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1.7 F 7 v —2AP450 3A4 (CYP3A4) % iR< PRET DA &2 &5
FOBRETIX, AFIOMIEFREN LRI EBRBOLNT
WHOT, THLE2 5mgh b5 20U, BHEORELBIZR
L7278 Dl Ehmg~ &5 2 &, [10. 25 HR]
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8.1 DR AR Y =T Z—E (PDE) SMLEAI & RERIZ, AANX
MAEILEIERA 2H 7 2720 —BIEDRE D MEIK TN H Hbh
LG NG5, ARG ORI, OERES O S %+
MR AL, [1.2, 2.4.1-2.4.5, 15. 1. 18]

8.2 ARFRILL Lo OMEE T F e (6FERE DL LR 9 59
kD Hhitd) 2HEIC T“<inmﬁ%én1wéoﬁﬁ%
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FEESEDLZ L,

8. 5 ARHIEHAL AR EE R T UL (Hg Y . O F
WEES ZERH D) bbb EI1I2iE, AAIORM %+
L, BN HSREMEOREEZZITH L), BEITEE
THZ &, [11.2, 15. 1. 458]
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A4 5 ERERAEIR - HEEITIE | B - fERRIA T
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TRITBENARDH D, X e

9.1.? BEHEEORELLYR/IER BRRFOREHED,. £ Y
HMEHE. anFESE) OHLEE [16.7. 25 1R]

9.1.3 HIMHEBXILEHLERABEDHIBE P ] ATIPN ) -
REEEIMFEIEN 28T 2 2 L RRBO LN TV D, HMmMERE Je= kA AUC T TRCmax 28 Z 40 | X 0 AH D i 45 T
ATTHAEMEBE O & 5 B TR D LA L T 7w, T ) L E X — | 288U UMEUIE T | FEEAME T L. AHI D

.14 MREREHERS S THLEORED D | DENMBTEHE
PDE D TR & FrIEBI N D EGR D H1L D, %9, Nk 5,

S ;%gg'gigiﬁﬁ*”’gg o A B3 oo L o | KA SRR
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.11 EEORRERS [16.7.3()BM] | 138k Z N2 N | 0 BEMEN % R
BELWZ &, ARIOMERMREN EH+ 25, £/, b 9.81mmHg & O | 5BENNRH S,

O A LA DUREE DN 2 FTRENE Y 8 % 72 30 R R T 5. 33muHg FHE4- 5 &
RS TWn D, [2.5, 16.6.1(2) B] DLW 50, E
9.2 FEENEEEESE 7o, o dEETA & DR
AR O MmAEFPREN EFHF B AREMERH B, [7.1, 16.6.1(1) JHCRMEDRER &
Z ] PES MR FAERKL
9.2.3 BEOERERE T OWMERH D,
[16.6.1(1) 2] BEEREBZELT

9.3 FFiBaelE=SaE IR LR RN G

9.3.1 EEQFEESE PAESGREIGE ate
BHE LN L, 26 OBFIFERRR CIEBRS ST DOHEEICELET D
5. [2.65H] c e

9.3.7 B - hEEOHEEESE [ A ToYATrvI
INHOBEEXNRE LI AIER LM E R & LR Thrvv SABETA (A
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B
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H¥XBEX| DER
i
I 25 IR RIS afn
R ZiHIE
Z DAth, CK 5

D [1.2zMR]
H2) [15. 1. 2]
13) [8. 5% 18]

13. B8RS

13.1 nE
FRRINRRHRIEII RV, R, BEITICLL27 VT 7 A0k
T T & 20,

14 #@ALDEE
14,1 FRIZMAHOER

PTPELEE D FEANIPTP > — b 22 LI Y H LTI 2 & 5 fi9
HZ &, PTPY— hORRERIZ LY | BEGUA 23 Rl i~
AL, HEICIFZEALE S 2 U CHERRIR & % 0 B 2 & OHiE % Of 5
THIENDHD,

15. ZDHDFEE

15.1 ERERERAICE D <&

15. 1.1 BEREBEAE L AN X T 7 0 LOTR%
OAFEREITBNT, DHFFZE, DZEIRIE, DEMERENR, M
HifiL, —@ MR B EE O EE 2 DIE REENZ X T 7 4
NMNEGBIZERBL TS, 25D NLMERDOY 27
Ty —H L TWHLBRETH-T-, L DERN, T4
PXAIMATARICRD B, DEBITIEH L, HEITHERLIC
HHETT 4 VEGHIEOLNTL DO H o7, TOMIT, ¥
2T 7 4 NG LT A% ORI DB BICHE ST
Wh, THHORERNZONT, XX T 7 40, PEITA, AKE
FBNA LTV DEREE, 26 OEROMAE DL
MO BERICEEEEST 21 E I NEHET S Z LI TE RN,
BB, MITAREZ D VLEND D LMEREEL AT S BHIC
I, X T 7 4 VEDEAEERAE LTHERT 5 2 L3tz
LanTnb, [1.2, 2.4.1-2.4.5, 8. 1&MH]

15.1.2 3K & DR FERRITA S TIE WA, FAEICBWTH
PEENEARIREA & Ul SN ¥ 4T 7 ¢ )V % & TePDESH
EREEZIZ, FRICHEDE TR ELORR E 720 9 53F
BHIR S M RTET S AR AR RRAE (NATON) DOFEHAHE STV
589 —nbDEREDELIL, NAIONOERIAF [4FEis (50
LA B) . ORERIE. @it eEhIRREE . mABMAE, MRS ]
A LT,

SAENCIV T, NATONZ S L 7245m U Lo B & w4 & LT
FEh S 72 B CRFIREFSE Tl PDESFREFAI D57 5 TH R4
W (Tiy2) OSEOHRIN (X X7 7 4 VO%GEKI4H LLNIZH
M) 1. NATONRHBLY R 7 32512705 Z L AfREShTwn
A [8.3, 11. 2]

15. 1.3 3RH & ORFEERITHA S Ty, FMEICEBWTA
#l % & TePDESFLEAIZ G541, Fhic, EERIEORIINHE
SHTWVWASID. 1)

15. 1.4 38K & ORI FEERITA S Tl ey, FMEICEBWTA
% & TePDESRREAIR 5412, TS, BRI T 3%
HEUEHRENREINTND, ZNHOBRFTIE, HBYVLD E
WEPES Z L3 h B, [8. 5]

15. 1.5 7 v o — VA RRICARHI % 85 L 72 44 [E 0 g PR SR BR 3 BR
(AF(10mg, 20mg) BIZBWT, T a— VI hRE, A#FlD
MAEFREOWTN O HAICEEEZ T oo, Ta—
NEEAE (0.7g/kg) A LIZEREICE N T, HENPOR
SEVEAR LT AN St 19

15. 2 JEBREREABRICE D < 1H¥R
26mg/kg/dayLL OB THE X T 7 4 VEA XIT3~12% A RBE
AfEn#s LmtERBick W\, BREROK T, il Lk
DB, KR EEROB T OB BRRD it ORERH
%, b MIBIT BT 5 B 2 e LA E R
FRBRO — 8B TIX TG IR E O BNRD ST, K EE)
R, BT ERELOERHFLVE EITODTORBRICB O THE
(E3FBD BT o 7210 1D
V) e KRB 21 35mg TH B,

16. ZEMEHE
16.1 MmrhiEeEs
16. 1.1 BEEEkE

HARNMEEERR A6 Z &£ F 7 L5, 10, 20, 40mg™D % Hi[n|
BOBE LIZEEXDOX X T 7 0 LOMFEPERE T, $50. 5~4
BER (Thax® HRAE, 3FERE) ORICE— 2T L7214, HAL
7o WA 14~ 15K T o 7218),

D RRAGEAEIEX5ng TH 5,

F16-1 {@EERAICH XT 7 415, 10, 20, 40mg'ED % Bi[a|# 5
Liz& & omifEh X 45 7 ¢ VIREE L0 B Lic3KpEie <o
A—H

}ﬁ% n AUCp-co Crax Tmaxﬁ T1/2
(ng-h/L) (pg/L) (h) 2 (h)
. 1784 95.6 3.00 14.2

113)
bmg | 28 (35.3) (30.0) | (0.500~4.00) | (19.9)
Jome| 23 3319 174 3.00 14.6
¢ (32.5) (26.5) | (0.500~4.00) | (20.9)
oome | 24 5825 292 3.00 13.6
¢ (23.2) (26.1) | (1.00~4.03) | (17.1)
soe | 23 10371 446 3.00 14.9
¢ (32. 3) (20.2) | (0.500~4.00) | (20.0)

BfTEEIE (ZEERE%)

H2) FRfE (FEH)

H3) PHHEE AR 2T — & 2 BRIb
16. 1.2 R#EKE

RSEARIERE L1 5 PEIRFES B AR NBE 1261124 ¥ T 7 4 v
SmgZ1H1EI0AMXKEROEE Lz, EWRKETOXFT
7 4 )V DAUC K XCrax XA BN G-I & B CHRI2FFICH N L
7":19)\ 20)O

#16-2 AISLMIERIEICFE S PEIREE B AR ANBEIZE X T 7 ¢
NAbmgZ1H1EI0A MK ERS Lz EomEh 2257 v
LD EH LR T A —X

" AUC0724 Cmax Tmax T]/Z

FECIn o) | (ag/) (h) 0 h)

1HHE [12] 1410 (31) 102 (27) |4.00 (1.00~4.00) —
10HH [12] 2710 (27) 173 (24) 13.00 (2.00~4.00) |23.9 (25)

AT (BRI

4) Al ()

A ARIE RIE(Z L D PEIRBEE B ANBE 254t L LB I
EERLEBIHERRRICB N T, ¥4 77 412, 5bmg XEbmg D\
T ElHIRKERO#KE L, dngx &5 L7z & ZoMmiE
X257 4 VR EEI2. Bmg DFI2fE & 7o 722D



16. 1. 3 EMEMESFHEHRER

(B KT 7 4 )VEE2. bmgZA TH5HR])
55T T 4 VEE2. bmgZA TH/HR) &Y ILT ¢ THE2. bmgm 7 1 A
F—R—JEIZ LV ZENREFRIGE (XX T 7 40 & LT2. 5mg) fi
KRR S 11T H B a0 5 L CIfi P R 2 b (AR 2
L. &= MmEhie X7 2 — & (AUC, Cmax) 22\ TI90%1F
HE X A THRERHIEIT 21T > 725 3. 1og (0. 80) ~1og (1. 25) d
HPANTH V. WHIOEDFEHFRSHESHER Sz,

F#16-3 @ T 2 —X

HERT A—H BBINT A—H
AUCo-72 Cmax Tmax Ti/2
(ng+h/mL) | (ng/mL) (h) (h)
HHET T 4 VEE 997. 83 63.91 2.09 18.1
2.5mgZA T4k +8.5 +15.76 +1.17 +5.64
PILT 4 T EE 1023. 32 62. 81 1.82 18.0
2. bmg +333. 15 +16.73 +1.12 +5.95
(Mean=®S.D.,n=32)
(ng/mL)
80
70 —@— A 5T )LEE2.5mgZ AT &K
—O— YILTAT §E2.5mg
60 % Mean=+S.D., n=32
o
E’E 50
)
A 40
2
7 2
i
g 20
10
0 g | | | i I T
0 12 24 36 48 60 72
5% OBEhr)

X16-1 MmiEH & %7 7 4 ViR
(B# 2T 7 4 )VEESmMgZA TR ))
B BT T 4 EEbmgZA TH#K) & YT ¢ T g% 7 v A —
N—IRIZ XV ZENZENIEE (XX T 7 4L L Thmg) HEEEALA
B R AR 0 S L Tl SRR A LR RE 2 E L, 15
LTI YENRE X T A — & (AUC, Cmax) (22N TI0%IEHE X [H
RIS CHERHINT 21T o T2 3. 1og (0. 80) ~1og (1. 25) DHIPHP
ThY ., WHIOEMFAFE LSRR S -2,

F16-4 FEYBHE T A — X

HERT A—H BBNRTA—H
AUCop-72 Cmax Tmax Tise
(ng * h/nL) (ng/mL) (h) (h)
B HT T 4 NVEE 2085. 48 126. 50 2.21 17.5
5mgZA [ZFHK ) +593. 50 +31.78 +1.16 +3.98
PILT 4 T 8E 1959. 96 118. 26 1.78 17. 4
5mg +716.79 +28. 40 +1.10 +4.43
(Mean=®S.D.,n=32)
(ng/mL)
140
120 [T —@— 25574 LER5maZAl EHk
—O-— YILT A7 fE5mg
100 Mean=+=S.D., n=32

0 12 24 36 48 60 72
&5 % DS (hr)
X16-2 MiEh 2 % F 7 ¢ VIRE
MAE A RN ONTAUC, CmaxZE D /85 A — & 1%, #BRE DRIN,
IRTROBEEREL - REE S ORI L o TH7R D ATREME DS &
Do

16. 2 1RUR
16.2.1 BEOFE
HERER N18HBINC # 75 7 4 L20mgtl) % et (EERR) i3z
JERFC BB OGS Lz & &, AUCo-co 2 UChardIC B FHE IR
K BEBIIBD SN o728 WEAT—%),
16.3 &
16.3. 1 MFEAHKEE
2T 7 4 OIMBEEBRAFRIT4% (in vitro ., EHHENT
) Thoi, FICTATIVERa BEHEEA LT
525)0
16. 4 35
TR A 661I21C- % &5 7 4 L 100mgED % HA[AFE M 5 L7- &
. MRS TS F T T 4 VRERE A F VT a—
TV v CERIEARNERD S0 MER oA F b T
= URIZAF I T a— L s v A RO 10% K T
Btz BHEAT—H),
16.5 HEtit
fEHERR GBI 4C- % &5 7 4 /L 100mg D) 2 Hi[EE A% 5 L1z &
0, F55%3120 M F TO RS REENIN SR IZFEHE F60. 5%, SR
36. 1% TH-oT=, EERICFECAFALT a—NEK, BT
=K, RPZIZFEICAFADT a— LT Vs o s gERe K
LA T a— T e Batmnidn 520 (SEA
F—=4),
16.6 BEDEREZHTHESE
16.6. 1 BEEEE
() BERUDEEBEEEERSE
e A 1261, BREREE AL (CLer=>51~80mL/min) 84,
SEEEEEMRE (CLer=31~50nl/min) 8l X %5 7 (v
5mg K DN 0mg D Z BA[E#E O 5 L72 & & AUCo-o0 S URCrax | I fREHE
D F I FLHI100% K D20 ~30%BEH1 L7=28) 29 (ShE AT —
2), [9.2.2, 9.2.358]
(2) MFEENEZHTVLIERUETREES
MABENT % =1 TV D RIE R ERF 6B H 4T 7 4 /Lbmg,
10mg f2 U*20mg™ED % B [alfE O 4% 5 L7z & & | AUCo-oo J2 UNCrax |1 fE
FERR A D ZF AL ZE U 109% M D4 1%85 0 L 7229 (SREAT—#),
[9.2. 1]
16.6.2 FFEEEEE
fERE AR A S J O 3 BB 2567 (2 7 &5 7 ¢ /1 10mgTED % B
EIREOPEE Uiz & & BEAFREERS (Child-Pugh class A)
L TR B (Child-Pugh class B) DAUCo-co | ZIHEERL
ANEIFERETH 7229 FFEAT—%),
TE5) BMITRE S (NENAITANER S HaT- ) . n=8: iR iFhEsE
(Child-Pugh class A). n=8:H & FEfFfESE (Child-
Pugh class B). n=8:HE T (Child-Pugh class
C). n=1,
16. 6.3 SEE
R g 1261 (65~78k%) K OMEEEATAEE 1265 (19~455%)
WZH 2T 7 40 10mghD Z HERE OG- L7 & & Cuaxl XA
LFEE L TIRIERBETH > 122, Bl DAUC)- o | THFFEH T
A KI2B%EAE Tdo - 7229 30 (SMEAT — %), [9.8% ]
#16-5 Elng R OSHERICE X T 7 4 /0 10ngED 2 HEE S L
T EOMmMEh X XT 7 4 VRE X B LRy EhiE < F
A—H

AUCO*OO Cmax Tmax T1/2
n .
(ng+h/L) (ng/L) (h) 6 (h)
e 4881 196 2. 00 21.6
AR 12) ) (26.9) | (1.00~4.00) | (39.0)
3896 183 2.50 16.9
BEH |12 ' :
HEH (42. 6) (25.5) | (1.00~6.00) | (29.1)

BATEME (EEERE%)

16) o fE (FEPR)

AN ARIE KIE (R 5 PEIRFEE O mig 1261 (T0~T765%) KO
A 126 (42~588%) X X T 7 4 /20mgD & 1 H 1[A]10 H [
KEROEE Lz & &, EE DOAUC)-24 & Crax | XFE R A 12 1L
NPT (F13%) (Ko 72303



#£16-6 mlhE R OFEmEhE 12 & X T 7 4 L 20mgtED) 210 H X
G Lz E0MiER 2 X T 7 4 VIR L 0 B L7238 E)
BEXT A —H

AUCo-24 Crax Thax Ti/2

ol e | (ue/L) | (D (h)

B Rl | 12 ﬁg g; 400 .
(st ke | 1079 %22? éii 4.00 -
BN
0 v o | ] |

KTEEIE  (ZREMRE%)
7 e (REFR)
1:8) FErmin O EAVKE R TRE BEE & T D RE L O
HETY > A 2 25 7 ¢ VIREE DS S - i
F a2 106 (42~584%) M5 EH
16. 7 E¥REERA
16.7.1 a4 ta+vy—i
R 126027 b =Y —1400mg (1 H1ERR OS5, BN
RIFETE) L2 FT T 4 N20mgED) I LIz &, 44T
7 4 VD AUCo-oo Bt WCnaxld, FHFI312% K% O22%88 /0 L 729
GMEAT—4),
FERERR A LLBINC 7 b 22— 1200mg (1H1ERAO#KE) &%
257 4 10mgD B G Li- L&, X T 7 4 )LDAIC) o
KO Cnax I EFAVENL0T% L ONB%HE M L 725 (SFEAT — ),
[10. 2&11]
16.7.2 Y FFENL
HERERR 166112 ) - EL500mg X 1X600mg (LH2[E) &% &
T 4 A20mgED BRI G LI &, Z X T T 4 LD ChaxiE30%
T L7228, AUCo-oolT32%88 /M L7230 (SAEAT—4),
fEFERLASHINCY M EL200mg (1H2E]) XX T 7 4L
20mgED ZPERE G LI &, 24T 7 4 L DChaxlTRIEFET
BoTeM, AUCo-wolT124%8IMLT2Y WEAT—%), [10.2%
]
16.7.3 aElRH
1M Fxyvyy
fERER N 18I N34y 3 L 8mg % I AE #% 1 #¢ 5- D 8 R BE
T, XX T 7 4 N20mgHD & HEIRE &5 Uiz & & S OINE
WM EOYLEM M EOR K FREEZXENLZENI. 81lnmHg & Y
5. 33mmHg, FANL O UUAHESI B ORI £ O K FR®RITZh 2
3. 64mmHg M 2. 78mmHg TdH - 720 39 (SHEAT —Z),
HERERLNABBNC R 2 (dmgE THIEY) X577 41
Smgxl HIRIKERAKREGE L&, RV U U DMmERT
TERICHERA 2 BTz, ZORBICEB VT, RMEDORERE £
I IMEZEACICET 2B EERNL LN HEATFT—F),
[10. 25 18]
) 4LROYY
fEERER A 18HIC & A 2 1 3 0. dmg % FAG % 101 43 5-E 0D 7 bR
FeT, 4T 7 4/L10mg I3 20mgkD) Z Hi[m 4% 5. L= & & | Sfif
D UTHE A e OBEER B IfLE O e KRR #3222, 3mmHg L Y
2. 2mmHg. BANL OO IUHE B K OB L E D e K FRE BT 22
3. 2mmHg X O3, OmmHg T ¥ | B 5 R M E~DEEITFE D B
niehnot® WEAT—4),
TERER A3 # A AT 0. dmgl # X5 7 4 /L bmg& 1 H 1[H]
KERAZRE L X, AONRME~OREBIIFRED LN
Mot GNEAT—4),
16. 7.4 FOHDZEH|
i (=¥FFor . HBREAHD) XIETVa—ARNEZT7 4
v (101F20mg) BV RIETHBIC OV TR LIZiEg, =
FUv HIBRARI LT NV a— U kB2 7T 7 4 L DY
BREIC KT D LN R EEIIRO b o7, £T2, XX T
7 4 b (1031320mg) EVRME] (I XY T A, TAT7 4V,
UNT 7 U ROT 2P Ey) ET v a— Il lE 4 w8
IZOWTHH LR, X7 740K BI8Y T A8, T4
T4V, UNT TV, TLAaDE L XIT IV a— L D3EY)
FEEIC KT D O R REBIIRD Lo o). 19, 38)~13)
GrEAT—%),

17. BERERRHE
1.1 EERURESHEIZET 558
17.1.1 BRE I H-_EERLEREERSER

HAR N ORI IRIERAE 2 5 BERBERE BE (42261) &5
TR, XET T 402 bmg WiTbmgZx 1 H 1[mN2@EF% 5 LT
FEH. IPSSh—F N AT DR—R T4 U nbDEE K/
TIREEME) 17T B ARRET-3.8, FX T T 2. SmghET-
4.5, bmgfET-4.9CTh o7z, ZILEOT T ERFEL DEX,
SmghE (-1.1) 232.5mght (-0.7) (THARTHIRE <, HEEK
FRRECEBIARD bW, GRERO)

BIVERBMEE X, XX T 7 (V2. bmgBET4. 9% (7/142%1) &
WX E T 7 ¢ L omghET6. 4% (9/14001) ThH -7, FEREIVEM
1. 2. 5mgRETIL. IEFTY 2. 1% (3/14241) K OENEML. 4%

(2/14261) . SmghETIX, MILARERD2. 1% (3/14041) K ONET
VAL 4% (2/14065]) Toh 7219,
17.1. 2 EERENH-_EETHRLEEKREER

A, WRE & OB O i ST IRIERAE A 5 PEIRBEE B (309
Bl) =R, TR RIZ X T 7 (/VbmgA 1 B 1[A]123 [
BH U, IPSSh—H LA T DR—RAT A kDB
B (/D TRFEHME) 37T EREET-3.0, XX T 7 ¢ /1bmg
BET-4.7Th V., bmglilE 7 TR L il U CREH2ICE
BlahEA R LTz, bmght Tl 521 % 0 287> 5 1PSS b —#
NAAT ORENRBD LN, £/2, BARANRE (1734])
BT AIPSS h—Z L ZaAT DR—AF A bR (B
INTREEE) X T B ARET-3.1, X T T () onghE T
4.8TH VY | bmghtlL 7 7 LR L bl U CRGHFINICA BRI
BEIRLEZ (FT7RELDFE-1.7, p=0.036) 17, (G
©)

EIERSR BB I, X T 7 4 /L2, 5mghtT9.9% (15/15141)
K O5mgfETL3.5% (21/15561) THo7-, ERBIEMIT.
2. 5mgBECIL, MEME, TR M ORI 234 1. 3% (2/1514)
SmghETIL. AAIREA3. 2% (5/1565%1) . W L ARE, H.o,
I VT FURARTFT—BHEINE O ERENSL. 3% (2/155
) TdH-o7-%9,
17.1.) EffRFENH_EEREEERKREER

H A K OVt [E O RIS ARIE KIE (2 £ 5 PEIRBEE RS (610641) %
KRIC, TIRRKIIF X T 7 4 A bmgk 1 A 1EN12EFE# 5 L
FHER, IPSSR—FZ L AaAT DR—A5 A4 UhbDOELE (5
INCIREE) 37T v RRET-4.5, X H T T 4 )L 5mghET-
6.0TH Y, bmghtld 7 7 wARE L bl U CREGHFIICA R R
#FhoR LT, dmglE ClI G4 M% 0 HIPSS h—X L2 a7 Ok
ERBO LN, iz, BARNBE (44941) ([2BIF 5 1PSS
M= NVA2AaT DODR—=RAF A4 05O EE (T
) 37T RBET-4.8, #X T 7 4 LbnglET-6.0TH Y |
SmgRElX 7 T B AREE & Ll L TR RMICHE B AR EEL R LT

(FFEARBEL DF-1.2, p=0.017) 9, (HEO)
BIERZBUEE X, ¥ X T 7 ¢ L bmglET15. 0% (46/306f1) T
Hoto, EREIWEMIZ, EIEARREMN3. 3% (10/30641),
2.6% (8/306f1) KONMH 7 LT F Lk AKX F— MM
2.0% (6/306f) T o750,

#17-1 IPSS h—Z )L 2 a7 OF G251 58 &

o &5 Beg I
. L o o | 77ER
w5t | (ﬁfg) ue | (% |77 OF | ol
(E5E) | FiE) -
T 77%R|140| 16.5 12.8 -3.8 - -
BB | 2.5mg | 142| 16.3 | 12.0 | -4.5 | -0.7 |0.201
#ARD) | smg |140| 16.4 | 1.7 | 4.9 | -1.1 |0.062
BIR* | 7544|154 16.8 | 13.6 | -3.0 - -
BapkaAR
(tg2) | bmg |155| 17.2 | 12.2 | -4.7 | -1.7 |0.004
BIAE | 7545 |304] 18.7 | 13.9 | -4.5 - -
Rep AR
(st%3) | 5mg |306| 18.7 | 12.1 | -6.0 | -1.5 |<0.001

D B e 7V AEST (LOCF 2 A H)
E2) EFE T — & OIRBNRE T VAT



o

2 4 8 12
0 . !

L
2 -1 —e—F5tk
& —O6— 84574l 5mg
S -21
[\
R 5] ™ ok p<0.01
2 *%k 1 p<0.001
Q|\ -4 Kok
L *k
9]
g 5 sk

=6 - (BN _FEHEFHERE

X17-1 TPSS h—Z )V 2 a7 OFGRIZICE T 5 E(LBOHER
(B H — E BRI AR AR RER©))
B

4 8 12
0 T T T

mlﬁm _1 4
%ﬁ —— TS5tk
+:ék( Wy —O—84574)L5mg
F =31 L
X : p<0.01
S 4 skok : p<0.001
'Ql\ kKK

_5 4
L ¥k
2
o *kk

71 (BN REHE AR ERE)

X17-2 IPSS h—X )L 2 27 OFEFi#%ICBIT 52 E{LBOHS
(IR S MR R GRER®))

17.1. 4 BREHESIIETREAR

HIAHRBR A 58 T L72394Bl o g 42 o R 5 IE g M
BRI Lo, BZIRIERAEICRE S BERBEEBF X 4T
7 4 VEmgZ 1 A 1AI54M [ (ZEHEERBIF12E %2 ET) KRk
Py U7 fEH . TPSS h— & L 2 2 7 OHkEe ) 72 B 38 O #E
RO LI, BOREMER CRIF 2 ZFENHR SN,
BIERSHAEE L, # 4T 7 ¢ /L omghET10. 7% (42/39441) T
bolz, EREMERIL, EEAR R K OE &E W REREN S
1.3% (5/394%1) T 75,

18. ZFEshEE
18. 1 {EFF
22T T 4 VIPDES & LET 5 Z Lk 0 AiSIAR KL OMEEE
. W ONS TR B IS O S N cGMPIR 2 R X8 5,
BT T 4 AT KD IMEPEEER & At U 7 U HE N 23 i 7 AR AR
FIEIAE D PEIREE OEREAICHES L TWVD EEZLND,
F7o. BIIARK OWEREIC 351 2 i stz A3 M & (29~ A
ZAfTE LTV D ATHEMEDS 8 552
18. 2 PDESFHEERA
B 5T T 4 VITRIRIIPDESPAEAI TH B, b N s -RLAH %
PDE5 % #1nMD 1CsofE TP L. PDE6J UPDE11 & bhik 3% & %
NENTO0 K 14fE, T D OPDEY 7 & A 7 & 9% & 9000
fELA EO@IRNEE R L7253 (in vitro),

19. F2E5S BT 2 BIEEHMR

—fs ¥ X T 7 4 v (Tadalafil)

b4 . (6R, 12aR)—6-(1, 3-benzodioxol-5-y1)—2-methyl-
2,3,6,7, 12, 12a-hexahydropyrazino[1’, 2" :1, 6]
pyrido[3, 4-b Jindole—1, 4—dione

4372 ¢ CoztlioN304

4318+ 389.40

Mk BROBERTH D,
VAFNANKEX Y RIZBETRTL, 7=V L
Ty,

(b=

22. A%
(255748 SmgZA TERD)

100%¢ [1082 (PTP)

%X 10]

(B 5571 )L8e5mgZA THMI)
1008 [108E (PTP) X10]

23. FEH

18)
19)

20)

21)

22)

23)
24)
25)
26)
27)
28)
29)

30)

) Hellstrom WJG, et al.:J Urol. 2003; 170 (3)
) FERFFEIC RIE TR (7 U RAEE : 2007457 A 31 A 7R,

Kloner RA, et al.:Am J Cardiol. 2003; 92 (Suppl) :37M-
46M
Patterson D,
(5) : 459-468
Kloner RA, et al.:J Am Coll Cardiol. 2003; 42 (10) :
1855-1860
URFEAROY FaFy —nLoEHEER (27U %
BE : 200T4ETH 31 A7KGE, HREEEMIIZE2.7.2.2.2.3.2)
V77 BV U RO haty— v ORMMEER (V7
U ASE : 200747 A 31 H7KFR, FREEEMM2E2.7.2.2.2.3. 1)
Kloner RA, et al.:J Urol. 2004; 172 (5 Pt 1) : 1935-
1940
Kloner RA, et al.:Am J Cardiol. 2003; 92 (suppl) :
47M-5TM
Pomeranz HD, et al.:]J Neuroophthalmol. 2005; 25 (1) :
9-13

et al. :Br J Clin Pharmacol. 2005; 60

McGwin G, et al.:Br J Ophthalmol. 2006; 90 (2) : 154-
157

Lee AG, et al.:Am J Ophthalmol. 2005; 140 (4) : 707-
708

Campbell UB, et al.:J Sex Med. 2015; 12 (1) : 139-151

Gilad R, et al.:BMJ. 2002; 325 (7369) : 869

Striano P, et al.:BMJ. 2006; 333 (7572) : 785
Ta—EDOEYAEER (#4774 10mg) (7Y
AEE 20077 A3 H KRR, HEEERMEE2.7.2.2.2.3.9,
2.7.2.2.2.4.7)
Tha—vEOEYEER (X477 41 20mg) (7Y
AE 20077 A3 H KT, HEEERMEE2.7.2.2.2.3.9,
2.7.2.2.2.4.7)

: 887-891

HAE R EMIEEE2. 7. 4. 4. 3)
TR NS T 23 Eh e (HEIEE) (7 U ZEE : 2007
ETASTHARE, HEErRMEE2.7.2.2.2.1. 1)
HARAROSNEANRE ISR T 2@ (KERS) (P
T4 THE : 20144E1 A 1T H/RGE, WS EEMES2.7.2.2.2)
RIERRAE KAE N FE 5 PEIRBEE 2 /9 25 A RAKOSMNE A BE
B E L X T 7 401 BRI E GO R ERE R
(T ¢ 78 : 20144E 1 17T H AR, HHEHE YT
2.7.6.2.1)
BINEHRIE RAEIZ L S PEIRBEE 2 H 325 AARAANBEFICE T D8
OFER (FAT 4 THE - 201441 H 17T H 7GR, & RHE
32.7.2.2.1)
Fa—U U AT ¢ ARRESHANEE

X5 T7 ¢ VEE2. bmgZA [758K) « SmgZA [HHK]

RO R Stk BR (2 B 5 SR
AHEOZE (7 ) AFE : 200747 H 31 A KR,
B2.7.1.1.3, 2.7.1.2.2)
EAMS (in vitro; 7 v b, 4 X KO hifn#E)
B2 : 20074ET A 31 AR, HFEEEMEEE2. 6. 4. 4. 3)
EHAEMES (in vitros B MIEEH) (7 U AEE : 20074FR7
ABLHKRE., HEEEEMEE2.7.2.2.1. 1)
TG PERE R AR B 5 IRF O IEMENRE (27 U AEE : 200747 H 31
HKRE, HGEERMEsE2.7.2.2.2. 1. 3)
BRI E BT ISR A IEMERE (27 U REE : 200747H
SIAKRE, HEEEMES2.7.2.2.2.2, 2.7.2.3.5.2)
BRI E BT IR M (7 U REE : 200747H
31HKRR, WEEEEMEE2.7.2.2.2.2, 2.7.2.3.5.2)
Forgue ST, et al.:Br J Clin Pharmacol. 2007; 63 (1) :
24-35
ElE BT B ENRE (37 U ABE : 20074E7 A 31 H KR,
EEEBHMIEEE2. 7. 2. 2)

DEYF
5 R

(7 A



31)
32)
33)
34)
35)
36)
37)
38)
39)
40)

41)

42)

43)
44)

45)

46)
47)

48

=

49)

50)

51)

52)

53)

E R OEE R EE IR DR EE (RERE) (P
T4 THE : 2014F1 A 1THARE, CID 2.7.2.2.3)
FRIRSKBERER « 18k (VT THE - 201441 A 17 H KGR,
F 3G A EHE 2. 7. 2. 5)
FTEERREE (VLT ¢ T 20144501 H17H, LVHNR
%)

U hFennlodmEAaEER (7 U A8 : 20074£7H31H
TR, HEEEEMEEE2.7.2.2.2.3.3)

o WA & O EAERO (7 R v 8E : 20094510 16
AR, HEEEEMBES2.7.2.2.2.4.2.2)

WA & OFEMEEAERQ@ (7 R L 8E : 20094510 16
AR, HFEERMEE2.7.2.1.1.2.5.3, 2.7.6.2.9)
AT EOEWHEAENEN (7 KUV BEE : 20094:10 A
16 H &R, HFEERHMSE2.7.2.1.1.2.5. 3, 2.7.6.2.8)

il A S D252 RARFE BRI & MM AAER (V7 ) A8E -
200747 A 31 H7KFE, HIGEARMEE2. 7.2.2.2.3.8)

AV TAHEORYMREER (7Y AfE : 20074ETA31H
KR, HEEEEME2.7.2.2.2.3.5)

TATZ 4V EOEMMEAIER (7 VU AHE : 200747 A 31
HKGE, HEERMEE2.7.2.2.2.3.7)

UNT 7 U OIRYEEER (2577 4410mg) (V7
URAEE: 2007 47 A3 1 HAR, Hi5&E =
2.7.2.2.2.3.6)

UNT 7 ) EDEMMEER (#2477 4 120mg) (V7T
UZXBE: 2007 47 H3 1 HKFR, FHEERME
2.7.2.2.2.3.6)

Toar vy loEYMEEH (7 U X 200747 H 31
HRRR, HEEEHETE2. 7.2.2.2.3.10)

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

WS RAEIIE LA 5 BEIR B E BT ISR 25 TR (TE
BRI (FAT ¢ T 201441 H 17T H AR, i E B
2. 7.6.3.1)

Yokoyama 0, et al.:Int J Urol. 2013; 20 (2) : 193-201
AMZARAE KAE I A 5 PEIRBEFBF IR 2 FMHERR (77
YRR OFEIER) (T ¢ THE - 2014451 A 17 H AR,
PEEEMEEE2.7.3.2.1.2)

ST RABIIE A 5 BEIR B E BT TR A FHRER (77
TR K OFEIERR) (T ¢ 78E : 2014491 7 17 H 7GR
SEEEMEE2. 7.6.3.2)

AL IRAR KAE I £ O PRIR IS B H I 1) 2 FIMERR (Fv
T4 THE : 20144F 1A 1THRRE, WEEEREMEZ2.7.3.2.1.3)
N IRABIIE LA O BEIR B BT IS B A MFHRER (77
TR (AT ¢ TEE : 20144E1 H 17 KGR, WS RHT
$2.7.6.3.3)

RZARAERAE (L 5 PEIRBEERF ISR 2B TR kg
G HIR) (FLT ¢ THE : 201441 A 17T H/KZR., HEEERH
WEBE2.7.6. 3. 13)

s (FT  ThE 2014451 A 1TH AR, WE5ERHEE
2.6.1)

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

25. 1 ABAN OB RIE, THIRIE KA 4 S PR FEE )
ThoH L,

25. 2 ARBAIAS TRINLARAEKAELS £ 5 PRIRIETE ) LAS O % A 1)
T SNTHAIE, R ORI R L L2 &8T5,

6. HERTEEF
26. 1 SLERRSET

*

a— YU RXT 4 ARt

B LSRG T 5 8857

26. 2 BR5ET
AR A AL
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