T70n®»Y—

[z
|

%4557 1)5mg

x% : p<0.01
sk 1 p<0.001
et
e/~ A0+ BRI

(/N =3 P9l = FRHERAE)

- 75t R

*% 1 p<0.01
%% 1 p<0.001

=457 1))5mg

27 ORGHAMEICR T 2L BEOHR (B _EERIRERAR 5BRO))

IPSS F—X L2 a7 ORGATEIZER T 22 mOHERE (BIIA " HE iR R GUR®))

-14-




2) ke EHER
ERRHI&R G HERAR
FIARRBRZ 58 T L7z 394 Bl O 3 42 M ORI GIEEBREBRIC SN L7z, AiZARIE
KIENZHE D PEIRFEERBENZ X 4T 7 40 bmg 2 1 H 1 18] 64 @[] (“EERME 12 25
te) EWIkGER G U7-fEg, IPSS h—X L2 a7 ORKGHI 72 B DORERFRRD H i, EH
DLAENE R O BAF IR BAMED R S 472 1Y,
RIERRBIBE X, # 4T 7 /L bmg BET 10. 7% (42/394 ) Toh o7z, EREIEMIL,
THAEAR B OVE S R R B3 1. 3% (5/394 i) Th o719,

(5) 8% - FHERIRER
BL TR L

(6) AALE
1) EAAERE (—REARERE BEEARERE ERRMLRRE), RERE%T
— 8 R—RPE, WEREEERARONE
AR L

2)RBEME L TERFEOABRX IR L 1AL - ABROBE
Y LA

(7) D
MY ER e L

-15-



VI. EMEHE(CEHI SRR

1. REFMICEESH DILEVMRILLEYME

Briz7a L

2. RE%ER
(1) fERAREL - 1ERBRF

B R 7 4% PDES Z#PHEST A Z &I o BUSERR KM OVBEE VG . A ONS TR B 1ML o
SEIEREN cOMP B A FH W5, # X T 7 4 VI XA IMEIEEVER 2 Uiz i Bs i s miisr.
JRAERIEZLE 9 HEREEOIEREMICEE L TnD EEX NS, £7-. B RE OEN IR

o % VBRIt 3 B (E A e LT B TR B 5 1

(2)FEhEE4T 1T S ERIE
PDE5 BHZE/EH

KT 7 4 VITEIREY PDES BLEHRITH 5, b MRS FHLAHE % PDES &%) 1nM @ 1Cs fE CRHE
L. PDE6 2 TNPDELL & He#d % & ZFHF40 700 KON 14 %, FDfthad PDE %7 & A 7 & bk
% & 9000 fELL F OB A R L= (in vitro)

(3){FFASETURST - F e
AR L

-16-



VI

1.

Ve

e

P RED TS
(1) AREAN LM RE

EERR L

1) BERS

[CBE¥ 5ER

(2)ERREAER CHEEE S - iRE

HA NERERR N 36 il 2 25 7 4L 5, 10, 20, 40mg EV A HEROKEG L LxD & X
Z 7 4 VOIMBERIREIL, 5 0.5~4 W] (Toae O RAE, 3 KffH]) ORICE—ZIT#EL

T21%. W Uiz, TS ERENTIH 14~15 BRI CTh - 72 19,

1) AG R KA ST bmg TH 5,
fERERANICZ X F 7 405, 10, 20, 40mg "V A ARG L= L oMb 2 247 7 4 L jE
JE X 0B USRI ERE T X — X

AUCO*OO Cmax Tmax TI/Z
H&E n

(ng-h/L) (ug/L) (h) 2 (h)
5mg 23 1784 (35. 3) 95.6(30.0) | 3.00(0.500~4.00) | 14.2(19.9)
10mg 23 3319(32.5) 174(26. 5) 3.00(0. 500~4.00) | 14.6(20.9)
20mg 24 5825 (23. 2) 292(26.1) 3.00(1.00~4.03) | 13.6(17.1)
40mg 23 10371 (32. 3) 446 (20. 2) 3. 00 (0. 500~4.00) | 14.9(20.0)

RV (ZEEVERED)

7 2) hoefE (SEEH)

2) REHRE

FTSZARAE RIE N E D PERFEE A AR ANBE 126X X T 7 4V bmg 2 1 H 1[5 10 HEKE
BORE L, BEIRETOEZE T T 4D AC KON Cox \IHI[EIEE 5 & L _CTH) 2 f512

#7220,

AINE AR RIE (A O JRIRIESR AANBEICH X T 7 14 bng &2 1 H 10110 HMER S L
el EMIENZ T 7 4 VRE L B LTS ERE T A — 52

w AUCo-24 Crax Thax T1/2
H %% n N
(ng-h/L) (ug/L) (h) (h)
1 HH 12 1410(31) 102 (27) 4.00 (1. 00~4. 00) -
10 HH 12 2710(27) 173(24) 3.00 (2. 00~4. 00) 23.9(25)

SfPEE (%)

1 3) ke (REDR)
RISZRRIERAELS A 5 HERRBEE AR N BE 2 0 5R & U725 T S B L R

RERICE

WT, ZX T 7 442 5mg XL bmg DWT g 1 B 1 RIREROEE L, tng 25
Lzt &2 477 ¢ VBRI 2. 5mg DK 2 5 & 7p o720,

-17-




3) £ YFHIEE AR

(ZHZ 7 400D &E5SmgZA [ h—17 )

WRk244E2 H 29 H AT SR R A F8 022955 10 5 2 A 97 @A [ 3K 8 R e A A PRAR R d Jn [ 6 1=

SO EMFARI MR N A KT A VDO —EIEIZ DWW T KO TR B 78 5 Al

DIBIMD T8 DAY LR SRR T A KT A ) 125D & Ei,

B H T T 4 VO0DEEsMEZA [ h—"T | EWNT ¢ ThEbmgk, 7 v A4 — "—Ikiz k) ZnZ

N1EE (F X T 7 40 LThmg) EFERAS FICHREHER AL OKk7Ze LTIRA (h=24)

MOUKTARM (n=23)) L TS REBMRIRE ZJE L, 50N EYEE T X —X
(AUC, Cpax) 1T DUNTIO%SEFEXATEIS THEFHIFMT 24T o 7o A AUCo-70% UFCrax D RT3 D

A D FEDIOMEFE X T 1E, K72 LIS 1T1og (0.9440) ~1og (1.0847) K log (0. 8806)

~1log (1.0125) . 7k ¥ #5-1%1og (0. 9705) ~1og (1. 0482) K Nlog (0. 8749) ~1og (1. 0007)

THY., log (0.80) ~log (1.25) OHPHTH D Z Eon, WAIOEY TR 2% ) T2

Ehi?,

K72 UTHRA (T ¢ 7 EEbmgld /K TARA)

HIENT A—H BENRT A—H
AUCO*72 (Hg * h/mL) Cmax (ng/mL) Tmax (h) T1/2 (h)
B2 K F 7 40D EE
2047 £639 99.5+t18.5 2.2911.04 18.53=%5.21
SmgZA [ h—17
WILT 4 7 $E5mg 2024 £589 106. 7+26.7 2.10£1.29 17.40x4. 37
(BP0 R YE(R 722, n=24)
(ng/mL)
120
—— 1 ¥4 57 1)VODEE SmgZA Th—")
100 —— )71 7 5mg
G 39l + BRAE R 22, n=24)
80
IfiL
B

1 60

10

20

0 12 24 36 48 60 72

L5 OREM (h)
M BEFPREENE ONT AUC, Coax T D/ T A — B F, HRBRE ORIV, (KK O BRI - R % o
RBRGAFIC Lo TR D MR & 2,

K THRA
HIE/NT A—H BHEINT A—H
AUCo-72 (ng + h/mL) Crax (ng/mL) Thax (h) Tis2(h)
2 HZZ 7 ¢ )L 0D BE
21152404 102.5%£16.0 2.48*1.08 17.33=%4.73
5mgZA [ h—1
YILT ¢ T HEbmg 2118477 110.9%£25.2 2.59%£1.72 16. 75=*t5. 13

(AT fiE + A YR 72, n=23)
- 18 -



(ng/mL)
120

o= ¥¥574)VOD§ES5mgZA Th—"17)
100 —— )T T 5mg
AR E M+ BRE(RZE, n=23)

80
ifit
4

1 60
i
53

-1
(S~

0 12 24 36 48 60
5% OWRE (h)

MAEF PR NS AUC, Cox ZED /8T A — 21 #E8RFE OFRIN, AR OEEEEL - BFEZE D

RS L > TR D AREMERH D,

(B HXF 7 400D FE2.5mgZA T h—17 )

X HT 7 4 V0DEE2. 5mgZA [ h—D | X, [EENER D80 EERA O A F R RS ER
BRHA BT A v CERK244E2 A 29 H SRARATFE0220%5105) | ICHS&, # X T 7 1 /LODEES
meZA [ ~—0 | ZREUERIAN L Lo & & IWHFEENE L < EWTFRICRSE & 2l Sz,

(3) hEE
MU ER L

(4)BE - HREOEE
1)BEOEE
ERERR AR & & F 7 ¢ L 20mg™ R th (FARIAR) UTZEMERHICHER NG Lz &
X, AUCo o X UCon HICAFEIUC L 2 BT O DNl BMEAT—%) 2,

2)HRAEDEE
OO s k= —u
BEEERR N 12 BliC 7 b2 —)L 400mg (1 B 1 [EREAKE, ENRIETL) 24T 7 4
SV 20mg EVEPEREE LI &, ZF T T 4D AUCo o TN Cou 12, FALER 312% K T
22%M L7z GNEANT—%) 2,
BERERR A 11 Billc 7 k=Y — L 200mg (1 B 1 EREOEL) L4 4T 7 )0 10mg #V %
DFREEG Uiz & 22T 7 4 D AUC o O Coax 1 XZAVEIL 107% S O 15%H 0 L 7= (4
EAT—%) 2, [IVIL7. ) PFHEE & Z0HE] OESH#]
@V rFEeN
BERER A 16 112 Y hF-E /L 500mg 1% 600mg (1 H 2 [8]) & % 45 7 ¢ )L 20mg 0 % {)f
REELTIcE &, ZHT T 40D Coax 13 30%ME T L7223, AUCo-wol 32%38 M L7 (FMELA
F—s) 0,
R 8 B1IC Y R EL 200mg (1 H 2[H) &2 4T 7 40 20mg =V &P G L7z &
X BHTT 4D Con [ZFFEEETH > 7278, AUC-olT 124%H5M LT GREANTF — &) 2,
[TVIL 7. 2) PFHER & E OB H ] OEBMR]
19 -



@ a HEHrA
(1) R¥Hrv
BEFER A 18 Bl R34 2 L 8mg & AR H R 5RO EFIRAE T, & ¥ T 7 1 /1 20mg
EVZBERR ARG L & & SO ONGHE &K QLR ILE O K FRERIZEZN
9.81mmHg & O 5. 33mmHg. EANZ OO YHE H1 M OMESEHI L E D e K TR &IZEEh
3. 64mnHg }2 % 2. 78mHg Tdr o 7= GREANTFT—%) 329,
TR 45 I R4 v (dmg ETHIHE) &2 ¥ T 7 40 bmg 2 1 B 1 BIRIE
ARG LzLx, FE Y ofER MERAIZHE@mA RS, ZORBRIZE
T, REOIERZ LD MELICET 2 G FFEN A LN GMEAT—%) 0,
[IVIL 7. ) FHAEEE & 208 m ) OS]
@QFLrABL
BEFERRA 18 fllc # L Zm 2 0. 4mg Z SRR ARG R OEFIRET, 2477 11
10mg X% 20mg ™V A& WA G- U7z & & | SEAL O UGHE ] K OMIRsRI L 00 e KR Fe Bl X
ZHER 2. 3mmHg & TN 2. 2mmHg, AL O ULHE 1 K SRR D K FRE&EIZZ N2
AU 3. 2mmHg X O 3. OmmHg Td ¥ . B 5 R IME~DOEEITFEO Hivie o7 (FEA
T—H) W,
RN 39 FllCZ LA T 0.4mg XX T 7 /0 bmg & 1 H 1 RIRERAO#EE L
ol &, O NRMES~OEBIIRD biiehote GMEAT—%) Y,
@ DAt D HEFH
i (=FFor . BIBRAHD) ITAra—An2 257 40 (10 it 20mg) EVIC
FIETHBIZOWTHRFT LR, =VF V0 FIBEAFSUIT Va— kb4 %
T 7 4 VOIEMEREIZ KT DI R EEITERO b ol o, XX T 7 41 (10
% 20mg) FURMF (SEVTA, TAT 4V, UALTF U ROT AnPE )
NI T N 2= RIFTEBIZOW TR LIRER, #4774 WX DIX Y T A,
TETZ4 VL ULT 7 TARYE U XIIT V3 — /L OFEYEREI T DB 5
IRETERD b o Te BMEAT —4) 299,
1) AR E K &L bng Th D,

2. EMEEBHTA—F
(1) BBHT 3%
MR L

(2) RIGERE B
R L

(3) HEEEEH
%557 410D §E 5mgZA [ h—"1 ] 1 0.03988+0. 00976 (h") (Mean=S.D.,n=24, K72 L)

BHT 7 400D BE bmgZA [ F—" ] 1 0.04247+0.00978 (h!) (Mean=*S.D.,n=23, k& V)

()2 T7S5 2R
A ER e L
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(5) TR
MR L

(6)ZF D
BRI L

3. &M (REaL—>3Y) 8B
(1) BB AE
BRI L

(2) 85 A — S EHER
LR L

4. RIR
TVIL 1. (4) &BF - DFHEOZE] OB

5. %%
(1) mi&—Ax BP9 @Bt
LR L

(2) ME—REIEREPI BB
AR L

(3) B ~DRATHE
MR L

(4) BEEA~DBITHE
MR L

(5) ZDHDRBADBITHE
MR L

(6)MFEAEESE
KT 7 4 VOMBERAMAGHEIL 4% (in vitro, WENTIE) THY, FIZT AT IV KN
o BRPEREE A LRSS 5 0]

6. XH
(1) KRB R T BHREE
FERERA 6 BT MC-% %' T 7 41 100mg *V & HEfE O G Lz & & | iEIcid sy 47
T A NVKRBE R A F VAT a— 77 a CBIESERNRD b, iER o 2 FrhT7
D= JURIZAF NI T a— VTN T a VEREAERD 105K Th o7z GMEAT—#) 2,
1) 7A&G AR K &S bmg Th 5,
91 -



(2)fk#cBBE53 2Bx CYP %) OHFE FEXR
FIZCYPIAMIZ L R s s, (IVIL 7. FHAEH ] DEEMR)

(3) PEEEHNROEERVEDEE
EERR L

(4) REMOFEOBRRUELL, FELE
AR L

7. it
BERER A 6 Bl MC-2 4T 7 4L 100mg FU AR HERR NS Lz L&, #5% 312 B E T
TS REIRIN SR ILFE(E 60, 5%, JRHF 36. 1% T o7z, EEHIIZTICATF VAT a— IR, BT
T— UK, JRFPICIZ B A TF VI T a— AT 7 a U BBIAGERE O T a— 7y a U iginsg
BRSO LN GMNEAT—%) 9,
F D) AR KHEIL Smg TH D,

8. FIUARKR—E—IZET BIFH
MR L

9. BHZHIZLIBRER
[VIL. 10. &8 5| OHESMH

10. BENDERZEITHEE
(1) BEEEE

1) B R O R RS R
fEEERR A 1201, BRFERfEEERE (CLer=51~80mL/min) 8ffl, HEEEREERE (CLer=31
~50mL/min) 8BIZ X ¥ T 7 4 L 5mg e N 10mg™) & HEIFE O £ 5 L7z & & | AUCo oo 2 U'Crax
VAR A D Z B HHI100% K% TR20~30%H N L 7= (WEAT —%) 9 [ VI 6. (2)
R T A ) OES ]

2) MEBN %2521 TV D KB A 2BE
MEHEN %252 T D RBEREBE16HICZ X T 7 4 L5ng, 10mglk 20mg™V % Hi[alfkE
A#EH Lo & &, AUC) oo X UNCrax TARFERR A D Z AVE FUKI109% % O41%E#8 0 L 72 BHEAT
—%) W, [ IVIL6. (2) BHRERERE ] DEBHR]

1) AR E K &L bng TH 5,

(2) FFiRElEE RS
BEEERR A 8 15l K OVTFRE S f 2 25 52 # 45 7 ¢ /L 10mg BV & HER O 5. L7- & & | iR
JIFPEE B (Child-Pugh class A) & HEFEATREEBHE (Child-Pugh class B) @ AUC-o|dfi
RN L ZIERABECTh -2 GMNEAT —%),
I DGR R RIS dng TH D,
T 4) BT RS (BT 23380 BT 838) . n=8 EEITFER (Child-Pugh class A), n=8:
S FERTRESE  (Child-Pugh class B), n=8: @[PS (Child-Pugh class C). n=l,
.99 -



(3) =knE
fERE i 12 4] (65~78 %) K OMBEEL4ER 12 6] (19~45 %) ([CX X T 7 4 /L 10mg V%
HEEOEE L& & Cudd@ind & G4H L TIRIZFEERTH o 7223, @il O AUCo- ol T4
R 26% @l T o 72 GMEAT —%) 9 [IVIL 6. (8) mifind ] DOHESH]
EE M ORI E X T 7 4 10mg PV B ARG L & omifEh 2 45 7 ¢ VIR XY
B L7 ERE T A — X

n AUCO—OO ( ,LL g'h/L) Cmax ( ,LL g/L) TmaX (h) (T 5) T1/2 (h>
ey 12 4881(31.7) 196 (26.9) 2.00 (1.00~4. 00) 21.6(39.0)
B 12 3896 (42. 6) 183(25.5) 2.50 (1.00~6. 00) 16.9(29.1)

A (EEREY)

RITSEARAERE (20 © PERBEE Ol g 12 61 (70~76 7%) K OFERE#E 12 ] (42~59 %) |
BHTT7 40 20mg EV% 1 A 1E10 AMKEROES LiE X, @l#E O AUCoo & Cou 1FE
B IC DTS (1 13%) Ko7z 19,

mling K OFEREE IC X X T 7 b 20mg FV % 10 HREIERS LIz L& omiEh 2 57 7 4
JUIRRE X0 B LT BN RE T A — &

AUCO*24 Cmax Tmax T1/2
n N
(pg+h/L) (ng/L) (h) =® (h)
B [A] ey 12 3900 (39) 273(32) 4. 00 —
(Dayl) | FEmEndE | 1077 | 4500 (26) 328(23) 4,00 —
18 =1 12 7360 (40) 472(33) 3.52(2.00~4.03) | 25.7(21)
(Dayl10) | FEmns | 10%7 8280 (41) 536 (35) 3.50(2.00~4.00) | 23.6(20)

R M (BRI

1) &G R KA L bmg TH D,

1 5) HRfE ()

7 6) i (EPH)

1 7) FE i O BAUKC G R TIR R BE E A H T H R E R O G o Vi th & 2T
7 4 VPREEDMR I ST ERE A B < 10 ] (42~5B8 %) B A

. Zoft
R L
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VI ¥£% (EALOIESF) ICBEYSHEHE

[

ERABEZDER

==
=

=

I AFK| EHBFINE—BIEER (NO) #EH (ZbtnJU+w) Yy, BEEET IV, HEiEA VY
IWER, Za50T0L%) EOHAICKYREERSERL, BECMEZTREESE
AHHDT, REREOHTIC, HEAIRT—EEER NO) #EFNREShTLRNI &
Z+HHERL. FEREPRUVESRICEVTLHEEAIXIE—BEIELER (NO) #E5XHINEE
SNBVESITHEET D&, [2.2, 10.1 B3]

12REHZECODHEEFOEERDNERFOATERNMHESNATLIDT, KFEIIK5D
BIC., DIMERBEDEEEZ L +0HRE IS &, [2.4.1-2.4.5, 8.1, 1.2, 15.1.1 SE&]

1.
1.

2. BERHNRLEZTDER

2. BR (ROBHIZIFHBELEWNI L)

2.1 RENO T3 VIBUE OREFERE D & % B3

2.2 WA T —EbESR (N0) fiE54 (=hu Uk Y > Wg7 IV, Mgl Y e

K, =37 UV ZEGHOEE [1.1, 10. 1 8]

2.3 VIR T =AY 7 T —8 (s6C) HilH (VAT 7T M) ZEbGholiE [10.1 28]

2.4 RIZHB|IT 5 0MEREELZAETHEE [ OEETERRR TIN5, ]

2.4 1 REFEPIEDSH HHBFH [1.2, 8.1, 15.1.1 ZM]

2.4.2 DA% (NYHA Zp#EIELL ) ob b HEE [1.2, 8.1, 15.1.1 B]

2.4.3 2> bo—) L REOREIR, KME (f)E90/50mmHg) ik = > b o —/ LR E O & LT
(ZFFIRFIMLE>170/100mmHg) DB 5B [1.2, 8.1, 15. 1. 1 ]

2. 4.4 OAFESEDOBEAEIEN AL 3 w AUNIZH 28 [1.2, 8.1, 15. 1.1 Z]

2.4.5 NFEZE - H M OBEEES el 6 0 ALINICH 588 [1.2, 8.1, 15.1. 1 /]

2.5 EEOBEEDOH LHEE [9.2.1 ]

2.6 EEDOHEEDSH LHHEE [9.3.1 5]

3. MEXITHRICEET HEELTDER
(V. 2. ZDRESUTBRICBEE T 1R 22T 52 L,

4. RERVHEICHAET 5FELZTDER
(V. 4. HEAOHEICEET 3R] 22752 L,

5. EEQERIE L ZDEH

8. EELEXNIE

8.1 hDHARAKRY =7 T —8 (PDE) 5 PHEA| L FMRIC, AANIMEILRIEHZ AT 5720 —
WO EDIMER TR 5N HHEERH 5, AFIELG-OFNT, O RSSO A 855
MRS DL, [1.2, 2.4.1-2.4.5, 15.1. 1 ]

8.2 4 WML LD Ehik OIER I Fie it (6 REMLL ERpke 3 2042 £E 5 #hild) 24 EIC TS
ENTHE SN TWD, FHEEIZX 3 D ALE 2 LI T o720 & RO 85 T
AR 2 KRNI/ 72 5 2 03 2 O T #hED 4 REMLL ERffe 9 2R3 B D L7254
BEHICEMOZK 2% 05 L ofRET D L,
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8. 3 KA 54\ BIM 7 MR T AL B AR 8 b N T35 8121, AR OIRA & 1k
L, HONCIRBIEMEOREZZ T 5 L5, BEICEE T2 L, [15. 1.2 B3]

8. A TEREFABRICB N T, OEWNCHEFEENRDO SN TWAHDOT, mrfEE, HAEEOERSES
B A 1 O M A R E T D BRIITER S5 2 L,

8. b AHIH 5\ B ARHE MR T SUTZERMEEE (HIBY . DFEVWEEI 2 enbh D) bbb
NIEHATE, ABIORAZ FIE L, B HBREMEOREE2ZIT 5 X5, BEIHE
g5z L, [11.2, 15.1.4 ]

8.6 [ENIZHRW O ARIERAETRRIE & OF ) U 72 B O B R I IR ST,

6. HENERZAT VBAEICHT HIE
(1) BHHE - BERFOHLEE

9.1 BHHE - MEEZEOHLEHE

9.1.1 EEDEELRIE (JErh. [EEDKRHIE. Peyronie I§%) DHLEE
AHFNIOIEBMERIC LV ARNEBI 0, TOMBRBREIFAZIEBITBEARH D,

9.1.2 BEPEEDORE L LY FLHIER (BKFLKkEELD., 2REEHE. SOhREE) O
HHEE

9.1.3 HMMMEBXIFZHELEEZDHLEE
in vitrodBRC=brua 7y R MU oA (NOBEGAD) o f/IMREREHIVE R % Bk
T 52 ENRBD O TV D, HIIMMEZRE BT LIRS O & 5 B k3 2 &Mk 13
SEL TR,

9.1.4 MEBRETMESRSE
PDE O3&fmBYfEE 2 £ SEGI D EERD B b,

9.1.5 PDES HEXI = 5HDEE

OFAEH DREERDI 220,
(2) BHREREEEE

9.2 BirefaERAE
.21 EENEREETERE
BHLRWZ &y RAOMBEFTIREN BRI 5, 7o, Zb OBFITAA| OIREE
N4 % ATREMEDS & 2 72 OERIRFBR CTlIbRst S Tnvs, [2.5, 16.6.1(2) & ]
9.2.2 FEENEEERSE
AR OMABEFREN EFF 2 eEnH 5, [7.1, 16.6.1(1) ZH]
9.23 BEDEBEREESRSE
[16.6. 1(1) ]

(3) FFHRElEE B E

9.3 FHpclEERE
9.3.1 EEDEETEE
FH L2 &, b OBE TR TIIRAA ST D, [2.6 2]
9.3.2 BE - PEEOHEETESE
IO DOBEERG L UIANER O 2 R & U7 BRI I L TunhZzuy,
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(4)KETEREZEH T 5F
RE S TN

(5) 1E4%
RESH TN

(6)1RELIF
RESH TN

(7)/INR
RESH TN

(8) &tnaE

9.8 SEE
— RIS RENMEE T LT\ 5, [16.6.3 -]

7. HHE/ER

10. HE/EA
AFNTIEIZ CYP3M IZ X v RREf S5,

(1 HRAESEZDEH

10.1 $tHEZS (AL E)
A4 R AR « HE Ik R - a1
AR A1 KON NO ik -4l PRI X . BEJEVEH ZH | NO 1E cGMP D FEAE Z HIIF L |
=btasIUkvy MT D EDOMEND D | —F. AFNL cOMP DLy fR%
HfifsEe 7 I v T4 MET 5206, mAID

s A Y VY LE R
—ag U E
[1.1. 2.2 ]

PERIZ LD cGMP DR Z A
T2 NO D REEAER 23 G iR
%)

sGC I
VAT TT b (TT sRRA)
[2.3 ]

RIS XD | i AR 2
IRBENSH D,

DFAZ L D A cGMP
FENHEE L, A i E A
e 8% R+ BEh
N5,
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(2)HREE L ZTDER

10.2 BHREE (BFRISEET S L)

AN E ERARRER - HEE 7k By - fabRR 1
CYP3A4 BHZEHA SR\ CYP3AMA BEMER 2/ | CYP3A4 FREIC L 227 VT F
A4 7ary—n L7 haty—n RAAL | v ADORD,
77 ) Aua~A T EWNARFEE) L OPFHIZ L
F53 LN V. AKHFID AUC ZTN Cpay 23

TV—T T N— Y 0 — R
[7.2. 16.7. 1 ]

312% % TN 22%a 4% &
WENH D P,

HIV 7'a 7 7 —¥ LEA
U rFENL
E V%
e
R I
[16.7.2 ]

U hrFELEoHIC X
D AKHFND AUC 25 124%8 00
T5EDOHRENHD P,

CYP3A4 753854l
R I NS
TJrx= AV
T )N A — LA

V7 7oy otz
X, KAl AUC K Cra
DNEIVEFL 88% M TN 46%K T
THLEORENRHD X,

CYP3M FHEIC XL D7 VT T
> ADEIN X0 ARHF o 1
EPRENMET L, RFO
HRENRIFT D BENN D
Do

o R T A
NS
T
[16.7.3(1) = M]

N AT 5 I halid
V. SEALINGHE L e OVR
IR TR RZENE N
9. 81mmHg K OV5. 33mmHg %
THEOWENRHD P, F
72, o WAl E OO TR
PR OJER 2 £F O i EK T
BRLIZEDODWEND D,
BEEREEZE L TRFE L
DA M fElR % B\ S
BRI OREEICEEGT D
Z &,

e = A1
VAN =S8 %
A M Saoo—)
=F 77U
T T YA

TUVET v MERRA
FEHUA (BASUIZAD &
O LY BHATENT
IS 19 1 e OV e B9 .
ITERRZNZE L 8mmllg Y
4mmHg FFET 5 & O#HE N
» 5 50)O

izari

OFRIC &0 B AR 23 4

ARFN T & FEARAVE S & %
BEEEMZA D20,
NS &0 B 2 58 4
LBTNDBDH D,

T ITY v ToHBRENRD D, NO &AL 7= & iR e %
R sBENNH 5,
A Tk E PRI & 62 2 7382 | AR cOMP JREEASHEAN L |
N5, B EORENE | BEEREZMMRT 2820
LfEREE T ICER L, | D,

1B LT 215700 &l
SNTEHEICORHFHT S
Z &
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10.

. BlfEA

1. BlfERA

ROBWERDBRH SN ZEBHLOT, BEEZ 7TV, BEDBD NG AITITE
G hikd % 722 E@UREZAT O Z &,

(1) ERGEIER & MHER

1.1 EXGEMEA
.11 BBEE (BHEEARD)

T RS, BEImTAIE. FIRMERZE 2% . Stevens—JohnsonJEEREENH bbb 2 &

B D,

(2) Z0itDEIER

1%L4 E 1% A it BEE AN
THER 25 B, FTO W | DAY | e, DZEREE Y |
AN g, R
AT AR, FEfil, A Fe ., MEfEEhRPAZE,
MR ARPAZE . ARBRAERR, FLEF/KIE.
FEBN RIS MERTERRE B RE 2 | 2
FEMEFERET Y | RO A A
Hibas HIEAR R H Al WU R | SR
B, TR, BR
Mk EovrIF=r
70T T v AR
B A& PR, 15 IR VU
FEpp - PR | BHW FEENE D F JVBEJR. iy
WAIR - AEhE FHEH R, B Rk | FehidiE, ZhiEDitR
Xk
WP 2o IR A, ot af.
B & ZATIE
Z D CK L&

*1) [1.2 58]
*2) [15. 1.2 W]

- RERRERRICRIETHEE

1E3) [8.5 ]

i

&

=

WEINTVZRW

BERS

13. BEXRE
13.1 &g

R a7, B, BENICL 227V 77 0 2ADREITHIETE 20,
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1

1.

BRLOIE

14, BRAEDIEE

141 RFIZFEFOEE

14.1.1 PTP Wl DIEANL PTP o — DWW L CIRAT 2 X5 HEET 52 L, PIP > — D
AIC L0 BSOS RIERE AR L, FICIEFELE B 2 L CHERIA R S O EE
BREEELIRTHZ LR H D,

14.1.2 AANIED LICoETEREZRBESED ERMET 5700, K LCRAWMETH S, %
7. KTIRHTHZ b TE S,

14.1.3 RANIE-F EFORETIE, KL TIRASERN &,

12. ZOMoEE

(1) ERERERIZE D < fEHR

15.1 BREREAICE D 1B

15. 1.1 BhlE R2EHRAIE LTHEA SN X X7 7 4 VOGO BREBE BT, OFE
FE. DZEIRFE, DEVEAEER, ML, — @M M 1S 0O B 20 O i B R PR E 23
BHETT A NFEERIZBE L TNWD, TRHDOEZNLMERDOY AT 757 74 —%
ALTWOEETHoT, £ OFELN, MATAT XIIMATA%ZITED Hiv, D5
TIEH LD MATRARLR LI Z T T A NBERITHEO NI Db & o7, £ OMUE,
BB T T 4 NV EEE LT A% OBRER B A RICHES N TWD, Zh b ORER
IZDOWT, ZXT T v, HITH, ARBEPAL TCWIZLMEREE, ZhAb0%E
KOFEE X IIM O BERNCEHERET 20 E O DEHET H 2 X TEX R, 72,
PATRAEPEZ DUEN DL LNEREELATL2BEFIEL, X7 7 4 VEHERS
RIEAIE LCTHERT D Z EidstmntanTnsg, (1.2, 2.4.1-2.4.5 | 8.1 5]

156.1. 2 A & OREBEIRITIA &7 TR n ., SMEICB W TR R 200 A & LT

ENTHHT 7 4 V& Te PDES IHEAIR 5412, FAUTHE DK TR OJFA &
720 D B IR VERTER R MAERARROE (NATON) ORBINHE SN TWDE Y, Zhb
DBEHEDZ < 1E, NAION DGR 7 [k (50 selh ) HERRIP, &), EshRRE 3
B MLAE, BUESE] A5 LTz,
FMENZF T, NATON 2385 L 7= 45 i bA Eoo BEZ2 x5 & U CEi S iz B Ok AT
ZECIE. PDES PHEAI DO G2> BN (Tie) O 5EOHIMAN (2477 4 0D
AK 4 BLAPNICHEY) 13, NATON LY A7 239 2 51070 D Z L3 S hTng 9,
(8.3, 11.2 &M]

15.1. 3 A1 & ORRBIRIT 5 0 TIXZ2 WA SMENZ I8 TAHK % 5 Te PDES FHE A 57412
FhUC, EREREOREANRE S TND 59,

15. 1. 4 35K & OREBIRIT 5 TIHZR WA SMENZ I TAHI % 5 Te PDES BRE A 57412
FUS, BARTE R T TR R R E SN TWD, b DBETIE, HiE
DRDENEREY Z LB D, [8.5 5]

15.1.5 7V 2 — UK A IRFIC AR & 5 5 U 7 ANE O BRI SEFIERER (R4 10mg, 20mg) ™ (Zd50>
T, T3 — Vi iR EE | AFI O MR E OWT IS A 2 2 T 7o 1203,
Ta— i EmHE (0. 7g/kg) B LI2#EBRE 12BN T, O F W ST AR I 23 )
a2

) G R RIS bng TH B,
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(2) JEBRIRAERICE D < 1B

15.2 JEERIREABRICE D < 153k
25mg/kg/day LL EOHETH X T 7 4 Va4 XU 3~12 » AME# AR O#E Lo mtEsl
BRICIEWT, RREREOIKT, FBE LEOZENM, R RO OB 13580 b
T DWENRD D, & MBI D FIERRRIZR T 2 B2 et L 7S E AR D —
W CIT RS TR EE OB 538D B2y, K FEENE | KRR &R OVEFER LE Ml
N THORBRICIB N T H LR D7D o 7 %657,
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X. SEEREREAERICRE Y HIHE

1. REHER
(1) EhFREHER
(VI FEZ B PET D HE | 2]

(2) R MHEBHER
BAE R L

(3) Z D40 EERER
DR L

2. BERB
(1) BER S HHHB
LR L

(2) REHSHIERR
AR L

(3)EEHMHR
AR L

(4) HAA IR
MR L

(5) ATEFRES AR
MVIL 12. (2) FERRARRABRIZ A S <1

(6) BRATAISIERER
MR L

(7) F Dt D% EME
MU ER L
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X. EEMFIEAICEHY SEE

10.

. REIRS

B Al

WSS (S — RS OL I L VAT 5 2 &)
BRIy : AT 7 40 BIEE

. AR

AR : 3 4F

. BERETOIE

HERRAT

. RO EDEE

BRE I N TV

. BERITEM

BEREERRTAR AV
XFTHoLEBY : Y

FOMDBENTEM : 25457 4 VODEEZA [ F—U | ZRAEND FH~
( TXI. %5 ZotofEEk) OESH)

| RS - RS

FeRE RS - PILT ¢ THE 2.5mg, YILT 4 7 HE bmg

. ERFEEFAB

2002 4~ 10 A 15 H

- BLERGAREABRUVARES, EMEENFEFAR, REFABEAR

CEKET T 400D BE 2. bmgZAl h—TU | 2 X T 7 ¢ L 0D BE bmgZAl h— U |

Hx7e4

BOEHRSEAGEAEH H

ARE B

SEAMh AL HENGRAE A H

Hr7eBR AT H B

& XZ 7 400D §E
2.5mgZAl h—1 |

202042 H 17 H

30200AMX00147000

2020 426 H 19 H

2020 426 H 19 H

BH T 7 400D BE
bmgZAl v —17 |

20202 H 17T H

30200AMX00148000

2020 26 H 19 H

202046 H 19 H

RN

BEERR BIMERAKRFABRVETOAR

M L
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11.

12.

13.

14.

BEEHMN
L

REHRFRICE T 515K

AFNL, BRI BI T 2 HIRIZE D HALTVRN,

£Ea2—F
i JEA G SR AL YE | ERES S = — | HOT (9 #M7) | Lk hERALE
Ju e . . N - N — -
INdEHR S 2 — R K] 22— 1K) Fa VAT Afa—R
B 2Z 7 410D EE
2590016F3023 2590016F3023 | 127903003 622790301
2. 5mgZAl h—17 |
2 2Z 7 400D BE
2590016F4020 2590016F4020 | 127904703 622790401
5mgZAl v —17 ]
REEHBALEDEE

ARANTZHRHIN L O%IFEEEK L TH S,

25. RIRHGFTEDEE

251 AR OBGESUTRRIT, THISLBIERIEIZHE O PEIRIEE ] THDH Z &,

25. 2 ABUFIDS THRISIBRIERIEZAE S PEIREETE | DS ORI B R T S BE I3, RERAG

fToXxgeE Linwz b L35,

AR D 2R UL R BE S 28 1 LIRSV T TARIOE I H 72 - T, BIZEER
FEDZW « BRI T D2ERNNDOT A RT A L HEORFOERESEI, WYIRBEIC LY 2H
AMEETDHI L) LENTRY, ORI LV AL KAE & 20 S 7258 IR Y BE T
THT &, o, DR EORRIC Y7 - TR, RIBHIERA, FRRBA, AiLiREE
BAEFOZEIIHW T ERBEICHOWT, EfFE A 2fMBEMICRATL L,

k. HigmE L £ LA OAEmEA B2l 5 2 &, 2L, KAlOPEFREGICYS -

T, L FEMmFEH R E2RTRT DL,

(G246 A 18 H : fE3 0618 %5 3 &)
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XTI.

3K

1. 5IFHX#H

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)

13)
14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

25)

26)

27)

28)
29)

FENERL : # 4T 7 L 0D $E 2. 5mgZAl h—7 | SN aAER

HNERE . % 2T 7 4L 0D §E dmgZAl b —"7 | JsR

FENEEEL : # 2T 7 4L 0D $E 2. 5mgZAT b — U | EHIRTFRAER

FENEERL . X 45 7 41 0D BE bmgZAT b—7 | EHILRAFER

N 225 7 L 0D BE 2. bmgZAT h— 17 | HEALLEZ2 MR ER

FENERL : # 4T 7 L 0D BE SmgZAl b — 7 | M EE 22 E R ER

FENERL : # 4T 7 L 0D $E 2. 5mgZAl b —7 | IRHER

FENEEL . 2257 4L 0D BE 2. 5mgZAl h— 1 | BLEERER . us A ER

FENEEL : 2T 7 4L 0D BE SmgZAT b— T | FEHRER

HNEE: Z 2T 7 400D §E bmgZAl b—10 | HLLERER 5 v HEER

Takeda M, et al. : Low Urin Tract Symptoms. 2012 ; 4(3) : 110-119 (PMID:26676616)
AZIRAE RIE NP 5 PERIE S B 1T T 2 ENE TR (P70 788 201441 A 17
A&GE. HREEEMEEE 2.7.3.2, 2.7.6.3)

Yokoyama 0, et al. : Int J Urol. 2013 ; 20(2) : 193-201 (PMID:22958078)

AR AIENT P O PRRE S B 2361 ) 2 [EFR LR B IARRER (T ¢ 788 « 2014 4 1
H 17 H7AGE, HEEE ML 2.7.3.2, 2.7.6.3)

ATSEARAE KIE (2 E 5 PR RS A 12T 2 B MFERER (7 ¢ THE: 2014 451 A 17 HK
R, HEEEEME 2.7.3.2, 2.7.6.3)

ASZIRAERIE L © PEIR S BE 23T 5 5 AR GEEMfkie i) (FvT7 4 78
2014 4F 1 H 17 A7&GR., HFEEEHEE 2.7.6. 3)

s (P70 78 20144 1 A 17 KGR, HFEEEMSZ 2.6. 1)

Saenz de Tejada I,et al. : Int J Impot Res. 2002 ; 14 (Suppl 4) : S20

TR A IZ 31T B B EhRE (H[A £ 5) (37 Y ASE : 2007 45 7 A 31 HAR, W& MR
2.7.2.2)

HARANKR OSNE N B 2T 2 mEiE (KGR 5) (P70 78E:2014 421 A 17 A&,
A EM S 2.7.2.2, 2.7.6.2)

AZIRAERIE N FE S PERIE S 2632 B AR NBE T 28 THRER (V7 ¢ 78E: 2014
1 H 17T HARR., HEEERMIEE 2. 7. 2. 2)

FENEEL : 2 2T 7 )L 0D BE bmgZAl ~— 7 | AW H IR S kR

FENGERE . 2257 410D BE 2. 5mgZAl b —1U | AWl [ SRR ER

BHEROPE (7Y AFE: 200747 A 31 HAR, HEERMERE 2.7.1.1, 2.7.1.2)

U MFEALEROT hat >y — b O3YFELER (27 U A8 : 2007 47 A 31 HKGE.
AR MR 2.7.2.2)

U778 RO baty— L OFEMEANEN (7 V) A5E:2007 457 A 31 AZ&GE.,
HEE R 2. 7. 2. 2)

U b FEE OB EMER (37 U AFE 2007 457 A 31 HAGR, HiEEEMEEE 2. 7. 2. 2)
Kloner RA, et al. : J Urol. 2004 ; 172(5 Pt 1) : 1935-1940 (PMID:15540759)
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An Australian categorisation of risk of drug use in pregnancy

2% PHOME

<A —ABMTZ U T D54 - An Australian categorisation of risk of drug use in pregnancy>
B1 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct

or indirect harmful effects on the human fetus having been observed.
Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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