20234F 11 HEGT (BB2hR)
20234E7 A T

Bk SRR

AHHIM : 34
RRARSIRTFS5—EEEH
VAyoE AvE SR

AES5T 4 IVEE

55T -¢)b 5 20mg AD I54)

TADALAFIL Tablets AD “KYORIN"

BAREBRSEES

872190

ERES
AR5TRAE

30300AMX00063000
202146 H

S
) EE-ESOLFECLVEHRTS

K
=]

AH L WEEEHI (T —EEESR (NO) #5#% (= s U+Y
V. BT I, BEAYYILEFR, ZasyULE) &
DHAICEYBREERLNER L, BEICOEEZTHREIESZ
ERBHBHIDT, AF/REDHIIC., HBARXE—BRELER
(ND) #tEHINBEEEShTVRWS EE+2REREL. AFIR
EhRUHBERICEVTHHEEBRIXG—BIEER (N0) #5
FAREEhBEWES+2FEETH L, [2.2. 10. 18]
== L. MBREMESLEEDABRICEVNT—RIEEZRRA
FELAFIOHAIARELELHB SN DIEEE. BREF
I+ AR ETEZERBRICHE VT, FBIIRMENNS LEED
BEICHALMEBELRREFE ODEMOL LT, HEICKRSET
3¢,

LER (ROBHEIZEES LBV L)
2.1 KA OESH KR LBBOEOBAERED & 2 B

~N

L WEEREI TR b EHE (NO) 5/ (= hu Yk Y o,
WASEE T IV, EEA Y YL E R, =a5 o IN%) 2ih
oz (1., 10. 15#]

3 AR T =AY 2 T —F (sGC) MK (VAT T
N EEGRoBRE [10. 128]

A EEOBEEOH HBEE [9.2. 1]

5 BEOHEEDH D HBEE [9.3. 1BH]

.6 F h 7 o —2P450 3A4 (CYP3A4) # @< FLET K| (1
roaFy—n, U RNFELGHERA, 7TEFFEL, £
ChEN, FT 4 FEN, XTI X ELEER
K, 770 A2aa~fvr, TTTLEN, aEVARE Y bE
HRK, = FLAEL) RESTOERE [10. 158R]

LT CYP3AMAZ B FFET LA (V 77y BV Z==M A
V. IR EEY, Tz 20X —)L) ZEHMICEE
PR [10. 15 8]

NN

NN

~N

3. 4R - MR
3.1 MR
HERSY o
(1gE) HKZ T T 4 20mg
HWEARFY), fidErn—R JrAAL AR —R
FTRITA bFRaXxyFebirere—x, J7
o~ tmAn—X, BbFZ L, EEE ek =
ZEMbgE. 2o AT oRay . wrsad—)L
6000
3.7 HHE 0K
vailbiz T 4N ha—TF 4 Tk
] TG
4 FfE12.3
V2 (um) P 7.6
JE X (mm) 5.0
B & (mg) 360
Rl a— K KRM240
4 EER TR
i Eh AR R = M e

5. $hEER X RICEET R
Jifi & i EAE L2 B9 HWHORERE 0 4 7 7 A 1 IR 5 A - &
e AR AV AINGAVIN AN

b. AZRUAR
WHE, RACIFIALIEZ #5748 LCT40ng % R A& 5.9
2o

1. AERUARAEICEET 5FE

1.1 BEIFEEOREEDH HBHE TIL, 1H1A20mg % &5
T5, [9.2.2, 16.6.1 (1) ]

1.2 WENITPEEOFEEDH D EE T, AFAIORERRIT
RoENTNDEZEND, UAY « _RXT 4 v b EEEL, KA
w59 HBRCIE A 1E20mg & 595,

8. EELEAMIER

8.1 4RI LL E O O ER TR (6FFRILL L EFGE T 208
Bk Bhid) MAEIC T ENICHE SN TWD, FikeEh
AL RS B AL E 2 RS T 2R & EERE O 5 T Bk
FEEE 2 K eICIiE 2 9 2 2 3 H D DT, 24K LA Lt
THERB A LN HE, ELICEMOZK &%) 5 L5 R
THIE,

2 ERABRICBWT, DENRHREESRD LN TNDHD
T, EATE¥E. BB EOEESAERE M O R A BET RIS
FEESELZ L,

L3 AR BB AW AR RINE T U BRGNS 5 b
FHAITIE, OB EMEOREEZITA LD, BEIC
g5z L, [15.1.28K]

A R EA AR BE R T SUR 2SR (B | B F
WEEY ZENH D) BN LDbNEEAICIE, EehIcHER
MMEOBREEZITLL Y, BEIHRETs 2L, [15.1.45
i<y

L. HEDERZETHIREICEHT HIE

9.1 AHHE - MEESEDOHIEE

9.1.1 R4EEE - M OBERELSREH ALRICH L EE
INDDREITBI DR O ZPEIIHESL L TV,

9.1.2 2> FA—/LFBROFEN. EMmF (fmE<I0/50mmHg)
XiFaryrO—)ABOEMNE (ReEMmE>170/100mmHg)
DHBHBE
IDDREFICET DMK O IPEITHL LT,

3 REAREMESRSE

RAKRY AT T —F (PDE) DBImAIFEEZFFIEM 23D %
WHHIND,

A BEOBE LR (Bih. PEEOKRMIE. PeyroniefmE)
NHHEE
AFNOFIEAC L W EENEZ Y, TORREXITH AL
TR T AEREMNENR D B,

5 BEMREEORE LG YRIEE (BRFAOREEN. 8
HEFHE. ANFEE) OHIEE

L6 HOMERERIGHIEERBEOHIEE

in vitro B C= a7y R Y oA (NOBESA]D) oifi
WEHEIHIER 2842 Z L RRD SN T WD, HIm PR SR
ST O & 2 A TR D L RMEITMESL LTV 7220,

7 mEIREAES AR B EET5EE

AFNEF G L2 ENEE L, il imaEANx, HEkike
FEMRBEF T 2REBOLMERORELZE L ELIELE
TS D, IMEFIRPAZEEEBEZ T 5 BEICB T 5 HHMEK
O EVEITHEST L TR,

L8 BEEQOEERHEBAE. AL, BEEHRESICHESE
hFCRHFEOFSEEETIEE

L OPDESPR A & AR, AFNIMEISRER 27+ 5720 —
EEDOBREDIMTIN TR H LN DHERH D,

L HIOBREF (B2 S UKEREZORZERE. vl
INRERE. BAESERICHES M/MRBEERYE. BEBRRE
R) 2ETHESE

HiLoGEEEREEA2BZENNRH S, [10. 250]

w

w

w



0.0 BREmERE

.21 EEOBEEESE

BHELRWZ &, ARIOMBERRENS EH L, 2Bk D
7 VT T AOREFF SRV, F.

KRBT ST D, [2.4, 16.6.1 (2) ZH]
0.2.1 BEXEHEREOTERESSE

RA O Mg PR LR D RN D D,

(1) M)
9.3 FFigEmERSE

9.3.1 EEOEESRE

BHELARNWE
%, [2.52M]
9.5 &

1T SUTIEIR L C 5 ATRENE D & 5 MBI IZTA R L oA 1 MER

(7.1,

Lo IO DBFZERRBE IR ST

fabtt e LE D LHEr SN D BEICOREET DL,

9.6 wyLIm

WS LA EHE B OISR D A A A 0 L, B ORI
Bk 2 BT

9.7 IMNRZ%

&

NS At G & LT BRIRRUBRIT = E L TuZeuy,

9.8 =EE

— I AEBRERESME T LT 5, [16.6. 32 R]

10. HE/EH

AFEEIZCYP3ALIT

L RBIEND,

10.1 FREE (BFALEBLIE)

b OBRETEE

16.6. 1

A4 %

BRARAEIR « HEIE T

PR - fEBRIA -

THER A K& ONOHE 54l
BN =N ) IV%
MEEE T I v
HEA Y Y LE R
—aT YN
[1.. 2.258]

PERC LV BEREME
&R 5 & O
B HD,

NOIZcGMP D PE£E % 3]
WL, —J, RAlX
cGMP O 43 i 2 il 3~
DI EMNDL, WHIO
BEAIZ X 0 cGMPODH
KzNM$ DNODREE
TER 8RS 5,

sGCHI A
VAL 77 b (T
FAIRR)
[2.351/]

PERIC &0 | e
TaEITRBEhn
b%,

PEAIC X v, AN
cGMPIRFE 2389 L |
4By M (SRR 72
WA RIETBZTN
N5,

CYP3A4% 38 < PLET

RE il
A FF7ary—n
AR Y—)

U h e EaRL
Hl (/—Ev7, A
L FF, A%
v K)
TEFEFENL (L
AT HE YY)
Ao Fen (7
JEYAN)
FIVT 4 F B
(o€~ 1K)
HYXFr (£
v7—+8)
LI e LVE AR
B (FVTRE
LY avvy s
)
77 )2~ AT
(T VAR, T
7V R)
FI77LEN (5
TE YY)
avVAE Y bE
A (22D E
VR, TR A
Y. FLvary
7 R)
v hLLEL
(' a—nN)
[2.6, 16.7.1,
16. 7. 22 %]

TRV \CYP3A4PH 2 1
HETH7 hat
V' —)L (400mg/ A :
oAl EARE
7e) LofFRIC &
v, AH (20mg) O
AUC K D'Crax H3312% 2.
Q22%E M+ 2% & @
MERH DY, F
7. VU hFEN
(200mg/1 H 2[a] #
5) offHick
D, KAl (20mg) @
AUCHS124%38 09~ %
EDORENRH DY,

CYP3A4 % i < PHE
HZEIZEkV 2T
T VA DN E T
L. A oD o o
ENEATLIBEN
Nbbd, T, WK
RTINS T
W5,

A5 %

FERRAEIR - #5715

B - fEpRIN T

CYP3A4Z iR < R4

% FEHA|
DA VG SN
(V77vv)
Tx=hkAfv (T
LETF o, v X
v k=)
TR
(7L h—)
Tx /)N )LEH—
(7= ) N—
L)

DR SV < VS
(600mg/H) & DOPf
Az kv, KH
(10mg) DAUCK N
Coax 23T HL88%
46U T 5 LD
WENDH D,

CYP3MFEHIZ L D 7
V75 AOEENIC
X0 A o e
EMET L, AFN O
RPBEIT D BZ
nNnd s,

[2.75M]
10.2 BtRGERE (BFRICEET S L)

HEHN4 ERRIER - FEE R | B - fElRAR T
CYP3A4 % BHEE T 4 3K | K DAUCK DCnax S | CYP3AAFHEZ L % 7
bl Wi sBEnnd | V7T 7 A0,

HRAT T LI E| 5B,

v

VT T E A

=) I Q= S VS

T)afy—)u

~NF NI )L

TL—TT )=

Vo — A
CYP3AAZFHES B K | ARAIDAUCK NCnaxZS | CYPIAFRIE|Z L B 7
il ‘BRI 2BZNRH | VT T AOHI,

Do

Rer & ARt 2 (125mg/ |CYP3AMFEEIZ L 57
[16.7. 3B 1] TR2[EEE) 010 VT T2 2ADHMMC

AMfEAIC LY, &
#l (40mg) D10A B
23 1F 5 AUC K URCrax
DY EHTEN
Zhal. 5% K% 126. 6%
K92 & DOWEMN
HBHY, KHNZLE D
R H U DAUCK
O Cpax (TXT 5 8

IEH BRI T,

X0 RF o i R
FEMETT %,

o JHEWT A
K4 v
T
[16.7.5 (1) &
]

Fx v v v
(8mg) & KA
(20mg) DOPFAIZ &
. SEACIHE
B OV oR H i J 1 fe
KENZN9. 8lmmlg
J O, 33mmHg T 9~
L 0OWEND
50, £2. o lEWr
& OOFH TR AR
DIFEIR % D AR
Tk LTz & DR
Nd D,

[ JE A
TAhaTr
A NFrm—)L
;7 7Y
BTN

SZREYETUAl (A
XX Al L ARAl
(20mg) OPFAIZ &
V. BHEATE NI
A1 K OYYE AR A ifn.
EXRRENLEN
SmmHg % O%4mmHg T [
T5LEOHRENH
%9,

ANAY F R

PERNC & 0 BEEMEH
PRI D BN
H5,

ARF I i SRR
W& DBEEER A
T, JAICX
0 BeLEEH 2 #5hR5
LBTNRD D,




S 5 BRI - BB R | MY - fRIAT SRLLE | I~BUAH | %R B HE AR
EX I UKIEHEE | AA (10K O20mg/ | B4 L U KIEHUERS Zofh KA | B, RIS, AACR
ILT 7Y ) & OPERICH | BB L% 11T WE, 5. | AARPEALGE | B, VIR, AR
[9. 1. 9] T, U770 2| LTWHERETIIH A5 & | BRIE
(25mg) DIEMBE | MO FEWRIEN T £ 5 0
KOGBER RIS | BEhaid 5. D ZRDDIEE A Y OFEFIS AN 5 H1 A 5 0 1 b

THRBIRDON
R 1058
BrAIC & v B ofE
RN EE DBZN
Nb5,

NXNATT R

JE e PEAR I 4 b 2
TREENRDH D, I8
& LA LENE & fEBR
PEa+IcEEL,
[y e i LA
LW S AT
OHPNTH L,

L PN c GMP B2 73 14
ML, BEEIER %
M ABENLN D
%o

1. B4

WORWERMRH HbD 2L Nd DD T, BEE 7TV,
RENED SN AITR G 2 Pk § 5 70 LE G R0 E 21T

L,
1.1 EXLEIEAR

.11 BEYE (HERH)
B, FHGE, BURTEIE, RIBLERE 2

Stevens—JohnsonfiE

BEREEN D HOND Z ERD D,
1.7 2Ot EER
5%LL 1 | 1~5%ATis 1% BEFE A
TEERAR | WAL EINGU/ENIE S BiE, Modw. LA
1 £ A DEEED
DRARIETED R
Wk, @EimE, LA
J—Big, Mk
REZET TR AR 75 i, AR | [EdsPED F 0, IR
Ji . G MR | RoE . FEBIIRKME
. B | A R R A
M. IROEF | FEED | HEEERARE
J% JE. WEF KB, M
e
(o TN I N7 T = B 33 HE 0 R e . AR
WAL R | & AR, AN
J=8 R R yod
17 vt
AT N
g AN PR
&, BR
FFFfi ASTEAI
rEH | o L | E R e . | BIEIZE. UK
AR | AR e L | AR
BA i e .
i Bk 1
=
Feth - | SEE FEME O | 5o, T | MzadiED
MR F U, ME | FIESERERE
il e RCR B
B, SRR
Jv U
WAPR - Higih% Femigh e, i
ATl IR
0% 25 L A& Rl SlEE 5 - 1.
H i,
W K]
a1 k2 Z 5 ZITE
Juilk7:3 2., INREEM

EOHERRTFEHE LTI ERRESNTEY, Zh
DOERNAH], MATEUTBENLAEINLAE L TV
DN SRFBESE O fERRIA T IR L TR LS DRO M,
NiE, INHOBEROMAFICIVRBEALZLDRO)
BREET D Z LI TE AR,

1H2) [15.1. 28]

13. AE#HE

13.1 g

FRRM e MRHERIT RV, B, BENICLD 7 V7 7 ADR
T TE 2R,

14 ERALDEE

14,1 RARAHEFOER
PTPEAEDHEANZPTP S — k2010 HH LTI % & 9 #5383
B2 &, PTPY — FOBBIC LY | B G AN R IEE~]
AU, BT A $5 2 U CHIERRR 25 0 B 70 A BHE & F 5
THZEND S,

15. ZDODEE

15.1 BRERGEARICE D <1&§R

15. 1.1 BRAEBEAE L THHAShEZYZT 7 4 vOiilkE
DOBERREIZIBNT, LAHFEZE, LDERE, DEMERER, KN
Wi, @M B EE O EE LM EREEN L X T 7 ¢
NWEREHBICEBFE LTV, TALDOEL BNLMERDOY A7
Ty 0 A= L TWARETH T, < DESEN, MITH
HFOUTHEAT A MBI v, DEBITIEH 228, MITAR LIC
HHET T 4 NRERZRIGBD N DL H T, FoMit, ¥
257 4 VRS LT &% O DB BICHE SN T
Wh, THHDOREBNCONT, X T 7 40, MEITH, AKER
FENA LT DmEREE, 2D OERKROMAE X iftho
WRICEREEE T 20 E S DERET D Z LILTER,

15. 1.2 A L O REBMRITZA S 2 Tld 2w, FEICB W TH

PRV AR EIREAIE L CTERA SN Z X T 7 4 V% & TePDESEL
FBRIB GHIC, FAUCHIME TR RO RRK &Y 5 HIE
RS M AT M PR AR AR ERE  (NATON) DTN HE ST
BHW 1 B DBEDL 1L, NAIONOERRE T [4E# (50
Ll b)) OMEPRIR . mfuE, BN IREEE, SR e, R ]
EHLTWED,
SENZ BT, NATONZ FEHL L 724575 LA B oo Bk (@b R fiti
P RS LA S IVTIEBTIEBRS ) ZRZRE L CEMINZA
CLxt HRRIFZE C i, PDESPHERI D850 HIE S (Tre) D5
FOMMN (X577 4 VOBERKAHLNIZHEY) X, NAION
REV AT BRIFICRD T ENMESNTVWDIY, [8.3,
11. 22R]

15. 1.3 354 & O R BEBRITHA S TRV, AEICB VTR
Fill % & TePDESFHERIE 5412, s, BEREIEORIIAME
ERTNSD, 16

15.1. 4 3% & OE BEHR T & TRV, AEICIB VL TR
il % & TePDESFHERIE 5412, Fhic, ST Xi%e
FPEHEFE N WA ST D, ZRHDHBRETIE, HEYODE
WEED ZEND D, [8. 4BK]

15. 1.5 7 v 2 — VAR A RRIC ARAI % 6 5 U 72 S [ 0 i PR SE B35k
(A#10mg, 20mg) ITFBWT, 7 a— L e, AH ol
ERREDOWT OISR EZ T oo, TAa—
R (0.7g/kg) R LI-HBREICE VLT, HDFE NN
PEARIME 2SS S i1, 18)

15. 2 JEERFREABRICE D < f&¥R
25mg/kg/dayLA EORETH X T 7 4 V& A XIT3~12 % A [k
HRO#5 L BERRICB VT, BHREROE T, KW -
R DM, ISR FAROE TR OB N bz L oWmEN D
%, b MIBIT BB TIEREEIC T B BB A R LA E R
RBR D — 8 TIL IR IR DD 358 AT, K EH)
RO OAEERLVE S EIZWLTHRORRICBONTHE
(EFRD IR Do 7219 200



16. EEhRE
16. 1 mepiReE
16.1.1 RiE#E

HARNBREEERRR AN # &' 7 4 L20mg™D (185]) XiX40mg (18
) Z1H1EI0HBXKEROELG L0022 X T 7 LD
BEhREE L, B RICBIfR R < B HAR L~ ARER] (TnaxD H Jeffi=
W) ICE—ZICE LT, 2. FF T T 4 DM
¥, KE#S50 B E CIOERIRBISE L 2D, 22 iR ps
DL IFIA~ 5 Th > 72, XX T 7 4 A20mgtD)
1X40mg % % 5- L7 & & DAUCK UChaxDHEINNIL, 5 EICHfpl L
THMEEG XV IR»r o T, EFRETOXE T 7 4 LDAUCK
OCnaxld. HIEIHE G & e~ T20mgED & R40mg TF A
40% % OS30%8 00 L 7=, [16. 1. 25 M]

D AR A RIZ40mgTH 5,

#16-1 EFERAICY ZT 7 1 L20mgtD) X F40mgZ 1 A 1[E]10 A
BB Lzt & omiEh 4 57 7 o VIBE X B L3
WEE T A — 4

Behm %% , AUC ” Crax Tmfifg Ti/2
(mg) (ngh/LE | (ug/L) (h) £ (h)
4478 339 3..00
LHR ) 18 (14.9) | (16.3) | (1.00~4.00) |
20 ong| 17 6430 461 3.00 14.5
(18.7) | (18.4) | (2.00~4.00) | (17.9)
7570 557 3.00
LAR ) 18 (24.5) | (19.0) | (2.00~4.00) |
w0 |sag | s 10300 732 3.00 B
(23.8) (19.3) | (2.00~4. 00)
R E| 15 9630 688 3.00 14.3
(20.5) | (16.1) | (2.00~4.00) | (12.1)

S EME (S EERE)

12) 5 (245R) T oo i P SR L EE T A

7E3) fE (FEPH)
16. 1. 2 BEEFEMENEREN

77 e AR% R T E RGBS U B REE L SR B RE AR AT
R B A i A FR Y (2 40mg & 1 LRI AR D45

(R & UIEOFARE) Lz & & DOAUCss OHEEEIL, FME At
FERR A O & LE R THIZEUEME T > 728, Craxl CHHE 70 Z5 1T 7
Motz R & FERICEE THL X 4T 7 4 120mgtD X
1340mg % 5 U7z & & DAUCK UCnax DEEANIL, B H-EIZAIL
ToHmEE L 0oz, [16. 1L 1BR] Fio, # X T 7 4L
ERBUXVENAEET DL, XX T T 4 VOBRBERNMET
L7z, [16.7.3%M]

T4) IGEURIE & M R3804, A A AR 22451 2 B e,
216-2  FHEHARME AT M EAE BE 12 4 & T 7 4 L20mgED L O
40mgZ 1 H 1EI S EHR G- LTz & & ORFEROHEEM

B 5B HHTT 4 VOWEFER [AUCss(u g« h/L) Y]
(mg) | 2457 4 VEAMBRE. | #8457 4 Mifbr 2 UM RRE
% 11524. 5 6874. 60
(6179. 6-15449. 0) (4390. 0-10595. 0)
10 14825. 5 9600. 0
(10017. 0-26792. 0) (5906. 3-17306. 0)

Pl (10-90/3—F 2 & A L)
1E5) EFIRREIC IS 1T 2 B G-bR  (24FF[) T oo M i3y B
AR

16. 1. 3 EYERRSHEHER

S 5T 7 4 VEE20mgAD T35k &7 KL B EE20mg % 7 1 A
F—n—iBlick v EnENE (¥4 77 1/0E L T20mg) fl
FERR 3 -1 A BRI O 65 U C e b R ZE A IR BE &
L. BN IRWERE T A —% (AUC, Cpax) lZDVNTI0%IEHH
X EIS THEGHIBHT 24T o 72/ 5. 1og (0. 80) ~1og (1. 25) D
PHNT® Y . WHIOEDFRIFRSESHR S22y,

#16-3 JEPEHEE T A —H

Al ST A —H BBIRT A—H
AUCo-72 Chax Thax Tise
(ng+hr/mL) | (ng/mL) (hr) (hr)
2 KT T 4 NVEE 7827. 2 359. 87 2.52 16. 2
20mgAD 754K +2943. 1 +74. 14 +1.12 +6.0
T RV BE 7566. 6 324.04 3.56 16.9
20mg +2901. 4 +73.59 +2.33 +6.7
(Mean=S.D., n=27)
(ng/mL)
450
400 —@— 34574 )LEE20mgADI &5 HK ]
—O— 7RV ILHEE20mg
350 1 Mean=+S.D., n=27
% 300 H
th
A2 250
¥
2 200
7
JL 150
b3
E 100
50
0 L L T L |
0 12 24 36 48 60 72
&5 %O (hr)
BJ16-1 MiEh# % Z 7 ¢ VIRE

B R N ONZAUC, CraxZF D /8T A — 2 1%, HERE DRIR,
RIR ORI - BEE % OB EMFIC L o TR D FATHEMED &
%o

16. 2 1RIR

16.2.1 BEOEE
R AN Z &5 7 ¢ LaomgZ 8% (EIETE) XUkzeE
BRICHEBER OB E L7- & X, AUCo-oo 2 DChax 21 B BRI X
DWEBIIBD NI o7z, T, TeaxlTBEHZE & 2R
HCRBETH-22% GUEAT—4),

16.3 &

16.3. 1 MBEAHFEEE
2T 7 4 OIMEEAREAFIT4% (in vitro, FHHENT
#) THO FICTATIVEPa BEHEALEST
527)0

16. 4 5
BERERR GBI IUC-5 &5 7 4 /L 100mg D) % Halfk O 5 L7 &
. MEPICIXFEICE X T 7 4 VREIER A F VDT 20—
T T a CEEREARPRD b, RO AFLHT a—
IMRIEAF NI T 2= TN a  BRIEERD 0% Tdh -
78 GEAT—4),

16. 5 HEtt
TERERLABHIICIC-4 &5 7 1 1 100mg D % BAlnlRE O e 5. L7z &
0, F5%3120 M F TO RS REEIN R IZFEHE 60, 5%, R
36. 1% ThHoTl-, BERICFECAFALDTa—NE, BT
a—UiK, RPUTIZFICAF LD T a— LT N7 a U gisik
LB T a— T o BaAERRED 5z (SEA
T—%),

16.6 HEDEREETHEE

16.6. 1 BEEEE

(1) BERUGEEEEERS
TR A 1261, R REERE (CLer=51~80mL/min) 8%, H
SR EERE (CLer=31~50mL/min) 8B X X Z 7 ( /L'5mg
KO 0mgED 2 BB A5 L7 & & AUCo-co B UNCrax | ZHERERL
AN DFFEIHIL00% K R20~30%H4 0 L7239 3D (S E AT —
2), [7.1, 9.2.2&8]

() hEEWNZEZEZTTVI2XRUBEREESE
MARENT % 21 TV D RIE R ERFLI6BICH X T 7 4 /Lbmg,
10mg f2 UR20mg™ED Z B [alfE O 4% 5 L7z & & | AUCo-oo J2 UNCrax [ fiE
FERR A D ZF AU 109% K D4 1%85 00 L 7239 (SRE AT —#),
[9.2. 1]



16.6.2 FFEEEESE
fERERR A8 fx OMT R 5 B A 250150 (2 &7 55 7 ¢ )L 10mg™ED % L
EIf ARG L b &, BREMFEFSRE (Child-Pugh class A)
LA ERTREE S (Child—-Pugh class B) DAUC)-oo l L BE AL
NEBIERBETH 7230 GEAT—%),
E6) RMATREEE (FRUIAF SR bV B) . n=8 iR EERTREEE
(Child-Pugh class A), n=8:H4EE T (Child-Pugh
class B), n=8:HEATMESE (Child-Pugh class C). n=l,
16.6. 3 EEE
TR E I 1201 (65~T785%) M OMEREFFE 1261 (19~455%)
\ZH 5T 7 4 0 10mgED) & HEIR NG L & & Craxl L lE
LR L TIRIFERBETH - 7208, ElE DOAUC) o T EH I
FEAH25% = T dh - 7230, 32 SEAT—4), [9.88H]
#16-4 ElE L OFFER Y X T 7 40 10mgED 2 B[ 5 L
FLEOMSER Y ZT T VLX) FH LK T
A—H

N AUCo-co Chax Thax TI/Z
(g h/L) (ng/L) (h) #D (h)
L 4881 196 2. 00 21.6
s | 12
Ll (31.7) (26.9) | (1.00~4.00) | (39.0)
3896 183 2.50 16.9
# 12
HEE (42.6) (25.5) | (1.00~6.00) | (29.1)

BATPEEIME (EERES)

TET) OB (FPE)
16.7 EWIBEEA
16.7.1 #O4 taFrvy—n

fR R L2647 R 2 —1400mg (1 H1ERR OS5, BN
RIETE) LH X T 7 40 20mg ) B G LIz &, ¥4 T
7 4 IV DAUCo-o0 & WCraxld, FALZFU312% K O22%5 1 L 722

GMEANT—4),

TEFERR LB 7 s 2 —1200mg (1H 1R AHE) & #
BT 4 N 10mgED PR G LIz &, XX T 7 4 LDACw
KO Cax T ZALEHL0TH S ONB%EE I L 725 SEATFT— ),

[10. 1Z]
16.7.2 Yy b+ ENL

fERHERL L6611 U -7 E/L500mg X 1%600mg (1H2E]) &2 X5
T 4 N 20mgED ARG L2 & &, XX T T 4 LD CuaxiE30%
KT L7228, AUCo-colE32%BEN L7238 (SLEAT — %),
fERERL ASHIIC U FF E200mg (1H2E]) XX 57 4L
20mgED P& Lt &, 44T 7 4 L DCuaxlZRRE T
BoTeM, AUCo-colT124%8M L 720 WEAT—%), [10.1%
]
16.7.3 RE>4 >

TR NLISHIZ Z 2T 7 4 b40mg (LH1E) ROARE &
126mg (1H2ME]) Z10HMHRE L, E1IRHBICKIT S
2T T 4 VDOACK VCaxl I Z & T 7 4 )V % HIREE H-REDAE & [F]
BETHo7N, BEIOHBIZBITAX T 7 4 LOAUCK D
CraxlE & X T 7 4 V& BB HRFOME & b TENE AL 5% K
V26, 6% N L7, [16.1.28] —FH., #X 77 4 ML bR
T U H U DAUCK UChax 2T 2 BIIRD DR~ 729 (4
EAT—%), [10.25H]
16.7.4 o>3dx >

FERERR A 2061122 T3 2000, 26mg & 1 B 1B A #% 50 &
FIRHET., # 4T 7 4V 40mgZ 1 A 1[E]10 A M ER O 5 Lz
W, ZXT T 4N L BT TH T U DAUC, Crax X DCrinlZ 5%
THHLDREBEIRD SN2 UEAT—4),
16.7.5 aERH
M FEyvysy

fEERER AN 18I N3 H Y 3 L 8mg & I AE 1% O #% 5 D 7 otk g
T, AT T 40 20mgHE) ZHERR ARG Lz & &SI OULHE
R OIERMEDO KRR FRERIZZNZNI. 8lnnHg K T}
5. 33mmHg, BASZ O UHE I K OSBRI L E O fie K TR RIXENZ
A13. 64mmHg K V2. 78muHg Td - 727 39 (SEANT — %),

EFERRAABBNC Ry vy (dmgE CHIEY) L XX 77 41
SmgED 2 1 HIEIEROKEGE L&, FE¥ Y o omER
TEMICEBMA L BT, ZORBRICB W T, RpEDER %
PES IMJEZAICET 2 EEEEN A LN GEAT—4),

[10. 2]
() 4L2xO>Y

FRERE A L8N & A 1 0. dmg % G 1% 5- IR 0D 8 MR
BT, XX T 7 4/110mg X i%20mg™) Z HEF 5 L7 & & Sifr
DL & OEIRI £ D e K FRE®ITZZE 2. 3mmHg & Y
2. 2mmHg., BASE O ULHE A M OEIE B L £ D g K F R 22
3. 2mmHg 2 O3, OmmHg Td 0 . B & 0322 I E~DEEITRD ©
niho? GEAT—4),

TERERR N3N Z LA TS 0. dmg e Z X T 7 4 4 bmgttD) &1 H 1
FIRERABS LizE &, B0 RIME~DFEITFRD LR
o230 GHEANT—4),
16.7. 6 0BT

TR A 26 MBEHEIR (=F =)L X N T VA4 —/10. 03mg
KOV AR VA Z R L0, 1nga FHHLF]) & % 5T 7 ¢ 140mg
Z2LHMPFAES LR, = F == 2 v T U4 —/LDAUC
R OCaxlT. BROMSTHEE 7T R 2P ARG Lz s E Dl &
FEERTZENZN26% K OT0RENIN LTz, & X T 7 4 VBEH G
LIS RIHB SR TLR 2 VAR N Lo MSER R EE ISR
FHEEMICE B RETRO DN GHEAT—4),
16. 7.7 ZFD 4 ZEH|

g (=FFor | HBRAR) XIT/Vva—VRnZ 257 4
b (10X1%20mg™D) ICRIETHEBIZ OV TREF L2 fER, =
FIv, BIBEAHIIT N a—NMI LB XX T T 4 LOIEY
FHREICKTT DAL REEBIIRO N oTe, £o, X7
7 4v (1031%20mg™D) Ml (I XY T h, TAT 4V v,
OLT 7 UK OT AuVEy) XET7va— I RIET#E
IZOWTHH LEERER, X7 74Nk BIXYT6, T4
T4V, UATF Uy, TP XIT L a— LY
BEicx T2 REBIRD LR N
7-9). 10), 17), 18), 39)~42) HEANT—%),

17. BRERREAR
1.1 BERURLEICET 558
17.1.1 ERH*RE MR

S R il v S R (405451, AR N HE 2602 & te) &
RIBIT 2 XT 7 412, 5mg. 10mg. 20mg™V | 40mgX L7 T &R
OWT N A LH AR ET 25180 M (16EM OB EHE) 0%
it s R IEAE 2 L 7" 7 AR % i T E G RG2S 0E L7,
Z ORGSR, BB RE & T Y 5 64 AT BRI O £ 5B b4 A1
MH16E%OEERIZBWNT, XX T 7 4 MA0mghElx 7 7 R
PECH A THESICAEICKE L (p=0.0004) , EEHER
DOEAL FEL, M., OFERABINT ., IHE) RS & i EiE
BRI X D AR, BHBYARE A i 63 D B A IR R O B
A X IIWHORSHE 23 FH 0 YL & BRIR AR DAL L B L72) B
O ONTWHRERIZT T B RT3 (15.9%) kL, 44
Z 7 4 VAOmgRETTAB (5.1%) Tholz, £, XX T T 4L
40mgHEi%, —HOWERE CHIE SN TEIE T A —% D
SEYRREIIRE . W A R EAR S, DR K WM RIS W
T, BEBART L ESEmRRD ST,

7ol ARBRCTIZQLEZ AN 5729, 8HHE OEFEMEES (&K
FERE. H W EEIRERE (). HEROR A, SERERK, 1F
7). AEEETRHERE. AR AR ORMh) . D] o7
5HSF-36v2f AT, KOS >OERM (BEIORE, HOEY
OER, STEAOIRE), A/ ARE, RR/ S EiAH) L
BREOQLEZHET A-ODE Y a7 LT Fa S Ar—L

(VAS) 72572 HEuroQol B ZE A Lz, # 47 7 1 /L40mg
eI, SF-36v2EEEIAEZED6IHE [HABERE. B w & EIMGE

(IR, RO, SERMERR, 150, A EGKE]
IZBWT, E£7=EuroQol ERIZED#hf{E [Index Score (US) K&
OMndex Score (UK)] ROVASIZEBWT, 77 BRBEZH K
FHERNCA B RUGERRD Hivie (p<0.05) ),

D AGRH EIT40mg TH B,



F17-1 B EBRLAET S 1658% D ZE L&
- P PN, BT T4
A IE B Rt 7T AR 40ngh
P S 9.21 41.14
65}?.5%(5;7&5%@ (O5%[EAEXR) | (-4, 22~22. 65) | (29. 85~52. 42)
! [ %] [79] [76]

- P A -2.21 -4.27
Iig(%? f)ﬁ fE (954X | (-7.24~2.82) | (-7.53~-1.01)
e Dy %] [14] [15]

RE ST 4.13 -117.05
f:mﬁﬁ / H;;’% (95%(Z X | (-101. 22~109.48) | (-244. 79~10. 68)
ynessecream/m | e ppge ) [12] [14]
o SEEIE -0. 01 0.36
(L‘/”.’*‘fiz) HERKH) | (-0.44~0.41) | (0.09~0.63)
i CiEfI%L] [12] [14]
S FEE -5.00 -2.00
Q(Q%HJ;EE (O5%/EAEXR) | (-13.74~3.74) | (-9.64~5. 64)
e CE %] [14] [15]

Kﬁ%fﬁ Ty RV UREETAITH D T?/&/&@

wm LEBETAMMT DT, Rl F U IRIEOA BN
%*ﬁﬁ%®ﬁmi®% %U%ﬁ%%%bt(ft/&/

PER#ERE :53.3%), TORER, XX T 7 4 W 40mgfETIIAR &

V& IR DB T T R BRI AR A B ek
ERRO BN,
#17-2  FLLBARTD S 1688 H% OB L&
ST S . | ZETT 4
A E H o 75 RRE Aonght
o SN -2.89 42.18
[?jﬁjﬁﬁ% (95%ZHEIXE) | (-22.84~17.06) | (26.67~57.69)
h i %] [35] [37]
N Tpm—— S fE 18.84 40.15
??i’f%gﬁfg% (95%{ZHEIX ) | (0.50~37.19) | (23.11~57.19)
. Bk d [44] [39]
2 K57 4 120mg D BE T 40mgBEIZEN D {5 1F & 7= R E BT 161

B FR9841 (60.9%) |

(33. 5%) .
HoT,

17.1. 2 ERERENERER (R#GKER)
FATT D 77 BRI S M BRI SN U 7= B IRi: i
I ESE R (3576, AARNBH2L26%2 &) ZXtRICH X
Z 7 4 L 20mg™ X% 40mg A 1 H 1E#E5-9~ % 5238 il D& Hifkfseak
B i Lz, TORER, 77 BRI T HE MR EGER TR
DOENTZH F T T 4 40mg 51 X D6 BB TIERE Ot I
S2MBICIB N T HMEE SN TWD Z L AvRE N1,
#17-3 6B THERE (m)

ZHRIMER 33 esbf‘onto F 2R RIERN
WIRD (8. 7%) . AP (7. 5%) .

b
L (6.8%) T

e X 5T 7 4 L 40mghE
TR D | e | o8l | 0% | 52l
403,31 404. 24 404.32 404.90 410.01
( 95;%?;@5?‘1) (383.08~ | (382.95~ | (381.93~ | (382.85~ | (389.74~
[E'{ ﬁlJ%ﬂ 5 423.54) | 425.52) | 426.71) | 426.95) | 430.28)
[69] 2 [66] [61] (60] [59]
H2) TR CTH X5 7 4 M40mg & 16 E L, ARBT
A0mgBEIZE Y 11 BB K
B H T T 4 VERIZEN Y T DT RIEFISS TR (B A A B8 22

BlZzEte) H17661 (49.3%) ICRIERABEO biviz, FrHE

VREESR (15, 1%) . WD (5. 6%) . ZEMED E W (5.0%) % T
HoT,

18. FEshEE

18. 1 ISR

Jii 28 SR 2 38 1 B B A cOMP Ay iR 55 C & 5 PDES 258 R 1

CHHET D Z LTk Y . iR O cGMP A2 A EITHIIN S il
MRS 2 BT 519 10 (ex vivo ),

18. 2 PDESPEE M
BB T T 4 TRIWPDESILFEAITH 5, b MEIR A X
PDE5 % #J1nMOD IC50fil TRAE L, PDE6 KL U'PDELL & Lbi#gd 25 & %
NENTO0 R V1445, F DM OPDEY 7 % A 7 & g4 % & 9000
ReLl LR VE AR L1240 (in vitro),

18.3 MiSmMEZEETFILIZT B4R
Jiti i B RNEER 7 n 2 ) UF %éﬂ$ﬁ£ﬁlm7 v hE
TINZBNWT, ¥4 T 7 4 ViTEFMEIC ik 5 2%
e, MERE., FLEEERAEIC ?fnm L7219 (in
vivo ),
EmER 2 2T 7 4 MEE' 7 70 ) UiEEMELES v b
DEFREPEEICKE LY (in vivo),

19. FRIRE S ICET 2B R

k4« X% 7 4/ (Tadalafil)

154« (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

(1 CozH19N304

: 389. 40

CABOBKRTH D,

DVAFNANLBRFY FIZETRT, 7T =MD b
IZRRRBETIC K, =& 7 —)b (99.5) (ZiEiFic<
<L KIZIEEAEET R0,

BENHE ()P« +78~+84° (WilMICHE L= b @
0.25g, Y AFIJLAJLRFT K, 25mL, 100mm),

[l e=2s S v 0

CHs

s

N

2. A%

608 (1082 (PTP) X6]

23. EEXHK

1) Kloner RA,
46M
Patterson D,
(5) : 459-468
Kloner RA, et al.
1855-1860
URFEARDNT Faf Y — e O3EWHEEER (7V 2
BE : 200T4ET A 31 A7KGE, WIRERRMIIZE2.7.2.2.2.3.2)

et al.:Am J Cardiol. 2003; 92 (Suppl) :37M-

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

:J Am Coll Cardiol. 2003; 42 (10) :

5 V77 BV kO ha by — oM EER (7
U AE : 20077 H 31 HIKGR, HEEEAMEEE2.7.2.2.2.3. 1)

6) RN ¥ o LOFEMMBEIER (7 RV UEE : 200942104 16
HKFR, HEEEEMES2.7.2.2.2.3, 2.7.6.2.3)

7) Kloner RA, et al.:J Urol. 2004; 172 (5 Pt 1) : 1935-
1940

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

9) UNT 7 U EDOEMMEER (#4777 ¢ 410mg) (V7
U ABE : 20074E7T A 31 HIKFR, WREEEMIEEE2.7.2.2.2.3.6)

100 IVv7 7V EORMREER (#5477 4120mg) (V7
U AE : 200747 A 31 HIKGR, HEEEEMESE2.7.2.2.2.3.6)

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.:] 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)

18)

19)

20)

21)

22)

23)

24)

25)
26)
27)

28)

29)

30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)

43)

44)
45)
46)

47)

Ta—nEOEWMHEER (¥X7 7 4/v10mg) (7Y
A$E 2 200747 A3 HRGR, MFEEEMEZE2.7.2.2.2.3.9,
2.7.2.2.2.4.7)
Tova— ) OIEYHAAER (X577 120mg) (7Y
A$E : 20074ET A3 HRGR, HFEEEMEZE2.7.2.2.2.3.9,
2.7.2.2.2.4.7)
Hellstrom WJG, et al.:J Urol. 2003; 170 (3) : 887-891
FEREEICRIE T8 (7 U A58 : 2007467 A 31 A KR,
HFHE RS2, 7. 4. 4. 3)
RERERR N IZH5 1T 2 B G- R EhRE (% 4T 7 1 /120mg)
(7 ) A8E : 2007T4ET 131 H KR, HEE B
2.7.2.2.2.1.2)
TERER I 1T D IR S G- R BE (¥ %' F 7 ¢ L 40mg)
(7 RV HBE - 20094E10H 16 H /K ZR . HH 35 & Bh M B2
2.7.2.2.2.1)
WA R I 6 1 FR B S 38 ) B REEE RSB e AT (7 1
VI EE © 20094510 H 16 H /KRR, HGEERMIEEE2. 7. 2. 2. 2.5,
2.7.2.3.1.2)
Fa—U U AT ¢ ARRAESHAENE R
X 5T 7 4 VEE20mgAD [H AR W FER R MR RIS
B4 25kt
BHEOPE (7 RO VHEE : 20094E10 H 16 H KR, HEEE
W2E2.7.6.2.1)
EAMA (in vitro;7 v b, A4 XKOE ME) (7 YU &
$E : 200747 H 31 H/KGR, WAEEEMEEZE2. 6. 4. 4. 3)
EARA (in vitrost MIIEEA) (7 U ASE : 20074E7
HA3LHKR., HiEEEMEE2.7.2.2. 1. 1)
T VERE R AR G- R D 3B iE (R (277 U R 8E : 2007
HTH3IIHAR, HEEBMZE2.7.2.2.2. 1.3,
2.7.2.3.1.3)
T PERE SR R % SR O S ENRE (PRHi) (7 U REE 1 2007
HTHIIHAR, HEEBMZE2.7.2.2.2.1. 3,
2.7.2.3.1.4)
Forgue ST, et al.:Br J Clin Pharmacol. 2007; 63 (1) :
24-35
BREERFICBT DEYERE (7 Y AEE : 2007T4ETA3LH
K, HEEE RS 2. 7.2.2.2.2.2. 1)
ElE BT D HEpEhRE (37 U AEE : 20074E7 A 31 H KR
HE G pEE2.7.2.2.2.2. 1)
U hFentoRMMEIER (7 U A8 : 20074E7H 310
AR, HIEEEEMYR2.7.2.2.2.3.3)
Ak vy L OEYFAER (7 KTV A EE : 20094E10 7 16
HIKRE, HREERMEE2. 7.2.2.2.4)
o WA & OFYF AIEFADO (7 RV EE : 20094610 7 16
HAGRR, HETEEHTS2.7.2.2.2.4.2.2)
o EWIH & OB AIER@ (7 R L 8E : 20094£10 A 16
H&R, BIEEEEMES2.7.2.1.1.2.5.3, 2.7.6.2.9)
Shxr o EOIEMMELER (7 Ko v @ 2009410 A
16 HA&ZR, HEEERMESE2.7.2.1.1.2.5. 3, 2.7.6.2.8)
FR DB SE & ORI EAEM (7 R VB EE : 20094E10H 16
HAZR, WEEEEMYET2. 7.2.2.2.2, 2.7.2.2.2.4)
TR B D52 25 RS 54 & O EAER (7 V) AbE -
200747 A 31 HKGE, HIGEEBMEE2.7.2.2.2.3.8)
IEYTLEOIEYMEER (7 U A8E : 20074E7H31H
KP8, HIGEEEMEZ2.7.2.2.2.3.5)
TATZ 4V EOEMMEIER (7 U AHE : 2007457 A 31
HIKGR. HEEE RS2 7.2.2.2.3.7)
Trau ey EOERMEER (7 U A8 2007427 A 31
HKRR, HWEEEMEE2.7.2. 2. 2.3. 10)
I B U e i v LB RIS 5 T BB AR (7 Ry
$E : 20094210 A 16 H7&FR, HFEEEHMEE2.7.3.2, 2.7.3.6,
2.7.6.3.1)
i U e i v L E S R I s T BB AR (7 Ry
B : 20094E10H 16 A 7R, HIFEEEMYZ2. 7. 6. 3. 3)
Sawamura F, et al.:Eur. Heart J. 2008; 29 (Suppl 1) :
561
TERMET (7 RS VB EE - 20094E10 A 16 HZKRR,  HE5EEHE
52,6, 1)
Saenz de Tejada I, et al.:Int J Impot Res. 2002; 14
(Suppl 4) : S20

U XHERERUBWEDESE
MRS =R 2 el 2027 by ¥ —
T461-8631 4 iy = i s X B AR N 3535 Mt
TEL 0120-19-8130
FAX (052)950-1305

25. (RER#GHT LR

251 AWA ORI RIT, THBIIRMERF LR TH D 2
L,

25.2 AW THEARA OB HOTLT SREHAITE,
R ORISR E L2 & &5,

26. WERFGTEES
26. 1 8LEHR5ET
Xa—U U AT ¢ RS
B LU R R A T R 8857
26.2 BR5ET
i/ AN S i UL | e ) s
£y il BT B SR T 357 1t
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