3

%k 2020510 A CRET (55
%2

% 20244E 5 AeET (
BTE C BRRE
B (35

fif2)
)

BARERRIEES
87259
2.5mg S5mg
ASRES  |30200AMX00317000| 30200AMX00316000
AR5ERAYAE 2020 6 H 2020 6 H

BILLRARAEATE (C ¥ S BERBEEWER] (RAKI I AT S5 —E5EEE])
9957 1 Vit

99 39+)bi2.5mg ZATH UK.
99 59+)b & 5mg ZATH VR,

Tadaldafil Tablets 2.5mg - 5mg ZA [SANDOZ]

AT5 B RS T
F) FE—EMSOMHTBICLVERT LI L

&
1. W&

1.1 KA EHERAI (3 —BR{EZR (NO) #5AI (ZhO
JUtUY, EHEE7 V. BBV VILER, 2335
VIIE) EOHABICKURREFRANIERL. BEIICI
EZTBEEEZIENHDDT. FEIRSORIC, HEE
B F—EEER (NO) #HEAMRSINTLRNT
EZETHEEREL. FERSPIRTRSERICSVTHHE
BN E—E{EER (NO) #E5A/MREEINBVLS T+
PERITDIE, [2.2. 10.1 B8]

1.2 RCHZSCLHEREDEEROMEREDEES
FKOBEETNTVD DT, FEIRSOFRIC, DMERE
EDEESFETOHERI ST &, [2.4.1-2.4.5. 8.1,
11.2, 15.1.1 &)

=]

. BR (ROEBZEICFBEULRBVTE)

A REIO R LBBEDBHERED & 5 B

2 WEEAIIZ—EsbER (NO) #5H (mrur VUt
U, HEEET IV, BEAYVYVILER, a5 V)b
%) 2HFS5F08E (1.1, 10.1 2E]

B AEEE ST VY 75 —¥ (sGC) #lEA (VA
77 N #EEhoBE [10.1 BHE]

A RICEBFRLMEREEEZETH2EE [(ChoDBEE
BEERRBE TR STV 5, ]

A REERDEOD 58EE (1.2, 8.1, 15.1.1 ]

4.2 DA% (NYHAZENED L) obsEE [1.2,
8.1, 15.1.1 ]

A3 2 PO LABOARER, EIIFE (MF<
90/50mmHg) Xida > O — L ABRDOEME (L&
ME>170/100mmHg) O 5HE#H [1.2. 8.1, 15.1.1
]

2.4.4 DEEEORERENER3N ALUAICH HEE [1.2,
8.1, 15.1.1 ]

2.4.5 WFZE - MO BHEEDS &6 » AUNICH 2 BE
[1.2, 8.1, 15.1.1 ]

2.5 EEOBEEDOD HHEE [9.2.1 BHE]

2.6 EEDOEEDDH 5 HEE [9.3.1 3]

N

3. #ERY - IR
3.1 f8R%
iz 5557 1 IV 5557 1 VEE
e 2.5mgZA [~ K] 5mgZA [¥ > K]
B 15EH 15EH

Y577 1)L2.5mg

Y557 1 )L5mg

iyl

BRI, © Fafxy 7o
Elltlla—ZX, JaAh)l
AOQ—=AF bYTL TTY
UEREE - RV T 4L EEEIL
Od—2, AF7Y VBT *
L, RYVEZ LT ILa—
Vo (BT A BT
Y, w7 ad—)L4000, ¥
Vo ZTEM ek, BEEB=EC
[ % 7

FEKF. e RaFv 7o
Elltlla—Z, JaAH)
A0 —=2F U TL TTY
IUEREE S M) T AL RV
H—R, AF7Y V<7 %
YL, RYEZ L7 LT —
Vo (EBaT ALY BT
&, w27 uad—)4000, ¥
%4

3.2 RAIDMIR

i 5557 1 VEE 5557 1 L
ot 2.5mgZA [~ R 5mgZA [~ R
& - Al N I
(L) BHEOTANLD—T 4 VTS| HBEOT A VA T—T 1 ¥ TEE
=
o | % Cas) s)
I — —
- E%| £1%8.8mm 584%5.5mm £%9.9mm 551%6.2mm
B 3.5mm 4.0mm
HE 129mg 180mg
Al —
(PTP) STZ2.5 STZ5
4. FNEENIFRHR

AIIZARAEAE (CH S BERIES

5. JWRENXIFHNRICEDHET 2R

5.1 KENIOWEAICH 72> TlE. BISLRIERTED M -

PIRICE

THERNNDHTA RT 4 EORFOERSEIC, @k
MEICLVZHZHEET S &,
5.2 RENC KA HBIIRRBETIEIRL ., SHERETHHZ &
ICHEEB L. RRAEEGICKVZT 20REPEo N WES
X, PPEESE, tho#E 2 ABEEET S L,

6. RIERURAE
WE, BAICIRIBLES 557 1 L& LTomg 2 RO%ET 5.




7. RERUEEICEET 23R

7.1 FEEOEREDDH 5 EE T, RAlOMEFREED L7
T2BEINDH 2 ERUBEERBEPRONTVWDE I &P
5. BEOREZBZE LA S51H1E2.5mgh 5% 5% itk
TEHERELEETHI L. [9.2.2 3]

.2 F b0 —24P450 3A4 (CYP3A4) %< RET 2 3H]
EREDOBETIE. AFOMEHREN ERT 2 LR
HENTWADOT, [HIER2.5mgh 5 HE52BBE L. BED
RETBHZE L 2P oBESMEANEET 52 &, [10.2 ]

8. ERGEANER
8.1 1K AKY T AT 5 —+ (PDE) SHEAEFREIC, &

BN ETRIERZ2ET 270 —BEOBREOMER TS H
SbNBGENDH S, REREORNIC, DIMEREEDOHEE
Ex+0MIRIT AT &, [1.20 2.4.1-2.4.5, 15.1.1 &H&]
2 AR DL Lo #HE O R SRR (6RE LI LR T 2
WAEESIHE) PHEICTILS FNICHESN TS,
RIS I g BB 2 E P T b s L R EOBE Y
I3BNECHERE 2 KRINICIB R S T & H A D T, FEEH 4R
DB T 2B R A D NIZIGE. BESICEMOBZK %%\
H5EOEETHI L,

3 REFBSZICRBMGRTHE T I 2B 1 NIERNH 5D
NG EICIE. RRORAZ AL L. HEe 2 I BRRIEMAED
PREZIIAHED. BEIEETSZ &, [15.1.2 ]

A BREBEICBWLWT, DFVRPHEBESREOOLNTNSD
T, EAEE. BEEOEEEERE L LD Bl RET 255
ICRERSES L,

5 KA G2 RS IEME T SIS ZEHEEHE (BB, ©
FVWEESEDNDH D) D S5DONFEEICIE. KEIORA
ZHIEL, #PPICHRMEMEORZEZZ TS LD, BE
I A2 &, [11.2, 15.1.4 2E]

6 ERICB W IO ARIEKREIRERE & O L 7RO R
BRIFFER SN TV,

9. FEDERZEIDEBICHTIEE
9.1 BHIE - IETEEDH B EE
9.1.1 BEDEELXIE (EH. BEDREHIE. Peyroniefi
%) NHIEE
KEOFIERICKVELS B, ZOMEREREIEAZ
FlEBIITBENDDH 5.
9.1.2 HFHEREDCRRERIEDEE (BRAIRMEREEM.
ZHRUESHE. OIRE) DOH2ES
9.1.3 HIMMEEREX FHLIEERDG 2 EE
in vitroRB = ra LY FF rU LA (NOHSHE) @
MV IMTBEINFIER 2509 2 Z ERD 5N TV 5, Hil
MRE I EEEE DO H 5 BEICHT 2 LLMEIIHETLL T
RYA AN
9.1.4 HRERTHEERE
PDEDEBEENEE % FHFOEFVDHED 515,
9.1.5 PDESPRERIZIR 5T DEE
BB ORERA 720,
9.2 BikiEEEEE
9.2.1 EEDBEEEE
‘E LW e, RRIOMBFERBEN LR 5, /2. Ih
5DBEIRFNOBBEISHEINT 2 A REMED D 5 7o DI KRB
TR ENTWAB, [2.5. 16.6.1 (2) 2]
9.2.2 hEEDEEEERE
AFlOMFEFEES ERTHAREESH 5. [7.1. 16.6.1
(1) 8]
9.2.3 BEDBEEESE
[16.6.1 (1) &H&]

ksk

9.3 FFiaEEERE
9.3.1 EEDIFEESEE
BELzWI L, InsDBFIIHERHABRTIIRIA ST

%0 [2.6 2]

9.3.2 BE - hHFEDESEE
INEDEFEEZNRE LIAPER L2t 2R E LR

RERBRITEMR L T,
9.8 EE
—MRICAEFEREMET LTS, [16.6.3 2E]
10. MHE{EH
RENIFEICCYP3A4IC L D RSN B,
10.1 HAZZ HALBZWLWI L)
HH 2% HARER - BB A% WF - R T
B A % ONOM S \BRIC KD BEER% | NOIXcGMP O &£ % |
Al WHT HEOHRESHWM L. —FH . KH I
—trarytyr B3, cGMP D 53 fig % 11§ %
HREER 7 3L ZEns, WmAIOHFAIC
R VVILE R X O cGMPO#ELRZ /9
—asyYNLE HNO D b EAEH A1 8
[1.1. 2.2 %HH] ERCE
sGCHIEHAI PHRICED, MEETEZ|PFAICE D, MEN
VAT TT7 N (TRITBENFD 5. cGMPEEHEML., &
FLISA) B I AR 22 e %
[2.3 2] RIZTBENDH 5.

10.2 HAER (HACERISZ L)

4%

R ARIEIR - FEETT &

T - fERET

CYP3A4IHEHA
A FaFV—)L
7o9)2uvA Y
>
FI7LEL
TUV—=TT )=
Va—2%

[7.2, 16.7.1 Z[&]

HWCYP3A4REER %
HEds4r bhaFryy—)
(BOA., BNERHET)
EDOHAICE Y. KHID
AUCK U'Cmax?'312% %
U22%EMT % & O
b5,

HIVZu 57—+
EH|
U hFEL
f>IFEel
FFFEL
TN FEILE
[16.7.2 ]

URFELEDHFRHIZEK
D, KEDAUCH124%
WiNd 2 0®REN D
%4,

CYP3A4MHEICL B2 Y
7T Y ADRED.

CYP3A4FEA|
VI 7Ty
A== N
Tz )N)LEY —
V&

V77 ¥y EDHE
I2& D, RAEDOAUCK
V' Crmaxh N Z188% %
C46%IE T 5 & O
BdH 55,

CYP3A4FEHIC LBV
7T Y ADOEIMC X DR
Al o I 4% B E S ET
L. KREIOEI R T
BBENDH 5B,

EL. pELYt x2Sk
W eSS NBAIZO

AT A &,

o A FEH 2 r EORIC ARANG IENLRIERIC &
SRS FU. AAIEHILER |2 BEERZET 5 7k
TV & ORI E I RAR TN | O, HAICK VD EEER

[16.7.3 (1) ] ZN9.8lmmHg R | 2RI 2BENNH

5.33mmHg FET 5 & D | %o
BEDPH B0, /o a
WA & O TRME
DEERZ S MEET %
RLULIZEDHREDRH S,
BEERZEZRL QAR
toB®EIEREEE &
a5 HE D HEEITH
5422 &,

e FEF TUIAT VI VNRE
TLAEIE Y FEHA (BAXIEZ
A rZFoa— |#D) EofRIc&D, B
TN FAT B R IDUHE A M R OF
NYTHINE E FRME SRR ZENE

N8mmHg X ' 4mmHg
THTZEOHREDH
57,
ALY F R BERIC K D BEE(ER 2748
R vl BIBBTNNH S, NO% /U 7- & A (E
AziEmd 5Bz’ d
2o
NVA T TT h FERMERILE 2 #E C 9 5 Mg cGMPIRE 23 50
TNHH B, WELOF| L. BEFAZERT S
Btz + 7 IcE | BTN H S,




1. EIfEA
ROBUWERDHS5DONZ I ENHZHDT, BEET7IT
W, BEPRD SNBEICREREGEHIET 5% SET) L0

BZTD &
1.1 EXGEIER

11.1.1 BEUE GEEAH)
KEZE. @RE. AHIFE. HRERE R, Stevens-
JohnsonfEREHELH 5bNIH T ENDH S,

*11.2 ZDEDEIER

1% F 1% SHEEANBE
TR BiE, T, AL DAEEED, Mo, D%
SRFEED, A, (KIMLE
* | AR, B, BT, M
PR AR BA ZE . 8 AR &% AR A
%, IRIEER. H%T XA,
FE B0 AR 2 14 AT 50 R 1L Ao
FRAER2) | ZeFEbE BEREED) |
FR DS M RAS M REE
Hbas HIEAR |BREYREEE,
T, B
M A =4
V75 AR
ilegi e, EEE Y]
- AR | TR FEED E WV FEERE. AR ARED
R - E5ESs %%ﬁﬁ\aﬁﬁgﬁﬁﬁﬁﬁ\%ﬁwﬁﬁ
7 E
IR ER MR RS, S
F i ST
Z DAt CKER

ED (1.2 2]
#2) [15.1.2 8]
E3) 8.5 ]

13. BEKRS

13.1 &
BERAGBEEIIZ V., 2B, BENCEE27U 7T A0
BB IZHIFTE 20,

14. BRLODFER

14.1 ERIZMFDER
PTPEZEDOHEAIIPTPY — F 26O L TIRAT A LS
fBET AL, PTPY— bOBEKICKD., BOSATIE
ERBEARIA L. BICIZEILEB I L CHIRBAAZEOEE S
EWEEZHAET A ENH 5,

15. ZD/DFER

15.1 ERERERICE D ER

15.1.1 BERALBEA & LTHERSNZY YT 7 1 LOHR
BOBERERSICBVT, DHFEE. DEART. DEHEAE
MR MHIIM, — @R MR EEOERE 2 OME REEN Y
757 4 WIREBICKRLTWE, INH6DEZL ALMESR
DIYRT T 775 —%BLTWAEETH 2. ZLDER
A EITHFR ST RRZRISED 5. DEBITIEH 205,
BITAERZLICY YT T VIRERICRDONT-DHH -
Too FOMIZ, 7557 4 L 2HE UHITEZOKEERD 5
BHBICRESNTWS, TNSDEMIZOVWT, 45
T4 by EITE. RREEDSE L TCWLDMERBREE, Ih
5 DERDOMAEHE XIS OBERICEREREET 55 &5 »
EHETAHI LI TERV, BB, BTEZEI 2BENH
HDMEREEL BT HEZITIE, 557 1 LEFHRAL
WERE LTHERT AL 3BRESNATVS, [1.2,
2.4.1-2.4.5, 8.1 ZA]

15.1.2 #EEI & OREERIZHS »TIE WD, AEICBWT
EHHEASREAE LHERSN Y YT 710 VE2ED
PDESIHEAIFH S IC. TNITHDETRENELOER &
720 5 2 IEEAR M RTERE MR AEE (NAION) OFIA
PHRESNTVBY, INSDEENEZLIZ. NAIONDE
R [FEf (50mLlE). BRE. SIE. SERkEE.
EARIMAE, BUEE] 2F LW,

SHEICB VLT, NAIONZFEH L 7245 DL Lo Bt 2 R &
LTEfs /- ECHEIRTIE. PDESHHEAR OG5
HEEEH (Ti2) OSEOHIEAN (5577 4 VOB
HEAIZHES) & NAIONFER Y 27 32510702 2 &
PHESN TS0, [8.3, 11.2 ZE]

15.1.3 Al & ORRERIZBAS N TlR>7Z WA, SEICBNT

KA % & CPDESHHEARSZIC, il BEBEOFER
PHESNTHEID 1Y,

15.1.4 FEHIE ORRERIZIHAS D TlaZ WA, SEICBNT

KAz &GPDESHEEA®RS®IC, I, 2BLENET
NI EREEBEARESN TS, ChHDEETIE, HIE
DROFENEMES ZENDH D, [8.5 5]

15.1.5 7L a— VAR AR 2 &5 U 7S E O R SR

B (£AI10mg. 20mg) ® BT, 7ILa—)LImAigeE,
AEOMBEFEEO VT NOHEEICHEZZ T2 h 572,
Tha—-LEERE (0.7g/kg) A LI-HEBEEICB LT,
D E VPRSI ERIMESRE SN W,

F) AR AHEIISMgTH 2.

15.2 FEERARHERICE D 1B

25mg/kg/dayll FORETY %57 4 V&1 XiZ3~12% A
RIEHEOHRS L-SEREBICBVL T, BREBOET. B
HE LREOEE, BEEEOBFROBMPPRDSNIzED
HEPH B, b MBI LB TFREEICNT 282 EET L
7oV EEE R O —E Tl TFIIRBFRE DR 5RO 517z
. BTEER, BTEERUCEEALEVHEIZVWThoR
BRICBVWTHBED RO SNz ip o719 19,

16. ZEYERE

16.1 MOuEE

16.1.1 BOgS
HAMNMEERRLA36HIIC 4 45 7 ¢ L5, 10, 20, 40mg=" %
HEREORE L EZ2DY Y57 0 LOMEREER, #5
0.5~ 40 (Tnax®FRRAE, 3FERE) ORICE—27IZ L
%, R LTz, MEAEEHIZ14~ 15 TH - 7217,
F1) RRBRAHARIISMETH 5.

Fﬁ% n AUC0- Cmax Tm;}f Tz
(ug-hr/L)| (ug/L) (hr) #2) (hr)

N 1784 95.6 3.00 14.2
mg | B 353 | (30.0) | (0.500~4.00) | (19.9)
10mg 23 3319 174 3.00 14.6
(32.5) (26.5) (0.500~4.00) (20.9)

20mg 24 5825 292 3.00 13.6
(23.2) (26.1) (1.00~4.03) (17.1)

40mg 23 10371 446 3.00 14.9
(32.3) (20.2) (0.500~4.00) (20.0)

HMTE (ZBIRE%)

12) rhoRfE (HEE)

TE3) BHHEREZ 7 — & # B4t

16.1.2 RiE%S
RIZARAERIEIC O HERBERARABE IS T 7 1 )L
Smgx 1 HIEN0HMREROEE Lz, EERETOY Y Z
7 14 WD AUCK U Crad SFEHZ 50 & HATHRI2BE N L 7219

B #( n AUC0724 Cmax Tmax T1/2
(pg-hr/L) | (ug/L) (hr) 4 (hr)

1410 102 4.00
1HHE 12 (31) (27) (1.00~4.00) B
2710 173 3.00 23.9
105 H 12 (27) (24) (2.00~4.00) (25)

RAEEME (ZEE1RE%)
E4) HheRfE (FEH)
RIZARAERIE ICHE D FRREE B AANRE 2 NRE LB THE

CEEMHEBERRBEICBVLT, 4571 12.5mgXi
SmgdV g & HIEREREOHRS Uiz, Smgx#s L7:
LEOMERY YT T 4 VIREIX2.5mgDRI2ME L 7% > 7219,



16.1.3 E£YFNEZF 4R

9957 1 )LEE2.5mgZA [H K]
5557 4 LEEL.5mgZA [H > K] EFIL T 1 7§E2.5mg
B, JORAF—=N—FICKDEFNETNIE (¥¥TT7 10L&
LC2.5mg) BERABEICHEETRERECOHRS L ClsEH
YETT7 4 VBEERRIE L. BoN¥ 5T 7 1 LOEY
BT X —% (AUC. Cuax) 1DV TIRFHEXMEIEIC
THREMBIT 21T - 7458, log (0.80) ~log (1.25) o #ifH
NTH V. WARIDOEYZNRSES R S N2,

5557 1 VEE2.5mgZA [H > R| 5% MEEFIREHR

(ng/mL)
80 —0— % %57 4 VEE25mgZA [ K]
70 —e— )L T 4 7 §E25mg

60 |||i|‘ Mean +S.D., n=32

FERE S A NN RS
>
o

0 12 21 36 18 60 72
51285 (hr)
HEMBRIST A -5

AUCo-72 Cmax Tmax T

(ng - hr/mL)| (ng/mL) (hr) (hr)

5557 1 )LEE 997.83 63.91 2.09 18.1
2.5mgZA [H > F] +307.64 +15.76 +1.17 +5.64

S - 1023.32 62.81 1.82 18.0
YNTATELOME | L3335 | +16.73 | 102 | +5.95

(Mean=S.D., n=32)
2B, MFFRREELCICAUC, CraFOREYERE/VT X —
ZiE. HERE OB, AR OIEIE - FEFORESFIC
Ko TELZ LN H 5.

95T 1 )LEE5MgZA [ R]

Y557 4 VEESMEZA [H > R EHILT 1 7HESmg%
JURAF=N—HEICEDZENENIE (¥F¥F7T71LELT
Smg) ERMABHICHEETHEREO®RS L CIEHsy 55
T4 IVEBEZRE L. BoNYFT T T 4 LVOEYERES
T A =4 (AUC. Cmax) IZDWTI0%EREXEEIC THET
AT 21T - 724ER. log (0.80) ~log (1.25) O#HFENTH
0. BAIOEMFHREESER S N,

(ngfm{>—774 IVEESMEZA [ N #E5#£ O MmEEHEEHERE

140

—0= %557 4 )VEES5mgZA [ K]
120 —— H)LT 1 TH 5mg
Mean +S.D., n=32

FERE S A NN S

0 12 24 36 48 60 72
Y514 (hr)
SEMEREIST A — &

AUCo-72 Cmax Tmax T2

(ng - hr/mL)| (ng/mL) (hr) (hr)

Y557 4 ILEE 2085.48 126.50 2.21 17.5
SmgZA [H ¥ R +593.50 +31.78 +1.16 +3.98

o i 1959.96 118.26 1.78 17.4
FUTATIOME | 171679 | +28.40 | +1.10 | +4.43

(Mean+S.D., n=32)
&B\ Iﬂliﬁq:'?)i%fgjﬁUKAUC\ Cmax%@%%@j?g/f%x—
F3 WeBRE OBIR, AR OIRAUEIEL - ReffS O FBRSRMIC
Ko TEL DM NH S,

16.2 ORUN
16.2.1 BEBEOXE
BEWALSPICY 5 7 4 L20mg™ %= &% (FEHE) X
X ZERERFICBEEREORE Lz & &, AUCro MU Craxdtic &
HERICE 2B RO N >722 (NEAT—%).
E5) ARBAREIISMETH S,
16.3 91
16.3.1 MIREBRESE
Y757 4 VOMBEEAREHRILM4% (in vitro. FEENT
%) THOP, ETILT IR a BEEED EEET 57,
16.4 {5
TEEERLA6HIICHC-% 5 7 4 )L100mg™® % BEE %S L
fo& &, MBERICBEICYZTT 4 VREMERORXFLA
TaA—LTNT 0 BIEEERPRO 5 Nz®, MEFOXF
VAT IA=IRIEAF VAT I—NTNTa v BaEED
10%FKmTdH > 722 (HEAT—%),
H6) ARFEAMRIISMETH S,
16.5 #Ett
BERALHICHUC-% 475 7 4 )L100mg™" % BERE %S L
a0, 5B/ £ T O RS HEE IR 13 3 E
60.5%. IKRH36.1%TH>7z. BEFITIEFEITAFILAT
a—=UE AT a—)UE RPICEBEICAF VAT =T
Vo aYBIEGEROHTI—-V IV 0 Y Bas AR
sS5h7? HHEAT—%),
H7) ARBAHRIISMETH S,
16.6 HENERZEIDEE
16.6.1 BEZEE
(1) BENUTEEEEEES
fERARAL12(], BEERERE (CLcr=51~80mL/min) 8
B, hEEBEESRE (CLcr=31~50mL/min) 8flic% %
774 05mgKk10mgH® 2 BEZEOHRS L& &,
AUCo-o % U Crnax i ERRENA D £ 2 11£9100% 1% U220 ~30%
BIL® 2 (BEAT—%). [9.2.2. 9.2.3 ZE]
H8) AR AHEIISMETH %,
Q) MFESHEZITTVDIRESILES
MEBERZZ T TV A2 RATAZBELINNICY YT 1L
5mg. 10mgKkU20mg™*? #HEREOKEG L& &,
AUCo-00 % U Crnax HERREXA D Z N2 1A7109% K U411 %81
L7c® (HEAT—%). [9.2.1 E]
H9) AEBRARHRIISMETH S,
16.6.2 FFEZEEE
R ASHI R AR EBRZFLHFHO 1Y YT T 1)L
10mg®") ZBERRHRE Lz & &, BEFEERE (Child-
Pugh class A) &EHEERFREREH (Child-Pugh class B)
DAUC)« IR A & IZIERBETH > 722 GHEAT—5),
F10) BEWAEE (BHFSRD S NEE), n=8: BE
JFREE (Child-Pugh class A). n=8 : HEEEE
(Child-Pugh class B). n=8 : EEfEE (Child-
Pugh class C). n=1L,
F11) ARJEAHAZIISMETH .
16.6.3 EEE
BEREEREL20 (65~78%) RUBFEFEEL2M (19~45
) YT 7 4 )L10mgER 2HERO#KES L-s &,
CoxldEBE L EEE L TIEIRABTH -0 BHEOD
AUCo o3 BEEFHICHAK2%BETH - 72230 (SLE A
T—%). [9.8 2]
H12) ARmAARIISMETH %,

n AUC0-» Cmax Tmax T
(pug-hr/L) | (ug/L) (hr) ZE13) (hr)

. 4881 1% 2.00 21.6
Rl |12 (31.7) (26.9) (1.00~4.00) | (39.0)
. 3896 183 2.50 16.9
il (42.6) (25.5) | (1.00~6.00) | (29.1)

RAEEME (ZZE1RE%)
TE13) HoRfE (#EF)



RN ARE AR IS HHREEOERE 1261 (70~76/%) RO
JERE 120 (42~508%) 125 55 7 £ L20mgH? %11
EIOHMREROKE LIz &, BEEE DAUC)2E Craxld
JEEIRE ICHADT 2T (1913%) Eh -7,

n AUC0724 Cmax Tmax T

(pg-hr/L) | (ug/L) | (hr) #14 | (hr)

e 7360 472 3.52 25.7

R | PwE | 12 (40) (33) | (2.00~4.03) | (21)
(Dayl0) | . (E15) 8280 536 3.50 23.6
HEEE 1059 ) (35) | (2.00~4.00) | (20)

BATIE (EBIFRH%)

14) hoRfE (EEE)

E15) FRREOENRARIBEEERE 2 E T 2 HBRE R ORERY
TR Y 55 7 4 VBENS B S N wERE 2 bR <1061 (42
~58%%) 75 EH]

16.7 EYWEEER

16.7.1 #OF haFVY—IL
RERRRA L2601 ~ 25— )L400mg (15 1ERFEOH S
WAKTE) &4 574 )120mgHe ZHHAKS LzE &,
5557 4 WDOAUCro UV Craxtds ZNZN312%K% 22%
HEinLeY BHEAT—%),

R ALLGNC 7 s 25V —)L200mg (1H1EREO#RS) &
¥ 5Z7 4 010mgHe ARG LIEE, Y5 T T 1L
DAUCHo M U CraxlE ZF N2 1107% K% F15%E 1 L 72> (4}
EAT—%). [10.2 2]

*16) ARmAFARZIISMETH 5o

16.7.2 U RFEI
BB ALGHIC Y +F E1500mgi3600mg (1H2E) &%
557 4 020mgHE? EHMATEG LILE, YT T 4D
Cmaxld30%E TR U725, AUCo-«1332%3E 0 L 72 (4LEA
F—%)

TERERLASHIIC ) b L200mg (1H2[E]) &¥457 1L
20mgH? 2 MRS LIz &, 4557 4 LD Crauxld[FFE
ETH 725, AUCh«lZ124%E ML 724 (HEAT—%),
[10.2 &)

*17) ARmAFAZIISMETH %o

16.7.3 o ERAE

M REYYIY
TERERLALSHIC K ¥4V T > 8mgk KEROKRSEOEFR
T, %574 020mgH® 2#HMEREOHRSG L&, iL
MONEHECERHALEORATRETZNZN
9.81mmHg & U5.33mmHg.  EAM o I H X% O 5R B 1M £
DEKTHERIZZNZN3.64mmHg K& U2.78mmHg Td -
7203 (AEANT—%),

R ALSHIC RFH Yy (AmgE THill) L5557«
Womg# | HIEEROHRE Lz & R35 YT U oliE
B TERICHERRAS A SNz, ZORBRICBWT., EMEDE
REMESMEENICET 2EEERP A5 N7 (SEA
T—4%). [10.2 ]

*18) ARBAHRIISMETH 5.

(2 sLz2O0VY
ERERALSHIIC Y L A1 > »0.4mg % RIER R SR OEH
WRET, #4774 10mgXid20mg™? = HEHE L&
. MAOHER R CIRENIEO R A TREIZZhEN
2.3mmHg & U2.2mmHg. B O IUEHA &% OHE5R B ILE D
BARNBEEIEZNZN3.2mmHg & 03.0mmHgTH 0. B
5P RIMENOEZEIIRD 5NN 5720 (NEAT—4),
BERIAICY L2032 0.4mge ¥ ¥ 7 « L5mgx 1 H1E
REZOREG Lz &, HOPRIMEANDOFZEIIZED 5N s
o7z (HEAT—%).

#19) ARmAFAZIISMETH %o

16.7.4 ZDHDZEA]

i (=%F2 2, FIBEEA) XE7Va—-Li3y 535
7 4L (10%1320mg) 20 12 RKIFTEBIC OV THE LT
R U F Y0 HIBESEIETVI-LICEEY 5T
T4 VOREYERICNT HHL P REEIRO SN,
Too Elow ¥ T 74 )L (10X1E20mg) =20 AShF (I 4
VISL, TAT 4D, TLT ) U ROTLAIEY) X
BT7 L= VICRIFTHEICOWTHITLEZER, ¥4 5
TANWCKBIFTITL, THT4V Y, TLT7) . T
LUV RIET NI = )VOEY IS S i

Li%}g&b 6*1,7;?75")7%13)‘ 14). 35) -40) (9*)\7—_9)0

H20) AERFAHEIISMETH 5o

17. BRERRLHE
17.1 BERUREECEET 555
17.1.1 B I _EERELEERREER

HARAOHISRIERAE ICE S JERBEERE (42206]) 205
IZF TR, 5T 7 1 )02.5mgXiE5mg# | H 1811238 f#
BLUER, IPSSh—FILAITDOR—ZAS5A VP EDE
(LB (B/N_FPME) 375 RBET-3.8, 5574
2.5mgRtT-4.5, SmgltT-4.9TH 7. BILEDSFE R
BEEDZEIL, SmgE (-1.1) 72°2.5mg#t (-0.7) ITHART
S57% KR &L ARKENLSEER,» RO o Nz, (HEO)
BIfEFRBSEE X, ¥ 457 4 L2.5mgRET4.9% (7/142
Bl) RO% 557 4 LomghtT6.4% (9/14061) TdH -7z,
FREIERIE. 2.5mgBETIE. 1ZTUD2.1% (3/1426) &K
VEIENL.4% (2/14201) . SmgBETIE. HIEREA2.1%
(3/14061) FNET O H1.4% (2/14061) TH -7

17.1.2 ERHES I1E_ESREEERRAER

HA, BERUCBBORMREBEREICHES FREEERE
(3096) ZxtRIC. FIEARNIEY 5T 7 4 )LomgH 1 HI1[E
12;BE#E LIz iER, IPSSh—=F VAT DOXR=AF A~
»oOEE (B/N_FF9E) 7T RFET-3.0. ¥4
T 7 4 LomgBET-4.7TH V. SmgBI T T ARBEE HE L
THEMENICER R E 2R Uic, SmgB T3R5 20% 0
BN SIPSSh—F L Z2AT ORENRD 5N?, Fios
HAABZE (17301 1IZBFBIPSSE—F L AT T DR—R
T4 virbOEE (RN _FTFHE) 1377 REET-3.1.
5557 4 5mgEET-4.8TH . Smghtld STt RBEL T
BLUTHEZNICERBEEZR L (T RBEED
#%:-1.7. p=0.036), (FEQ)

BIFRFIRSEE X, #4574 L2.5mghET9.9% (15/151
Bl) ROSmghET13.5% (21/15561) TH->7. EREIER
. 2.5mgBETid. . BRBELRUOERSEL.3%
(2/15141) . SmgBETld. FHAFEN®3.2% (5/15561). HILA
B, B, MP7 L7 FrRAREF—CEIIEOHERED
%1.3% (2/15501) TH -7z,

17.1.3 ERHESE I _E5HREEREERIER

HARK O#E ORI ARARRE IS M4 > HEREEEE (6104])
ERRIT, TIEARIEY ¥ 5T « L5mgZ 1 A1E 2B
BURER, IPSSF—FNLAIATDODR—ZASAL P EDE
b8 (B/_RFHE) 37T RBET4.5 ¥¥57 4L
SmgEtT-6.0CH V. Smghtix 75 b RBEE HE L THETE
MICERRNEZR LT, SmglClE54E% » 51PSS
F=F L 27 DRENRDSNY, /2. HEAARE
(44961) 1IZBFBIPSSh—=F L ATTDR=ZA5A > H 5
OELE (B/N_FPHE) 1375 RBET-4.8. 455
7 4 L5mgRET-6.0TH . SmgliL /I REEE B LT
METEMICEERNELZRLE (P RBEDZE 1.2,
p=0.017). (FE®)
BIfERFIRSEE L. 457 « L5mghtT15.0% (46/306
) THoto EEWERIZ. EEAREH3.3% (10/306/1) .
TEEAT2.6% (8/306f1) KM Z LT FrhARFF—F
BINA32.0% (6/30661) TH -7z
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BEH | RS8R o s | 7 TER

RSB0 () | (i) | BDR ooz PR
wIARED | 771K [140) 16.5 12.8 -3.8 - -
B FRaRER | 2.5mg [142] 16.3 12.0 4.5 | -0.7 [0.201
(#BD) [ s5mg |140] 16.4 11.7 4.9 | -1.1 |0.062
B | 754 154| 16.8 13.6 -3.0 - -
i PRAABR
(sE2) | Smg |155] 17.2 12.2 4.7 | -1.7 | 0.004
BIEE) | 7541|304 18.7 13.9 -4.5 - -
g RAER
(:tE2(3) | Smg |306] 18.7 12.1 6.0 | -1.5 [<0.001

ED) HP BT E TR (LOCFZ#H)
2) BEIE T — & ORAWEET T IVERT
3B

4

8

T 7tK
—©— 2477 1J)L5mg
(R/NZFTTIME + 1RHERE)

IPSSk— 2L 2 A7 DE{LE

-7 4

IPSS h =% VA a7 D GHIRICE T 2 E(LBOHYE EIH_EEH
HEGRRE H580))

17.1.4 BRI SIESRHER

ENHERB 25T L3040l oS P42 B0 EBSIET
BRI SIN LTz RINCARRERE IS BERBERE ICY &
57 ¢ \5mg# 1 H1ESAER (CEERSREINEE &) B
HIRERER S U755, IPSS b — % LA T 7 O #EFE Ry 72 &
DR 6N, REOZ2E R URGF 2 BREIHERS
nizw,

BIERRBSHE L. ¥4 T 7 4 L5mgiET10.7% (42/394
Bl THotro EREWVERIZ. AR ROE REMRIESR
BA%1.3% (5/39%461) ThH -7z,

18. SR

18.1 {ERRIEES
%4557 4 VIAPDESZHEY 2 Z &IC kD B OB
BRGNS NERRBS ME OFIE AT cCGMPIRE 2 L7
S4B, 55974 Uk B MERIER & A L7 A
ARISLIRHEAELS > HRIES OIERAERNIC 35 L T L% &
BB, Eron HIREOBRIC B 5 FRHHEND
BICHT HMEFHZMT L TW AR H 5,

18.2 PDESBEHEEA
54557 4 VIFBEIRWPDESHHEAI TH 5. b MEETFHEA
# 2 PDE5 %2 M InMDICsfE TPEE L. PDE6K U'PDELL &
HET 2 E2NENT0RTL4E. 2DfMOPDEY 75 4 7
& HET % E9000fE L EDREIREZIR L7 (in vitro).

19. BMRSI(CET 2B EENAR

—REHIRIN
% %57 4 )L (Tadalafil)

{t%%
(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

2FR
C2H19N304

DFE
389.40

EZVN
HEOWMKRTH %,

VAFNVANLEF Y RIOBTFRTL. T M MY LI
BFIT< WV,

B
301C

22. B

(9557 1 )UEE2.5mgZA SV R])
1008% [108 (PTP) x10]

(9957 1 )LEESMgZA B R])
1008 [108 (PTP) x10]
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2.7.2.2.2.3.9, 2.7.2.2.2.4.7)
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887-891
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17) R AICE T 2EY e (BORs) (7)) A
20074E7 A3 HARR, HEEERMIE 2.7.2.2.2.1.1)

18) HARAMUONWEAEBE ICB T 28y #E (MERES) (F
VT 4 78 2014F1B17TH AR, HEERME
2.7.2.2.2)

19) BN ARIERREICAES BERIEE 2 /9 5 HARABEFICB T
HETHEREE (FILT « 73E : 2014F1A17THARE. HFE
BRI 2.7.2.2.1)

20) HANER  EMENEREERE (¥5 77 1 LEE
2.5mgZA ¥ K])

21) HNER : EMFEEEREE (¥ 557 1 LEESMgZA
>R
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2) BFEO (7 A§E : 200747 A 31 H A&
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23) BEMEA (invitro; v by A XKV FIEE) (V7
U A%E : 2007FE7H31 HA&AR. HEERME 2.6.4.4.3)

24) EEFES (in vitro; & NMISEER) (7Y Z§E : 2007
FETASIHAR. FHEERMIE 2.7.2.2.1.1)

25) 2FAOFH (7 ) AE - 2007F7H31 HA&EE.
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26) AR A RO EI R (RE) (27 R8E .
20074E7H31 HARR. HFEERMEE 2.7.2.3.1.3)

27) MG A G RO BN (FRMt) (27 ) A58 -
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AR R OIEEREE BT SEYERE

U RX$E 2007 7H31H A,
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T4 T H C2014F1H17H %,
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38) TLT7 7)) EOERYMBEER (¥4 77 4010mg)
(7Y A%E - 2007E7HA31IHAR . HEBERNME
2.7.2.2.2.3.6)

39) LT 7Yy EOEWEEER (¥ 457 4)120mg)
(Y7 A% 2007FE7TH31IHAR., HFERME
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