202452 ARG (BB1A)

BAEEmRNEES
87259
A ST BRAEAEE S+ 3 HH RIS E T ER RARKE 302(5)%}(5(;%47 3028&%&%5148
(RRKRZIRFS5—E5EEH) R 72 B A 202046 A
WFERERD
4457 4 VOERNRIESE
--_ "‘
95957 ¢)bOD % 2.5m: ZAT+—7]
--_ I'.'I
9953 ¢)bOD b g ZAT~—7]
TADALAFIL OD Tablets ZA “TOWA”

B ik EIRRE
BN © 34
W) EE-EMSEOUAZCLOFHTE L SKK
1. = Wiz 4 957“574()1/0D% 957‘57(4)1/0Dﬁ
1.1 AHIEWBEIR E—BALZR (NO) #58 (Z b0 U+ 2.5mgZA [ F—1 dmgZA (k=7

Y. EREEBT I, BBAYVILER ZaS5U0LE) & % [

DHBICKVRREERAME®RL. BELCMEZTRERIESZ L =/

BHDDT. AFRESORIIC. BEFIXZI—EELEER (NO)

HEFPFEEESNTOVENZ L2 THHERL. FRRSHRY sy | 5

BREZICBVTHREEAXII—EELESR (NO) #HEAHNIERE 7 &

ENBEVWEDTEET S L, [2.20 10 188]
1.2 REHZECLHEESOEERLNERSDEEERIR I

EZINTWSDT, AFKRESDREIIC. LMEREBEEDEESE = —

+oHERT B L, [2.4.1-2.4.5, 8.1, 11.2, 15.1. 18] 8 (mm) 55 75

JEE (mm) 2.7 3.2

2. B2 (ROEFICIFIEHSLANI L) B (mg) 79 144

10. 1]

L 1Z2H]

2.1 AFIORsTH LB HoE DBEERED & 2 B
2.2 WEFIIE—BLEE NO) f#ft5% Chorsutky >, #
E%E%Ffw‘ WEEAVVILE R, a5 D)V5) 2HEHROR
2.3 AT T VB 7 S5 —F (sGO) FEFl (VAT )
R EHhoBE (10 15H1]
2.4 RIZBIT 2 LMEREEEHT HEE (25 OEFIIERR
BTCIBA SN TN 5, ]
2.4.1 REEPEDHBBHE (1.2, 8.1, 15 1. 1ZH]
242 LAE (NYHAZELIEL L) obsEHE [1.2, 8.1,
15. 1. 1]
2.4.3 32 FO—=)LAROAREENRK, (KifE (mE90/50mmHg) X
Za2 hO—)VARO&EIME (ZERINEY170/100mmHg) Db
5E#F [1.2. 8.1, 15.1. 18]
2.4.4 DIGEZEOMAREN RIS AMUNICH 2B (1.2, 8.1,
15. 1. 1Z]
2.4.5 JAFEZE - dHam OB R BeiL6 » H ANIC 3 % HB3E (1. 2,
8.1, 15.
2.5 HEOBmBEDDHDHEH [9.2. 1BH]
2.6 EEOIFEEDDH ZHEH [9.3. 15H]

3. #ERk - MK
3.1 #ARk
Wiz 4, % 557 1 JLOD§E % %57 1 )LOD§E
7t 2.5mgZA k=17 5mgZA [h—"7)
Dy 5597 40 e 95085 T 5T () e Smg
D-¥>=hr—Jl, EROF> O IO—R, #H
I = sk, BEEAKT A B T ANV T—4 (L-
T T I LB . FEL ATT7 U CET T %
UL T OIS
3.2 HAIOMK
Wiz 4 %557 1 )LOD§E 4557 1 )LOD§E
7t 2.5mgZA h—1) 5mgZA [h—17 ]
R L | e e REHCDOERREAD D
Y455 ZA 5
o | 2.5 9557 1)) S
For | m ZA OD h—1 59557 1)
ZA OD F—U

4. WMREX(IZNR
AT SLRRAEKAE [CHE S BERFEE

5 EEXIFRICEAET HFE

5.1 AFIOERICH=> T, AICIIEREDSE - 2%ICET 5
EHANADHA RIA VEORFOBEHRESZIC, BYRMREICEK
DEWEHRET D &,

5.2 AFNC X D EBIRERBETIZ /A<, SERETH D &I0E
BEL. AFHBGICLOHHET2ORMNES NEVEEIE. Fiig
TS, MOEYSIEEEET D L,

6. RERUAE
W, RRAICIEIALES 557 1)L & L Tomga %59 5.

7. BERUBEICEET 5 EE

7.1 HEEQBEEDD B BETIE. AFOMEPERES ERT S
BENADH S I ERVBEERBIESNTND I ENS, BED
REZBR LA S1IH1E2. 5mgh SE S5 2HAT 22 EbEE
ToTE, [9.2.28H]

7.2 F R 70— LP450 3A4 (CYP3A4) %< HETIHA 25
TOHEFETIE. AFOMPFREN LR T D2 ENTOSN TN
5MT, 1H1E2. 5mgh 5 GE2HBL. BEOREZER LK
DS MESMEA RS 5 2 &, [10. 25

8. EELEANEE

8.1 DKRAKRY T AT 55—+ (PDE) SFHEH &FERIC, AFNii
BHEERZE T 220 —BHOREDIMER RS 5N 55
BB D, AFRG ORI, LDMEREEOL TS % MR T
5T &, [1.2, 2.4.1-2.4.5, 15.1. 1]

8.2 ARFRILL LD D IEE IS (6RFRILL 53 20 &
ZES#) AR TIK FNIRHWES N TWS, FEditic
K9 B AUE 2 WM TIT DI SR 0BG I =
KEERIITIRTIR D ZEMH 2 DT, FAAREEILL ERFE 3 2 5EIRA
AoNHE. BEBICEMOZKE2 T 5L 58T 52 &,

8.3 AFIHGZICRMABHIME T IR H N EmEND S bz
BEIE, AFORAZH L, EHONICIRRBEMEDBZRZZ
FA5ES, BEICHEETSI L, [15. 1. 28]

8.4 [HRABMITBNT, DEFVPHRBENEDSNTNDHDT,
‘.i]ﬁ)ﬂ/ﬁ% H B8 O RS fE b 2 S Bk 2 BT 5 I3 R

w52 &,



8.5 ARKRGRICAMSTEIE T I LR MLEHE (HED, HFEn
S T ENDH D) NHSOLNZHEEITE. AEORMAZEH L.
FONCHEENEMEDBREZITS LD, BHFIUFET D Z &,
[11.2. 15.1. 4&H]

8.6 [ENIZHB W T D FINARIERAE RS & O U 72 BR D ERIR2h R
IR I LTV,

9. BENDBERZETHEEICHT I EE
9.1 AHHE - BERSEDHDEE
9.1.1 BEDHEE LRI (Bih. [BEDRMHEIL. Peyronie/mE) 0
HHEE
AR OFEFERICEOHRNBID, ZORERZEITHAZTE
BIIBENND B,
1.2 BRPREORE LA VBIERE (BRAFmMEMEEN. 2R
HEE AmESE OHDEE
J1.3 HIMREXILEEEEEDH D EE
in vitro iR C= b0 IV KF MU A (NOBEEF]D il /MR
BHEMIHIER 285895 2 RO 6N TWS, HitERE I
HLVERE O & 2 BEF IS BRI L Tz,
1.4 REEREHERE
PDED & =AY E 2 FF DREF D Ew 51 5,
.1.5 PDESRRER =15 D EE
O F 6 DFEBR DS TR W,
.2 BHREREESRE
9.2.1 EEDEREEE
BELENZ &, AADMBEHREN LR T2, £z, IhH50E
FNIAFI OUETE ST B n[HeMED D B I ORGSR TIdRt =
T3, (2.5 16.6.1(2) %]
9.2.2 FEEDBREESRE
AANOIMIEFIRED LRI 500 H 5, [7.1. 16.6.1(1) ]
9.2.3 BEDEREERE
[16. 6. 1 (1) 28]
.3 BFipefEERE
3.1 EEDEERE
BHELRBRWZE, IS OEFRHERABRTIIRIAIN TN S,
(2. 65:HE]
3.2 BE - PEEOBEEESE
INEDEZEMGE L AR RN ZREE L ERKR
BRI FENM L TR,

©

©

©

©

©

0 ©

©

9.8 BihE
R AR EERE MR T LT WD, [16. 6. 35 1]
10. #HE%EHR

AFNIEICCYP3A4IZ L D R#@EN D,
10.1 HAZE BtALAZWZ L)

AR BRI - HEE | B R T
CYP3A4:%3EH U7y ESEDNA | CYP3A4EEBIZL DY
SIS LD, AFIOAUCKTE | U7 5> ADRMIC &
Tkt CmaxN TN N88% K ) | D AKI D i i /3
R 46%E T2 EDHEN | KT L. ARANORNED
%1/“Wt5“” 559, WIBT2BENDB
2,
o WA REFEH T > EQPIIC | AFNZMEILEIERIC
F5 GRS AR ZN | 7280, PERIC K DIRIE
ZN9.81lmmHg &k U | {EfZ®T 52BN
(16. 7. 3(D B3] 5. 33mmHg FHES 2 & D | b 5.
WMENH DY, /2, «a
EWTH & OPFF TRME
DIERZPES MFK T %
KLIZEDOREND 5,
HBEYEEZEZEL THE
L oRIEEIERMEE L
[\ 2 EEITDOAEEITEE
5E35zE,
e i (i S
FAOVE Y SR (A
A honooy | ZopmicED, B
Z FHAT B IS0 9 df 2 R OF
557 EEREM T kT NTE
HFHING 5% 8mmHg &% 4mmHg F
9% EDENH B0,

FINARY F R HEFNC & O BRIE/E R AT
Y DBENND D,

NWVATTT b E MR ME 2 293 | MENcGMPHERE A1
TNDH D, RELEOH | ML, BIEMERZ R
wEEfEBEE I E | TEBTNDDH S,
EL. BELECDEER
WEHIET I NZBEITD
BT D &

11. EER

ROBWERMH 5OND ZENDHDHDT, BHEETHTITV, B
RO SNHLEIIH G L P I 278 ERYRLEETTS T &

1.1 EXAEIER

1.1.1 BEEE (BEEARE)

FE5. FHERS. BlmEME, RBER S &,

Stevens-Johnson’i & &

SEH| 4% AR - ik HeRe - BRI T

THEE A K ONOAE 551 PERICE D, BEER%Z [ NOIZcGMPODE A %

A SSU ALY BT 5 EOMEND | FL. —H AHIE

R T ) 503, cGMP® 73 2 Wil 3

. RSN LZEMS, mEIOHE

figf1 VY IVE R FIZ & D cGMPDHE K

—aT VNV T HNODKRIEIE
(1.1, 2.22H] FDERT 5,

sGCHIHH gﬁ%; i V)z}/L éﬁl(g:{&F’é PfEH I é: J*?ﬁ igﬂ;]ﬁ@bljﬂ

WAL ZT R (75| BITBZAND S, cGMPIRE MU,

w7 2 I TS B

10.2 HHRAEE (BRICEETHZ &)

SEH| % VAZS TR N LRt HeRe - T
CYP3A4BHZEHA HWCYP3A4MHEIEA %2 | CYP3A4MHEIC K 5
poyznerys | ELAL ENRIET)
77 R EOPHAICE D, AHIOD
FI7LEN AUC 2 UConax 3312 ¢ TR
TV =TT =0 | 22%INT B & DWEN
Pa—2% H29,

[7.2. 16.7. 1]
HIVZ 057 — Al

U M FENEDHRICEK

U ~FEN 0. AFIOAUCH124%1E
PR g2 & 0H®EHNH 22,
HFFEN

IV EIE

BB 5D LMD D
1.2 20O
T Lk A
. IR, 1ETO. | DEEETD. M. LRER
s WAL PEED e, M
. B NS,
e Ty E
R MR, LB K. JEB)
R %% 14 i 156 e 16 1 A5
SETED | JR R BT
MR EL | B £ 52 3 o 1 | Mg
Wifa wE. T
%
By F
ik TS
> A
o i WP, T | P
B AR | TR | DR | P, EpiD
N . [ | . SEOEE
IR - FERE waEmE |
I 5 N
e ST
ZF DA CK L5

[16. 7. 221]

FD [1. 2]
1#2) [15. 1. 22 0]
1¥3) [8. 5]




13. BEXRS

13.1 L&
RROBMERIIR N, BB, BBENICK227U7 52 XD
BHIFTER N,

14 BRALOZEE

14.1 EHIRMFBEDOEE

14.1.1 PTPEEDFEANIPTP — "WML TIRAAT 2 & 5
I BHIE, PTPY— bORERKICE D, BELNSA A BRI A
FIAL., BICIZ%AL 2B 2 U THERIARS O EE 2 & OHE 2 0F 5
THZEND B,

14.1.2 AANTED EICOB TR ZRMEI T2 EMET 5720, K
U TCHRARRETH %, £z, KTIRATSH LB TES,
14.1.3 RANIE- L DRETIE, KRLUTIRAISERVWI &,

15. ZDhDEE

15.1 EBRRR{ERICED < 1F]H

15.1.1 SR EEBAIE L THAENEZY Y 57 1 VOHRED B
FEMEITBNT, OB, LEARTE. DEEARRNR. K H i,
— MR I FE RS D EE R OME RBEENY 55 7 1 V5%
WWHRHLTWS, INS5DOENLMEROIRAY T 7 75 —%
HLTWBHEETH> =, < OESA, HiTaP UIMT4%
IZRDHN, LEPITEIH 208, HITAERBRLICYY ST 1 IV#%E
BIEDENZDDHH oz, TOMIT, Y5571V EHREL
AT ABORERASBEABICRESN TS, ZN5 DRI
DWT, 5574, 7%, AREZENE L THZLNER
EE, N5 OEROHAAEDE IO ERICHEEREET %,
EOMBMET DI EIETERN, 2B, HITAZEIXZHLEN
HHLMEREEEZETHEEIE. ¥5 571 VEPELRE
BHRIEL THERTAZERRZEINTWS, [1.2, 2.4.1-
2.4.5. 8 1%MH]

15. 1. 2 #KF & DK EBIRITZH 5 N T30, FAEICBWTHMS)
EARREEAE L THEHAINEZY Y T 7 1)V %5 OPDESH E A%
I, FNICHTE TR BELEDOFKF &80 S 5 kBRI
ATl AR fRE (NAION) OFEBANME SN TNBE.9, =
N50BEEDL L. NAIONOERE T [HEih GOl L), BHR
. EIE, EEIREEE, @iEME, BE%] 24 L Tn/iED,
SENCHBWWT, NAIONZFHH L 245U o BHEE R E L THE
Wi E N7 3O BAFZE Tld. PDESHHZEHI D% 570 5 W42k 2 I
(Ti/2) DOSEQHAMN (¥4 57 4 )V OHAEFKIAHE LLINIZH )
1%, NAIONFEBL U X7 MRI2MEI0/m 5 2 ENME TN TSI,
(8.3, 11.2%M]

15. 1.3 #HH| & QR ERIRIZIA S 2 TlEAaWnA, AEICBWTERHAZ
iﬂﬂ?%@%ﬂ&%%t‘imt\@@%¢®%ﬁﬂﬁ%éhf
512,13

15. 1. 4 #HHI & ORFEEIRIZA S N TIZR W, AAEICB W TR Z
& OPDESKHEAE 5412, FNIC, 2SR T U225 M
FEAREINTVDS, THESOEBEETIE. BEOIDDIEWEED
ZENDH B, [8. 58]

15.1.5 7 )L I —)IVERARICAK 2% 5 U = A E O R SRR (K
#10mg. 20mg) WIZHWT, VIV a—)LinHEE, A o ik
FEREOWTNOMEICEEZZ T ho72, 7IVI—)L&2&E
M 0.7g/kg) A LEHBREITBWT, O X0 KInE
M X fz19.19,

15.2 JERRRREERICE D < 1B#R
25mg/kg/dayll L QBT ¥ 57 1 )& X123~125 AREH
BROBELE-FEERRICBNWT, BREEOK T, BHE LED
M. BEEROBTROBODRD SNZEDHREND D, &
NMZBU BHEFRRAEIC K T 2 82 RE L 2/ B KB O —
BT TR T E OB S22, KBTFEHR, BTE
RE R OAEFERIVE MEIZ N TN ORBRICBVWTHEARD 51
I 721017,

) BRI RI35me TH 5.

16. EHBHAE
16.1 MAEE
16.1.1 BEERS

HA AR 3661124 45 7 1 )L5, 10, 20, 40mgitD % BiER [
BELELEZOYY I T )LD MmMEREET., 250, 5~4K

(Tax D U, 3R ORNCE—Z1EL 25, MRz, Wk
BN T R4~ 150 R T h - 7218,

D AR I I5me TH B,

KD RIS 557 1)U5, 10, 20, 40mgtD & Hi[EHk5H Uiz & Z oty 4
T 74 VBEL ORI 2R MEEN T A -5

S N P A I3 g o

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)

RTTISME ETRED)

LE2) il i)

16.1.2 RiE#RE

Al SERRAERIE I B D PEIR IS H A NEF 1261125 55 7 1 )L 5mg %
THIE10H M ER ARG Lz, EWRETOYF 57 1)L DAUC
B U Crnax I HI I 505 & LA THRIZEFITH ML 7219,

#2) FISLIBRAEIC Pl S PRIRIEE H A NBHFICY ¥ 57 1 )lbmgZE1H1E10 H #X
HHEEG L L E20MENS Y57 1 VREX D EH L R YBREN S A—5

AUCo-24 Crmax Tnax Tz
HEC 0 (e WD | (g/D (h) 9 ()
1HH 12 1410(31) 102 (27) 4.00(1. 00~4. 00) -
10HH |12 2710(27) 173(24) 3.00(2. 00~4. 00) 23.9(25)

B ME (BERED)

TE3) H oL (GipH)
AINARAE KIEICPE D BRI E A AN EBEZ MR E LB I _ES
BRIEEERRBRICBWT, 457 1)L2. 5mgXiI5mgd W3 i
ZIAIAKERO%KEG L, smgefkb Ll x2omitnhy ¥ 5
7 1 V2. 5mgDRI2fE L T2 7220,

16. 1. 3 EEMRE MR R

(#4577 1 JLOD§ESMEZA [ ~—"7 1)
4574 )VODEESmMZA Th—"7 | &H)VF 1 7 EEdbmg%, VO
F—N—iElckoEnETNE FFTT710)bEL Timg) EERA
BRICHERERRO®RS UKL TIRAKROKTIRAE L CimiEd
REMCHRBEEZBEL., SoN-EWEHEINS A—4% (AUC.
Cmax) IZDWTINEREK BRI THREHRIT 21T o 725558, wWInd
log (0. 80) ~log (1. 25) DHEEFHNTH V. A D A W1 [F] 5 14 A3 e
Banrmw,

Mk LTIRA (FIVT 1« 7 Ee5meldk TIRA)
(ng/mL)
120

—o— 1 %457 1)LOD§E5mgZA Th—"7 )
100 —— 1 H)LT 1 T §ES5mg
Gl + R 2, n=24)

80

60

EEERE

40

20

0 12 24 36 18 60 72
5% 0OR (h)
1) i sE R R
#3) LN T A—F

HEINT A—=F BEINT A=
AUCo-72 Crnax Tnax T2
(ng * h/mL) (ng/mL) (h) (h)
%457 1 )LOD§E
SmgZA [h—17) 20471639 99.5+18.5 2.29£1.04 | 18.53%5.21
HIVT 1 7 $ESmg 20244589 106.7£26.7 | 2.10£1.29 | 17.40+4.37

(Bl I + BUE(RZE, n=24)
MAEFREEN ICAUC, Cuax§ED/XT A—F 13, BERE O, IR O FRIEEL -
IREfEI DR AT K > TRIRD WIREMEA B 5,



(2)’kChRA
(ng/mL)
120 4

—o— 557 1 )LOD#ES5mgZA [h—17 |
100 A —— 'bﬁ)l/?’f 7ﬁ5mg
A2l + FRYE(R 722, n=23)

80 1

60 4

W

40 1

0 12 24 36 48 60 72
5% DR (h)
BA2) e RS
F4) EYTIRENS A—F

HIEINT A—F BENTA—H
AUCo-72 Crnax Tnax T2
(ng * h/mL) (ng/mL) (h) (h)
% %57 1 )LOD§E
SmgZA [h—17) 2115+404 102.5+16.0 | 2.48+£1.08 | 17.33£4.73
HILT 1 7 $ESmg 21184477 110.9425.2 | 2.59£1.72 | 16.75£5.13

(B A9l + R MR 22, n=23)

48 AR CNCAUC, Conax DN T A— 4 1, HiBRE ORI, (KO RIE K -

IS DR R 1T & > TS 2 TTREME D B

16. 2 MRYR

16.2.1 BEDHE
TR AL8FIIC Y ¥ 5 7 1 )L 20mgtD 2 &t (EIENR) 3%
BEICHEREO#RS L2 & &, AUC)-o UChmadbIC BHBRIC L 5%
BIRD NN GHEANT—5)2,

16.3 9%

16.3.1 MIFEHEEE
5557 4 )V DIMBEE RS 3I394% (in vitro. FEENTTE) TH
0. BTN TIDERFaBEEEAEMHEET D2,

16. 4 {3
TREERE A BHIITI4C-4 45 7 1 )L 100mgED 2 BEHR O 5 L= & &, 1
BRI RICY T T 7 4 WARBMER A F NV AT a—=)V T o
IS ERNED 5z, MR XA F IV T I —=IUVKIZIAFIV AT
a—=)VZ)V 7 0 U BEAKROI%RE TH > 72 GHEAT—5)2,

16.5 kit
f@EERL N 6H11214C-4 4 5 7 1 )L 100mg™D # Hi[EfE 5 L= & &
D, Fe 5153121054 £ T OBURRERINRIZFEH H60. 5%, FRH136. 15T
Hotz. EMEPIZZIELCAFINVATI—IVE, hFa—IVK R
WCIRECAFIATIA=NT IO BEGER AT a—IV 7L
7o VEBRAEENED N GHEAT—4)%0,

16.6 HEDEREZFTHEE

16.6.1 BEEEE
() BERUTEEEREERSE
e A 126, BEFREERE (Cler=51~80mL/min) 8fF. %
BEEERE (CLer=31~50mL/min) 8% ¥ 5 7 1 )l 5mg &k O}
10mg™D 2 BERR O 5. U 7= & &, AUCo-o0 2 UCrnax IEHERE A DZ 1
FAEIL00% K% 20~30%H ML 7z GHEAF—4)20-28, [9.2.2, 9.2.3
2]
(2 MBRBREZIFITOEIRNBFEEE
MIEHENT 22T TS RNBEREBEZL6HNCY Y 5 7 1 )L5mg. 10mg
T U20mg D 2 Bilal#g 4% 5 U 72 & &, AUCo-00 2 U\Crnaxl R BERE A D
ZTNFRIL09 B AL L 72 GHEAF—4)20, 9. 2. 1208]

16.6.2 FFEEEE
fa Rk A\ 81 K OB 22 R 255759 12 & 475 7 ¢ )L 10mgtED % HA[ERE O
BELU-EE BEREERSE (Child-Pugh cass A EhEEEiTREE
H# (Child-Pugh class B) DAUC)old A EFIEFEETH > /-

GEANF—5)2,
PEA) BATREE  (ISIGIFASER 5N/ 8#) . n=8 : BJENFIE (Child-Pugh
class A). n=38: FZEFMEEE (Child-Pugh class B), n=8 : HEE[TfE
(Child-Pugh class C). n=1,

16.6.3 ShE
fEREE 1261 (65~78i%) K OMEFEEEZ126] (19~45/%) 1X¥ 4
57 4 )L10mg™D 2 HERE 13 5. U7z & &, Coadd b EBFEHF ET
BIERBETH 5720 EEH DAUC)-old 5 HF 1T " HI25% 5 il T
Hotz GHEAF—#)0.8), [9.82H7]

#5) EEE KR OEEFICTY Y T 7 1 )10mghD 2 HEH G Lz & E0mithy ¥
T IVREL DR L 2 EMEEN T A -5

n AUCo-0 Cinax Tinax Tz
(1eg+h/L) (rg/L) (h) & (h)
| 12| 4881(31.7) 196 (26. 9) 2.00(1. 00~4. 00) 21.6(39.0)
FEH 12| 3896 (42. 6) 183(25. 5) 2. 50 (1. 00~6. 00) 16.9(29. 1)

O (R

TE5) Al (G BH)
ASERRAEAIE I PF S PERBRE Dl 1261 (7T0~76i%) KOk i
12 (42~59i%) 128 5T 7+ )L20mg'D 21 H1IEI10 H I ¢ 4%
L7z& &, EiinE DAUCHuE CradIIEEBF LD TN (#913%)
N> 7229,

£6) HIE R VIEEMEICY Y5 7 1)L 20mg 210 AR EHE 5 L7x & & Dt

H15 557 1 Vil & DB L =S BE S5 A—5

i AUCo-24 Crnax Tinax Tz

(rg-h/L) (1 g/L) (h) 76 (h)
| |12 0y A 4.00 -
s | P12 7(?18? ?3732> . 0ot 03) 2(31)7
PO e 0 | 28| g e | B

YRR S e )
7E6) L ()
D) I # O BF AR LR B E T B R E K OB SR > TV
W18 557 1 )VIBEEDR I S N 4 2 bR < 106 (42~583%) 7n 5 Bt
16. 7 EWHEEER
16.7.1 £O4 ~aFv—IiL
BERERR 12612 s O —)1400mg (1 H1ERR %5, EWNASESE)
EHE 5T 4 20mgEl 2P G LIz E & 4457 1 )LDAUCHo
UCmadd. FNZFN312% K V228 L 7= GAEAT—4)2,
R LN S a3 —)L200mg (LH1EREO#E) &9 557+«
JV10mg™) 2 PE g5 L7z & &, ¥4 57 1 )V DAUCh-oof UCmadIZ 11
FRI0TH I L 72 GHEAT—4)5, [10. 220]
16.7.2 U MFEI
fEHERLAL166112 U B F E)IL500mgX13600mg (1H2[E) &4 557 1))
20mgtl Z PRI G LIm & & 457 1 )L DCrmaxlZ30%{E T L 7275,
AUCoool 32588 L 7= JHEAF—%)30,
fRERR ASHNC Y b E)L200mg (1H2[E) &4 45 7 1 )L20mgltD % ff
G LEE, 5T 7 1) DCraxdIFIFEE TH o 7208 AUCp-wold
124588 7= GHEAT—4)9, [10. 22:1]
16.7.3 o JERFH]
(ORI = D%
TEFERRALSHIIC RFH S > 8mega KGR O 5RO ERIREET, ¥4
5 7 1 )L20mgt 2 BAEEE 4% 5 Uz & &, SEAT O UK A B OVEHR M
EDHRK FEEIZZNEN9. SlmmHg K& U5. 33mmHg.  FA oD IHE A K
OMEFRIAIME D K FREEIZZ 23, 64mmHg K& Uf2. 78mmHg Td >
7= GEAF—%)9.3D,
fREERL AASHIIC REH T > dmgE T &4 57 ¢ )Vbmga1H
IEREROREG L&, R3S 2 > OMmER FIERICHE®RNA S
Nize ZOMBIZBNT, LSRR EED MEELICHET 25 ES
GhB 5N GHEANT—4)%, [10. 22H7]
2 #LRASY
fREERRAL8BIIC & LA 0 0. dmg % IRKIERE IR 5REOE HIRET, ¥
%57 1 )V10mg X1320mgtD & BiElHe 5. U 7z & &, AL OUHER B Ok
SEHAIME DR FREREIZZNEN2. 3mmHg & 2. 2mmHg.,  BA D Ui
e OISR A M FE D ek R RIE-2 1 2013, 2mmHg % 83, 0mmHg T &
0., HSNRMENOEEIZRD N> GHEAT—4)9,
TREERLA39FIZ Y A AT 0. 4mgE ¥ 55 7 1 )L 5mg7 1 H 1[E R 1 #%
OG5 LEEE, HEMRIMENDEEZIFED NN GLEA
F—%)%,
16.7.4 ZDhDEH]
i (= F o>, HBEAE) XIZT7 NV A=Y Y T T 1)L (10T
20mg) EVIZ KT T B DWW THE L2#ER,. = F V. HlisE A7
X7 N A= LB Y T T 1 )V OFEYBHEIZ KT B 5 i B3
BN, i, YT T 1)L (10X1320me) Y A3 hiFl (I
Sh, FET4V2, TS EETLOPE ) XUIT I a—IL
WRIETHEICODOWTRHN LR, 59T 710VICEDIF I T A,
FTET 4V UNT 7. TAOAYE XTIV I —)L DY ERE
KT DS N REEITIRD SN - REAT—4)19.15.3939)
16.8 FDfth
(9557 1 )VODEE2. 5mgZA T k—"7 1)
5 %57 4)VOD§E2. 5mgZA [h—"7 ] 1. ¥4 57 1)LODg&
5mgZA [h—17 | ZERESRIE Uz & &, A HZBREAESE &p
N, EWFIICRS E A Tr SN0,



17. ERPRARIE

17.1 BIERVREMEICET SR

17.1.1 ERE IE_ETRIEEERRER

HA N ORISIARIBAEIC S PEREE RS @226) =xRicT/ o+
R, ¥ 57 1)L2. 5mgXidbmgZ 1 H1E12ERM LS LU 7= k5 5. IPSS
R=ZNZAAT7DRX—=Z T 6O E (R/N_FTFHE) 137
SERBET-3.8, ¥4 57 ()12 5mghT-4.5. 5mghfT-4.9CTH>
Jro ZALED TS HREEE DT, Smght (-1.1) 732, 5mgit (-0.7)
ICHARTERAREL. HEEKGENRSEERIED 5Nz, GERO)
BIEFSBUERE L. 45 7 1 )L2. 5mglET4. 9% (7/1426) ]R8y 5 5
7+ )omgHET6. 4% (9/14061) TH o 7z, FRREWEMIX. 2. 5SmgHETl.
WFT 0 252, 1% (3/142481) e O\BEAIL. 4% (2/14241) . SmghE Tl LA
32, 1% (3/14045)) B TNE T 0 A31. 4% (2/1404) T - 7=40- 42,

17.1.2 EELFESE IH_E5RtERiERRER

HA, 8E N ORBORNIEREICE D PEREERE  (3096]) 2%t
RIZ, TIBRNIIY Y T 7 1 )VomgZ1H1EN2EE G U 7 #E5.
IPSSk—Z )V AT DXR—=ZAF1 M5O bE E/N T THfH)
275 REET-3.00 Y957 1)omgltT-4.7CH D, bmghiid 7>
Y ARBEE Ll U THREHFMICE Btk 2R Lz, dmght Tldi% 528
BORMMSIPSS b —% )V 2 37 DRENBD 5Nz, £/2. HAAN
BFE A6 ITBIFBIPSSh—F I ATAT DRX—=ZAF1 > ins DAL
B (BN 3 ) 375 ARBT3. L Y957 1 )bmghtT-4.8
THO. dbmglild 7 T RREE iR U THEHFICE E B2 R L
7= (IS RBEEED#£:-1.7, p=0.036), GLBHO)
BIVEFFBIMREE, 45 7 1 )L2. 5mglE 9. 9% (15/15145) X U5mg
BET13.5% (21/1551) TH o7z, FREIEMIL. 2. 5mghE T, At
. IR S OB AR L. 3% (2/15145)) . SmgiETIE. AIAIEA3. 2%
(5/15541) . AR, Ei 27 L7 F 2R ARSI —EHEink
ORI 3% (2/155() TH -84,

17.1.3 EELFESE IH_E5RtERiERRER

H 2 Fe OV O RN BRAE AT S PR B BSE (61061]) & XF4ic,
TV RIS Y T T 1 )VomgE1IH1EN2ARE 5 U =R, PSS
F=ZNAAT7DXR=ZAF1 >N6DOEbE E/N_FTHH) 137
SERBET-4.5. Y557 4 )L5mghET-6.0TH V. Smghiid 75 tR
BEE i U CHEH M A B tE 2R Lz, Smght Cldf 54 %)
S5IPSSh—# )V A a7 OEGENRD 6Nz, /2. BAANEE (449
) 1ITBFBIPSSE—FILAAT DR—ZAFA 2InE DR (F/h
TIREEE) 13T SR EET-4.8, ¥4 57 1 )omghET-6.0TH D,
Smeffld 7 T AR & I U THEHFICERBSEE R L (T
TAREEEDE: -1 2, p=0.017), GAEB®)

BIVEFFEMERE L. &4 5 7 1 )L 5mglET15. 0% (46/306() Td > 7=,
ERBIEAIZ. HEAREMN3. 3% (10/3064%1) . EEFEA2. 6% (8/306%1) K
Q27 L7 F 2R ARFF—EHEM2. 0% (6/30661) Tdh o7z,

#£1) IPSS b=V 237 DEGHIRICHBT 2L LR

npae | BE | BR | oo e
wow | on | B me | anow| 77U o
GRS | T
— J5E®R | 140 | 16.5 12.8 -3.8 - -
Hilkitsh | 2.5mg | 142 16.3 12.0 -4.5 -0.7 0. 201
(B Smg | 140 | 16.4 1.7 -4.9 -1 0.062
BIAEEY | 75w | 154 | 16.8 13.6 -3.0 - -
HR R il
%) | S5mg [155| 17.2 12.2 -4.7 -L7 0. 004
BIARED | 751K | 304 | 18.7 13.9 -4.5 - -
R AR
Gt%®) | S5mg [306| 18.7 12.1 -6.0 -1.5 | <0.001

D S H T E TV (LOCFZ (/1)
1E2) #RHIE 7 — & DR AR T 7 )V T
bl

I 2 4 8 12

P 0 . . ; ;

S s

S -1 - 7SR

}]\ —9 | 454577 1)V5mg
)’L ek w3k 1 p<0.01

2 —3 sk 1 p<(.001

a

v —4 ek

D B

%E —5 1 Hk

LR (RN P ff - B2

1) IPSSh—#% )L 237 O GHIBICBT 2 LLRBOHER CGEIH _E SR
EkaE GL5©))

B

4 8 12
I 0 y
P s
g —1 A7 A N
T —24 %4557 1)5mg
ﬁ/ — 3 #% 1 p<0.01
ddk 0.001
2 _4] p<
3 s
7 =5
(2] sk
?E: —64 sk
7 -7 (/N -1 = AR )

[12) IPSSk—% )L A D7 QRGBT BLLROME G5 I~ EE R
HRE GREAG))
17.1. 4 BIRNREESIEEHRHER

55 MAHRBR 2 52 7 U 72 3941 D 1 B 73421 o i 59k Bk BRic 2
U7z BISEARERAE I £ S BERBEERFICY ¥ T 7 1 )ldmgZE1H1
m54ERE (CEERMKLI2EZ D) Rk G Lz %. PSS
~ =)V 2 37 ORGRITSEGE DMEFFNRD 5, BHOREER T
B BRI R S 24y,

BWERISEISER ., 45 5 7 1 )L bmgRETL0. 7% (42/39441) TH > 7=,
FAWERIL. HIERE RS iR BN 1. 3% (5/394%1) T
Ho=9,

18. EZHEE
18.1 {4
54557 4 )VIAPDESEET 5 Z &ITk D, BISLAR K O IE 1
i, N FERIREE M O NcGMPRE: FREE %, 44
T 7 4 VI X B IMEEERME 2 v U 7= M3 58 0 2% 5l SE AR AR K 1 A
I PEREE DERBIICETFGE L TWD EEZ5ND, £/2. FiE
T OERE I B 5 S i stsE AN IS 1S3 2ER 2 /e L Thb ]
HeM:D d 547,
18. 2 PDESFHE/EA
Y557 4 VIEERRWPDESHERTH 2., b MERTHAMEZ
PDE5Z#1nM®DICsf T2 L. PDE6X& U'PDE1L & b 3 &%
NZNT00K% 1415, ZDMOPDEY 74 1 7 & bl 3% & 900044 L4
L oEIREER LU (n vitro)®,

19. BT ICET SEZHMR
Mg

—#t ¥ 557 1)1 (Tadalafil)

{b=£4 : (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 Jindole-1, 4-dione

5313 ¢ C22Hi9N304

43 TE 1 389. 40

T R BEAOMEKRTH D, VAFINZIEFL RIETRTL.
I =)V (99.5) ITEIFIC< <, KiZiF&E A BTSN,

22. A%

(#4574 )LOD§E2. 5mgZA k=7 1)
1008 [10%E <10 : PTP]

(#4574 )LODEESMgZA k=7 1)
100% [10$gX10 : PTP]
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TV A=) EOFEWHENEH (¥ 5 57 1 )10mg) (&7 Y Z§E :

20074E7T A 31 HRRE. HIRHERHN2E2. 7. 2. 2)

TN A=) EOEYHEIER (¥ 57 1)120mg) (7D A :

20074E7 A31HRE. HEEERMSEE2.7.2.2)

Hellstrom WJG, et al. :] Urol. 2003 ; 170(3) : 887-891

KRR RITTHE (O 7 U A8 : 20074E7 H3LHAKR. HFELER

W32, 7. 4. 4)

fRRERR AT BT 2 S BhRE (B 5) (7 U Z§2 : 200747 H31H
. HEHERHEEE2.7. 2. 2)

HANKOINENBF I BT 28y EE (KEXRS) P17

§E 1 2014F1 A1THARGE, WSS ERHSEE2.7.2.2, 2.7.6.2)

RINEARIERAE 120 S BERBEE 26T 5 HANBEF T 25 THE

B (FIT ¢ 78 L 20144E1 A ITHRGR, HFEERMEE2.7.2.2)

FENERL - AR RS (OD$E5me)

BEOFE (7Y X8 200747 H 31 HKE.

2.7.1.1, 2.7.1.2)

EERES (n vitro 3 v b, A XKRVE M) &7V Zgg : 2007

ETA3IHARGR, HFEERMEE2.6.4. 4

EHKES (n vitro ; & MIER) (&7 U R : 200747 H3LHK

R HEERHEEE2.7.2.2)

TR R A SR O SR BHRE (3 (S 77U 4§ © 2007457 H31LH
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TR R AR SR OB RE (BRI (377U X © 2007457 H31LH

R, HREEEMEEE2.7.2.2, 2.7.2.3)

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

KRR R 23MBNRE (7 ) A8E 2007457 A3LHAGR, G

BRI EE2. 7. 2. 2)

i R ORI R E T BT Sy ERE (KEHRS) (P« 78

20144E1 A1THRE. HFEERMSEE2.7.2.2, 2.7.2.5, FERESH)

U N FENEOEYMHEIER (7Y A8 : 20074E7H3LH K, H

FHEEMEE2. 7. 2. 2)

REHV T > EOFEMMENER (27U ZA§E : 2007457 A 31 H KGR,

HEEERHSEE 2.7.2.2)

REFEDFV S EOEYMEIER (7 RV © 20094510 A 16 H &

. HEEERHETE2.7.6.2)

HLAOT > EOEYMEMER (7 RV AEE © 2009410 A 16 H A&

SR, HEEERMEE2.7.2.1, 2.7.6.2)

A R OHo 2 55T & OB ENER (&7 U Z§E + 200748

TH3LHAK, HEERHYER.7.2.2)

Y ITAEOEYFEER &7 A% 200747 H3LH KGR, H

FHERHEEE2.7.2.2)

TA T4 EOEYMENER (7 U A8 - 200747 H 3L H KGR,

HEE RS 2. 7. 2. 2)

IINT 7 U EDFEPMEIER (5557 1 )10mg) &7 U ZA§E

20074F7 H31H&GE, HIFEERMYEE2. 7. 2. 2)

T 7 ) > EOEYMBEIER (¥ 7 1 )120mg) (&7 U R :

200747 A3 HARRE., HIGHERHNER. 7. 2. 2)

TLAOPE > EOQEWMAIER (27U A8 200747 H 31 H KGR,

HHAE AR E2. 7. 2. 2)
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