2024 4 3 HYSGT BB 1hR)

S FERRTT

AR 36 & A
e R EiaEHR
W EEEDD
XEZ 7 4 ILEE

HAERHE N S %5

87259
10mg 20mg

7 38 % 5 | 30300AMX00232000 | 30300AMX00233000

W 78 [ 4a 20214 7 H

XX 57 4 IVEE 10mgCl [FCI]J

XX 57 4 ILEE 20mgCl [FClJ
Tadalafil Tablets 10mg * 20mgCl “FCI”

IR -—EMEOMTEIC L VAT sZ L

e 4
1. &5

1.1 AF EHBAIXIEI—BtESR (NO) #58 (= bRJ UL
Uy, BEBT I BBRAVVLER, 225V PLE) &
OFRICEUBREFRAIERL, BEICMEZ THRIESEZ L
NH 20T, REERSOFIC, BEBEAIXIE—BILEE (NO) f#
BEEIMEESNTVWAWI 2 +DRER L. REIRESHROE
E#ICBVTHEBAIE—BILEE (NO) #EEI1ERESL
BRWES+HEET S L, [22, 101 58]

12 REHIZEDOHBEELEDEELRLMEREDEEERY
FESNTWDIDOT, KEZRESORIIC, DNEREEDEHES
ORI S, [24-28, 81, 11.2 5]

2. B2 (ROBHEICBBEELAVLIY)

2.1 AFlo S 3t LiBBUE OB E D & 2 B

2.2 BRI II—LEE (NO) 554 (=btu sVt v,
WEET I, WEEA Y YA e R, a7 v I L% 2Ebh
o#EF [1.1. 10151

23 WS T =By 75— (sGC) Rl (VA 77
b RELShoiE (101 2E]

24 LDMERMEELX AT 2R EETAEXLEL EE X N5 A
% [1.2. 8.1&MR]

2.5 RNEELIED B 5 BFH X W RFICRIER R L 72 2
Lok zHEE (1.2, 8.1&H]

26 2V P u— A AROFEN, AKME (fF<90/50mmHg)
Xiz=a v b r— A AROEME (REHFEE>170/100 mmHg)
DHBEE [1.2, 8.15H]

2.7 UDZED BT R 3 » HUWICH 2 ¥ [1.2, 815
]

2.8 MIEZE - M O BEEERRE 6 » HUNICH 3 BE
[1.2. 8.1&]

2.9 HEOIEEDH 2 HH [9.3.1 3R]

2.10 RO FREFEER (MO REWEED BHFITITFRAFY
IZX7 77—+ (PDE) OE{GHIEE % OMEHAP RS b1
%, ]

3. #ERk - MK
3.1 #rk
IoEd ARG Al
FUBOKFY), fiferm—2 7w A
NMAa—ARF YT L EFBRFUT O
2L T T 4N 1§ vkl m—2, 79 YLEREBF Y Y

10mgCl [FCl]J L, ATTYVVEE~Y AT L, TR
AB—R X)Ly =0T —)L 6000,

BeFz2v, VE77ey

ZXZ 7 4 10mg

FUBOKA, fiRerm—2, Z2axg
NAa—ZRF YU L EFuFoTo
R KT T 4N 1 §Eh Ertelw—2, 57 YAEKF YT
20mgCl [FClJ ZET74020mg | L. ATT YV VEY AV T L vT R
Aa—A, BLFx v, sz FUT
v F v, WS Rk
3.2 REFI MK
JsiA ol
H5e g
e L T i a—F e
. B DHEIFA
RETT 4N
. FCI DDT 4L
¢ 10mgCl 5 )
rFci) S
[EXE JEx Hit s
7.1mm 3.0mm 125mg
W 2 WiRkH D
FCI
RETT 4V @ FCI w~D X
§it 20mgCl 293 | KAoEEO
Fel e m:  RE 2 |7arha=
9.0mm 4.4mm 310mg T4V

4. FHEER IZENR

BEFE (BRAMTHZTIIC

G
5. MEEXIFHMRICEET R

T REE & Z DR HRA L

5.1 HEICERL TiE, FEA 2N Z 0EREOZW D20, BE
HEOTELHMAE 21T\, FHN RIS X iR L2

eIz BHCRET 2 L,

5.2 AL MEER ST AR < i v,

6. BiERUEE

EE. AR 1 H 1R %57 448 LT 10mg %7508 1
B RTICRR OG5 9 %, 10mg o5 CcHainshRkasBmond, &
B RAF &OHIWT S Nz 8B LR AT B A2 B I LT,

20mg ICHET 5 2 LB TE B,

BENRPEEONREEDH 2 BE Tk 10mg 2BAR NI L, &
B, WTFhoOEAD 1 HofkSG43 1 BE L, E5RHEEIE 24 HRELL

LedFzrce,

FEENREEOTRED S 2 HE T, 5mg 2 LB L. 5
@i 24 BRI L33 8, hb, WEEOBREDH 2 HET
IR ERE 10mg ZBA R L L, 10mg %53 354
G EEE 48 B Lo, EEOEMEDH 2 BET

lX5mg Z#Z R\ &,
7. BiERUVHEZICEET 2R

7.1 F b 27 u—1 P4503A4 (CYP3A4) %ii< [HET 2 3K 2% 5
hoEFE TR, ARloMEETRES EAT 2 L2805 T3
oT, KHE (5mg) 2oL, BE5EEE +2ICH T 25
(10mg % %53 2 A 3R SRR % 48 KFLL L) 7 EEE L <

-1-




HGzpzr, b, #5RIF10mg 2@xakw e, [10.2 2]
7.210mg $E & 20mg FE D AEYEHFFER IR I hTuivizo, #
58 % 283 10mg $E& 20mg SEQ BEHER % 1Tb A2
E,

8. EELEAKER

8.1 HEATAIZODIE~D D 27 &S 70 EhiRA20RBEER BT 2
Al OMEZOREICHEEZIZO ) 2L, [1.2. 24-28 3]
8.2 4 KFfEILL - Fhie DIER I FifiEhie (6 ML LRt 2 4
ZRES ) BAEICTI FhicHE T hTw 3, Fiseahidicnt
T BE R T 7\ & RS 0 1B 15 3 ZhARERE & Ak i
MICIB7: S T 3% 2 DT, Fhitd' 4 FEE LA LERE T 2 MER 2 4 5
N=HGE, BELICEMOZHZZ T2 X518 T2 2 &,

8.3 A 5% ICAMARIMET V&M AR lEksd bk
BHECiE, ARoRAZSIEL, #eh I REIEMEORE 21T
k5, BFcigEys oy, [151.13HF]

8.4 FRHABICE VT, DFLPLHEEENTDOLNTWVE DT,
TR, HB)E OEIREG R 2 0 5 B 2 BRI 2 BRIC iR
®5Ck,

9 BENDEREETIEHICEHATIER

9.1 AfHE - BIEEZDHDEE

9.1.1 BEnEE LRI (B, BREDRMHL. Peyronie FE)
DHBHEE

TR HEECH VA ZE S BEWDEDH 5,

9.1.2 HEHEENRE L A YBIKRE GRIAANREEMN, 25
MEEE AhRE) 0H5EHE

9.1.3 PDES [HEFIX X 0FhERLiaER 2 5RO EH
BRI 0 fRBRD 72 o,

9.1.4 HMMEKRER IS HLEEBDH B EHE
invitroRERc=ru 70> FF b U v 4 (NO#E5H]) oI/ MR
EIHIER 28504 3 2 L350 b N T 3, HIMMRE ST EL
HEE OB 3 BE T 2 ZeMERL L Thn,

9.15 EEHERLEE

AL DRBE L BIAT 2N LME ROREICERZIIL S 2 &,
DIMERA XY FOERRT2ET 2EER™THEELLND,
9.1.6 A¥ FA—AHF+HTHEVWELEEE

AN O MEPIRIEFAC X 0 METHEE4EC 2 TREMNER S 2 0 THER
352 L,

9.3 FiRElEERH

9.3.1 EEDFEEEHE

[7.. 16.7.1 ]

HIV 7’1 7 7 —E B EA
U bFen
4vyren
Y ¥
ENF e

[16.7.2 2]

VhFeartofffick
Y. AElD AUC 28 124%1H
My 25 & DWEHDH 2 9,

CYP3A4 5HE Al
V7 rvEeT Y

V77 veyyofific
XY, AFlD AUC T Crax

CYP3A4 FHiliick 5207
7 v ZAD K,

FETN N AENE N 88% K U 46%(
T )R —NE | T2 LoMEsEH 59,

o BT Py vy v offfic X | AFNZMERRERIC X 3
R Y o STATICHEIIE B O | BEER 2 AT 5 720, BF

TV
[16.7.3 (1) ]

RIAME X RKZ Lz
9.81mmHg & Uf 5.33mmHg
T2 EoMELD B
6)0

7z, WAl & DfE T
JA A OREIR 2 8 5 MK
TakLEZEOWEDLH
%,

Al X0 BRIESE A & SR
LEINDDH D,

e JE A1 TvIATF vy v NZER
FThuYEy FEPUR (A %AD&
ArToum—n offfic kb, BHTHT
TF77Y N AR 397 160 B O B B 1L
AV THNLEY IFRKZ 2 8mmHg
£ O 4mmHg TRe3 2% & D
H03H 5D,
HARY FF RIS X 0 R 238458
FToE2BEINEH D,
RVA T T b SEWEPEAR T %2 2 2 352 | MIEA cGMP H#EE 234
NYH 5, HFEOAMYE | L. BEFERAEZRERS 25
LfEtE R iR L, | Zhsb 5,
IR T & 1 2 o & R
ANEBEIC O RIEFT B
&,
11. BMERA

ROBWERRH b2 Z LB 2D T, B%ELToIciTe,
DBRD O NIGAE TG 2RI 2 % CEY RLEEITS 2 L,

11.1 EXLEER

11.1.1 BEE GHEAH)
R, RS, BEmIFE. RIS 2. Stevens-Johnson JEfREHE
ERHOLDONDL VDD,

11.2 Z DDEIER

S
&

BE LW &,
[2.9 2]
9.8 Ein&E

—UC A BRREDME T L T B,

10. tHE{EH

AFNE CYP3A4 IC L hRE x5,
10.1 HRER WHALBEWZ L)

Iho D BERERIEBETEIRILIEI AT S,

[16.6.3 &I ]

4% BHIEIR - 58 ik BT - fEliR 1
Tl B U8 NO it 55741 BERIIC X 0. BRIEMER 23 | NO (X cGMP o FE4: % il
=tusY+ey v s L oWENH B 9| L. —Ji, Al cGMP @
TR T I v 3, SREIRT 2 L2 b,
G4 v e F WHI OB IC L b cGMP @
—as vk WRKENT S NO DR
[1.1, 22 &) s 2,
SGC il PERIC X b MEST 2 | fRAic X Y. Mg cGMP
VAT b ZTBENYEDH D, WML, 28 IME i
(77 Lo¥R) AW 7R RIE T B %

[2.3 2]

b5,

102 HfRER (HAIERT S L)

% FRAIEIR - 15185 iR BT - KT
CYP3A4 [HLEH] i\ CYP3A4 [HEFM A | CYP3A4 HEIC X320 7T
ryrary—n T35 bary—n (Ro| 7 vz2oEd,

Ar7ary—n
sV An=wAv v

Al EARFET) L oftH
kb, Kilo AUC K T*

FI77LEeNn Conax 2% 312% S T 22%H471
SL—=FIN—=va | TELOWMERD B,
—

1%L4 E 0.2~ 1% i 0.2%A i BAPEANHH
WL B, 12TH AR, DR D REIEE D | D
po— . M. ol |IRZERTEE D | %
. b AR . O ST
T, {0
B, WoFm, |[H8, WERE, |[@Es, Wik
MR b 52 5 e MR, DROEHOAN, (I I R
- WD L AT (L TR BR A PR
M, SBR[ I R
[EOEATTE 1 8 SR Y T
%, IRIGNENE %
R R I, L. (. BRI, |foas
B MR WKL W O
MmLOFHL DI R, SR
il . B M,
. H R
R
JEBEAE S5 (AST |ALP L5
B, ALT E5
L y-GTP LR %
)
B RRERE R
P it |57
W R, P (BE R LA (R A, B
s | (B . R . B
it
et - (s B F e, BERFGE (SR, IR, R (B D | R
R e, FrERE B
S - DERR IR, PR R R e, P
s i, B L e [0k
s e
v | i%‘ BlEE S o [WPURRREE, Wiy (S, WASHZ
. f;wf ST, N |2 5 5
. MEFTHE. K |BARE . SR AY PR
zofh . AREEIAN. f5 I, RiBURIE. D
B ]




E 1D InbDIge A EDREFSARIL S A OO ILE R EES O GRE T
EFHLTOWAZ EAMEINTE Y, 2hbOHRAKA, A ITEE
LRI SH L T2 0IME REED GHRIN ISR L CTRBELZb R0
2y XiE, IO OERNOMETICLVRRLZDDOhOrE2RFET S &
ETE ARy, [1.2 5]

#2) [15.1.1 %]

13. BERE

13.1 g

RN REHE IRV, ok, BEMCL2207 7 v 20fEiix
MEFcE 2w,

14, BAEDEE

14.1 FERIRFFOER

14.1.1 PTP WA IZ PTP v — 2 oMV L CIRAT 3 X 5
FET 3L, PTP Y — FOEIC X D, OSSR~
FIAL, HICEFLZREC L CRERRSEOREE RAIHEL RS
22055,

14.1.2 AFIIHE5 % 36 B caEsROv o TwE T L2 b
910z Iz LS Ic oW HARET 2 L,
14.1.3 A IBFEOFHE DL THETE 3,
14.1.4 RFNCIIHEAT B EGSE %2 T SRR I 70 0,

15. ZDfbDEE

15.1 ERER{EAICED < 153

15.1.1 #Hl & O REBER IS 22Tl v, JHEIC B W TARH]
% &t PDES FEAI S HIc, $hic, KT RENELOFRA
&7 Y 5 B IEEHIR A AR ML A ARE (NAION) D FEIR 23
HINTnp W, cnboBEEDS 1L, NAION O fEkdE 1
[F# (B0 L) | FERB. ST, SRS, SigmE, B
] 2 LTWi ),

SHENC 3BT, NAION ZHI L 72 45 5% A Lo Bk R e LTk
i X 7z B ERIARTZE Tk, PDES FHEA D %5 2 & i 22 kit
(Tw2) © 5 FOMBN (2 X7 7 4 LOBER 4 HEANICHY)
&, NAION #IRV 27 3 2 fFickh 3 el anTn3 ¥,
[8.3. 11.2 =]

15.1.2 #HHl & O REBERIZHS 22Tl vs, JHEICE W TARH]
% &1 PDES HEAISHIC, Thic, KEREORBEIRES L
W Z) 15), 16)o

15.1.3 FHl & O KEBERIZHS 22Tl v, JEICE »TARH]
% &0 PDES lHERIG#HIC, Thic, [BRBEIET X325
WIEAREINTHE, ThOLDBEETIE, HEVPLOETLEES
BB 5,

15.1.4 7 a2 — VERFRFICARH % 185 U 72 S4E o B R 3 EBR 1
BT, Toa—iiFiEE, RKRoMFEFEEO Wb HEII
WERZI R o0, Tra—reEHE (0.7g9/kg) AL 72
WERF IC B VT, »F R M KME 2SR S S vz 1019,

15.2 FEERARARICE D < 15K

25mg/kg/day L OB TX X7 7 4 L&A X2 3~12 » AfEH
RO%S L zmksicsuc, BREROKT, KBMlE LEoZ
. KR EEROBTFEROBIRED LNz ORERDH S, b T
B B TIRAR TN 3 2 B 2 T L 72 S EEERRER O —3 T3
GRS T DD SRS b T2 A, K TEIE, KT R O
FhANLE VEIZOTNORERIC B W T O BB D bt o719

20)
o

[16.2.1 &I} ]

16. ZEhEE

16.1 MHEE

16.1.1 HEEiES

HAANEBERA 36 flic 2 X7 7 4 4 5, 10, 20, 40mg FV % Hi[H
BORELAELEDXAXT 7 4 LOMBEREE L, #5 0.5~4 FH
(Tmax OFFRAE, 3 W) Ofice — 2L 7215, HELZ, H
SRR 14~15 R CH - 72 D),

H 1) ARRAHEIZ 20mg TH B,

#* 16-1 R AICX X T 7 4L Bmg, 10mg. 20mg. 40mg % Hi[a|$5 L
el EOMBEPXXT 7 A VRE L) G L 2P BT A —X

Fijst n AUCo.~ Crnax Tnax T
B o
(ng-h/L) (hg/L) (h)™» )
5m " 1784 95.6 3.00 14.2
9 (35.3) (30.0) (0.500~4.00) (19.9)
3319 174 3.00 14.6
10 23
™o (32.5) (26.5) (0.500~4.00) (20.9)
5825 292 3.00 13.6
20 24
M (23.2) (26.1) (1.00~4.03) (17.1)
40m 93 10371 446 3.00 14.9
g (32.3) (20.2) (0.500~4.00) (20.0)

ST (ZEBIRE %)

i 2) R (HipH)

16.1.2 RiEKS

HAANEBERA 18 flic 2 X5 7 4 1 20mg % 1 H 1 [ 10 HRERE
BORELALEDAXT 7 4 LOMBEREE L, &5 4 HHEC
ICERIREEICIE L 72, EHRETOXX S 7 4 4D AUC KT Crmax
13915 51 & LR L CHY 40988 L 72 22,

#£16-2 [EBERAICZ £ 77 40 20mg % 1 H 1610 HRZERS L7
EDIMBEF L XT 7 4 VIR X S L 3 BhEx T 1 — &

H3% n AUCo.~ Crax Tmax T2
(ug-h/L)™=® (ng/L) (h)®® (h)
4478 339 3.00
1 18 -
HH (14.9) (16.3) (1.00~4.00)
0aE | 17 6430 9 461 9 3.00 145
(18.7) (18.4) (2.00~4.00) (17.9)

ST (ZEBIRE%)

4 3) BGIHINRI (24 WD) -© o S SR T TR

E4) hfE (FEF)

T 5) ERIKEIC B 2 SRR (24 WS <o MRS T A%
1 6) AR 51T B e L h SR T

16.1.3 £ HIEEHHR

(1) #4574 L§E 10mgCl [FCIJ

2 K77 4 AEE10MGCI TFCIl| x> 7Y A$E10mg % 7 a A A —
N—Rck b, FhEFEN L (XX T 7402 LT img) & IBEEAL
ABTICHBHEEROKRS (n=18) L <IEhx £ 7 1 Vigk
ZUE L. B ONEYBHE T X — X (AUC, Cma)lZ 2T 90%
TSI [ I CHREGHIT %2 1T o 7245 3. 10g(0.80)~log(1.25) o il
WTH Y, mFIOEWENRFENER S i D,

HENT A=K SENRTA—X
AUC; Chrnax Tinax T
(ng-hr/mL) (ng/mL) (hr) (hr)
2RXT 7 4 VEE 3936 192 2.06 15.5
10mgCl [FCl] +1222 #+40 +1.16 +5.1
T Y AEE 3959 193 2.67 14.8
10mg +1366 +48 +1.37 +3.7
(Mean=S.D., n=18)
(ng/mL)
250

200
o
2
N
~ 150 S
N —e— XX T 7 4R
!; 10mgCl [FClJ
) E | R S — Oemme T U R§10Mg
=
=l

50

72 (hr)

0 12 24 36 48 60
5l




(2) #4357 4 L§E 20mgCl [FCIJ
RRXT T4 /vﬁﬁ 20mgCl [FCIJ Xix> 7V A§E20mg % 7 0 A A —
N—RITE Y, ENEFR 18 (FXT77 408 LT 20mg) R
RSB F1C ’f@ﬁﬁlﬁlfxlﬂ&‘——? (n=39) LCIfEhx %57 4 L8
ExEAEL. B0 n-RY BT X — X (AUC, Cma)ll 2T
0% (S X FTik 1T THERHIFIT 2 17 - 7255, 10g(0.80)~log(1.25) D
HPHNTH 0. WHI O EYFENRFESHER S iz 2,

HEATA=4 BHENT A4

AUC Crnax Tmax T

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

RRXT 7 4 VEE 7165.17 316.33 2.3 17.11
20mgCl [FCl] =+1900.48 +58.48 +1.1 =+4.29
T R 7712.65 340.48 2.5 17.09
20mg +3404.14 +94.33 +15 +4.57

(Mean=+S.D., n=39)
(ng/mL)

400

350

300

250
—e— XX T 7 4R

20mgCl [FCI)
----- O ¥ T U R§820mg

200

150

Mmigh & 25 7 4 VEE

100

50

: @ B
120 (hr)

0

0 12 24 36 48 60 72 84 96 108
iS5

MAEPIREEN NC AUC, Cmax D87 X — 21, BERE DR

AR D ERER IS - RRE O G BREeRIc X > TR 2 v[RelE23H 2,
16.2 WRIX

16.2.1 REORE

fef g A 18 filic % X5 7 4 1 20mg % Rtk (%H‘aﬁﬁﬁ) X1 iWH’E

B BRI 5 L7 & & AUCo-= M U Crax FHICERIHIERUIC

WEIZRD oNA o7 GHEAT—%) . [1413 28]

16.3 9%

16.3.1 MIFEABEEE

2ET T4 /VUDE[L”KE H#EAEIT 94% (invitro, VFHENTE) <

BB, FLTATIVERFal BUHER LEET 2 2,

16.4 1&;&1

fHERL A 6 Bilic UC-2 X5 7 4 A 100mg £V % HEHR %5 L 72
IMEERICIEEICZ X T 7 A VREMBR O A F A AT a—n

s ru vBREAERBERD b, FEhD X FLaTa—rkid

AFNAT A=A N7 ua vBRIARD 10%RiTH - 72 20 (4

BEAF—%) .

16.5 it

TR HEHEE A 6 flic ¥C-% X5 7 4 A 100mg £V % Hi[alRE %5

L7z b o, #%5% 312 Bl £ < o i REMIINER 13 3 fE $ 60.5%,

R 36.1%TH o7z, HEFICIRFICAFAATI—AMEK, T3

— R, IRPICIRFEICAFAA T a— A A7 v VEEAAERR O A

Ta—Lrnrn YBaGEEPED bz 2 GHEAT —£)

16.6 IFENDEREETIEE

16.6.1 BEREERE

1) BERUGTEETEEESE

TR 12 fiil, REEEREEERE (Cler=51~80mL/min) 8 ffil,

HEREERYE (CLer=31~50mL/min) 8fllicx X7 7 4 5mg

K 10mg #HEREOKE L7z & &, AUCo-o X U Crax (ZHEREERLA

D FNF N 100% K& T 20~30%HE0 L 72 20 (HEATF — %) ,

(2) MFEREZZIFTWERAEFEEE
MRENT % Z T 2 RKIPAEA2BE 16 flic X £ 7 7 4 v 5mg.
10mg K OF 20mg % HL[EFE 4% 5. L 72 & & AUCo-w X UF Crnax I3 {8

BERLA D % N Z ) 109% I O 419%8400 L 72 2 BHEA T — %) &
16.6.2 FFEEEH

fERERLA 8 il Kk UNHFREE #2525 (517 1c £ 45 7 4 4 10mg % Hi[A]
BOG Lo &, BEFEERH (Child-PughclassA) & HpEREE
JiFFEE £ (Child-Pugh class B) @ AUCo.« (Z{@#ERELA & 121X AR
ThHo7® WEAT—%) ,

T 7) EEMITEE (RT3 b hi B3 |

Pugh class A) . n=8:H4FEFIEE (Child-Pugh class B) .
42 (Child-PughclassC) . n=1,

16.6.3 EfE

fREE S 12 451 (65~78 %) K MEREFH 1241 (19~45 %)
KR X T 7 40 10mg ZHEFROKG Lz & &, Coa ldRlGE &7

L TIRIEFARTH o 7225, Gl O AUCo.« 1 ZH FH ITH~H)
25%EfETH 57220 GMEAT—%) . [9.8%H]

% 16-3) EliE R OFEZICZ LT 7 40 10mg ZHAEE L 72 & % ol
HRXT 7 AVREX DL S @R T A — X

n=8ENFFEE (Child-
n=8:E & IFfE

AUCo.~ Cinax Tmax T2

" (ug-h/L) (ng/L) (h) ¥ (h)
il | 12 | 4881(31.7) | 196 (26.9) | 2.00 (1.00~4.00) | 21.6 (39.0)
FHEL | 12 | 3896 (42.6) | 183 (25.5) | 2.50 (1.00~6.00) | 16.9 (29.1)

AT (EBIRE%)
i 8) Ll (HipH)
16.7 FEYMHEEER
16.7.1 #O4 FarV—n
RN 12 flics k2 — 400mg (1 H 1\ O%S5, BN
KFET) LEXXT 7 40 20mg RPRKE LA E, 2547740
D AUCo« KU Cmax 13, £ NZH 3120 U 22068401 L 72 9 (SHE
ANF—=2%) .
R N 11 flics F = — 200mg (1 H 1 EEO#%KSE) & &
X7 740 10mg WG Lz &, 2457 4 2D AUCo= X
U Crnax 13 NLE R 107% K X 1593 M L 72 9 (SFEATF — %)

[10.2 Z1R]
16.7.2 Y FFERL
fEEERL A 16 flic U P - 500mg X 13 600mg (1 H 2 [E) & &%
F7a020mg ZHEHEG Lz &, 2 X T 7 4 LD Cmax 13 30%
fET L7225, AUCo«13 3206880 L 72 390 ULEAT— %) .
fER A 8 HlicY F e 200mg (A H2[E) 2245740
20mg ARG L7z &, 2 X7 7 4 0D Coux ZFARETH o 72
23, AUCo.» 13 124%801L 72 9 WEAT—%) ., [10.2 ]
16.7.3 aEHH

D) FERYyYy
fREERR N 18 flic ¥ ¥ 9 V' v 8mg % RAERR 5% 515 o 5 R fE
T, XX T 7 4020mg & HEFEOEE L7z & &, iAo IUEH K&
CIEIRHAIMNE O K TR I1ZZ L2 9.81mmHg K T
5.33mmHg. FARZ O UNHEIA KL CHERIIE O A T HR&E X Z hZh
3.64mmHg X U 2.78mmHg TH - 7= ® JEAF—%) , [10.2
2]

2 2Lz Y
fRHER A 18 filic 2 L 2 |1 v v 0.4mg % IR OBy 58 o & H 1k g
T, XX7 7 40 10mg X% 20mg % B[ E L7z & &, LDl
HEHA K OHRER T o ok TR I3 2 h 2 2.3mmHg KUY
2.2mmHg. B O IR S CIRSR AT 0 K TR iz 2 e h
3.2mmHg X U 3.0mmHg TH Y, B S A A ME~DOHEIZRD &
Naho7z9 GEAT—%) ,
16.7.4 Z DR
fthifl (=3F v, GIBEAH) X7 L a—ABRFICRIT T
BloowWTRET L 2/R, =¥ F vy, BIBRaHIX 7 ra—u
I X 2 ARF oY B I T 2L 2B b o T,
72, AAIBMEA (XY FL, TAT74VY, TATZ7 Y VR
TLuY YY) NFTra—ic RISTEE IO OWTHRE L 2k
B, AKX ZILYIL, THT74 Vv, IAT7 VY, Thn
VEVXIEIT NI L OFEYEREICH T L B IRD LN
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Tads o 7e D19.3D~36) (MEAF—&)

17 BRERAE

17.1 HHEERUVRLMICET 2HER

KA OEFARN R, ENARR SR, SHES IR Rl —o
fet % W CEHli 2 1T - 72, F 736821 1IEF (International Index
of Erectile Function:[EBFhicife = o 7) BMZ (15/) s

BEhFEHERE N 2 4 v~ (6f) (% 17-1) . SEP (Sexual Encounter
Profile: B HEth o s ic B3 2 8 1) R 2 ROVER 3 (&

17-2) xfd B EE L Lz 3D,

£ 17-1) 1EF Zhidh&ie | 2 4 v 0B & [l1%

HHES HH

BTSN O]

2T 4 AR, PERTTRIC
1 BLATWV B, )
AR LE Lz,

T 4GHEM. IR
X a0 ga,
FJRE 22 Shil D & 1T A
D ¥ L7,

2T 4GHM, R ERA
3 T W, fEFEAS 2 2 &
BHEE Lz,

AT RS LY L ()
- AEEOFI3IEFERE] (10 B9 [HILA
) o (5)

BB ER EaXvariy bk
[8] % [E1% : 10 [Bl9 7 [mIFRED) ... (4)
<4 (0[5 [E) ... 3)
cFEic CES X0 A TE S ME
#2010 [l 3 [l FREE) ... (2)
CACELIFIZLACEL (10 |
FAELLT) ... (D

T Z 4GHM, xR,
4 AR zhiE z R 3 2
T EDHRE LA

D B2 TR S
L. HER3, 4Cid MEsois—
e L

CHERORAELEL ... (0
T 4 AT, HERE| - HEETRV.LLL (5)

o, BRERTT2ET| - oW (4)
PREMEET 20N | - W (3

K HLWINEETL 7220, CH TR L 2

Slg L A CREE..... (D)

TZ 4 EM. FHEEMERE | - WL (4)
15 TEHEOREIZENL | - M. (3

bWwhh FELzd, KL (2)
FEE IR WL (1
FHECHERE F X 4 VEl 30 &
% 17-2) SEP O'HM & [A%
B RS =G [EIE=
5 N— > —DE~DFADT
XELn?
- — MEwv] XE Tvwv z |
3 ik ix e ke L. MR

BIILE L ?

17.1.1 ERSE 11855

ENHERIGHRERICEWT, 2477 40 5~20mg #5112 L D
HEF OFHEHAE N A 4 v 2 a7, SEP OEM 2 K3 ic v ]
ERFLAZHESGICEFE2R=2F7 4 v bodfbric, 77K
5 L OGN A EENRD b 7 3939,

# 17-3) ENHEKIGRERICE T 2 NEF OFEEHEAE N 2 4 v 2 a TN
SEP OB 2 U 3iC [k LHZFLAEGEDOR—2 T4 v b DE{LE

R—R T4 v hs DL
A H L 77 kR 2ET7 4 NBE
i 5mg 10mg Bt | 20mg &
IEF /NP 2.05 7.51 9.10 9.38
) (BEHERRE) (0.71) (0.72) (0.71) (0.71)
PhCHEAE e
Vg CEGIEQ [86] [84] [86] [86]
p G 7 7 & FEf) - <0.001 <0.001 <0.001
8.59 28.50 35.97 36.52
. L (2.99) (3.02) (2.99) (2.99)
SEP Hif2 piEdIE (6] 8] (6] re6)
p (s 7 7 & #Ef) - <0.001 <0.001 <0.001
/NP E 12.29 34.31 47.26 50.80
. (G =25 (3.46) (3.49) (3.46) (3.45)
SEP HI3 DB [86] [84] r86] (86
p G 7 7 & #Ef) - <0.001 <0.001 <0.001

H2) RN, BHERLE RO p EI. MERE. RIERR. R—R T A v
EEZEDLNHIITIC L VB, 77 R L EHEOS T Tl
Dunnett #£iC X Y 8% %175 72,

MRS GRIER 257 il 70 1] (27.2%) ICRIERA2Z® b
7= FRIERIZTER 29 61 (11.3%) . WAL 1341 (5.1%) . 13T
» 9l (3.5%) . WHILAR6HI (2.3%) FTHh o7,

17.1.2 S ESE N85

HECTEMI N 7T e F R E SRR e CGEIIHE
b)) o 115 (2266 ) ZOFAMNT L 728%, 2 X7 7415
~20mg %512 X Y IIEF OFhEEMERE N A 4 v 22T, SEP DEfH 2
KO3ic NIwv] EEEFLAZEGCETEZR=ZT4 v bo%E{t
Hic, 77 REE L OfGHI R T EESZD bl D92,

# 17-4) HEY 7 2 BB EEHRIEHARIC 51 5 1IEF OFhit&hE K 4
A v 2aT7ifitic SEP BRI 2 K31 3w tEELAZHGDR—Z T
A Vb 0E{LE

N—=Z T4 Vo DELE
ATt E H HarEE 7J R 2XT7 4N
i 5mg #f 10mg # | 20mg #f
EF /N TP 1.03 5.02 6.79 8.94
(G =259 (0.30) (0.75) (0.57) (0.23)
) 1=
?ﬁ;ﬁéﬁj [EGIE] [540] [149] [245] [1179]
p (N 7 7 & R ) - <0.001 <0.001 <0.001
/N TP 2.63 15.37 2557 31.32
(BEHERRE) (1.19) (2.94) (2.24) (0.92)
SEP £l 2 LiEBIE (547] | [140] | [247] | [1102]
p (N 7 7 & A1) - <0.001 <0.001 <0.001
/N TP 9.08 26.46 37.48 44.26
(BEHERRE) (1.34) (3.29) (2.51) (1.03)
SEP 51 3 DEBIEQ [547] [149] [247] [1192]
p (N 7 7 & A ) - <0.001 <0.001 <0.001

T 3) BN, AR O p I, MR EE. R—2 T4 v

HzatkNEARICLVE vz, 79X L EHBEOSERIK TR

Bonferroni i&iC & Y % %175 7=,

18.ZEhEEE

18.1 {ERtER

PRI & b —LER (NO) D RIFTH bt A3k U 5 BRic,

R X T 7 4MIE, cGMP 3fEl#FRTH % PDES % [HE T2 2 &I

X 0RO cGMP IBE % LRSI ¥ %, X OfE. il ihiE
L. BREMBA~O MK L TP ER I N D,

18.2 PDE5 FAE1ER

2 X7 7 4 MLERW 7 PDES HEAICH 2, XX T 7401k b

JBIGT-HH 2 PDES %49 1nM @ IC50 i CFHE L 72, 2 X5 7 4 0

@ PDE5 i3 2 [H#E# /113, PDE6 XU PDE11 L T, %

NENT0 KRN 14ETH Y., ZDMhd PDE Y 744 7 DIEET

1%, 9000 f5LA LTH 572 (invitro) .

18.3 EEEBHREN cGMP BE LEEA

£ X774 (30nM) &, NO #i5ETchs=tr 7L FF ¢
Y v (SNP) OF{ET T, b MMEHEREME RO cGMP

EEAAEEIC LR ® Unvtro) .

18.4 FEEBRR UV EREOMIEIEEER

2277 43 G ESEBINR B OIS 18 5 O Bk & R
(EC50 f: # ¥ 34 R 13nM) L., £72. SNP RUT & F

a2 ) v OERIER 2 B X ¢ 72 (30nM)  (in vitro) .

19. PR ICEET 2 B{LFHMR

—f% 1 x X757 40 (Tadalafil) (JAN)

b4 : (6R,12aR) -6- ( 1,3-Benzodioxol-5-yl ) -2-methyl-
2,3,6,7,12,12a-hexahydropyrazino [ 1',2:1,6 ] pyrido [ 3,4-b ]
indole-1,4-dione

7F 3 ¢ CaoH19N3z04

7FE : 389.40

R AREAEORRTH 5,

REET AFAZRVFFY FITATFPTL, T b= F AN
& 7= (99.5) IKIEIFIC <, KITIZE A ETB TR,
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FE S

22.

2k
& X7 7 4 AEE 10mgCl [FClJ
& X7 7 4 LEE 20mgCl [FClJ

1208 [108¢ (PTP) x=<2]
1208 [108¢ (PTP) x=<2]

23. EEXH

1)  Kloner RA, etal.: Am ] Cardiol. 2003; 92 (Suppl) : 37M-46M

2)  Patterson D, et al.: Br J Clin Pharmacol. 2005; 60 (5) : 459-
468

3)  KlonerRA, etal.:J Am Coll Cardiol. 2003; 42 (10) :1855-1860

4) VI FEARGTFaF Y-l oEYHERER (7Y %
$€ : 2007 4 7 A 31 HA&#Z., HESE RS 2.7.2.2.2.3.2)

5) Y7y vvEIvRUOTFaF -t oRYHEER (27
Y Z$E : 2007 4F 7 H 31 HA&AF., HGEERMYEE 2.7.2.2.2.3.1)

6) Kloner RA, etal.:J Urol. 2004; 172 (5Pt1) :1935-1940

7)  Kloner RA, et al.:Am J Cardiol. 2003; 92 (Suppl) : 47M-57M

8)  Carson CC, et al.:BJU Int. 2004; 93 (9) :1276-1281

9)  YoungJM, et al.:] Androl. 2005; 26 (3) :310-318

10) Porst H, et al.:Urology. 2003; 62 (1) :121-125

11) Pomeranz HD, et al.:J Neuroophthalmol. 2005; 25 (1) :9-13

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

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

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

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

16) Striano P, et al.:.BMJ. 2006; 333 (7572) : 785

17) Tra—n e oFEYMHLER (2277 4010mg) (7Y
A$E 12007 4F 7 H 31 HKF., HEHERIE 2.7.2.2.2.3.9,
27.22247)

18) Tra—nloFYMHLEM (#X7 7 4120mg) (7Y
A$E 12007 4F 7 H 31 HKF., HEEERIE 2.7.2.2.2.3.9,
27.22247)

19) Hellstrom WJG etal.:J Urol. 2003; 170 (3) :887-891

20) HEWRAEIC KIS IR (7 Y R$E 1 2007 4E 7 H 31 HA&
HEG ﬁﬂw{% 2.7.4.4.3)

21) (EEHERAIC BT 2 EYTEE GLEIS) (7 Y A 2007
£ 7 A 31 H&GR, WS ERHMEE 2.7.2.2.2.1.1)

22) EEERRANIC BT B EYERE (KIE#%S) (v 7 Y R§E : 2007
£ 7 A 31 H&GR, HaSE RS 2.7.2.2.2.1.2)

23) tEHNERL £ X7 7 4 48k 10mgCl TFCI] - 20mgCl [FCI]
LBty ESiDIE AT

24) BEOHE (7 ) Ak 2007 4 7 A 31 HAR. HiEHER
95 2.7.1.3.2)

25) EAMEE (invitro;Z v b, 4 XKXOe ML) (7Y =R
$€ : 2007 4 7 A 31 HA&FZ. HaEE RIS 2.6.4.4.3)

26) HAfEE (invitroje MIAEEH) (27 Y 2§ 200747 H
31 H7&GE. HEEE RS 2.7.2.2.1.1)

27)  HHEEGRAR G R o yEiE (D  (FRESERMEE 2007
f£7 A 31 H&GE, 2.7.2.3.1.3)

28) HMEEGRAR SR 0Ky EIE (PRl (27 Y =$E : 2007
£ 7 A 31 H&RR., HESERHNE 2.7.2.3.1.4)

29) Forgue ST, et al.:Br J Clin Pharmacol. 2007; 63 (1) : 24-35

30) VU rFentoFEYMHERR (7 ) R§E: 2007 £ 7 H 31
H&FZ., Has RS 2.7.2.2.2.3.3)

31) AR O H2 2B & OFWI TR (v 7 ) R8¢ :

2007 4F 7 H 31 HA&GE, HaEERYEE 2.7.2.2.2.3.8)

32)

33)

34)

35)

36)

37)

38)

39)

40)

41)

42)

43)

XYL OFEYMEER (7 ) A% 2007 4 7 A 31
H&FZ., HasE RS 2.7.2.2.2.3.5)

TA7 4 veoFEYMAER (7Y x§E 2007 457 A 31
H&FZ., Has RS 2.7.2.2.2.3.7)

TN7 7Y v EDEYMHERR (#£774010mg) (V7
Y Z$E 1 2007 4E 7 H 31 HAGE, HIREERNYE 2.7.2.2.2.3.6)
TN7 7Y v EDEYMHERR (2 X477 4020mg) (V7
Y Z$E 1 2007 4E 7 H 31 HAGE, HIGEERHYE 2.7.2.2.2.3.6)
ToaYveyEoEYMEERER (V7 ) A§E 2007 47 A 31
H&Z., HEsERYEE 2.7.2.2.2.3.10)

BRI S TE O GRER 7 9 A4 v Og. A0tk o FFhE
H) (7 U x$E:2007 4 7 A 31 HKE, HHELERHTE
2.7.3.1)

Nagao K, et al.:Urology. 2006; 68 (4) : 845-851

EHHN7 7 R EERKHEE (7Y v oy 73,

LVDIZER) (7 U 2 $E : 2007 4 7 A 31 HAEE., HEEER
W 2.7.3.2)
EN7 7+ A EERIEGAER (7 U 8§k : 2007 4 7

H 31 HAF., WaEERIIE 2.7.4.2)

HVE T 7 & BN EE R (> 7 Y R $E 0 2007 4 7

H 31 HA&F., Waa AR 2.7.3.2)

HLE R CEN 77 kR I B EGEAER T o Tei T
(¥ 7 ) Ak 1 20074E 7 A 3L HAGR., HR5ERHHZE2.7.3.3,

2.7.3.6)

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

S20
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