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1. EwE
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FH LTHEAI G —BREESR (NO) #58 (ZhOJVUE
Uy, EHE7II. HEB Y VILER, 225V IILE)
EDHAICKIVEEERNEEL. BELCMEZTRESES
CENBDDT. AFIRSOHEIIC, HERINE—BLER
(NO) SAINESETNTVRNT EZ L. FEE
SR UERSRICHSNTHIHBAIN—B{EZESR (NO) #
SEMESENBVKLST9ERT BT &, [2.2.10.1 8]
2L, FhEhiRiERSMmEEDSEICENT—EEERIRA
BEEEAROHANEE LUBEEHIENZEER. B2l
[CT AR TE B EREERICHWN T, FEhiREmSImEED
BEICTORAEEERZHOEMDB LT, BEECRST
3T &

2. Z2 (ROEBEICIFRELEBEVNTE)

A RFIORG IR UBBUEDORERED H 25 BE

2.2 HHEBBAIN I —E(L=ER (NO) #5H (= truryty v,
HREEE T I L. WEEA VVIILE R, a5 v VLE) 2RSS
FRoEE (1., 10.1 2]

23 AT VEEY 75— (sGC) HIEAl (VAT
7 b)) 2REFOEE [10.1 HE]

24 EEOBREOHHEE [9.2.1 ]

S EEOHBEEDOH S EE [9.3.1 2]

2.6 F ~ 7 a—2A1P450 3A4(CYP3A4) #5 < THET 2 3RA| (1
coaFrV =, U N FELEFEA TYFFEL, AV
JFENL, XV T 2 FEL, HFFEL, FILFELEFE
Al 75uz2avA4y v, FIFLEL, aLTVRY Y b E
FHAL, T MLILEL, ¥VFZT, aF T 7T,
YHFZT) REEFROEE [10.1 2E]

2.7 CYP3A4 2B <FHETHEH (V7 7YY, 7=
r . AUNTEEY, 72 NV EY—)L) 2EHNIC
BEHOEE [10.1 B3]

N

N

3. #HRE -
3.1 #8k

MR

BRIy

WA (1585)

NN

KM, EERELo—Z, e RO
F oLt iluo—R, YuzxHhl
AT —AF MU T L, T YIEES
ML, AT 7Y VBT AT L
7o Xxu—2A, v7uaI— L6000,
BibF% >, ¥V, ZZBbek. #
B=" bk, L uNay

Y¥TT 4 VEE\YFTT 1)L
20mgAD [JGJ |20.0mg

3.2 ERIOMERK

e W KEs - EE s
il
NN
Y557 4 LEE| 71 LA . . > | 16
20mgAD G| | 2—7 1 wE Es &g | 3
v 78 12 3mm 7.6mm 5.0mm 360mg

4. HEEX ISR
PR 14 A s [ FEAE

5. MEENIFIRICEHET BEER
FER I EREICRI S % WHO #EEnfE s I A 1
FARMIIHETL SN TV,

6. RANURE
WE LA THLEY 557 1 L& LTAmg 2REOH5T 5.

7. BERUBREICEET 5

7.1 BENIFEEOEREDOHHEBETIZ. 1 H1[H20mg =
®B59 5%, [9.2.2. 16.6.1 (1) =]

7.2 BENEIHEEOHEEDH 2 BETIE. REIOHSHERIL
[RoENTWAIENE, VAT - RXRExT v NEZEL., KA
54 A81E 1 H 1| 20mg #1579 %,

8. EELERIEE

8.1 4L LOFRROERE X IIFHFEHE (6 DI SRS 258
HEFESEHE) PHEICT I FNICRE SN TV 5, Hifti
0TS B ALE % R AT H 7% W\ EFEZEER O 1BIE I3 Eh R
&iﬁ%uﬁ&é:aﬁ@émf S 4 BRI DL B3 9 A IE
RAHSNIIGE ICEMOZ 225 EH1EET A &

8.2 ERIRFBEIC %m? biw%ﬁﬁﬁiﬁ 2OHENTNBDT,
EATEE. BEEOERSERE LS B IRET 2ICI3E
BasgszE,

8.3 AAEGHICEMEHENME T IIBR /TR H S5 b
2B AEICE. PP ICRBMEMEOREE®ZI1T5 L5, BEIC
BET 5 &, [15.1.2 2]

&4$%&%&m%ﬁ@%ﬁﬁ?2u%%ﬁ%%(H%D\mi
WEMES ZENDH D) BPhoHbNIHEEICIE. EPLICEER
BHREOZERZR T 5L, $%L%§¢é &, [15.1.4%M]
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INSDEEIIBIT 2R OBMEITHELL TOZR W,
9.1.2 Y FO—IVARDOFENR. EIMME (ME< 90/50mmHg)
X327 bO—ILAROBME (REEESIE> 170/100mmHg)
NHBEE
INSDOBEEFIIBITHREMWROBIEITHELL TOZR 0,
9.1.3 HEERETMEEE
ARARVIATT—F (PDE) DOBEHIEEZFOREH D
RO HEN5.
9.1.4 BEDESE LRI (EH. BREDIRH(E. Peyronie iKE)
NHBEE
AN OIMIBIEFIC K VEHEAEI D, ZORREE
ERCI RSN D S,
9.1.5 FHEIEEDNEHE TV BDEE (BRRRMERMEEM. 2
RMEBHE. AMRE) DHHIEE
9.1.6 HMMEREXIFHILEEBDH D EE
n vitoRBET=ba LY RF UL (NOMEE]) ol
IR EINEER 2 50T 5 Z EARD SN T WS, HImkE
B EHEEED D 2 BEICNT 2L L Tk,
9.1.7 FESiREAIENREER T 2 EE
KEZRE LW EAEE LW, FHIMENLREANE. gk
ENEEEAETHEFEOLMERORELZE LB TS B
FNHD D, MBRAERREEZEIT S2BEICBI2EMER
UL 2T L T,

IZBJ2HEE -

A ZET]



9.1.8 EEDEERLBHARE. KR BEMRESCHSE

MEPEEIHEMESZE9 255

ftt> PDES FHEA| L RIS, RANIMENRIERZHR S 5720
—BECBRECMERTPH5LONLBENDH 5,
9.1.9 HMDOBREF (E9ZY K BNESOHREEZE. Hill

ZHIHEE

IMREGE. EEHEEREICH S IVVRIEEERE, BEBBRED)

HOEREPEE2BENDH 2. [10.2 ZHH]
9.2 BHEEESERE
9.2.1 EEDERERE
BELBWZ & FRIOMEBEFTREN LR L, £LBENICELD
IVT I AOREZHEFSNZ VL, £, ThoD0BEEIER
RitBECIIRAA s N TV S, [2.4, 16.6.1 (2) 2]

9.2.2 BENRBHEEDERSEE

9.3 FFHEERESERE
9.3.1 EEDIEEEE
BELEZWIE, INsOBRFIIBKREBRTIRASNLTLD,

(2.5 2]

9.5 ¥R
IR SUIEIR L C WL B TR D & 2 M IC I3 InE L OB =12

fekEitz bE s ¥ s n s 5E

9.6 1Z7LIW
WERLOBRERCBIAREORREZER L. RO

(EG NIy G e iy

9.7 INR
NREZNRE L7z BRFHERIIER L T,

9.

8 StnE

KA MEEFRED LR HAREEDH 5. [7.1.16.6.1(1) ZHE]

WCOAEET B &,

—MRICEFEKEPERL TS, [16.6.3 3]
10. ¥HE{EA

AANIEIC CYP3A4IC KD RES N2,

10.1 HEAER HALBWI L)

* 3k

HH2% BRI - EEAHE | BT - GRET
REEEHI T O NO fit 5.7 MRICE Y. BEMEINO IZ cGMP DEL
h=h N u B R )V AZEERTL2EOH ZFBL. —FH. K
HAEEE T I L EhHHD I, #liZ cGMP D5 fi# %
HER AV YV ILE R L e p B SN
—asvYLE WA OMAICED

[1.. 2.22H]

cGMP DH#ERZE /Y
% NO DR EERAN
HEI 2,

sGC Hl#Al
VAT TN (T T LIRA)
[2.32H]

BERICE D MEE
TEEZIBENY
HBo

BERICE D, MlEn
cGMP i & 7% 3 il
L. &FMmEICHEM
W BERITTH
INHH %,

CYP3A4 %< HET 5%
Al
4 r5a3FJ = (1 h
U =)
U hrFUEILEEFEA
(/—=¥7. IV EI,
NFary R)
TYFFEL (LAT
7 w)
AVIFENL (ZUFY
N
FIILT714FEL (BT
7h)
FFFEL (FET—
)
TLFELEFEMA (7
YIYRY, FLyaey
7 )
79y 2avA vy (7
FUYRX, 77) Ty R)
FITLEN (FIE YY)
YT Ry v M EFRA
(AZJYEILER, FrR
A¥, 7LYaEy 7 R)
Iy bhLILEL (VY
a—)N)
tVF=T (PVNT17)
aF7rIV=T (JF
1)
INF=T (VALY

[2.6.16.7.1,16.7.2 Z#]

i\ CYP3A4 [HENE
MAx=BEd 57 bast
V=) (400mg/ H :
REOF, ERRFETR)
EOPHAICED, R
#l (20mg) @ AUC
R O Crmax 7% 312% J%
U 22% 18hnd % &0
HENHD Y, Fz.
1) R EL(200mg/1
H2E#%E) &0
PERICE D, KA
(20mg) @ AUC #¢
124% 4 5 &0
wEDHZ Y,

CYP3A4 g < fHEFH
THIEILED T
7TV ANEEICHE
DU KA M8
RENVERTZEL
NHs. £/,
KRB TIERI S
TWnad,

HHEE BRRAEIR - 1B | HF - RBRRT
CYP3A4 2ig< FHFHET A |) 7 7 » ¥ ¥ V|CYP3AAFHEICL S
Al (600mg/ H ) & @775 AN

V77 Yy (V77 |BFRICE D KAICK DA O MmEEFR
o) (10mg) @ AUC K| BESET L. AH|
Tx=b Y (FLEZF |V Coax B Z N EN|OEPEITT 5B
T A )) 88% KU 46% (KR 9 | Zndid 5.,
NIWNTEEY (T2 EDMENH B,

k=)

Tz /) NLEY—

(72 3=))

[2.7 2]

2 HEER HRAICERTIBZTL)

HHBE BRRGER - EAE | BT - BRET
CYP3A4 #[HET %A | A Hl © AUC & O|CYP3A4FHEICL S
RAT > FLFEIL Cax BT B BZ| 7)) 7T > ZADED,
JNFTE L nnb s,
ITYRAavA TV
J)aFJ =)
NF)83 )L

TV—=TIN—YI 21—
2%

CYP3A4 % #3592 %A|

A FHl o AUC Kk O
Coax PMET28%
NDH%.

CYP3A4#FHEIC Kk B
77T ADHE,.

Rery v
[16.7.3 ZH]

Rt ¥ (125mg/l
H2E#S) £010
HEBERICED. AFH
(40mg) @ 10 HEICH
i3 % AUC & U Cmax
PHHEHNRTENRE
1 41.5% T O° 26.6%
BRI 2E0MED
H5% KANCEBR
& >® AUC KU
Crmax 12X 9" 2 &1
HENBH 0T,

CYP3A4FEHIC L B
70T T ZADEN
12 & O ARF O MmEEH
BEPETT 2,

a B

BE o>
FIIY
[16.7.5 (1) ]
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& A& Al (20mg) @
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U HA 1ML FE R UM B3R
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DHENH 5 Y,

AHNE B L RER
KX 2MERRER
T 570, fEAICEK
D B FEAEF % g
HBENDH 5.

TN F R

BRI KO BEEEA
PRI 2 BETNH
H%o

ARANME RRER
L& BEEERZSR
TR0 HFRICEK
DIEEFRZERY
2BENNDH S,

75T v

BERIC KO RBEEER
PRI 2B ETNH
H%o

NO %47 U 7z % it
BERAZHEET B
TN H 5,

Yy 3 v KiEH#E
TLT 7Y
[9.1.9 2]
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TBEEINND S, 1A
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1. 8eA
ROBWERDHODONAT ENHHDT, BEETDIITV, B
WERDSNTGEIIIE S 2R IET 272 M2 MEZ1TH 2 &,

11.1 EXGEIEA

1.1.1 BHEE BEERER)

KE. SRS, FEEFE. FIRERE%. Stevens-Johnson fE

BRESA S 5DND LB B,
11.2 ZOMORIER
5% DLE |1~ 5% %W 1% % BEA]
Wi ET0. (Ei|E BE. R D
I b DD,
e BRI M
i, BmE. LA
) m%. s
Er] 7M. B, DD E L, B
. |, SRR
FE R R 00 | BTG I 2
s o FEED 4B B
FgE. 5
WEEE. RO
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KB AT B, [
il WG, R ™
. HRHE
B, B
i AST 5211
TR | . | . TR
HEk | S B RO
RS
T T e ST A Ve
Yo V. BB | BT R B,
% R, SEH
¥, FOEE
W & RiEaZ FRE. B
s R
; P B B> - M
PR IR B
L %5 e
[t &l INR &M
RS A EE . A|FEEN. BAR
Z0f B 05 | R b | B IR, R
FEr B

FE1) N5 EAEDEFNARAZSH P S DIME REEEF DGR
HF2BELTWZIEPHEENTED., N5 DERDVFKAL
HATASUSBE LD 58 L 0D EREE O E KRR F I
EELUTHRALLBDOLOR, Xid. s 0EROEATICEK
DHEBRLZODROPERETHZEIETEH,

E2) [15.1.2 %]

13. BERS

13.1 &g
BENZMRBERIIZ V. BB, BBEMICLS27UT7 72 ADE
EIZHIRFTE 20,

14. BRLOER

14.1 FERIAHFOER

PTP BEDEAZPTP & — bSO LTIRAT 2 £ 518
B2 E. PTP ¥ — FOBRHICKD . BELHLARD REHE
AFIAL, BICRELE B L THERARSOEE L AFHEL
HETHIEDD 5,

15. ZOftDEE

15.1 ERRERAICE D B3R

15.1.1 FEARBRAE LTRSS NS Y57+ VO IRE
DEFEREIZB T, DAHEE, DEARTE. DEEAEIR. M
Hifn, —@EMEIREEOEE 2 DMEREEN Y ¥ T 7 «
WHERERICERELTWS, ThoDZLIPLIMERD) A7
T7 08 —%BLTWBRETH 1. ZLDERNP, HITH

FRSLEHETBRBICED 5. DEBITIEH 20, EITAZ LIC
YETT 4 VEREBIGGEOONIb Db H oz, FOMIZ. ¥
757 4 VRS UETAEBROREM > SBARICRESNT
W3, TNEDEFICOVWT, ¥5 57 14 b, HITH. KRB
ENELTWADMERBEE, Zhs0EROHEEE I
BERICEEEET 2D EIDEEET A EIITE R,

15.1.2 FEHHEOREBRIZHAS 2 TIE WA, HEICBWTESE

HHRERSBER E L THERSNZY Y57 1 )L%&ET PDES
PHEAGHZIC, EAUCENETRPHENEBLEOFERE 2D S 2
JEB AR 2 AT R MR R ARE (NAION) OFRBEASHE S
TWa Y, ThesnBEEDZ L. NAION OEBRHET [Fi
(50 s LI E) . $EPRIR. SIME. FEEIRMEE, SREME. BES)
2HLTWE Y,
SAENCB VT, NAION 2% L7 55U Lo B (M#hik
PR IMERE ISR S NZERNIIRL) 20ReE L TES N
7- B Ext 822 CI1d PDES FHEAI O 5 H S IEKFEH (T1e)
DSEOHBN (#4557 4 LOBEK 4 HLMICHEHY) 13,
NAION Y A7 PR 2{ZIC 25 EAHESNTWVS Y,
(8.3, 11.2 &f&]

15.1.3 #EH & OREEZRIZHS T B WA, FEIZBWVLTAER
Hl% &t PDES FHERBES%IC. Fhic, BEFREORKE AR
HEENTWVLE W 1),

15.1.4 FEFH L ORERERIIHAS »TIE2WA, SHEIZBWTK
Fl% &t PDES BHERREHIC, NI, 2B E T L
EHERBEIRESN TS, TNHOBETIE,. HEOVS®
FVWERESZEND D, [8.450E]

15.1.5 7 I — VERRBRICARAI 2 5% 5 U 724V E O i RS B
(A#I 10mg. 20mg) IZBWVT, 7L I—LIMFEE, KHO
MAEFBEOVWTNHEEICHELZ T Lo/, 7L I—
LEERE (0.7g/kg) SRALLHBREICBL T, HF 0P
M EMESRE S hZ 1917,

15.2 FEBRAREAERICE D < IBER
25mg/kg/day L EOHETY ¥ 57 4 L&A XIZ3~ 1218
REEEORES L-SERBICBWT, BRESOET., K
BEEOZEME., BEEEROBTFHROBALPRD 51 & ORE
BHd. & MBI BB FERBEICNT 5B A MES LFHE
i RERER O — T I IR FREORBDPRD SN p, BT
EHR, BFPREROEEARLEVEIEZVTNHORERICBE VT
LELARD SN o7 1919,

16. F4ENRE

16.1 Mo RE

16.1.1 Rig5
HARANBRERAICY %57 1)L 20mg®Y (18 f) ik 40mg (18 ) %
LH1E10 HEKEROKS LI EEDYF T T 4 LOMEEFHEE L.
BEHICBRE <HBER ] ~ AR (Toa OFRE =3 M) 8-~
ICELTce E720 #9574 VO MBEFEEL, KERSSHEETIC
FERRIBICE L7222, MAERIBEOHICERIIEK 14 ~ 15KMTH -
T2o #5574 20mgH" i 40mg 245 L7z & & D AUC 2T Crax
OIS, BEEICHHI L EMEE LV E» -7 EFRETOY S
F7 4 LD AUC KU Crax &, HIEHS K & AT 20mg =Y KU 40mg
TENZNK 40% KU 30% i L7z. [16.1.2 28]

1) AR 40mg TH B

#£1) BERAICY YT 7 1)L 20mg =Y Xid 40mg % 1 H 18 10 HRERE
BE LIz EOMEEFY 557 1 VBELDEE LI B)EEIST X —4

w52 A% n AUC Chmax Tmax T
(mg) (1 g-h/L) ®2| (1 g/L) (h) ®9 (h)
4478 339 3.00
» LRI a9 (16.3) | (1.00 ~ 4.00)
0HE 17 6430 461 3.00 14.5
(18.7) (18.4) | (2.00~4.00 | (17.9)
7570 557 3.00
LHE 181 a5 (19.0) | (2.00 ~ 4.00)
10300 732 3.00
0| SHE T g3 (19.3 | (2.00 ~ 4.00)
9630 688 3.00 14.3
0HE | 1 05 (16.1) | 2.00~4.00) | (12.1)

MEFE (RERE %)

E2) REME (24 FfE) CoOMmEEREYRE NERE

E3) fhRfE ()

16.1.2 BIEEEIZEMENRERRIT

7T A E B E R LEEERIC B 5 BEFAEY BT O R,
B R v I Y 12 40mg 2 1 B 1 mIRERO®RS (Rtr sy
VIEGHARE) L7: & & D AUCss OHEEME G, SEAERBAOME L H
NTHI26% BIETH > 7275 Coax ICHHERZII R D572 2P, ER
ANEFERICEZFETHY YT 7 40 20mg™) Xid 40mg 25 Lz & &



® AUC KU Cmax DN, 25 BICHHI L2 BEINE S & 0 EH -5 7z,
[16.1.1 28] /. ¥ 574 LERLU Y VR HABRESTHE, ¥4
F7 4 VOBBERNPETR L. [16.7.3 5]
TE4) BRI MR 380 . HARAEE 22 flA &t
% 2) MBS EEEEICY 557 1)L 20mg =) KU 40mg % 1 H
| REHRS L& EOBBEOMEE

58 5557« VOBER [AUCss (ug-h/L) #9]

(mg) Y557 14 VEMRE Y5571+ Rery RS

20 11524.5 6874.60
(6179.6-15449.0) (4390.0-10595.0)

0 14825.5 9600.0
(10017.0-26792.0) (5906.3-17306.0)

FRORE (10-90 /S—t > %A ))

ES) EERBICBT HREHIE (24 Bl TOmMEEFRYEE FE~

16.1.3 EFHWEIS R

%4557 1 L§E 20mgAD []G] &7 RV A%5E20mg &7 0 AF —/N—
FICEVZENEN1$E (¥4 5740 LT 20mg) EEBRABEICHER
HERO®RS L CmEpRELRREZEE L. §oN-EMEE/ T
A =% (AUC. Cmax) IZDWVT 0% EHEXEEIC CHEARIT ZAT > 724
£, log (0.80) ~log (1.25) 0#EEMNTH V. WAIDEWEIIFEEME
DRER S iz 2,

(ng/mL)
450
400 + —0— ¥ %57 1 L§E20mgAD (]G]
350 1 —e— 7 F¥IL7$E20mg
1 Mean=S.D., n=27
5 300 |
e
?« 250
7
Z 200
P
L 150
b3
& 100
50
08 . . n
0 12 24 48 72
Be5%OrEH (hr)
HEMEREINT A — %
HEIST A =% BEINT A=Y
AUCo72 Crax Tmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)
(S}Gi—] 7 A NEE20mEAD 257 9 1 2043.1(359.87 + 74.14|2.52 + 1.12]16.2 + 6.0
7 R ILHEE 20mg 7566.6 = 2901.4|324.04 = 73.59|3.56 + 2.33|16.9 £ 6.7

(Mean £ S.D., n=27)
MEEFEEL NN AUC, Coax HD/IST X — ¥ 13, HBEE OREIR, (KK
ORI - BEZEORBEMFICE > TEL AR H 5,
16.2 DRUY
16.2.1 BEDFE
TERERLA 15 BIc % 5 7 1 )L 40mg % &% (BARRIE) UIZiERICH
ERFEOHRE L7z & &, AUCe w1 Crax SHICAEBRIC L 5 HE 13RO
SENLD o 20 E 72\ Trax [T BBIHE & ISR S TRIEE TH - 722 (4
EAT—%),
16.3 916
16.3.1 MPFEBHES
Y5574 VOMBEAREERIZNU% (in vitro. FEBRE) Th
DO EIITLTIVECa BEEEAEHEET S Y,
16.4 X384
fEFRRA 6 I “C- % 457 4 )L 100mg* ! ZHEREO#RE Lz & &,
MEEFITIEFEICY FT T 4 VRENMER A F VAT A= LTV ra
BAS AN RO 5Nz D, MEERDO X FIL AT I —)UKEAF VAT —
V7T a U BIEEERD 10% KiFTdh o722 HEAT—),
16.5 HEtt
TEEERIA 6 BliC “C- 45 7 1 )L 100mg * " 2 BERE RS Lz L &0,
e 51% 312 FiRE & T OB REEINRIZ3FH 60.5%. R 36.1% TH -
Jro BEHRICIEEICAF VAT I—E, HT 3= )&, REICIEEI
AFNATIA-NTNTa YBRGEECAT a7V a v Blads
‘R en® HEAT—%).
16.6 JHEDEHRZF I BEE
16.6.1 BEZESE
(1) BERUPEEEREEEE
fREERA 12 0], BEEREERE (CLcr=51 ~ 80mL/min) 8 fil. #%
EERERE (CLcr=31 ~ 50mL/min) 8% %5 7 1 )L 5mg KU
10mg™*V % BERFOHE Lz & & AUCH =& U Crax [SEERADZ 1
K 100% KU 20 ~ 30% L 72 % 30 (SAEATF—%4). [7.1.9.2.2
%]
(2) MBRSBHEZIFITVIRABFLES
MYRENT %22 TV AHRIABR2EH 1661y ¥ T 7 4 )L 5mg. 10mg
KO 20mg ™) 2 BEREO#REG Lz & &, AUC ok U Crax ISEEFERA
DZFNZNHKI109% KO 41% L7z BEAT—%). [9.2.1 2E]

16.6.2 FFEEEE

TR 8 BIR ORFIREBE 2569 124 457 ¢ )L 10mg™ D % Bi[EfE

O#%5 L7- & &, BERFRESRE (Child-Pugh class A) & FREERTRE

EHE#F (Child-Pugh class B) ® AUCo =X EERA L IZIFRAETH >

7230 (SAEAT—%).

E6) BRUFREE (BIFFR0 5N BF). n=8 BEMEE (Child-Pugh class
A)\n=8: FEENFREE (Child-Pugh class B).n=8: EETRE (Child-Pugh
class C)\ n=l.

16.6.3 S

RS 1241(65 ~ 78 /%) R ORREFE 1261(19 ~ 45Ny ¥ 7 1«

L 10mg =Y 2 BEREHR S Lz & &, Coe IEIHE L EEE & TIZITRAK

TH 1D E D AUCo ol FHEEF I AR 25% SETH -7 30 (544

#£3) BIERUBHEEICY YT T 4)L I0mg* ZHEHRE Lz & E0Mm
Brhy 557 4 VBEXDEH L -EMBRE T X -5

n AUCo-» Crmax Tmax T2

(pg-h/L) | (pg/l) (h) =7 (h)
miRE 12 4881 (31.7) | 196 (26.9) |2.00 (1.00 ~4.00) | 21.6 (39.0)
HEH 12 3896 (42.6) | 183 (25.5) |2.50 (1.00 ~ 6.00) | 16.9 (29.1)

HETE (EBERE %)

E7) HRfE (FEE)

16.7 ZHEEER

16.7.1 O ~aFVY—IL

ERERCA 1261124 3V =)L 400mg (1 B 1 EREO#S. ERRHETE)
EHETT7 40 20mgHY RHABE LEE. 557 1 LD AUCH -
T Crmax V& TN2FN312% KU 2% L7z 9 JHEATFT—%),
R 1L BlCy h 3V =)L 200mg (1 B 1 EREO#ES) 5557 «
1% lOng” %ﬁ?}'ﬂ&%‘bfi&%\ Y57 4D AUCO*M&U Chax 1&
ZFNZN107% KO 15% L7z 2 (BAEAT—%). [10.1 3]
16.7.2 URFEI

fREERLA 16 B2 Y b )L 500mg ik 600mg (1 H2E) &5 %57 «
L 20mgFN E RS Lz & & 955 7 4 LD Crax 13 30% KT L7275,
AUCo- el 32% L7z ¥ (NEAT—%),

R A 8 HIICY L 200mg (1 H2[E) &% 457« )L 20mg*Y
ERABEG L& 5T 7 4 LD Crax EERETH > 7205, AUCh
13 124% L7z 9 GHEAT—%). [10.1 ZH#]
16.7.3 REVIV

RFRA I5H1Icy 557 40 40mg (1 H1E) RUOARE ¥ 125mg
(1H2ME) = 10 HEMABZS L. 5 1 HBICBIF255 574
D AUC KU Crax (&5 5T 7 1 )V B SREOME & [FRRE TH > 7275,
BE510HBICBU A5 57 400D AUC R Cnax 135 557 1 L%
B SREOE & R TZENZN 41.5% %0 26.6% KN L7z, [16.1.2
28] —F. YT T T4 MICEBREY Y 2D AUC KU Crax IZXHT 2
HEIRDONELP 572 HEAT—%). [10.2 5]
16.7.4 3%

ERERLA 20 fflic Y T > > 0.25mg % 1 B | BRERO# SR O E#IR
T, ¥%571)40mg % 1 H1[E 10 HERERZO®RS L@ER ¥
5T 4 EBYTFT 2D AUC, Cmax &l}r Chmin Z:?‘TT%)EHB#&C%
BIIROONED»-72 HEANT—%).
16.7.5 o ERAH]

1 RFEBYIY

R 18 FIIC REH YT 8mg 2 RIEFOHRSHOTEFRET, ¥
5574 )L 20mgHY ZBERFO#RS Uiz & &, SATOIE & KR
MEOHEATERIZZFNZN9.8lmmHg & 5.33mmHg. M IUiE
HROIRAMEO R K NERIZEhZh 3.64mmHg & T 2.78mmHg
Tho7? GHEAT—%).

TR 45 Bl REHY Y (dmg L THE) &4 4574 5mgh %
15 1 EREFOERG Lz & RESY Y U OIMER FERISERMS A5
Nice CORBRICBOT, RMEOERE S MEEMICET 2EEER
nHeniz® GHEAT—4). [10.2 58]

2 LROYVY

A 18 FlIc ¥ L 20y > 0.4mg % RERE DRSO EFERET.
545574 )L 10mg X3 0mg*) 2 BERS Uiz & &, S0 IR
B O IR B IE O & KRB & 13 2 12 h 2.3mmHg & O 2.2mmHg.
EML O UXAE A % OIRERIA I E O e K N8 13 2 20 3.2mmHg K O
3.0mmHg T» V. WS PRMEANOEEIRD 6N a7 7 (SHEA
T—=%)o

TERRAEA 39 FlIcy L A0y > 0.4mg &% %57 4 5mg™) %1 H 1
ERERORS L& HOPRMEANOEEIRDSNE P70
HEAT—%).
16.7.6 fROEHTEE

R 26 BlICREOEERE (ZF =)V AT P4 —)0.03mg KT
VARV ZMLIL0.15mg &FMA) &4 5T 7 4L 40mg % 21 HE
BHRABRE LR, TF LT AMT V4 =IO AUC KU Crax 1d. #
CIBHEEREE 7S v R A2 MRS Lz EDEERNTERZN 26% KT
0% M L7ze 577 1 LVORRERE 7T RFARERTL R
WA LV MR B E IR 2 ICER A ZERY s g o723
HEAT—%).
16.7.7 ZDHhDEEA

fthF (=HF Vv BIBEEA) XET7LI—LBYTT7 1)L (10X
1 20mg®Y) IKRIFTEEICOVWTHE LR =¥ F Y. HIBE
BEIET LA BE 5T T 4 LOENBHEICHT 205 P aE
BEIROOENEDP o0 1208 5T 7 1)L (10 Xid 20mg *V) Al (2
FITh TAT4V Y, TLT 7)Y ROETLAVEY) XETIVa—



WCRIFTHEBIC OV THET LR, 5574 MCkBIF VT L,
TEAT4VY, TLT 7Yy, TLOYEYIET LI —)LOEYEREIC
WY BHS D LREBEIED SNp o7z 010080 (SEAF—5),

17. BRPRAGE

17.1 BHMUERUREMICAIT 2558

17.1.1 EFHEISE MEEHER
Fifi Bh AR AR il 0 ML AE 2B 2 (405 . HARANEE 26 Bl &) 2RIy
%57 1)L 2.5mg, 10mg, 20mg*", 40mg V37Tt RonWgFnr%
1 H 1S5 18 M (16 BB OKSHRH) o2t EERLS
T ARMBEERILERERZ ER L7z, T OMEER, EBMAREZ S
% 6 FRPBTIEBEORSHIEFID? S 16 BBROE(LBICBVWT. Y5 T 7 ¢
)L 40mg BE 7T £ RBHC A THEHEMICERICTE L 7= (p=0.0004).
B REROE(L (BETC. HifeiE. D E R, BB AR A i
FEEALIC & 2 AR FlEh IR R =5 M AE 12 69 2 $7 72 2 A O BASA %
WHO e OB 2 BREROBLEER L) AR 5N 1kER
HHET T2 RBET 136 (15.9%) 1cxtL, ¥ 457 1)L 40mg BT 4
Bl (5.1%) TH-otze Fiow 957 4L 40mg BEZ. —EHOWERET
BIE S N7ZMIMITENRE ST X — & OPHMEARE. fiMEERIGEE D
BREDAHEICBWT, BEHART & LRSEIRD SNz,
7B, KRB TIZ QOL 23l 3 57-0. SIEE DEEME [HAHEE.
HEZEEEE (515, BERORAR. ARNEER. 1B, HAEEKEE.
HHIZEIHEEE (M) . D] » 57 5 SF-36v2 BEREE, KUS5
DOHEM (BEOEE., BORD OEE, 571ZADIER., HH / AHRE
AL/ 5SERH) LEERED QOL 2HET 5700V 27 LT
F a7 24 —)L(VAS) 7 57 % EuroQol BRZEZEH Lz, ¥457 «
)L 40mg Bfi1d . SF-36v2 BREFAEZEO 6 IHE [HAMKE. HESEIRKE (5
). BIAOEA. SENERE. E1. HEEERE] BvT,
EuroQol BfZ oz A [Index Score (US) &% Index Score (UK)]
FRUOVASIZBWT, 7T RBICHANREFZNICER 2 UE RO 6N
7= (p<0.05) ),
1) AZRFEIE 40mg TH 5,

*1) BRSBTS 16 BEZOE(LE

S watm 50 AR T
mg B
- I 9.21 4114
6ﬁﬁgﬁ% (95% (EEEKR) | (-4.22 ~ 22.65) | (29.85 ~ 52.42)
I 791 [76]
e FlE 2.21 ~4.27
$aﬁiﬁﬁ (95% (R | (7.24~2.82) | (-7.53~-1.01)
& LRI [14] [15]
FHIE 413 17.05
(o IEHEAEE | o5% ) | (101,22~ 109.48) | (-244.79 ~ 10.68)
4 LEFI%) [12] [14]
DR SEHE -0.01 0.36
(L/min/m?) (95% (RAAIXH) | (-0.44 ~ 0.41) (0.09 ~ 0.63)
LRI 121 [14]
o FIE ~5.00 2.00
fﬁiﬂ”‘)& (95% IR | (13.74~3.74) | (-9.64 ~ 5.64)
5 BERIER [14] [15]

AHBRTIE. TV R ) URRGERAITCH 2RV ¥ v EoftHIC K
HEERZFMT 5720, REry VIREOBEERIC 6 PEHITHEEDOZE
(EEBOMAyEMM@IT 2 EM L (Kt >y o HR#ERE 53.3%). 20
R, ¥55 740 0mg BTRIALY Y VIEHABBEDOA TSR
BICHANRETZNICER R SES PR 6 N,

%2) BRERBEDS 16 BHZOE(LE

=y = = gt 55774
FERE At 750 ot
- T 2.8 .18
5 H * =
?f—?;giﬁfgﬁ(gg]) (95% fE A ) (-22.84 ~ 17.06) (26.67 ~ 57.69)
’ LiEI) (3] 7]
P - FHfE 18.84 40.15
6 ATIPITIRE SV | (o5 ERRED | (050~ 37.19) | (3.1~ 57.19)
LiEpI3) 4] 9]

%57 1)L 20mg* D BEXIZ 40mg BEICEID £ S N ER] 161 i
98 5l (60.9%) ICEIfERAERD 5N/, EREIERIZER (33.5%). #
AL (8.7%) . MiPE (7.5%). HiE (6.8%) ETH -7z,
17.1.2 ERHESFEIHEAER (REAMEGSER)
AT 5T T e A IB BT MR EGEAER I SN U 72 i B AR 1 A = 1
BE 3570, BRABRE 202 &) 2XRICY & T 7 1)L 20mg ™Y
i 40mg # 1 H 1 [E%59 % 52 BE O EHMGEHBE 2 EM L. 20
R TSI ANBIEEMLEERE RO SN Y T T 1 L 40mg
BEICL S 6 SBSTHEEOWRE L., S2BZICBVLTLRESA TV
ZepmEN Y,
%3) 6 ESITHER (m)

Gt 54557 4 )L 40mg B

P 55 16 3% 28 % 40 8% 52 3@t%

A5(E 403.31 404.24 404.32 404.90 410.01
(95% (< | (383:08 ~ | (382.95~ | (381.93 ~ | (382.85 ~ | (389.74 ~

REIEL) 423.54) 425.52) 426.71) 426.95) 430.28)

(69] &2 [66] (61] [60] (59]
H2) EATRETY Y7 4L 40mg % 16 BRIRSE L, ARRE T 40mg BEICEI0 155
N7 Wi E R

Y577 4 VEECEID 1T 5 NI HRRER 357 I (HANEE 22 6l &)
H176 1 (49.3%) ICEWWERIDR® 5N ic. EABWERIZER (15.1%).
WAL (5.6%). FEMEDE WV (5.0%) FTh-o7z,

18. FEFNFIE

18.1 {ERIER
Fifi & F A5 12 B 1 5 EE 2 cGMP i3 Td % PDES ZBIRAICIE
EYHZEICED, iR O cGMP 24 NS & Mg RIS %
I B D (ex vivo).

18.2 PDE5 FEE{EA
5557 4 VILEIRK PDES [HEH| TH 5. b MEETHAERZ PDES
%% InM @ IC fETHHE L. PDE6 XU PDEIIl &H#id 5 & 2nEh
700 U 14 4%, F D> PDE 7% A 7 & H#d % & 9000 % 5L Lok
REER L © (in vitro) .

18.3 FRMEEETIVICK T S1ER
i mEE B INGIER : £/ 70y ) VERFBNES Y S ETLICH
WYY T T4 VEEEMFEICERREEE 525 L2 < MBIRE.
HLBEERERICMEILZ* (n vivo).
WEHER #7574 VIZE ) Z7uy ) VERRSNET v FOEFER
PHEBICHELEY (n vivo).

19. BRSICEAT 3 EERNAR

—f&4 1 ¥ 457« )L (Tadalafil)

k%4 : (6R,12aR)-6-(1,3-Benzodioxol-5-yl)-2-methyl-

2,3,6,7,12,12a-hexahydropyrazino(l',2":1,6]

pyrido([3,4-bJindole-1,4-dione

C2H19N304

389.40

HEBOMERTH .

FAFINLANLKRFY RICBTRT TS MR REBT

12 VIH =)L (99.5) IZEFITL K KITIEEA BT 2,

BEXEE [a) B+ 78 ~+84° (EBIICIRE L7 % D 0.25g.
IAFIVAILAF TR, 25mL. 100mm)

AT
ATE:
R

(]
L
22. G
60 8 [10 %€ (PTP) X 6]
23. EENHK
1) Kloner, R.A. et al. : Am. J. Cardiol. 2003 ; 92 (Suppl) :
37M-46M
2) Patterson, D. et al. : Br. J. Clin. Pharmacol. 2005 ; 60 (5) :
459-468
3) Kloner, R.A. et al. :J. Am. Coll. Cardiol. 2003 ; 42 (10) :
1855-1860
4) )R FELROT FaF V=L EDOEYIREEER (7Y A$E 2007

F7H 31 HAR, HFERMIE 2.7.2.2.2.3.2)

V7 7YY RO b aAFY =)L EOEYREER (V7 ) A5
2007 7 A 31 HARR, HFEERMIE 2.7.2.2.2.3.1)
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TNT 7 ) v EQEYMEEER (¥4 57 4L 10mg) (7Y A$E :
2007 £ 7 A 31 HAGR. HEERME 2.7.2.2.2.3.6)

TNT 7 ) v EQEYMEEER (§457 4L 20mg) (7Y A$E :
2007 ££7 A 31 HAGR. HEERME 2.7.2.2.2.3.6)
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T A=V EOEWMEENER (#5774 10mg) (7Y

AE 12007 % 7 A 31 HARR., HFEERMIE 2.7.2.2.2.3.9,
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18) Hellstrom, W.J.G. et al. :J. Urol. 2003 ; 170 (3) : 887-891
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RIS 2 REFGHEMERE (4557 1)L 20mg) (7
U ASE 12007 FE 7 A 31 HAGRE. HEERMIERE 2.7.2.2.2.1.2)
RFRRAICE T 2 REFGHEMERE (¥4 57 1)L 40mg) (7K
ZOVAEE L2009 5 10 A 16 HARR. HEERME 2.7.2.2.2.1)

B AR AT = L RS 1 B ) 2 REEE BRI B RE AT (7 R LA
$E 1 2009 10 A 16 HA&GE. HEERMME 2.7.2.2.2.5)

20)
21)

22



23) PAH B&F RV ED B& BT 2 RHERIEYEREMIT (7 R ILAh
$E 020094 10 A 16 HA&ARR., HBERMIE 2.7.2.3.1.2)

24) HAER : EMFE RS

25) BEOEE (7 FUILAHE 2009 10 H 16 H&ARR, HEERMTE
2.7.6.2.1)

26) BAKES (n vitro s v by A4 XK MLEE) (27 Y A$E : 2007
£7H 31 HEAR, HEERIE 2.6.4.4.3)

27) ®AME (n vitro; & MIEER) (27 ) A$E 2007 F7H 31 H

AR, HREERE 2.7.2.2.1.1)

TEHEIZ R AR SR O BIRE (S 7 ) ASE : 2007 ££ 7 H 31 H&

B8, HIFEERMIE 2.7.2.2.2.1.3, 2.7.2.3.1.4)

R#t (7 A%E 12007 7 A 31 HARR. HEERHIE
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36) ¥ LRxuyyEOEWHEEIER (7 R IUA%E 20094 10 A 16 H

AR, HREERMIE 2.7.2.1.1.2.5.3, 2.7.6.2.8)
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39) IFVITLEOEYMEENER (27 A 2007 F 7 A 31 HAEAR.
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25. {RERHE(RT LDER

25.1 ARBF| OZhEEIIZIRIE. [FBRMEMENEE] Ths T &,
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