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S ERE A T T 5 7 D AH HilE] 5 515 o M4 W K B REHERS 2 JE 12 8 IR B oD i 5 R
EHEE LTz, TORER, AAKlsmg 27 batF Y —n b 1 B 1EGHH L&D AUC 1%, AFH
10mg % 48 IRF[H [ fa CTHe G- (CYP3A4 BHEFEAZ B 5 H OFIEARRICK T 57 U A0 5 J51k)
L EOBBEABAVWE TSN, 25D 05, CYP3A4 [HEAZ &G H D H®
FIZBWTHAAKIZ 1B 1H Smg #5322 1 3RYTHDLEEZLNTZMN, CYP3A4 i<
FLET 23K 25T OBETIZ, X T 74 LOMETEED FARBD LN TS Z &M
., 1 H1E25Smg 0o EZHMGL, BEOREZBE LN OHEE Smg ~MHETHZ L&
L7,

5. BGRERAE
(1) BBERT—2/1\v5—o
O : FHMEERER O : 2EEE

giﬁf “;jjg/ fi FFA R RO
figh PR SE B R
LVIY © HA R SRR . 20 | B ST ARIE KE HARAKONEANZCBITBEZE T 7 40
KA | BILE, g, I | B3 §246] | Smg 1B 1aI K E 5RO Y BIRE & LLis
{TREM b Fst
LVAEN | O | %HE R (i) | RISCARIESIE | AISZARIE KIE I fE O HEREE 2 A+ 55
W B ERR IR | B F27H |t (70~85m%) K OFESEE (605% A M)
AR, Sk, BT DX HT 7 4 020mg 18 101 5-H
e, WATHER L DY & LG
[
A AN % & Eo il PR R
LVIA ® SN BUAE, ZhEak st | AN ARIERIE | ASEIRAERIE IS fE D JERFEE A2 H 3+ 5 H
A, W2k, 77 | BF FH220] | RABRFEEZXNRE LI X T 7 4/V1HI
AW, ZHE [E11238 i3 5-RE A 2h i, SRS & Y
B, WEATRER Hs VLD BET
BUAE, ZhEakdt | ASZARIERIE | ASZBRAEKIE S fE 5 JERFEE 235 H
F. EEM BE 3948 | RANBEENRLE LI X T 7 4 L1H]
| 11 505 D 22 0k K O Bh P Ot
LVHB | © A A, WA, ZHMisR 3L | BINZBRABKIE | RISZARIB KRIEICPE D BERE 2/ T 57
CiAES N F. #EMEAL. 7T | BE Hel2fl | T ANEEENR L LIZZ X T 7 4 V1H
BiE TN M OISt 11238 [ # 5- R O M R OV 2 MO
CHEEM, WATHER )
b
LVIF @ E’Z'K\ %m*ﬁ\ gﬁﬁ%&#\: ﬁﬁﬁﬂ;ﬁEEkﬁE Hﬁﬁﬂy’iﬂlﬂjﬁ{iﬁiﬁﬁﬁHF)]T&E%%%?E)T
[ . #EEEL, 7T | B Felof] | OT7 NBEZHEE LEX X T 7 4 V1A
AR, —EHE 1] 1238 48 G- D B 20 M Je V2 1 D #
B, WEATRER FRE )




gﬁ g@f fi FFA W R

HME CIHME S T2 B R R

LVHG | O |4 FU/AR, M | AZIRIESE ANZARNE KRE I O PEIRBEE 2 9 5 R
HE, MiEAL, 7 | B 5H1058%1 | FHIZR T XX T 7 4 V1B 1REE RO
TEARR, —“EE BRI, HEROSHE K O 2 fHEt
. MEATHRER] b
FU/AR, ZMEa% | A IR IE K AE | AiSE H%HEM“ WPED BERIEE 2 AT 5
IHE, FEEMR B Ft42801 BWCRBTBEZET 7 41 HIEESHO

22 & OV ME DR

LVH] O | 4hE IR, Mk 3t | AL JR R K AE ﬁﬁjH%ﬂEﬁr WPED BERIEE 2 AT 5 R
H, #EMEA(L, 77 | BE 32501 BICRBTBEEZET 7 41 HIEESHO
AR, “HEE B3 S OV M DRt
B, WPATRER LA

LVHR O P4NES| BIAH, ZhEax 3t | 837 2 B IR KIE | aZARIERAE I 5 BERBEE X OFiE R
A, #EELL, 7T | BE #6064 EEETHREICRBITDZZLT 7 411
NERYVAONE=E- SN H1E& G ROH f?ﬁ%&tﬁfé@@*ﬁ%ﬂ‘
TEEMR. WATHER
b

LVID O | 4H WIAR ., L%t | Al 7 BRAE KOE | BSZIRICJOE IS fE 5 PERBEEA 4 5 B
F, EMEAL, 77 | BE H51141 IBIFLEZET 7 4 AEERSROA
T AR R OVEH PR I R OV e o Rt
CEER. WATEER]
tt$i

LVHS | O | 4HE WA, i3t | BTS2 AR AR KE | BISIARIESIEICRE D PEREE 2 H9 5 8
[, MRk, 77 | BF 331841 FICBT 5l RRED % 25 7 4
AR, —“HE V1 H1EE 5RO 22O ET
B, A TRER b

LVIW O S E FUbA, Zhtigkdt | a7 52 R AR KIE | gz IRIERIE I D BEREEZ G5 5 4
F, ®EZL, 7T | BE 36960 BB TBT7 4 F AT ) FEREEO X &
AR, _EHE Z 7 4 V1 BRI GREOFINER N E
R, WATHRER LR MO

LVGC O P4NES| FIUAR., Zhuskdt | 532 MR KGE | BISZARIEKIAE H:oﬁkzkffa KON AR
H., BEZL, 77 | BE FH28141 EEFTIBREFCBTDIZELT 7 401
AW, ZHE H 1B G- DA M o Oz Ve O fat
B, A TRER b

LVHT | O | & WA, SRkt | Al 7 IR AR KE | BISEARIERIE IS PE 5 PERR B K Ui
A, mEAL, 77 | BE 515141 DEAT HEENBEIC 7%575777
LA, —HEE 7 V1 BRI RE O H MK OV 4o
Fr. A ATRER b Rt

LVHK O P4NES| FOF, ZEHEMR. | 8 BRI KE ﬁﬁﬁﬂ;’%ﬂﬂk%ﬂ:ﬁﬁ5%#)7?&%%75#6%%
7 I e, EE | BE F2000) BIFDEXT 7 4120mg 1 A 1EIFE
A, AT RER L H#@W{lm@bﬁ?’\@ CE DR
i, RyEEhRERER

(2) BRRFIRHER
1) HEFZ5RER
fEEERR A BIE36HI 2 kG, 7T v ARKRZ X T 7 405, 10, 20, 40mg™ ZHE[HG LT,

KRR ESETERVWAERERIIONWT, XX T T ANHTRLELSBOONIZAEESRIT
S CTHD, MNTHHIENIZRBO LN, AEFRLOBIHIISmg (81F) & T10mg (9
@)&a’wa:m%(w#)&mmm(mﬁ>&5fﬁMLtoﬁi$% X5k
B LT, A BIEICEB VT, AFl40mgE TOHBRR OB ERFOZIFMETRFTH -
7”;0

) KREGEHEIISmgTH 5,
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2)

(3)

REHEEHE?

TR N BME 24 Bl 2RI, 7T RHDHVEIXF T 7 41 20mg ™ D 1 H 1[E 10 HFKE
BeG-&1ToTo, #2774 VEE 18I 14 B, 77 AR 6 Bl 2 Bl 1 HRLL EDOREFEFERN
RO, XX T T4 NBETRLE RO OLNT-AEFRITIER 499 4 @ F) THY . K
TR 20 78 (8 ) . TUBTR 12 1 (4 ) R <RBO LN, AEFZORIRIL, 77 ER
FEIZHE L, 2 X T 7 4 ABETE Do T2, BIEEIIRE X IPEETHY | HELRFERITGEDH
nixhole, AFFRIZLDIFIBEOONT, BEMRABHEICBNTE X T 7 4 VORER
HEOBRMIIRIFTH -T2,

) RKKRHEIL Smg TH D,

AERIGEFERAR

EPNE A SRR (LVIA 345k DB #if [ HEEMBIH]T) P9

ANZARIERIE I O PEIREFE 2 A T2 AARNEE 422 Pl 23t RICE X T 7 41 H 11E 12 EH
BHREDOH M, HESER Ot A2 fEt Le, KRB ClI, # 47 7 4L 2.5mg O 5mg
Z 18 1812 #EHES L7ZEED IPSS h—Z /LA a7 OZELED 2.5mg BE L 7T AR Smg
BT 7ROk LZ FEAN L L, ol ARBROEMG GEERFGEHRE) 2o
Tix, TV, 5. (4) 2) 2R (T7R7,

RBRT VA v | TR EBERL, CEHER, WATHM

*F % | REFMIEIC LV BISCBRIERAES 9 PERIEE OB 236 » A 22 T D &2 ST
>

1. Visit HZ3 W CRISZBRAEIIEIC L S HRIREE TH D L2 st Tn 5,
2. Visit HZRBWT45 L ETH 5 HARN B M,
3. Visit 2IC8WTIPSS h— X L 2 a7 313 ETH 5,

T 7p @R YE | 4. Visit 2ICB W TIRKIRIEE (Qmax) 2¥M4mL/ALLE, 1SmL/BLLTFTH D (72720, ZOBOHER

B E AR £ A23150mLLL . 550mLEA ¢, HEREN125SmLUA EET2) o

Th D,

1. Visit W23 T 2 ERZMRRFRGUR (PSA) 2310.0ng/mLZE#E 2 T2,

Bl & 0 BISEHRAS A TR0 EIGRANHI SN TV 5 BEITEAANATREL 35,
3. Visit HZB T 2B EFHMRAEIC L VFRRE (PVR) 23300mLLL ETH D,
4. Visit HKZBWTLLFOEEZ A9 5,

E 7 b b EARNS
ERRAEE W IR )
B N B BRI

TR AR} AL
© T ER R I 00 B ST AME:
5. Visit 15730 H LAPIZ FELR S0 U CTRBERSZALE (RIS IRAERZE&Te) ZHEii LT\ d,

s om oo | SRS

BhH&21T-o72,

11

AT ARBE RIE I D HERIEE 295 LW SN 7-45 0L ED B & L, Visit HIZBW TS

5. Visit 1238 TREE G A SRR BE A8 5 B W 4512 I 2 T CHERE BTSZ AR FH 2320mL LA

2. Visit HZH1F 5PSAA4.0ng/mLLL 110.0ng/mLEA T CToh 5, 7272 L. Visit HZBW TR Y =

HRNFATOUIE OMREER 22 B PVILE (RTSZARGIERIGOBAR PN 0 BRI O B 5 Tl

AISEARAEIE (A O PERBEE (25§ 2 RRBRIETAHR . IRETERTFT 22 & O T ER IR B

ARBRIT, 27V —=27/0 4 v a7 v MR QEF)  HERT 7 £ REABME (4HH) |
91 IFR G (CEERMIA, 12F) KOS R GHE GEEmikeiii, 428FH) T

TEEREG B OBMEEHCER TH o I BRE EZ L LIOLETHT OB ER (¥ X T T ¢
N2.5mght, Z X T 7 4 /VSmght L7 T B AREE) ICEIEAIZEIY 11, 1280 —EEHRHMO




wOBR ik

HEBRTHA Y (LVIARER)

| Phase I | Phase II
Screening/Wash-Out Double-Blind Open-Label
Period Treatment Period Extention Period
l Tadalafil 5 mg once-a-day
Placebo
Lead-In
Period
Tadalafil 2.5 mg once-a-day Tadalafil 5 mg once-a-day
Placebo once-a-day
] | [N [ N N I Y A A NN
(L | | I I I R N R N I B |
Week -6 -4 2 4 8 12 14 18 22 26 30 34 38 42 46 50 54
Visit 1 2 3 4 5 6 7 8 9 0 11 12 13 14 15 16 17 18

ik - HE
B EZT T 4 N25mgXid5mgA 1 B 1Al 128 RRE 05
7T REIALE, 128REAO#E

& 25T fili 1 A

IPSS h—& )L 227

R EF Al = H

IPSSERIEIR 2 a7 IPSSHERIEIR 2 27, IPSSQOL A 7, AR E (Qmax)
ETEBEE PR E 2 (OABSS)

<HRME>

FEEHME A

- IPSS h—Z L 2 a7 OZVE

IPSS h—Z VA a7 OEAbE (/N ZRPEHE) 13, 7T B RFET—38, ¥ ¥ T 7 4 /12.5mg
HET—45, Smgf T—49TH o7z, £/, bR (R RVE) O 7 BARRE L D&,
H2HTT7 4 N25mghET—0.7 (95%(EHEXH=—1.8,04), SmghtT—1.1 (95%FHXM=—
22,0.1) THY., 77 BREEEOMICHFHZNAEBEEIRD LN T2b0D, XF T 7
A VSmgREDZE bR (—1.1) 1%, 25mglEDZE (i (—0.7) LY KR&E<, HEEKEFENICA =
T AT B EE 2GR Hivie (2.5mghf - p=0.201, 5mght : p=0.062),

IPSS k=B IRATDR—RFA4A U DELE (FAS)

B | e | O g | RICEDRO iii%i%gg% e
T IR | N—ATA > | 139 | 165 —

(140) B | 139 | 12.8 38 B B
iz ?74} NR—=2ZF 14 | 142 | 163 07

et | ey |42 | 0 | (18, 04) | >
PRI | R=2T 4 | 140 | 164 1

et s |40 | ug | (—22, o) | *0%

P G OalElr A ORISR QK%E) ZEEF., ~ A EE LT L 3 28O
(ANCOVA) ETMI LD T TuREEE XX T 7 4 VEFRERE L OXF g
B SR © LOCFf#
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« IPSS b —HZ )V 2 a T O EOHR

R E T — % ORABERET )V (MMRM) % W72 BIRIENT CIZ, IPSS h—F L2 a7 D
ZAbE (/N EHMHE) BT D77 RBEE OEIL, XX T 7 4 4 Smght TIHRIFNIC
RELRDMABR AR ONTZ, £z, BE1D2EEZ TOEME R/ FHHE) OF T v R
E DL, 2.5mglETIE—0.7 (5%EBXMI=—18,04) THVH ., 77 2RELOMITHE
FHIRBZEITRD b o722 (p=0.230) ., Smghf TIlE—1.2 (95%FEXM=—23, —0.0)
THY ., HAPOEEEDBO LN (p=0.041),

g |
2 4 8 12
D T T T 1
]
A3 -1 _ -
% —— Ptk
é 2| - RHS74)25mg
N —=— BES74)5mg
7 Nos]
=
i
)
B
ak
-6 (i | FIiE L EERE)

<ZZaetE>
THERHIMTORWERORBESIT., 7T B REENT1% (10/1406) . X X5 7 1 12.5mg
RE4.9% (1142051) . B X T 7 4 L5mghtni6.4% (9/1400]) ThoT=, X T 7 4 ARt (2.5mg
BEESmglED AR IZRBWTAFILL EICRS D WERIZ, 1 &TY S#) [FT7BREE: 7
L., # %77 4 W2.5mght : 2.1% (3/142f) . ¥ X T 7 4 /L 5mghf : 1.4% (2/140%]) TH o7z,
FOMOEREWERILS ¥ T 7 4 L2.5mg TIXEEL.4% (2/14261) | Smght TIXHEIARR2.1%
(3/140%1) TH o7z,

(4) HREERIGHER

1) AtERIIER
OEBHLFE S IHE B St iE RS (LVHB iRER) 9

AZIEISEICE S PERIEF 2 A3 27 U7 AN (BA, wEROEE) #E 309 flaxdRic s

2Z7 401 B 1A 12 BEEGROGIMER OLZEMEEZRG Lz, RRBRTIX, #4771
Smg Z 1 H 1[0 12 BEEE L7ZEED IPSS h—X VAT DR—RAT7 A4 U NEDOE{LED T Z
AR E Ol E FEANE LT,

BT A1

EERILE, EAER L, 77 AR R OGS, “HE R, WATHER ik

xF %

BISZARIE RIE IS D BEREEZ A4 5 LR SNz 45 Ul Lo BHEEE T, Visit 1 128V Tl
JREFEEFAELC X 0 T RIERIE I D HEIRFEE O REWIMNS 6 » HE2@BA D ElianT
WDHHE

B

1. Visit 1 IZBWTHINARIEIIEIZE D EIRIEE TH D L 2rsiv T b,

2. Visit L IZBWT A5 5% ETH LT T AFBMH,

3. Visit 2 IZBW T IPSS h—F /LA 7R 13 L ETH D,

4. Visit2 IZB VT Qmax 23 4mL/APLL b, 1ISmL/BPEL T TH D (7272 L. Z DOBEEOHEIRETHRBEDLE &
23 150mL LA E| 550mL LA C, HERED 125mL UL EE3%),

5. Visit 1 1233V TRRIE RS XU LARRERE R & I TR E LS K 2 I8 CHEE RS2 ARAFE 2 20mL A |
Thb,
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1. Visit 1 12315 % PSA 7% 10.0ng/mL % # x T\ 5,

2wm1 BT % PSA 23 4.0ng/mL LA L 10.0ng/mL LA T TH D, 7272 L, Visit 1 IZBWTIRERH
él:ﬁfﬁ ot D RISLHRDS AT E T S iz B A AN RRE. & 975,

3. Visit 1 {281 5 HEFRMAIZ L Y PVR 23 300mL L ETH B,

4. Visit 1 kauT®%ﬁ%ﬁ¢5
- BRI UL E OMR IR 2 E AR PVALE (RIS IRBIBRIT OB N O IR O BR 5 1

ERERAEE W SR 2 &)
B RN EBRTR IR
- BISZRRAERIEIC AE O HRRIEE (03 2 (R BRI, BRI AT 722 & 0 N IR iK% BEE B
AR AL E
TR IR B O FEMERE I T AME
5. Visit 1 fif 30 HUAPNIZ FEURBEIREREY 7000 (RINCRRAERMR Z S Te) Zhaiii LTV 5,
KRBT, A7 V== 7/ a7 v MR Q@M. HERY T vREAHM (4 EH)
FOZHEBRKRGHM (12 BE) THlRINhD, A2V —=02/0x vy a7 v MIEK T#%
OBFHREZ 1:1:1: 1 DFETHTIDLORGE (X477 4 25mg B, ¥4 57 1/ 5mg
e, ZA20 U UREUET T EARRD) ICIHESIZEID M1, 12 8O ZEE R o5 % Bls
L7z,
HERTH A > (LVHBEHER)
Secreening/Wash-Out Double-blind
Period Treatment Period
* Placebo Tadalafil 5 mg once-a-day
Lead-in
Period
Tadalafil 2.5 mg once-a-day
B 5
Tamsulosin 0.2 mg once-a-day
Placebo once-a-day
| | |
[ [ [
Week -6 -4 0 2 4 8 12
Visit 1 2 3 4 5 [ 7
I - Al
AHTT7 40 25mg XidSmg A& 1 B 1A 12 BERO#ES
HZAhABT 2 02mg & 1 H 1EL 128 O#ESE
77k AREZ 1A 1\ 12 B RS
FEEHMEHE | IPSS h—F AR A
IMSimthZTIMS%thXSTIMM@LXQ? RINZIRIERIERE 2 27 (BID),
BIGHIEA | SCEICB T 2 BF OIS (PGLD) . BEICHIT 2 ERM OIS (CGLD) . & ARRIiF

(Qmax)
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<Fhth>

EEt S IECNE|

<IPSS h—H N A AT DR—RAF A b DELE

IPSS h—Z L2 a7 D& E (R ZFFHE) 177 BERBET—3.0, #X 77 1/ 2.5mg

HET—48, Smg#fT—47 Tholo, Bl /N _RFHHE) OFFEREELEDET, #
2T 7 4 25mg BET—1.8 (95%IEHEXM] : —3.0,0.6). Smg#ET—1.7 (95% XM : —

29,06) THY ., WTFNOREIZBWNTH T 7 B AREE L ORICHFFIRBEZENEO b
(2.5mg Bf : p=0.003, Smg & : p=0.004), F7=. BARNEE (173 ) 28BS 5 IPSS h—
BNAAT DR—=AT A UNHOEE (/P REHHE) 377 ERET31, 2457
4V Smg BET-4.8 THY ., Smg BELT 7 B AREEL bl U CHGHEMICA B R EE R L
(T Z7RBELEDE-17, p=0.036),

IPSS F—Z LRI T DR—RSA4 UNLDELLE (FAS)

. i | i im0 RO

et I A R e | DI

TSR | N—ATAr | 154 | 168
(154) FAE(RE | 154 13.6 30 a a

5757“?7\4 R—=2Z7 1| 151 16.6 18
/vz(.lssnll)gﬁqé e | 151 | 117 —48 30, 06 | 0003
5757“5'7\4 R—=2F7 1 | 154 17.2 17

/I/(Sll?Sg)Ei rrrmre | 10t | 122 —47 (2o, 06 | 0004
&Azm\:/ NR—2F A 152 16.6

/(212511213‘%% FGTmRE | 152 | 110 o - -

*

5L, o BETEIORRARER (2 kYE) KROFEME (AAME/GE) 2EEHR, N—2T
A UMEELERELTDH ANCOVA T ML DT TRvREEE XX T 7 0 VEREREL O%T
(19

o REEEAT B © LOCF {5 1
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« IPSS h—H VR aT OB EOHE
MMRM % HWZRIRIENT Clid, Bk (/D EHMHE) 128127 7R L O,
BT 7 40 2.5mg BER O Smg BE CRREFIC R & < RAHIAN A BN, &5 12 % TO
BlbE /P FTVHMWE) O7T7BREEE DT, 2.5mg BEAD smg B, ThEh—1.9
(95%fEEXM=—3.1, —0.7), —1.9 (95%EHEXM=—3.1,0.7) THY, 77 A FEL DM
ICHFHFICH B 20RO btz (2.5mg BER T Smg B & H 12 p=0.002), F/=, ¥ &7
7 4V 2.5mg BETIHIRE 8 WL THIO T 7 AREE &L ORICHHZNAERZENRD bz
DT L, ZH T 7 4V Smg BETIER G 2 %NS 12 BHEOT X TORERERIZIBWT,
7T AR L OFICHEHFRIA B ZEZDRRD b,

IPSS h—ZLRATDR—R 54 UH 5> DEILEDHR
L |

2 4 8 12

—— 5k

-6 = RE T2 5mg

-~ 82457 1)5mg ~
7 —— AL 202202mg (B T+ EERE)

IPSSk—2L 27 O I8

B YREEAfH B

- IPSS HERIER A 2 7 DA L&
IPSS HERIEIR A 2T DR—=AF A b DELE (/N RFEHE) OF T ERFELDOE
T AET T 4N 25mgBECT—14, XX T 7 4L SmgfET—1.1 THY XX T 7 4/ 25mg
FER O Smg FEOWTWORES 77 AT L OMICHEH PR EZENRO bz (2.5mg B
p<0.001, 5mg #f : p=0.005),

« IPSS HIRIER 2 27 DA &
IPSS ZIRFER A T DR—RF 4 U6 OEbE (/R FHE) OF T vREEEDZET
BHETT 4N 25mgBET—05, XX T 7 4 5mgBET—0.6 THY, XX T 7 40 25mg i
T 7B R E OIS FIAZEZEZNRBD DN -72 b DD (p=0.072) , Smg #£ Tl
MAEMABZENRD B (p=0.021),

+ IPSS QOL % =17 D7k it
IPSS QOL A a7 DRX—R T A inbDELE (/N FEHME) OF T vREEE DET,
AETT7 40 25mg FEER DN Smg BET—03 THY . WINOMEL 77 'R L OIS
AR ZEDRS b (2.5mg #f : p=0.031, 5Smg#f : p=0.013),
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IPSSHYTRa7 (HREKRAT7. EREKRAIT) REUQOLRXIT7D
R—ZXS5A4hENELRE (FAS)
. - _| RN REEED
PR AT B EeRoRN ]
. A R . g T RREEE D pfE
DA% S 1) i
(%0 IR~ S M (95% = X))
IPSSHESRIER A 272
77 R N=ATA 154 10.0
- -1.9 - -
(154) B T AT 154 8.1
FETTAN | x=2F4 | 151 10.4 .
2.5mglt — —3.3 : <0.001
(151) B RTATG IR 151 7.0 (=22, —0.6)
SHTTAN | 2T | 154 10.6 11
5mghf - —3.0 : 0.005
(155) B ARt v 154 7.4 (=19, —0.3)
BOABRYY | 2T A 152 10.4
0.2mgh# - —3.8 - -
(152) AT 152 6.5
IPSSE ALK A =2 72
7T AR N—ATA 154 6.7
— -1.1 - -
(154) B AT 154 5.5
BETTA4N | N—2F g 151 6.2 ~05
2.5mght —1.5 : 0.072
<f’§1g) ReA& AT 151 4.7 (=1.0, 0.0)
FETTAN | m=2TA | 154 6.6 _08
Smghf - —1.7 : 0.021
(155) T K& R RE 154 4.8 (=11, —0.1)
FLART NR—=RF7 A 152 6.2
0.2mgh¥ - —1.7 - -
(152) IRA& R 152 4.6
IPSS QOL% = 7b
7T AR N—ATA 154 3.9
— —0.5 - -
(154) A FAT B 154 3.4
FETTAN | m=2F4 | 151 3.9 —0.3
2.5mght —0.8 : 0.031
s RATERE | 151 | 8.1 (~06, —0.0)
BHETTA4I | R—RF A 154 4.1 —03
5mght - —0.8 ’ 0.013
(155) B AR AT 154 3.2 (=0.6, —0.1)
FERATLY | Rz 152 3.9
0.2mgit - -1.1 - -
(152) IRA& R 152 2.8
a R, o EWTAIOIRARRER k) KOFEMRE (HAMEGE) 2EEDR, ~—R 7
A EER IR L5 ANCOVA BT VIS L 57T v RRE & SR G8E & Ot
b #HRE, o EWHIORARE 2 KYE) EROEMERE (PEE/EE) ROERE (B A/
H/EE) ZEERE., BITELDR—R T A Mz R LT 5 ANCOVA EF ML BT
T B REE L K BERE L OXF g
A% FEAEE © LOCF f# H
<>
BIWEAORRENGIL, 77 B REEN 6.5% (10/154 B) ¥ XF 7 4L 2.5mg BEDS 9.9% (15/
151 65) . # % F 7 4V 5mg BEDS 13.5% QU155 41) . Z LA URED 7.9% (12/152 ) Th
STz, VTN OB GRECHREEIA D 2%, ETH - ZRIER L. SAE L7 7 &R EE: 0% (0/154
), %77 40 25mg BE1.3% 151 61), ¥ ¥ T 7 4V 5mg B 3.2% (5/15561), % A2
URE0% (0/152 f5))] TH o7z,

@ E BRI [E S M S M ek R 3R BR  (LVIF 388k) 7
AISEARIEKIE IS RE D BEIRBEE A/ T 57 U7 AN (BAKOREE) £ 610 FlaxtRicy X5 7
4V 5mg % 1 B 1A 12 B G5ROFNE R Vet 2 st Lz, KRBT, 2477 41
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Smg 2 1 H 1A 12 HEHEE LIEEEDO IPSS h—F V22T ORX—=ZXT7 A b DOEED T T
BARREE OB AY FEAM LS L,

BT YA

EBRIER, 777 B, BERe, CEEMR, WATHER

Visit 106 % H LA ERT7> B RIS ERIEIE I RE O JERFEE 2 H 3 25 & [ERINIZET ST 5455 2L

OB | Lome
1. Visit HWZBW THINARERIETH B LT
2. Visit HLZBW TSR ETH 27 7 NS,
3. Visit 2IZ8 W TIPSS h—Z L A 7RI ETH 5,
BRI Y | 4 Visit 212 B W TQmax¥M4mL/ L L, ISmLASLL T TH D (7272 L. T DOBROBER BTSN &

23150mLLL . 550mLLA T, HEREM125mLLL L &3 5),
5. Visit 1233\ CREIELIGIY SRR S BE AR 2 I W78 112 L 2 J05E CHEE i SEIRAFE 23 20mL LA E
Thb,

x 7 bR AL O A

1. Visit HZ 36T 2 AR R HUR (PSA) 72310.0ng/mLZE#E 2 TV 25,
2. Visit 1T 1T BPSAZY.0ng/mLLA_F10.0ng/mLEAT TH 0 . 2> OWFREEHE A3l SR E 5
RN TE R VES,
3. Visit 1HZH3 1T B EFIEMRAEIZ L Y PVR2I300mLLL ETH 5,
4. Visit UIZBWTLL T O EEZ BT 2,
< BRI UL ZE OMEBENLE  (RISLIREIRIT OG8N O EIEERE ORE T, BE )
BRffi 7 &)
- E BN ARG
« BISZHRABAIE NS %3 2 (AR TPE AR . BRZET AR T 7 & 00 T 5 IR G BESE B % i A R AL
© THRIR I O B S IAME
5. Visit 18730 H LAPNIZ FHPRIGICKRT U CREENZRME  BNIIRERZ ST ML T2,

w OB ik

ARBRIZ, 227V —=27/Ux vy a7 v NI @B, BHERY 72 REAME M)
FOZHEERESM (128) O3MM RIS, HERY 7 &R E A MG g &4
ESNTZWBREZ1  1OLETHTNNORERE (¥ 4T 7 4 VSmght 37 7 & RRE) ICH(E
ZZEY A, REMO _EsREEoKRS5 21772,

BBTYA Y (VIFRER)
Double-blind

Treatment Period

1 - I 1 1
1 Screening/ | Placebo | .
‘Wash-Out 1 Lead-in _

: Period . Period : Tadalafil 5 mg once-a-day 1

1

1 1 1 1

1 1 1 1

L] + I

1 1 1 1

1 | ! Placebo once-a-day 1

1 1 1 N

| I 1 1

1 I 1 1

[l 1 I | | | 1

1 1 1 | I | 1
Week -8 -4 0 2 4 8 12
Visit 1 2 3 4 5 6 7

Ak A&
H2HT T 40 5mgZ L 1E, 1208FR O S
7ZeAREZIHE, 12BRRO#ES

F: Al A

IPSSFh—& /)L A7

I ¥ i 72 A

IPSSEIRJEIR 2 =27, IPSSHERAER 2 =27, IPSS QOLA =7, mIPSS., MWHIZI1T HBEDE
MXAIENS (PGLD), TR B EMOEMKAIEIS (CGL-D)
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<@ >
FEFHEER
< IPSS F— & )L 2 a7 DL BEDOHR

MMRM % W72 BT CTIE, TG 12B%ICBIT A=A T4 b 08 bE R/ _FF
YIE) 127 T8 RBET—45, ZXT 7 4 L5mglET—60TH o=, XX T 7 4 15mght L
TR RBELE DEIT—1.5 (95%EEXM=—24, —0.6) THVH., 77 BRELEOMITHH
FWNCHBRZPED bV (p<0.001), ¥ T 7 4 /L 5mght TIEEH48% 15 128% O
FTRCOFHERE ARV T, 7T RBEE ORISR A EENRD SNz, 44T 7
A NESMEDN— AT A PG OELEITEFIICKE {leoTe, AARNEE (44941) 128
(FBIPSS h—H L AT OR—AT A4 )b O bE (/R FHHE) 1377 BREET-
48, X T 7 4 5SmghET-6.0TH Y | SmghElL 7 7 AR L g U THREHFRIICE R R
FBrR Ll (FT7BREEE DZE:-1.2, p=0.017),

/54, SRUM12BRIZEBITBIPSS F—EJILRATATDR—R 54 UM bDELE (FAS)

N = e g = SN DA S TND)
P oy | | B ECROR f; ?ﬁggﬂg% i
5% PR | s | TR EE — =
(B1%0) Bl | FEHIE FEH)HE (959 A )
_R—25 1 | 303 18.7 — — —
75 R 438 % 301 15.6 —2.8 — —
(304) 83 14 299 14.4 —4.0 — —
1230 4 294 13.9 —45 — —
_R—25 14 | 306 18.7 — — —
S — SEE 4 _ 71.3
ygj7;£) 43871 305 14.3 4.0 (=20, —05) <0.001
/b5mg 2t —1.2
(306) 8% 301 13.0 —52 (=20, —04) 0.003
SEEL 44 _ _15
12;8%% 292 12.1 6.0 (24, —06) <0.001

* R WO AR (k%) FEEE (HAMEE) K OGHREE 4 EEsh R, #%
BB BRI, RIT A DR — R T A EKL PSS b — & L 2 27 O ALV A A
e L, G FHME O R AEHEZ G OIMMRMIZ L D 7 7B REEL X X T 7 (v

Smght & DO*F i

IPSSF—RIILRAATDR—RXSA UNLDEILEDHT

H
Baseline 4 8 12

0 T T T
g 1 —-T5tH
&
E 2 =S435 T(N 5my
N
X 3 4
§ * - p<0.01
| ] e p<0.001
i E 22 2
3

-5
& i

6 1 hE

7 (b Z R TR+ R
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< IPSSh—F N AT DR—ZF A b DEL &

ANCOVA%Z F W= BIKFEAT Tl kGl (B 51201%) O_X—2F 1 (Visit 3) D
DIPSS h—F L2 a7 Db E (RN ZFFEHE) ZBFHZ 577 40 5melts 77 &R
BELDEIT—14THY | ZOEITMIHFHUICHEETH 72 (p=0.001, 95%EHXMH=—2.3,
—0.6),

IPSSF—ZJILATATDR—RS5A4 U bDELE

. - J- /N FEED
PR B} SR | EA | eEoRnTT ]
’ REAT R4 v | o e |77 RARBEE OFE pfE*
(51%%) Bl | EME | FREME (95% (= # < )
FSEREE | N—ATA 303 18.7 30 B B
(304) B A 303 | 13.8 '
BHETT L4 | R—RFA 306 18.7 14
: —s. : 0.001
'Vgélffi AT | 306 | 124 >4 (—23, —0.6)

R ERE, GlERTEEOAR AR (QkYE) ROVERE (AAMEE) 2 EEhR, s s AR
N FEMTEFL DN =294l J ONMPSS M=pvaa7 D AZ5{b & 4 25 B & 45 ANCOVATF T
X D7 TR BEL 4 971 VSmghE & D) i

B EEATE © LOCFf#E

RV ETAT 5 B

« IPSSHERIEIR R =2 7 Db &

MMRM % W Tt L 7= 3% 5- 1208 5 12 B0 DIPSSHERJEIR A 2 7 DR_R— A T A i DZE
LB B/ EHME) 1, 7T vREET—3.1, XX T 7 4 A5mght T—4.0TH YV, BEHD
I ERICEE ThH 12 (7R EDHE : —09, p=0.002) , IPSSHERAER A =271
BHARBND T TR ORICHEIFIAEZ (7R EDE —1.0, p<0.001) %77
L. 12 o850 238 U TR L7z,

< IPSSERIEIR A a7 DA &

MMRM % F TR L7248 51238 12381 DIPSSERIEIR A AT DR—A T A b O
b (BN 3REHME) 1, 77 vREET—14, XX T 7 4 N5SmghET—2.0TH Y, MO
ZIIHHFRICEEThH o7z (TR EDFE : —0.6, p=0.002) , IPSSHERIEIR A 2 71
GBI D T T AR L ORICHEFIAEZ (7R EDE: —04, p=0.011) &7
L7,

+ IPSS QOL % =1 7 D2k &

MMRM % F\N Tt L7z 48 512087 12861 DIPSS QOLA 27 D_—RZ 7 A b DA LE
(BN PYIE) (X, 77 ERBET—09, #¥ 77 4 A5Smglt CT—1.1TH Y, FEMOZEI
M EMICABE ThH -T2 (FIEREDHE : —02, p=0.038) ,

PSSHJRa7 (BERERRAITRUEBREKRATT) RUIPSSQOLRI 7D
R—XS5A4Uh5DELE (FAS)

B & | B/ " T EHMHE

oy || P R | 07 5 < p fit
P fE LD
IPSSHERIER X =7
S 418 301 —1.8
t7?;;TE¢ g% | 299 | —26 - - -
1238 % 294 —3.1

w574 | 4HE 305 —2.8 —1.0 (—1.5, —0.4) <0.001
JLSmghf 8l £ 301 —3.4 —0.8 (=13, —0.2) 0.007

(306) 2% | 292 | —40 —0.9 (—15, —03) 0.002
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IPSSHT7RXa7 (HREKRRI7RUEBREKRRDT) RUIPSSQOLRaT®D
R—XS54 ohibDEEE (FAS)
b ED | /N R

oy | e | G| R | o7 senm || ot
L fE LD
IPSSHERIER R =27
L 4E 1 301 —0.9
7 7(;(?4?7# 8% 299 —13 - - -
1231 294 —1.4
8RS T 4 4114 305 —12 —0.3 (—0.6, 0.0) | 0.090
JbSmgh 81 4 301 —1.7 —0.4 (—0.8, —0.1) | 0.011
(306) 12387 292 —2.0 —0.6 (—0.9, —0.2) | 0.002
IPSS QOL A = 7
o 4§ 301 —0.5
7 7(3J§4T§$ 831814 299 —0.7 — — -
1238 % 294 —0.9
BETT 4 41 305 —0.6 —0.1 (=02, 0.1) | 0277
JV5mgh¥ 83 % 301 —0.8 —0.1 (—0.3, 0.1) | 0.170
(306) 128% | 292 —11 —02 (—0.4, —0.0) | 0.038

* PEHRE, BEWIIEOMRARER (KkHE) | EhaE (B A/MEE) K OFHERE 2 BEEZ R, #
B BB, TR DN— AT A AR TIPSS b — & VA a7 DAL & A 2
e U, &5HETMEHOZAERAEEAEOTMMRMIC L 57 Rt ¥ 457
o L Smght & Ot g

<pett>

“HEERMMICBT 2RIEROREEIS T, 7B REN11.2% (34/30461) . ¥ X T 7 4

JLSmghEN15.0% (46/306651) Toh o7z, XX T 7 4 /V5mght TREEFNEGD32%LL LIZFRH 6

N-REIWER X, WMIEARE [5mglt3.3% (10/30665) . 77 BRER0.7% (2/30441) 1 . M2

L7 F R AR =B [Smghf2.0% (6/30665]) . 77 & AREE1.3% (4/304%1) 1 | HA

i [Smght2.6% (8/306%1) . 77 & ARE2.0% (6/30445]) ] Tholo,

2) REMHER

ENEIR 5 IEE AR - & TAEARRR (LVIA &5 OLE #HIM [DEEMikEHM])
5 MARGRER A2 58 T L7 ANZBIE KIE W FE O PERIEE 2 F 3 2 BARNERE 394 Bl Rz H X7
7 4V 5mg & 1 H 1 BRI GROGNER V222 Et L,

KBTS A | HEH
5 & LVIARBR O —EEHREIM 258 T U722 IE RAE I L O HEREE 2 A 5 L 2 SN T-455%
Ll ko BB
& 7p PO M| BB IMERRE (LVIARER, —EHEM/RHM) M
F 7 BR AN AL U | BB IAHEERREER (LVIARER, —EHEMRIE) K
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W Bk

AFRERCIE, LVIARER O “EE R (1288) 258 7 LoBRe o8 D5 HM GEEh
AR & LTH & T 7 4L 5mgZ | B 1EI4Q2E %G L=,

HETHA Y (WVIARE - £8I7)

Phase II

Open-Label
Extention Period

| Phase I |

Double-Blind
Treatment Period

Screening/Wash-Out
Period

l Tadalafil 5 mg once-a-day
Placebo
Lead-In
Period

Tadalafil 2.5 mg once-a-day Tadalafil 5 mg once-a-day

Placebo once-a-day

N0
—
2
—
S
—
0
=]
S
9
=N
W
o
W
S

Week -6 -4 38 42 46 50 4
Visit 1 2 3 7 8 9 10 11 12 13 14 15 16 17 18
ik - A&

KT 7 4 V5mgZk 1 H AR D&

5

FHE WAk & L C428 5

AFfi A

IPSS h—# /L2 a7 | IPSSEIRIER A 27, IPSSHEIRAEIR A =277,
R PRIEE (Qma) . IBIEENEMERERZ (OABSS)

IPSS QOL A =1 7,

<HE>
< IPSS h —H LA a7 O &

LVIAREBR O " EHE 5 MM (DBHIR]) 2B W T, IPSSh—F NV AT DR—AT 4 b
Visit 7 (¢ 5-12i1%) £ CTofbE (BN PHE) X, 77 BERFET-38, XX T 7
A N2.5mgRET—4.5, XX T T 4 5mght T—49Th o7, (1(4) HHRORR . ARG
RRAER B THEEARRER (LVIARER DBHIR) | M),

LVIARER O I G Mk 51 (OLEMIRI) o2 k& (Visit7~18 : 42i) (CFEHE) X, LVIA
RO —EHERBE OB#AK) TF 72 RBEHIEY 1T 5N T BRE Tix—2.3, #
HT 7 4 N25mgRRCEI D 1T DI TOEBRE TIZ—09TH Y . WTNOEBRE TN
THOLEHIFIZIBW T, IPSS h—Z L2 a7 N4 A@Em &< L=, £7-. DB KO
OLEHIf & HIZ X ¥ T 7 4 V5Smght T o > I @R DIPSS b —# )L A2 =27 OOLEHIH D%
b8 CE¥E) 13—03Th-7z, DBHIFI K OLEMIRE & B4 5T 7 4 )L5SmghEllE v £
T 5N TR E Cid. DB CIR® b= A2 a7 O mMOLEM BIZ I C b ke &
. ZX T 7 40 5mgDRNFIX VAR LT,

IPSS h—RJLRAOATFTDVisit 3 (R—RX 54 2) XIEVisit 7 (&512:8%) i
Visit 18 (% 554:8%) EFTONEILE

LV[A%EE% %{K%@I‘Zi@{ﬁ (*%@{E;ﬂé)
=7 (95%(E HE X [#])
D?fjf’;?f S ;;]g Tl
i Visit 37> 5 Visit1 8 Visit 77> & Visit1 8
(DBHIM+OLEMIRI5418) | (OLEH#4218)
75k R—=25 A 131 | 16.3 B B
fiEa Visit 7 (1208%) | 131 | 12.5 (_3? (5_'45)2) (_2331 (4_'41) 6
(13D | visit18 (5458%%) | 131 | 10.2 T o
HHTT R—=25 A 135 | 16.3
AV25me [ias () | 135 | 119 —5.2 (5.9) —0.9 (4.4)
Jica (—6.2, —4.2) (—1.7, —0.2)
(135) Visitl8 (54#%) | 135 | 11.0
e R—25 4 128 | 16.5 54 (63) 03 (47
4 vsmehf | Visit7 (120%) | 128 | 114 (—65 —42) (—1.1, 05)
(128) [ Visilg (s4%%) | 128 | 11.1 I o
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DB =LVIAZRER D "B EHHIE. OLEHM =LVIAZRE: OIS Mullkis: 5 511 )
F—ZNERSHTH D ERE L TEEX M & 35

« IPSSH 7 2 a7 L ONPSS QOL A a7 D[V &

DBHII T AR, # ¥ T 7 1 /2. 5mght UL SmghEiZH 0 1T LA TO 7o #kBRE [0
T, IPSSHERIEIR Z =27, IPSSFEIRIEIR R =27 e TMPSS QOL A =2 7 [ IDBHIfHIZFR® b7z
S ) ASOLEHIMIE THRF £ THERF S LTz,

72, DBHIMICH T 7 4 ASmgBEZHI 0 T b TWIEBRE LV, 77 BRI
HT 7 4 N2.5mgBEIC IO AT S TWIEERE O J7H3, OLEBIF CO R 27 o i

TR E VA AFED Bz,

IPSSHTRa7 (MREKRRI7RUVEREKRRDT) RUQOLROT®D
Visit 3 (R—X 54 V) XIFVisit7 ($%x512:87%) M 5Visit 18 (Ix554:87%) FTOELE

LVIAZ B AL RO THIE ({5
DB} D - 2\ (95%1%%5\'2&5)
e i |0 i
. Visit 37> 5 Visit1 8 Visit 77> & Visit1 8
(B30
(DB#IHH+OLEi[#]543%) | (OLE#14258)
IPSSHESRIEIR A =2 7
" _R—2F 4 | 131 | 103 o) 08
75 2R — — —43 (3.9 —1.8 (2.8
EE: .
(3 |visit7 (208%) | 131] 78 (—5.0, —3.7) (—23, —14)
Visit18 (54:%%) | 131 | 5.9
5&37 . R—ZXF7 A 135 9.9 ( ) ( )
. — - —34 (4.1 —0.5 (2.9
. ikt .
ZSm%??) Visit 7 (12}&) 135 7.1 (41, —2.7) (1.0, —0.0)
35 Visit18 (54i%) | 135 | 6.5
w57 | N—ATALr | 128 101
Smeft  |Visit7 (12¥%) | 128 | 6.7 —3.7 (45 —03 (.1
(128) — (—4.5, —2.9) (—0.8, 0.3)
Visitl8 (541%) | 128 | 6.4
IPSSERIEIR A a7
" ~_R—z27 4 131 6.1 0s) 02
TR : —1.8 (25 —0.5 (2.2
1 .
(131) Visit 7 (IZI‘LTﬁ) 131 4.7 (=23, —14) (=09, —0.1)
Visitl8 (54i1%) | 131 | 4.2
. - —-19 (25 —0.4 (2.1
. isi Gk 1 4.
nggf}; Visit7 U2H%) | 135 | 48 (—23, —14) (—0.7, —0.0)
5 Visit18 (54i%) | 135 | 4.5
&ﬁ§7/fﬂ/ R—RAF7 A 128 6.4
Smght  |Visit7 (120%%) | 128 | 4.7 —L6 28) —00 @.1)
(128) — (=21, —LD) (—04, 03)
Visit18 (54:f1%) 128 | 4.7
IPSS QOL % =1 7
» R—2F 4 | 131 | 42 - 0o
T e REE - —0.9 (1.4 —0.5 (1.0
EE: 131 38
(3  [Visit7 (12087 (—12, —0.7) (—0.7, —04)
Visit18 (541%%) | 131 | 3.2
25mght |Visit7 (12%%) | 135 | 3.7 —08 (12) —03 (LD
(135) — — (—1.0, —0.6) (—05, —0.1)
Visit18 (541%%) | 135 | 3.4
w57 | NATAL | 128 43 " G0
. - —1.0 (14 —02 (1.0
isi 1 .
S(Tfff Visit7 (124f) | 128 | 35 (=12, —0.7) (—0.4, —0.0)
Visitl8 (54t%) | 128 | 3.3
<EAEME>

Visit 72 N— A T A & LI IEE Mk IARIC I 2 BIERAZSELERIL10.7% (42/39445]) TH

D, mbE I LIEFRIT,

o7,

AR B R OEESRERE (Db 1.3% (5/394%)) ] T
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(5)

(6)
1)

BE - REAHER

EiEE GHEA) (LVHN

AL IR AE (1

) 2
O HEIRIEE 2 A 2 @R ERE (60 LA ) KOS dnBRE #E (70~85

W) ERIGUCH HT T 40 20mg D 2 HER G RO GRS (10 AME) LBoRy#iiE, [
TBIE R O & R L7,

R BT VA | ShEkdkE, EER. WA TR R
IPSS7N 128 b D AESE ~ FIE ORISR IIE I fF 2 HERIEE 249 5 @i iira (70~85m%)
K OFEE S (60LLT)

*f G | BN RREE LT, MERMERESE (/7L T7F=27 YT F A :51~80mL/min (Cockcroft-
Gaultx) ] ZH 3 55, ANZERIERAEIZRE S BEREE XA L TR WIEEImIERE 2 A A
7=,
ik - A&

- o | ZET T 4 A20mgZ 1A 1EN0H M, #keik O & 5

AT e m
HKE10H fH (Day 1~Day 10)
<JKWyEhie >
BHTT 4NV RATFIVHT 2 — UK DIGE &
© EEIERE CIXIEE IR IR T, X X T T 4 A20mgHLEIE 544 KON B 1EIT0H o
KB G% DX X T 7 4 VOFEAUCK DCnax FIB%IR T L7z, 2 HDEFTHDT N TH

D, MEHEAEEITRD NN T,
« X HT T 4 N 20mgHEI G515 TIX, Rk ETE CIERm R E T L I L, AT
T 2 —URDAUCH37%, Cmax2327%mVMEZ 7R L7223, 1H 1810 A O KB R 55 12136
RINZERDOH D ZEITBD L2 mo Tz,
CHETT AN ATFIVH T 23— A Dtmaxl T, EEIEERE K OFEE BB E & b REET

i K| Hot,
<HS)EHE>
c AH T T 4 VOHEBEI SR ORERGH%ICBT 2 MATEHEDZE(iL, Elbikg b Ok
FInERE L bR TH -T2,
< BEAEVE>
« XX T T 4 N20mgD S PERE L OFE BB ~ O A% 5 K OO0 H O E #5128

WT, BEDPDBIFRAFMERRD b, MEREHOIZRETr 7 7 A VLR TH -
77

) RRAGRHEIL Smg TH D,

AERE{E A

ERABERAE (—RERARGERE. BEERARGRE. FRARKBLHERE). HERTRT —F
N—RHE. REFTRERABROART

15 FH B R AT
THM c BEBETFICBNTC, ARIEZEURG LEBoZeT a7 7 A VERRTT S,
<75 WU EOEBE B D EEMEOERAEINE LIt 5,
TR 75 rp gk gy 2
RIGBE RN IRNERRE L © SRR o /g
YN A 5 B 1,449 51 (B ESEFIER 1,050 #1)
ESR! K 26 4 9 H ~ Rk 29 4F 3 A
Bl AFNEEBRAE/ S 18 7 H )
TR LRVERENT R GIER] 1,393 BZRBWT 115 1] (8.3%) 122 O REIERNFRD bivlz, E7REIE

FRIXE 21 1, WEARRK O RREXEDE %7 ThoT,

75 LA EOEIEIZBIT D EEREZITONT, 75 LA ER N 75 RS ORER O F FEHG 5
HEIGITZTNZEH 13.9% (58/417 B) KON 11.2% (109/976 ) THRE ZREWTR L, FAp%
HHERIWITNLIER CTH o7,

B GREOREMHIZONT, #EHMBOBWERRBEEIAIL, AR G5RES 3 AT
6.5% (90/1,393 f5il) ., 4~6 1 AT 1.1% (12/1,086 %), 7~12 H H T 0.4% (4/970 %), 12 H A
BT 04% (381761 ThY, EHIRGREOH - 72 MBITRD Lo 7z,
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BUEIRTE M AR R

H o BEWTAI O Fr. D BAINTEIE SUIAA 2 N 2 T O RTRIERIZ DWW T, 2 #l 2 IO Z RS =
AF—=N—JEIC RV R L, BOMR O ERET 5,

BT A ZhigdkF, T2 MM, “EHER, 77 BRR, 242 Bl 0 24— — iR

*IRBE o BEWTECIRIR R OFISIARIERAEZPE S PERFEE 24325 A AANBE

T it 1 1] Rk 2744 A 28 H~Fk 28 2 A 8 H

ik - HE WRERSRRE - AKIbmg $EX 1 A 1 [\ 1 SERkO&s
RTHERE - AK| 5 mg BEEFIEKRONMANRFE D7 TR R%E1 A1 11 ERARL

BlER TR 1 - 8 WM. TR 2 M. 8

T ESE B 142

P GE R 171 5l (7 Z 'R ->AKH| : 86 #il, AKl—>7F&R : 85 fi)

T2 HERIR & O RRERN S 5 FEFRORIE I, AFBELRKFT 11.4% (19/167 f), 7 F
ARG (o WA X 5 HANGREE) T6.2% (10/161 fil) Tholz,

2) RBZFHELELTERFEOARIIIEREL-HE - REBROME
BEARRNA

(7) 20t
MR L
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VI. ENFEEICEI HIEHE

1. REZMICEEHDILEYRIZILEME
Hrlz7e L

2. EBEEH
(1) ¥EREMGL - ERBRF
ATSZ AR AR KIE TIEIER U722 BTSZ RIS X 0 SRIEHPI R L CHEREENE L 5, ﬁﬁﬁﬂ%ﬂimi
BEREOEMEEZ L7256 L, BERomikEE (i) . KIAE, BIEA R LA Z USRS kR
N T AR, TERBIERNEETH E Wb T\Wa, 72, b NRIE - BiSCIR - S Eiﬁ
X bz A RkEE#%  (Nitric Oxide Synthase : NOS) 23MFFE L ?Eéﬂé fefb 23 (Nitric
Oxide : NO) 23R « ASZAR « BEMESTE IR O A i 292 &1 IERANZHEIR TE B,
Mfie & & HIZ NO OEAME T T2 72 DPERFFIZIRIE - AR - Hﬁﬂfn“ﬁ%%ﬁam:ﬁm?ﬁé Liz<
BB EN, BEBMEOHREEDFHEOOESLELZ NS O, F7= 75 o—LMEH)
Hﬁ?ﬁjﬁﬂ:fcﬁk“ X 2 THER IR B AR~ D M R X AT SR IE RIE D GRRIR 1 & L THILILTEY |
MEIZBIT 5 NOS DK TFIZfES NO @/ﬁw\zxmmﬁﬁ DIFEDOONESE L TRERENTVND
12, NO OB/ 1T cGMP D FEEIKR TFIZ DN D, XX T 7 4 VITIE S FHb IR BB oA D
PDES ZfHETHZ L2k cGMP BEZ EH S5 19, cGMP BEO EFHIC X0 mE I8
D3RR U 1) PR BRI d 1T 2 i CEe R AL B AN T 5 RS R R E S g L ),
TFESREEIER N SGET S &%z OB, Flo, XX T 7 4 VITIRIE « BiSEAR - BEDESEE O SR
sFEEA A L 1917 RSO X O oOBBROKE IS RN D EBEL LD, S
D & O SROVEMBIEE O IHIER W6 ERIEROBGEIZHH L TWDH LR IND,

Y5740 e .y

Vas
WEFHS

sk |
X s \ GEF?H/:HJ’J \
NO e o] U
Libva Woime s LS =7
- *-\ f
|| NO : —BEYE
F457 1 LONO/cGMP ERETUEIER
— Lo hLUY PREZHE
) L7
L7l¥=> TeNDs
nNaS
' NO I ,_7-—_-:_':"';‘
B | FRGAR f
Loty | ey i
/l // duk
y 4 T /C?EZ-*F” -"P TR Gt
£/ COMPYMI f
4 ST | AOFTYFEF—E L/

_/- / ,gg_ﬂ / \ /; %
4/ e 4
//
A/ 5GMP</ P% ) °
/,:'_7_,_,

95’7741[1
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(2) ENEEMNTDHHBRBE
1) PDES FBEER (in vitro)
X KT T 4 ITEIRK PDES [LEAITH 5, & MEsTHlAH 2 PDES #4) 1 nM @ 1Cs fil THE
%1, PDE6 L' PDEILL &Ll 4 2 & 224 700 KO8 14 {5, Do PDE V7 % A 7 L 1t
9% & 9000 {5 LA EDEIRNEEZ R LTz (in vitro) .

ERPDE-ZA VYA LIZHYT 525574 LOBEEEREZRE

PDE ! N2 ICso i 3 (uM) IR ¢
1A 4 19+4 20000
1B 4 20+4 21000
1C 4 1042 10500
2 4 468 49000
3A 8 40+9° 38000
3B 8 19+5" 20000
4A 5 285 29500
4B 5 21+4 22000
4C 5 22+4 23000
4D 5 12+3 12700
5 8 0.00094+0.00012 1
6 10 0.73£0.12 780
7 4 447 47000
8 4 28+4 30000
9 4 1842 19000
10 4 8.5+1 9000
11 4 0.015%£0.002"" 14

1 b M#EfaFHE % PDE (PDE6 O, b b k)

2 BEOMSE LT —F & v b BIENT

3 RE AR E

4 PDES fHEEHIC 2 1

* W, 2%DMSO f77E FCOT —4%, REBREIFIZI T % PDES 12%49 % ICso fEIE 0.00105
+0.00006 u M T - 7=,

*x HIRE, 2%DMSO 7L N COT —X, £io. EEIROMAKL O pH bLO SIS & TR 2,
AFRBRSMEIZEI 1T B PDES 12X % 1 C50 1% 0.0011£0.0002 u M ThH -7z
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2) £ FTERREGIEMEIZE 15 PDES DFEIREBEER (/n vitro) ¥

FEEE . WS . BEDLE . TERA K ORISR~ MR, BELE O NN 1T LT 5 FREDLE)
ARD /N A (M BEIRED) 726 FICHE ENTWS, 2o D/IIMED—>Th L IE—IEE
IR Z BN AR S REERITIRE BB L, NS IR AR IC 31T 5 PDES O3 HL &, FEE—FHE EkTo
PDES O RTEK N cGMP ORIkt D4 X F 7 4 VOMEERZBRT LT,

DT ERFRER4R#E 1= 1T 5 PDES (D %IH

PDE5 mRNA copies/pg total RNA

PDES mRNA OFHL 3t — F & Bk & 238k Ol b 2 < . BEE. Aisiig. JRiE. K.
R ER R O 72 & O B THERR AR C L RBENTED bz,

E FTEREFABIZH TS PDE5S mRNA #IRE

1,E+08
1,E+07 I i T
1,E+086 T T i T T T ' T i T

¥ B %

g % 2 G &
A o &
& .,gf
&
TaqMan Fluorescent 5 Co#T L, AMEAEYERHR ) St F 2K D= (copies/ug total RNA & L THRED),
T — Z I FEE AR R E TR LT (n>3)
(QPDES ®1H & BTE

bt MEM—EEEINRY) A I2351F D PDES OFEBLA Rk L aI G L 7= & = A, PDES %
BTN R A & S i e /e LTz,

QcGMP > fZ;E M (T B EEER
b MEN—EEEIR SR L 2R Y R — MIBIT D cGMP S fRIEMICHT 52 5T 7 41
DOMEERZBRF LR, 2 X477 vkt MER—BEBIRET Y R2— MIBIT 5 cGMP
DOfiREEREL, Z D ICsfliX 6.3%=2.1nM TH -7z,
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3) b MER-BEBIRICKT S5EER (/n vitro) ¥
T RUF U TRl S ¥t Mg — B EBIREARIZBW T NO it ko= hue 71
RF R~ U Z 2 (SNP, InM 725 100uM) (2 K DlifEH A MRET L. # %7 7 1/ (1000M) 1T X
D BIALEE L7235 SNP B R fB 1B & e Uiz, T OREF., X & T 7 1 V1% SNP i3 shfE
JREHETR L, B MEM—EEEBIRO NO Z/rd 5 EfESOGNCx L CTHssER 2 /35 2 &
DR ENT,

E MR- REBIRREISN T SR

(56)
100 -
@ 0=
75 4 E-H00nM #5571 LR
MeentS.E
=3
% B0
'
25 -
o |
i
LRL| X/"""'I LR RL | T T LR | T T LR | 1
8 10® 108 e 104 108 104 (M)

SMNP
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4) Sy MEIIIRBERLARNILICHT 4R (Sy k) ¥
WIRAGEZR O IMAREER Z R L L, THREBEREOEYET V& L TRH I TV D &EifE
HPRFEHEZ ~ & (SHR : Spontaneously Hypertensive Rat) % VT4 % 5 7 4 )L ORFISLAREETE L X
T DR 2 MEt L7z, HEME SHR 7 > MCH ¥ T 7 1 V% 2mglkg/ B O & CTHEL, 7 AfH
X% 4 HEE AR O &G (@okigh) L, fHRRIZIE, # 47 7 4 VIER GO SHR B K& O Wistar
Kyoto 7 > b (WKY) #t (FEEEMENET » b, B RIME & RISIREESE L~V a2 oRT) 2 H0
77o HINIREEZE L~ L fst (D) | inmwMﬂ%@&%%MtomWMMMMMﬂmm
la (HIF-la) ©F v MRISZRICBIT 22 o7 %8 & (@) 1ZREMEMYEAIET,
BCL2/adenovirus E1B 19kDa interacting protein 3 (BNIP3) @ mRNA #El & (@) XV 7% A A
RT-PCR £ TE M Z ekl L7z,

DRIMLEOEBRE T O—JRELEICXT 14EH

SHR DOHISLAREI T Tlid, WKY & il U C. RINAARE O LR CIKER S 7 o — 71 2xb4 2580 v
PEGBMEN I DN, XX T 7 40 4 BEEEIZ LY, SHR OIIESE 7' 1 — 7% 3 5 g e
L WKY O L~ EFIERIZEO L~UL £ Tl S v,

T MIMLIRDEBRR IO —TREZBICHT 24T T« )l«O)ﬂEHi (4 BRE®RE)

‘};3’ # -
W T
o - Lo - -
R e i e
| 5’%};3'13& > b IR
A h L A‘.‘ g 5 T
- ; ‘% : |
: ™ e
b~ f: -
' 50 um Ty, £ . 50 um |
WKY, untreated S SHR, untreated ;«“wh — |
e n=4
200 4 * %
OO0 T
a . 0o
= 2 soo
== =00 |
=% 400 |
o =
. 2 £ 3004 n=3 n=4
= 200 oo
100 1 =
- : e
SHR, 2mg/kg/day TADALAFIL, 4 weeks Wiy SHR SHR+tadelefil

BEIIRBEORB /S @S, 7T 71X WKY OfEx 100%E L7~ & X DIEBE T v —7 o5t 550
Yuta b a R L, 7 — Z 13+ HEYERR A TR LT,

##p<0.001 : WKY 7 v b & DR, 00p<0.001 : SHR & DLl (W 3741 one-way analysis of variance test followed
by Tukey-Kramer post hoc analysis)

SHR = & ifi+ B ARAE T » b, WKY = Wistar Kyoto 7 > b
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@QHIF-1a OfREREaEIIT /A
SHR 7 v ~ ORISR CTid, REESZ S T CREDHEM T 5 Z L3 6TV 5 HIF-1a O
WRIE YA MEN T BT AN, & OB VX Z 2T 7 4L 4 BRI EGIC L > T WKY &FT
LLETIKR T L7,

5w FRTILARD HIF-1a EFREMEICHT 5255 71 LOER (4 BREKRS)

WKY, untreated SHR, untreated SHR + TADALAFIL
o X
h 5 &
L
4 weeks V' &
i i :
= - L
N W |
o iia K = %
i A & _;50_‘
n=4
100 -
300
S = w0
=} - n=3
- n=4
[
= e PO —
0 -—
WEKY SHR SHR=tadalafil

FEIIEHEOMRK N e B afifkig, 77 71X WKY OfE% 100% & L7z & & @ HIF-1o (IxE3 2 s Yeta
L, 7 — X P EHEERE TR LT,

** p<0.001 : fthiE & DL (one-way analysis of variance test followed by Tukey-Kramer post hoc analysis)

HIF-10= Hypoxia-inducible factor 1o, WKY = Wistar Kyoto 7 »» ., SHR = &Il HRIEIET v b

QBNIP3 %R (=xt3 S 1EH
IKEESEIRAE CREE S U5 BNIP3 X HIF-la IZHIEI S ND X X7 THhY | TR h— AZ R X
BAHERZAH L TW5, SHR DORINZARIZ BT WKY & il L T BNIP3 D E TR BN A H T8,
2KEZ 7 407 AL, 4 @M 512 L > TBNIP3 OFEBEHIZALNRL ol

Z v MRIIZARIZE+5 BNIP3 mRNA HBRIZHT 52557 4 LOERA

(% of WKY)

300 1136
1
- n=6
.E 200 -
g n_=|_5
n=18
100 — L
WKY SHR SHR+Hi[E SHR+78BM SHR+4EM
453240 493240 853740

WKY KO SHR OfEIZHIE], 7 HIH], 4 BRBGRFO MO ST E 7T
*% n<0.001 : WKY OfE & D IL#L (one-way analysis of variance test followed by Tukey-Kramer post hoc analysis)
BNIP3 = BCL2/adenovirus E1B 19kDa interacting protein 3, WKY = Wistar Kyoto 7 ~ k., SHR= SfiEHRFIET » bk
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(3)

E R IREER - R
MR L
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VI. EWMEREICEI HIER

1. MoEEOES
(1) AE LA MR
R L

(2) BRRARTHRIN-OPRE

1) BEExRS
HARNGERERE A 36 Bl X #7740 5, 10, 20, 40mg P ZHEREOKE Lz L &, #H0o0
WIS, ZET 7 0V OMEETEE L, &5 0.5~4 B (T O FRAE, 3 FEE) ORI —
AT LT, THR Lo, THIERINEA 14~15 R CTh o 72 Y,

REERLAIZS #5711 5. 10, 20, 40mg ™ &HERORSLIL 20
MIFPS K5 D 4 VR S Y EH UM SS £ — &

A | n |AUCow (ug-h/L)| Cmax (ug/L) Tmax (h) 2 Tiz (h)
5mg | 24 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
40mg | 23 | 10371 (32.3) 446 (20.2) |3.00 (0.500~4.00) |14.9
Sl M (ZEEMRE%)

a FIofE (HiFH)

(19.9)
(20.9)
(17.1)
(20.0)

BEBRANIZZS ST 4)L5mg, 10mg. 20mg. 40mg™ Z#EHREIZEELI-LEED
miEh 2457 4 )VEEHD

500
o~ 5S5mg  (n=24)
~ —m— 10mg  (n=121)
o B0 —a— 20meg  (n=24)
3 —e— dlre (=23
% 400 - \ (R + E )
2
300 }\
N AN
o2 IL
Ry N
4 W T
E 100 ) = ‘x,
. -y .
o T — .,
0 24 48 72 9 120
e 5EEM (h)
1) RKRAGRHEREIL Smg TH D,
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2) REERE

(3)

(4)
1)

AN ARAERE I £ 2 BERFEEFE B ANBE 20X X F 7 4V 5mg % 1 H 11810 HREERAD
BehH L7, EFRETOZ X T 7 40D AUC KT Coax 1 EHIEEE G- & LEATH 2 5128 L
1= 2,

BILARFERIE S HFREEAARAEEICZFT ST 4/ 5mg % 1 H 1[E 10 BFF
REHBSLE-EEOMBFEIISITAINEELYEL LEEYEE/NNZA—4

Eliﬁ n AUC (Mg‘h/L) a Cmax (Mg/L) Tmax (h) b Tirn (h)
1HE |12 1410 (31) 102 (27) 4.00 (1.00~4.00) -
WOFE | 12 2710 (27) 173 (24) 3.00 (2.00~4.00) 23.9 (25)

EME (ZEERE%)
a FGMHIRRIE (24 W) C oD i v S - ) st T o
b HE (FEH)

AL RIE I FE 5 HEIRIES B AR NEE 2505 & L7258 1T A B E R RER I\ T
H2HTT7 40 25mg XX Smg DWTE 1 H 1 RIREROKE L, Smg &5 Lz 2D
Mg 2 25 7 ¢ VIR IX 2.5mg ORI 25 & 7257,

s
R L

BE - HREOTRE

BEOSEN

fEEERR A 18 Bl % Z T 7 4 )1 20mg ™ & &tk (BRI E) T ZeERHC R O &G Lz & &
AUC1o B Y Conax EICEBFERUC X A HEBITRO SN o Tz AEAT—4),

BERAZAEST4)L20mg ™ 2ZEEEUEE (SEHE) CHEEORELEEZD
M2 55T 4 JLEBEL Y EH LI-EMBIEE/ S A —4

SHMBIIE T A — SAELE (IR E%) %AC%%&%M%@E&@%
=% (N=13) 72 (N=14) (RAR/ZENERE)  (90%(EHE X [H])

AUCo (pg-h/L) 6943 (27.8) 6419 (32.3) 1.08 (1.02,1.15)

AUCon (ug-h/L) 6896 (27.4) 6372 (31.9) —

Cmax (pg/L) 345 (26.5) 297 (29.8) 1.16 (1.07,1.26)

Tmax (h) P 2.50 (1.00~4.00) | 2.00 (0.500~4.03) —

Tiz (h) 17.0 (25.5) 17.3 (24.2) -

a MEEBEOTFHEOZEL . T O 0%EHEXHE Z WK L T, B EHEO R OZ D 90%(5HE X M % &
HL7,
b FRfE (FEE)
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BEREACZZS T 4L 20mg™® 2ZERRVER (BEHR) ICHEEAKRSLIEEZD

MmEFhRA TS5 T 4 )LEEHTE
(/L) 450
4003 o8 5557 1)L20mgkik
: O -0 -0 #H357 4L 0mgZMss
350}
M
%5
q:
5
X
.
2
,(
L
F
E

T S AN S R s S e p P S S I
[ 24 48 72 9% 120 144

185 (h

F) RAREKRHEIL Smg Th 5,

2) tREOEE

@© 7 hary—noMEER GHEAT—%)
TREEER A BYE 12 Bl & 68127 b2 —)L 400mg (1 B 1 BIRERAHE., ERNREE) L4
B 7 40 20mg P BOFHEE LR, #2477 4 LD AUCowlE 312%. Coax 13 22% E5H- L.
BINTFT DT VT T ZITH T6%IE T L= 2,
fEEER A BYE 11 Bl 287 ha) Y —/L 200mg (1 B 1 BIRERA#KRS) L4457 40
10mg ™ Z B G L7fER. 225 7 4 00D AUCownlE 107%, Comax 13 15% L5 L 72 2,
) mARKFEHEIL Smg Th 5,

@ VUV M eV EOMEER GMEAT—4)
fERER A 16 B2 Y R E L 500mg i 600mg (1 H 2[A) &% %57 (/L 20mg ™ % {f i #%
HLIE&, XX T 7 40D Coax 13 30%1K F L7223, AUColT 32%H80 L 7= 29,
fERER A 8 BIIC ) R E/L200mg (1 H2M[E]) & X% T 7 4L 20mg ™ Z0FH#EE LIZfER, ¥
BT T 4D Coax VEFAFLE T o 7278, AUCo0ld 124% EFH L7222,
W) KGR EIT Smg TH D,

@ V7yrevrEoMEER GMEANT—%)
Rk A BPE 18 5l (19~58 1) ZXIRIZ, ¥ X T 7 4 VHAEZRG LV 77 BV 20 LT
L EDAFIOIpEREZ LI LT-FE 5, V77 o B LRI 0 Ko i 5 b s
BT L7 E2. BT DZ U T T2 A13HI 8.5 M L, AUCo. (88%IH7Y) M TN Cax (46%
) ICHRMICAEERIRTARD b ?),

@ Hy ZRFEEAEGH (=FF 2 0) | #ilEEAl OKB(ET VI =0 A7 0 - Kb~ 7 % v 7 LAELE A
EOMEMEH AEANT—%)
BERER A 12 611 (B 6 B, &bk 6 B, 22~40 %) ZRRE L, ¥ X T 7 (/L 10mg ™ HHl,
BRA OKBRALT V2 =7 W70 - KBgb~ 7 % 7 AECAH], UTHIBE AR E$5) L4 4F
7 4V 10mg P OPFH RO Ho Z/EREESA] (= FP0) L4 FT7 40 10mg™ OB 3
B OHBERE ARG Z21ToT2, TOME, = FOUICE2HNpHD LFICE T, 4T 7 4
NORBEREIIE & A EREBEZ T o T, HIRREAHIE X X T 7 40 1omg P LT
X, Coax D3 30%IE T L, WIGEEME T2 00, BEEIZETRD DN ST,
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BEBANIZEATS T 2L 10mg® BEIRV=ZHF > 300mg b5 LMTFHIEEE S F] 20mL % H5t A

LIzEEDEES 74 IVOEDEEE/NS A —F DEFATEHE (ESREH%)

EE (R %)

e 7Amr LD v | o, | 277747 tom
(N=12) (N=11)
AUCo.» (pg-h/L) 4088 (23.3) 3900 (29.6) 4096 (30.8)
AUCotn  (pg-h/L) 4050 (23.0) 3863 (29.6) 4066 (30.6)
AUCo24 (pg-h/L) 2401 (14.3) 2199 (25.7) 2557 (22.8)
Cmax  (ug/L) 170 (20.9) 139 (24.9) 196 (21.9)
Tmax () * 2.00 (0.500~6.00) 4.00 (0.500~6.00) 2.00 (1.00~4.00)
Tiz (h) 17.2 (24.4) 17.7 (27.6) 16.7 (25.6)

* e (SEPH)

) RRAGRHEIL Smg TH D,

® ¥V T LLOMEEM GREAT—%) 2

BERERA 12 B (24~58 %) ZHHRE LT, XX T 7 4/L 10mg P & WA L ORERO#EE L,
CYP3A4 DIEIAKNTH DI XY 7 A 15mg L OHFHIZ OV TH

NI FY T DOFEYEREIC LR B2 RS Ieh o Tz,

LTz, ZORER, 2XT 7 4

#HER 15, 28, 42 BBEIZEITEHR—XF/4VE 1 BERU S HBEDFY) &
SEVILOEMBENTA—FORAFHEDLE (90%EEXH)

AEEOLE (90%(FHEKH) *

FYBR AT A—H 15 A/_—25 A o 28 H/N—RA T A 42 [N—RTA
(N=10) (N=10) (N=10)
AUCo (pg-h/L) 1.10 (0.96, 1.25) 0.87 (0.76, 0.99) 1.02 (0.90, 1.16)
Cmax  (pg/L) 1.02 (0.85, 1.23) 1.05 (0.87, 1.26) 1.13 (0.94, 1.36)
Tiz (h) 1.08 (0.93, 1.25) 0.94 (0.81, 1.08) 1.12 (0.97, 1.30)
CL/F (L/h) 0.91 (0.80, 1.04) 1.15 (1.02, 1.31) 0.98 (0.86, 1.12)

*IHEEBE OO L | Z D 90%(FHE X &2 Wi e U C, S/ EEIE O b K OV D 90%(5 18 X R 2 5

L7,

A1 BHLOS BEH= 47 L 15mg A Z R OIS

EBEISHERUO28HE=X4Y I AL 15mg+ XX T 7 4V 10mg(X ¥ T 7 4 VKEHRG51BB,RO14HE)

RBR 42 A =X 7V 7 LBAIZRO8RE (XX T 7 4 V&G0 D 14 A1)

F) RAREKRHEIL Smg Th 5,
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® 7474V EOMAEER GHEAT—%) 27
BERERR N B E 17 1] (19~45 5%) ZxtHe L, X7 7 ¢V 10mg ™ (N CYPIA2/PDE FEEIR
MEAICHDTA 7 4 U % 7 BRPFRAEREG LR, 247 7 03747 10 ) oY
EREIC R RIE S oo, T, BEFERAICBWT, ¥ X7 7 4 VT4 7 0 U 20
2 DB DA, BRMICIE S 25 b TlE N B2 bk,

BERNCEZZST T 10Mg™® FFE LS TN TS RETF IV EHALIZEED
THZ74VVOEERE (7HR) ITETL2EMBRE/NS A —F DEMFIHE (KEFRHK%)
BRUZDL (90%IEREXHE)

MATEEMEDO . (MR %) BT Il oD b
TAEZ74 Y B K57 4/ 10mg 2R T 4T TR (ZBXTT7 40 10mg+T 4741/
YRR T A —H +FF T4 +FF T4 BETGTANTTER+THT 4D )
(N=14) (N=14) (90%f5HEIXH) @ (N=14)
AUCrss (mg-h/L) 175 (13.7) 177 (22.4) 0.978 (0.915, 1.05)
Crmaxss  (mg/L) 16.6 (14.2) 16.7 (22.8) 0.982 (0.915, 1.05)
Tmaxss  (h) ° 4.00 (1.00~10.0) 4.00 (1.00~6.02) -
Cavss (mg/L) 14.6 (13.7) 14.8 (22.4) 0.978 (0.915, 1.05)
CL/Fss (L/h) 3.12 (26.7) 3.09 (31.8) -

AUC‘C, ssz&’ﬁ_‘—‘ Hjﬂa FEﬁ FIEIEJ KI%

(12 W§f) oD i 5% v S BE T T

Cav, s=1E HIRAEIZ I 1T 2 PRy i S i 2
a RMPAHEOFIMEDE L | £ D I0%IFFXE 2 W4 LT, BPFEIMEDO LT D 90%EHXH AR H L7,

b R (FEH)

BEBANZTA I« ERIETTAIZ4U L TS5SEAREZ1 8207 BREIREZOEE L.
BES 740 10mg™® £FE2EFS5 T4V TS5tER%E 1B 1 REOAHREZFAOAZRSIZELY
FHRALEEZDRET7THEDKRE 8 BREI%RE TOEMLMABDE

L KREOE B 1—#5
1 ) 2) (95%IFHE X E])
A 6 (4, 9)
TATA Y DH 7T RO He/ Ml 6 (4, 9)
e KA 7 (2, 12)
SEEME 3 (1, 6)
B2 H 77 4 10mg DI 7T EROH /M 4 @, 6)
e KAE 3 (-2, 8)
- S 10 (8, 12)
&f;;;j;(\)/mg T RDH 5/ M 8 (6,11)
K AE 12 (8, 17)
N S 3 (1, 6)
Fe K AE 5 (0, 10)
N S 7 (5, 9
yf;;;j;@% Y57 4 10mg DB | BN 4 2 7
R RAE 9 (5, 14)

HETT 40 10mg DI : ZHTT 4N 10mg+T 47 4 )7 TR REE
THTAVDH BETTANTTER+TAT 1) S

FIERDH : BEFTTANTFTER+T T 74 ) TR Es

) AR ET Smg TH 5,
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@ VAT 7Yy L OMEER GHEAF—4) 9.2
B 14 1 (19~5458) &K% 2 LTH 557 4L 10mg ™ &, BEHEHA 16 1] (31~59 )
ENGELTH YT 7 (0 Amg © EREHORSEL, U477 ) GV TR LT

7o FORR. XXTT 4 TUNT 7 ) OIYENEE

EIJI]J—L‘ J: ﬁ

IR RS IR o T,

BERANICAES T 4)L10mg. 20mg™® RIEAFS T4 ILTSwRETILT 712 25mg ZHAL

=& EDEERE

ElIZhH3 (R) -RU (S) -TILIT7Y) oDOEYE)

(90%IERE X fHl)

BN A -2 DRAFYEDL

S FEEE DL

(90%(EHH X [H]) @

(BHEFGTA4N+TINT 7Y 25mg/Z X T T 4 NTFER+D LT 71U L 25mg)

(N=12)

& 557 4 v 10mg OF D
N7 7 U UEERE T A—X

R) -UnL7rl

Ve

(8) -7y

AUCo» (mg-h/L)

0.89 (0.85, 0.93)

0.87 (0.80, 0.94)

Crnax (mg/ L)

0.82 (0.72, 0.92)

0.80 (0.69, 0.92)

2557 40 20mg BFREED
INT 7 ) IEBNRE T A—F

R) -UnL7rl

Ve

(8) -vzyryy

AUC 0 (mg-h/L)

0.930 (0.887, 0.974

)

0.917 (0.880, 0.956)

Cmax (mg/ L)

0.963 (0.921,

1.01)

0.961 (0.923, 1.00)

a REEBIEDOEHEDFE L | 2 D 90%(EF X[ & 1

ML T,

HATEEME D L L O D 90%(EIEIX A4 R H L7z,

o, XX T 7 4L 10mg, 20mg P KEROBEGHHZTU LT 7 U 2 25mg ZHEREO#&E LT
LE0Tm hr e VI RIETEECOW TR LIZRER, #4477 /L 10mg, 20mg ™
ELTTRRERE LT, ULT 7 Uk DT e fer B U ORISR IS E B R

=l

IO N o T,

BEBANIZZZZT74)L10mg™® RIFT5HREREREOA/S L, 7THEIZTILT 71> 25mg &
BRBOBSCKYHFHALEEZOTO MOV E VERIOTEN/RS A —4 (TBEH%)

X HZ 7 4L 10 mg AN I o
INT A—H +ULT 7Y +oNT77 Y o e
5 X
(N=12) (N=12) (95% (= HEIX[H])
AUCpr (s+h) 2238 (7.67) 2271 (6.31) 0.984 (0.966, 1.00)
Cmaxpr  (8) 19.2 (16.0) 19.2 (8.44) 0.991 (0.952, 1.03)
Tmaxer (h) © 36.0 (23.9~48.0) 36.0 (23.9~48.0) 0.0125 (-5.98, 6.00)

a (XXT77 40 10mg+UNT77Ur)

b HRE (s IME—

BERANICZAZS T 4)L20mg "™ RIETS5AREREROFZS L. 7TRHBICTILT 7)Y 25mg &

AR AE)

(Fo7ER+UNT77 V)

HRBOKRSICEKVHEALEZEEOTO MOV E VBREIOTFR/NSA—2 (EBHRH%)

X% T 7 420 mg 7T R It
INTA—=H +ULTF Y +ULTF Y o e
=] X
(N=12) (N=12) (90%){ ?E[:Flﬁﬁ)
AUCo-tastpr (%-h) 11294 (9) 11421 (10) 0.993 (0.965, 1.02)
Cminpr (%) 3 (19) 54 (27) 0.977 (0913, 1.04)
Tminpr (h) © 36.00 (24.00~36.02) 36.00 (8.00~48.00) 0 (0, 6.00)

a (XXT77 40 20mg+UNT7 VL)

b FRE (s IME—

AR AE)

ﬂ“:) %jﬁ%muﬁﬁ% E Smg T&)é

(78R +UNT 57U V)
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® 7rurvvrEoMEER GMEAT—%) 30
faRERk N 18 51 (B 15 B, 2otk 3 f5l, 25~73 5%) Z#XIRIC, 7LAr T By Smghk 1 H 1[H 14
HFSER OB LI, 2577 44 10mg P HE5W0ET 7 REHRBROKEL, 748
P OEFIREBOEMBEEICTEEELT T 4 VDR BEEZFM LT, TOE, 2477 4
JVEERE O G137 Lm D8 OEF RO ERRIZ L2 KT S Rho T,

BEBRANZAFTST4IL10Mg ™ RFEEFS T4V TS5EREFLODE Y 5mg #HAKS L&

ENEERECBTITLASE D DEYHHEE/NS A —F DLEATEYIE (TERE%) RUFDH
(90%EFEXfE)

BMELE  (EBRE%)

T PEIE D b

V=R =g BHZT 4N N0mg | XX T T 4T TR (ZHZ77 40 10mg+7 LT B/
YRR T A —H YT AR T AT EETTANTTRR+T La V)
(N=18) (N=17) (90%(EHEX ) @
AUCo24 (pg - WL) 174 (37.8) 163 (34.2) 1.04 (0.994, 1.09)
Cmax  (ug/L) 9.34 (36.6) 8.57 (31.3) 1.06 (1.02,1.10)
Tmax  (h) ©® 8.00 (2.00~10.0) 8.00 (6.00~12.0)

a MEEBMEOTFHEDOZEL | F D 90%(FHEX R 2 W 2 U T, (i EHIE O L O D 90%(FHEX 2R L7z,
b Yl (HiFH)

TR N 2RI BRI H X T 7 40 10mg XL 20mg P &7 AP 20 Lz & & ofE LN
DB KIET B OW TR ZTo7e, X T 74V XUX7 7RSO 14 RS 1 H
1[E7 202y 5mg 25 Lz, KHICHZ T 7 40 10mg, 20mg ™ X7 T vR%E 7 Lo
UV ERIFHCHERBR OB L, XX T 7 0 VI T T 2R &S 48 Bt £ T H B TE) Fifn
JE R OV 80 E LTz,

ZORER, XX T 7 40 10mg P RO ME TR DRI TN TH Y | BRI
AERIFETFHIEBERITE O oo,

BEREA7LODEVEZREZOKEL, 345 74)L10mg ™ XFT5 K%
HEZEORSICEIYHALEEEZORE SHEZRETOEHTHTONER DA

X X5 7 4L 10mg

7R

;E*

RIFTA=5 FF ARV FTAEVEY | (95%EREXE)
UL E  (mmHg) 116 119 =3 (=5 -1
PRI E (mmHg) 72 74 -2 (=3, 0)
g (bpm) 70 66 4 (3, 6)

N=17, * (FFF7 4L 10mg+T7 LV y) — (FTER+T721IE)

F/o. XET T 4L 20mg P HEREOIEL] K& OPER I E O KE(L &I T T B R 50 &
EIFXFEAERL, T2, DHFEOEITDT N TH T,

BEBANI7ZLOCECEZREZAKREL, 8937 4)L20mg™* I TS5 wHREHEE
BORSICEYHALEEZORE 24 BHERETCOBHRITHTOER VMAROEAELLE

NPT A =2 5f§ZJ§@@% +§§3§i»/<%%é§g@>
UNHE ) = D b RZE(E & (mmHg) —22 —22 -1 (=5, 4)
PRaRM E Ok KL (mmHg) —19 —20 1 (=2, 4
DA DR R ZELE (bpm) 22 18 4 (0, 8)

N=19, * (FXF7 41 20mg+T7 LVt y) — (FTER+T721IE)

) RRAGRHEIL Smg TH D,
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© 7Tra—LEMEER GREATF—4) 3D .32
TEEERANERIGE LT, XX T 7 40 10mg HEHWIE20mg ™ LT va— Lz LEZEEDT
N3 —=®D AUC, Cmax &, 7V 23— VB G L LN TEITERO b ieinole, £, 247
T4 2mg ETNNa—VEHRALIZEEDOEZET T 4D AUC, Cuuld, #5477 4 VE
M H- L AR TEITRO bR o7,

BERAICAE ST 4)L10mg. 20mg™® RIEAES T4 LTS5 EKRETILOA—ILE
BRALEEZEDOTILOA—ILOEYERE/NT A —2 DRMAITFHE (EBFRH%)

FoLae Sl M (ZEEMRE%)
WEEE T A — X Z BT 7 4V 10mg EHETTANT TR
+7va—10.7gkg (N=16) |+ 7T La—1 0.7g/kg (N=16)
AUCos3 (mg + h/mL) 160 (12.7) 158 (9.46)
AUCo.n (mg - h/dL) 185 (20.2) 162 (40.6)
Cumax (mg/dL) 79.3 (15.1) 76.6 (19.7)
FaeL B FEME (CV%)
WEEE T A —H Z 5T 7 4 20mg EHETTANT TR
+7va—0.7gkg (N=53) | +7/L2—10.7g/kg (N=51)
AUCoast (mg + h/dL) 131 (12.8) 126 (13.9)
AUCo2 (mg + h/dL) 127 (12.2) 121 (14.4)
Cumax (mg/dL) 84 (15) 81 (15)

AUCo.ast : 0 2> HIAKTERATRER A > MZEIT D AUC

BEBAIZEAFTST4)L20mg™® EFILA—ILRIETZILIA—ILTSERE=HALE:
EEDRET T AILDEMENEE/INT A —F OEMATEHIE (ZERE%)

. NS AN
BB T ‘ A EHE (BRI AT)
FEBHE NS A — & 2T T 4 20mg 2 H T T 4 20mg
+7 L a—07gkg (N=54) |+ T La—L7 7R (N=54)
AUCo.ast (pg-h/L) 5107 (23.2) 5157 (29.2)
AUCo24 (pg-h/L) 5092 (23.2) 5143 (29.2)
Cmax (ug/L) 349 (25.8) 356 (29.4)

AUCo.tast = 0 2> HIAETEEFRER A > MZEIT D AUC

TR AR RIZH X5 7 4L 10mg XIE 20mg P Hi[a# 5 & 7L a—/0 0.6g/kg XL 0.7g/kg
DEFRIC & 2 ME FR~OREEZ R LR, 4 BT 2477 00 1omg @ T 1a—L
0.7g/kg Z0FH L7z 1 SBRClJE FRRICHEIEDS B O DA, —iBEO LT REETH Y |
REICRIEIT W B2 bz, X 77 41 20mg™ &7 La—)10.7g/kg 0 Li-ftho 1
HRICIBNT, Z X T 7 4 LTV a— VO HEETEREMED £V 12 FlOPEERE O 1418 (7
FRRLET AT VOERARETIZ 2 B0 2 1F) . KO NAMEIRILEDS 3 FlOERFE O 3 44F (7
FERET NV a— VHEHETITERO N o ) B LT, Ll KRB ERHED X ¥
T ANKOT N a— L HEHORBREI T8 2 A, FEOAERER IR D LN T,

F) RAREKRHEIL Smg Th 5,

2. EYRERI/NTA—S

(1) BWAE
ANZARIERIE I O PEIREFE 2 AT 2 AARNESE (126)) 14X 77 40 5mg Z 1 H 11910
AMMEROEE Lz O Dayl0 OIEFR % %5 7 ¢ VigEZFW, /a3 X—Rh Ak
ET VTR L7220,

40



(2) BILEEEL
LR L

(3) HREETEH
BMMER L
(B>
AN IRIERIE IS D HEIRIEEAZF T 5 BANEE (126]) (XX T 7 4/ 5mg % 1 H 11810
HREIREROES Lz & & mlEdR % 27 7 0 VIREOMEIEEHNT 23.9 K (15.4~33.0 FF
M) ToH-o7z 20,

(4) VY73 2R
AISEHRIERIE I 5 BEIRFEEZ G5 HARNEE (1261 IC# X7 7 40 5mg 2 1 H 1[0 10
HEXKERORE L XOMER 2 27 7 4 VREOEFIREIZBITD/ANTO7 VT F
Z (CL&/F) 1% 1.84L/h (1.08~2.53L/h) T 7= 20,

(5) N"HmEE
AISEARIERIE I RE D HEIRIEE A/ T 5 EANRE (124]) ([2H X T 7 4 5mg % 1 H 11810
AMXEROBE Lo 20T X X T 7 ¢ VIREOEFIREBIZE T 5 T O Ai s
(Vs/F) 1% 68.5L (51.8~88.9L) T -7 2,

(6) ZOith
AR L

3. BEE (REalL—a>) @i
(1) fR# A
B L

(2) 85 A— S EHEE
B L

4. YR
W (FREIN) : 36%L 1
ME N DFEFERR A 6 B2 4C-% T 7 4 /b 100mg P A H[ERE OG- L7z & & 0% 5% 312 Bif £
TORSFBERICRITIEE T 60.5%., JRT 36.1% Tdh -7, ZDZ b, WINRITHREED 36%
Vb HEs sz,
1) RKRKAGRHEIL Smg TH 5,

B BT T 4 IREEDDIEA T AEWE TH DT, b b ~OFFERGHF 285 L Tz,
ZDTD, MERHINA T T XA T EY T 4 135 LTV,

<BE>

Ty MIBITFAHAZNAFTT ATV T 21%, BET 53%, T 34% ThoTz, A4 XIZBITHNA A
TRAZEYT 41X, BET18%, HET10%TH -T2,

5. 9
(1) % — P& &M
BRI L
<BE>
YR EET T 1)V 15mglkg Rt NG L, &5 90 2% I M OWAD X & T 7 4 VO
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(2)

(3)

(4)

(5)

(6)

EAHELEEZA, MPEEOBLE RUYDEXET T 4 VBRRN~BIT LT b, X
7 7 4 DI R — R P a2 R Ktz 39,

% — e A2 REFT EBE
BAN-v A
<HBE>

#T4% 18 H H @ Fischer3d4 7 v NI MC-# X7 7 ¢ V% 10mg/kg DB THREROKLG Lz L2
A IR CHAHEEE SR &, £7o, RIEMR B8, Wik, K, B, Bhg Lo
) 1B DR O BEHEEDE NP SN2 LD, XX T T 4 v D WIEEORGH
MO RRERBATIED R S T,

it ~DBITH

MY ER e L

<BE>

#ZFL.H O Fischer 344 7 » NI MC-# X7 7 4 /L% 10mgkg DHETHERAKE L& Z A,
FLHH OGS E IR L, MR & i U C 2 (FRE R o T, &5 LI BURTE Y
B OB T D IR OBGHEEYE &I, #5 3, 6 O 24 KfElf% T, 221049 0.102%,
0.086% K 1~ 0.004% & & Tdh - 7=,

BB~ OB THE
KPR L

Z DD~ DIBITH

HMEAERERR AN MC-% #7741 100mg 1P ZHEFE O 85 Lz & & o5 5 R#% O+
BT T 4 VIREX, MEER X X T T 0 VIBEDOR 10% T, 5 BICHT DR ~BITRIX
#70.0005% T - 7= 3%,

1) RKREGEHZIL Smg TH D,

<HBE>

KED Fischer 344 7 > MMZ MC-# XF 7 4 V% 10mgkg OHETHERRO#EE L, &5 05, 1,
3, 6, 12, 24, 48 L T* 96 IWEf14 O HUHE MY E 00 4347 2 *EARAR IS L 0 MG L7z, s e
WA MR Ly BEL T ik & 0 MRk ~m a2 R Lic, & b @O GHE Y E
DO LN DIXHLE & EDONEW ThH -T2, IRWT, FiE& ORI CREWAMmTED b
7o AR R A~DSIITIEE A E RSN Do T, BETEEEIEE L, 1T A L OMRETHE
5 6 Wil T ikm & 2r o Tz, #0596 B T & A & O CREHSIEDE I3 S e h
-7,

MEREATIEIC DWW T, C-% 4T 7 ¢ /L% HanWistar 7 > b, E—2Z L RE O b O T
L&A, ZXT 7 4 VITMERITEIRINICEAT LW 2 & DR STz,

mFEFFKEE
BT T 4 )L OMBEE S RIL 94% (in vitro, EHEHTE) THO P, FICT7 L7 I KO
o FEMEREE R LA 5 30,

6. X5
TERERR N 6 BIllC C-# X' T 7 4V 100mg ® ZHERE NG Lz & &, Mgz Eics 277 4
WRECER A F NI T a—L 77 a UBREEERPRD bz, mEFo X F a7 a—1
BIXAF NI T a— TN T v  BREERD 10%AK0 Th o723 GNEAT—%),

(1)

) mAIKGEHEIL Smg ThH 5,

BB AL B MR R
fRBERAL « BICHFRCTR# SN D EE A BN D,
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RS - & MERNTIZZ X T 7 4 0%, FICF B 7 10— 4 P4503A4 (CYP3A4) (280 T
T — R~ SN2, B AT UL, Z v a oA EZ T, BT a— T
I a VBRAEERIAF VAT a— LI a s BRIAGE~E SR EE D
N5, FEFTIIEICHT T—VERERAF VBT a— K GEEFOMEIZL D
TNT v CEBEOMIEE 25T TER), RPCTIREICATFADTa—L T VT a BB
HWERE O T a— LT nra BIRAEERNRED bz, P2 &7 7
A NVREACER T RAF VBT a— 77 a A RNTRD b, miEdo 2
FNAHT A= KIZAFIVIT a— 77 a LA IRD 10%AK5 T - 7= 37,

BERANZETE2 55T 1 LHEERBHER

N

hFa—nFnsosgg

KEgbik 2 0
) aek (Re)

(${Ed) | 9" LonvEg |

OH

CYP3A4

\

BEZT AN
(%2 . FR . )

KEgEE 1, 3 j
(R .EED) 5

AFIILATI-NE

AFLAFaA—IL 0o— (H{E. M#EH)

FILo 0 vEEiasE
(Mm%, fRe) OGluc

(2) RFICEH5T 58E CYPEH) ONFiE. F5FH
EIZF F 7 m—5 P4503A4 (CYP3A4) Ik fEt&ans&EZE2x6N5,

(3) PEBRBMNROEERVETDEE
EE R L

(4) KEMOBEEDERERRWEML., FELER
MAEF O FERBIY THDHAF NI T a— L7 V7 o AR PDE BREEM L. PDES IZ
Rr B CTlI7e < PDES IZXT DI X T 7 4 VDI 7a < L 13,000 558V 2 & v |
FEER A IMAE e X F v 7 2 — VR K D M~ D F 51T IEF IR E 2 b,

7. HEtt
TERERR A 6 Bl HC-2 &7 7 4L 100mg P ZHRERE NG Lz & &0, 5% 312 £ Tolk
STREEN T FEAE T 60.5%, R 36.1% Th > 7o, FMEHFITHM SR O RKEB T A F AT
T A=K R AT 2= VR ThHoT=Z b, X477 4 VEOREW O 7 v 7 v i sk
WIAEH- PR S, EEFROME I K AW E 225 EE 20Tz, 2O D, JHHPET X
2T 7 4 VR OZFORBHOERPEMRE CH L EEZDND, — ., RPBFRECEZY X T 7
A NVRECER ORI R EENTHY  RAPBHABOKIBSIIATF AT a— LT 0 3
AR OD T a— 7y o  BRAKRNED T, BIRIEZ 2T 7 4 VRERZ T T
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<, AFNITa— I nra  BREERE O T a— 7y o BREA RO B PR
ThdEEZOLND, BB, KT ~OHHHITRD S o723, WEAT—X)
) AUKRA R Smg TH D,

8. FIUARKR—E2—IZEAT 15
B R L

9. BRFIZLBABRER
MBI LV BRE S vy, (TVIL
HZ M)

10. (1) 2) MiERBENE2ZTTODHRBBAREEE] O

10 HEDEREETHEE
(1) BEEEEA~ADKRES WEAT—4)
1) BERUVGEEBESES
faERER N 12 1], BRJEREEEEE (Cler=51~80mL/min) 8 ffil, F 4 E&EEEE (Cler=31~
50mL/min) 8 FlZ X & F 7 4L 5mg KON 10mg P ZHARAOKE Lz & &, Migh 2 4T 7 4
IV AUC-00 2 O Conax VEBEREAR A D Z 33T 100% K% TY 20~30%HE 1 L 7= 39,

BERVHEEOBREREICTZY 74/ 5mg ZHEROKREL-EED
MFRE2ESTAIILDEPEE/NZ A —4

AUCo (ug-h/L) [Cmax (ng/L) Tmax (h) @ Tz (h) CL/F(L/h)
R A (N=4) 1472 (25.1) 101 (31.2) |1.00 (0.500—2.00) |18 (18.3) |3.40 (25.1)
BREFREERE (N=3) 3119 (62.3) 111 (17.4) | 2.00 (1.00—3.00) |25 (66.9) [1.60 (62.3)
PEEEEEDRE (N=6) 3135 (37.5) 136 (13.2) |0.500 (0.500—1.00) |26 (41.7) |1.59 (37.5)
a FIRfE (FiFH)
BERFUTEENEEETREBICAFA T T 4)L10mg™® ZHEFZOHKRE LIFED

MiIFFEI TS T4 ILDEYEIRE/NS A —4

AUCos (ug*h/L) |Cmax (ug/L) Tmax (h) 2 Tiz (h)  |CL/F(L/h)
RN (N=8) 2868 (44.2) 183 (31.2) | 1.00 (0.500—3.00) | 14 (45.8) |3.49 (44.2)
REEREERE (N=5) 6280 (46.1) 217 (21.0) | 2.00 (2.00—4.00) |26 (32.7) [1.59 (46.1)
HEEFRERE (N=6) 4911 (50.1) 220 (22.2) |2.00 (0.500—3.00) |22 (43.0) |2.04 (50.1)

a "l (EEPH)
(Cler: Zv7F=227 0T TR
E) ARARHEIL Smg TH D,

CLF: 257 V7T JR)

2) MBRBEMEZHTTVWEIRPBERLESE
MEHET %32 TV D R R EBRE 16 BlicX X T 7 1)L 5mg, 10mg } O} 20mg ™ % Hi[AlFE
H#5 L7e b & AUCoo & O Conax IEBERERR A D Z 1L EHUHT 109% K% TN 41%58 00 L 7= 38,
E7m. MIKENRIHB CTHE T 7 4 VKO A F IV T a— VKRB EIZIA S R 2B biZidd 5
IR T,

AEST4)L5, 10, 20mg™® Z#HEEFZROKRE L= & EOMBEMAEICH TS
BEZSTAIIRUEAFILATaA—ILEDMEEFERE L
MIRENT /A0 (0% 4 X M)
0.91 (0.85, 0.96)
1.18 (1.11, 1.25)

HHETT 4
AT IVA T a— UK
E) ARAKRHEIL Smg TH D,
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(2) FEFEEE~DES WEAT—4)
TERER 8 15l R OB B B 25 BlC # 4T 7 4 )b 10mg ™ ZH[EFRR N5 L7z & & | AR
P (Child-PughclassA : 5~6 " A > 1) L HEEFFEEBLE (Child-Pughclass B : 7~9 7 A
Y b)) D AUCol IR A S IZIERBETH o723,

BEBRALEVICEN, BERVPEEOHEEREICTZIZS T 4)L10mg ™ %
HERORSLI-EZOEYFE/NS A —4

AUCO-ao Cmax T (h) a T1/2 CL/F V/F
(ug-h/L) (ug/L) o (h) (L/h) (L)
] - 2.50 1.72
fEER N (N=8) 5823 (74.4) | 180 (38.1) (0.500—4.00) 24.2 (52.6) (74.4) 59.9 (30.0)
. - _ 3.01 2.52
BRI B © (N=8) | 3961 (34.3) | 133(20.8) (0.500—4.00) 24.7 (42.6) (343) 90.1 (19.3)
o 2.00 1.74
RENFEEEE (N=8) 5760 (51.7) | 146 (22.8) (0.500—6.00) 34.9 (48.4) 51.7) 87.5 (24.9)
FREEREITREE B (N=8) | 4049 (55.5) | 101 (39.4) (0.500—4.00) 37.8 (62.0) (55.5) 135 (55.0)

Sl (CV%)
a HHRAE (EPH)
b JENIRT 23R8 b i

BERALSICEHN. BERVPEEDOHEEREECAF STl 10mg™® %
BEZRO®BRS L-EEOMBEREITS T4 IILEEWE (A% ITOoy )

g/L) 1 —o— [REMA
—— BHGHEEERE
1099 —h— BEFEEE

FFES A U BEE
I
|

T T T T T T T T T T T T T T T
0 24 48 72 96 120 144 168

155 (B th)
) mAKFEHEIL Smg Th 5,

(3) afE~DESE WEAT—42)
ORESHEERVEREEE TR E L-ERKSHER WEAN)
fRE A 12 641 (65~78 1%) M OMEEEASHEE 12 6] (19~455%) (XX T 7 4L 10mg ™ ZH
MR ABEE L2 & &, Con (IS & EEE & TIRIZREETH 72208, Bl O AUCo T4
BT HAH) 25% i T - 72 39,
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11.

EBHERVEEZICAFT T T 4L 10mg ™ ZHEHFRELIZEED
MFHR2 TS TIVRESYEL LE-EhEE/ NS A —%

n | AUCo.o(pug*h/L) | Cmax(ng/L) Tmax(h)? Ti2(h)
o 2.00
EiE | 12| 4881 31.7) 196 269) | (1 go~a.00)| 216390
e 2.50
EEE (12| 3896 (42.6) 183259 | (| gop.00)| 169@%D

AT (A BR )
a SR (FEDH)

EMERUVEEEIZZLAS 74 10mg™® %HEROBEL-ELEED
mighAa 557 4 )LEBEHD

{paiL)

100

G = o B R

4] 24 48 72 O 120 'Il?li
13 S B "

) KRAGEAHREIT Smg Th 5,

QRNLIRIEREICH S HFREEDEHBERVIESHEEZNRE LEREREHE
AITSERAE IRE (2L 5 HERFEE O @iling 12 61 (70~76 #%) M OFEmE#E 12 4] (42~59 5%) 12
BZHTT7 4020mg™ % 1 H 1A 10 HREKEROES L& &, @li#E O AUCoas & Coax 1
MBI A_RDT NI (K 13%) Khroiz?,

EHERVEEREICZT ST 0)L20mg ™ % 10 AEREH/RSLIZLED
MFHR2ESTAIVREL Y EH LE-ERFEE/AS A —4

n AUCo24(png-h/L)| Crmax(ug/L) Tmax(h)? Ti2(h)
HA[m] i 12 3900 (39) 273 (32) 4.00 (2.00~8.00) —
(Dayl) | FE@EimE 10P 4500 (26) 328 (23) 4.00 (3.00~8.00) —
K18 EnE 12 7360 (40) 472 (33) 3.52 (2.00~4.03) 25.7(21)
(Dayl0) | FEmElnE 10° 8280 (41) 536 (35) 3.50 (2.00~4.00) 23.6 (20)

A (L B R E %)

a T YLAE (G )

b FEEENE OB RITREBEE 2 AT 2 HBRE K OB Ga1 I iEh 2 T 7 ¢ VIREER R &
NI B 2 BR< 10 B (42~58 %) M HEH

Z Ot
AR L
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VI

1.

2.

z& (FRLDIES) ICEYSHER
EENB L ZOEH

er ==
= A

1 AEEEBAIXIET—FIEESR NO) #55 (ZrRJ UL, BEEBT7 IV, HEEEAVY
JWER, Za5 VL% LOHAICKYBEERI EEL, BEICMEEZTHRIES2 L
NHAHDT., AFIFREDRIZ. EEFIXIE—BIEER (N #EFINEEIATLVENI L
E+HHREL, AFIBRERRURERIZEVTHEEFIXIT—EIEESR N0) #HE5HA1ERE
SNGVKS+EETHI L, [2.2. 101 SE]

1I22REHZECLHEEZOEELDMNERFOATERIARESIATNSIDT, AFITRED
AN, DMBEREZEOEEEFX+0HERT S L, [24.1-245, 8.1, 112, 15.1.1 BEE]

<>

L1 AFNLERRA 72 cGMP F5 51 PDES OFLERITH Y . —BR{bEH (NO) OFE F TN O

cGMP BE % L5 S8, VB OMBEEZ RS E D Z LA RENTWD, LER-T, A%
HERAI I NO BE G4 & OF 32 2 LI X 0 /& i O shifz 2 L 2 B E/EF 2358 S .
W DIME TR A4 U D TREMEN & D7D, ARF L iEEER XX NO 54| & ot Hixttz &
L., BEIChiedE L,

SMELGERERCN | 18P EZEE S OIE R LR BRI FREE . BRI B 2 U, ARA &
ekl (= a7 ) o EO—ileA Y VLY R) & OIEWMEAVER 285 U772 IR SRR
BRIZEBW T, BHERAl & AK L OPFHRFIZ, ERAl & 77 R & OPFARFICHELINE R OF
EFEGHEBBEOMMRD bivle, TIT, MR & AAE OPFHERC, gkl E 77RO
BF BRI B~ CHILE T RO B 50 K O PR A RE & 72 2 I T e 0 R BRAE B D BN 203 388D
roj/bf: 39)-41)0

1.2 ENEERRBR WO TR HIOMEIT WA, BINTARAE KIEZ £ O PEREEBE 26t L Lz

SAEDOERRHER T, AFIBRGRITOLMEROFEFEEFRPFEI L, ST LIIEFIRHE ST
W5, KRENOIRREBMET DR1IC, BEOLMEROIRREICHDEET D Z &,

1.
1.

ZIANBREZTNDER

225 ROBEFITIFHREG LN L)

2.1 REN O R LIBBUE OREERE O & % B

2.2 fHEAAI T —RbZESR (NO) 54 (=baZ Uk HEEET IV, AL Y e
K, =aZ U0 2EGF0EE (1.1, 101 2]

23 AR T =Ry 7 T —8 (sGC) HEAl (VAT 7T b)) =&EHoEE [10.1 2]

24 RICHE T A 0B REELHTLHEE [ZhS0BEITHKRRTIIBRA SN TV, ]

241 REFEREDH HBFE [1.2, 8.1, 15.1.1 ]

242 R4 (NYHA 2 ELLE) obh 2 EE (1.2, 8.1, 15.1.1 ]

243 a2y br— L AROAEENR, KiME (fHFE<90/50 mmHg) XiE= > k2 —/L AR RO EIfE

(ZFFIEE>170/100 mmHg) O 5 #3E [1.2, 8.1, 15.1.1 ZH]

244 DR DOBEERENFGE 3 » AURNIZH 583 [1.2, 8.1, 15.1.1 ]

2.45 A ZE « B OBEERE NG 6 » HUWNIZH 2B [1.2, 8.1, 15.1.1 ]

25 EEOEREOH HHBHE [9.2.1 2]

26 HEDOHFREED H HEH [9.3.1 ]

<fiEER>

2.1 RFND AT U CTHRBUEDOBEED & 2 BEIZIFTHE G L2 &, KAlOREIZL Y | @EE
ML FUTHEIN TS (VI 8. (1) BERARREIEM & WIMIER ) OESB), AFIDORK
SIS T HDEEED 8 B BEICAR 2 B G L=d . BONBBUEN I 5 TR 6 5 D T,
MEIIRE LT,

22 VIl 1. BENELZOHE] OEBMH,

23 VAT 77 ME, cGMP OEINC LV I &2 frk &8, mEZIKT S 51EH2$H 5, PDES [H
EH G cGMP ZHIINSEHERANH 5720, PERIC L 25 MEIHEINM 72 8% RT3 8
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ENND D,

2.4 AANX PDES #fHET S Z L2k v, ML cGMP O _EFIHE S SR tsR Ef 2 ok &
50, MBEEICLIVMENTRL, LMEROEELECLAEENS D, ZDD,
ENEOHARZETeT U7 CTHEM L2 BARRER Tl T TR IME R OREE IR L TH
BENVEREBEH IR SN, 2N 0LNEREELH T 5 BE T HLEMENEL S
TWVWRWZ, ERRITERIE LT,

25 BEOHEEEDH HBHE TIX, AFOMBEFREN LR 52 & MEKENTIZ X > TRHFIDER
EEINRNWZEDNRENTWD, £z, BAZELT U7 CTHEii SNz BKRBRCTIL, 227V
—= VRS TCHENEZIT WA IIZ VT F =07 VT T AOHEEED 30mL/min A T
D EEDOBIERELZ AT 5 BRE RSN, BEEOBEED D S BE T 522N
N SN TR\ 2 8, ZRRITERE Lz, BE TIPS EOBREDH 5 BEIZ OV T, [V.
4. RELOCHEICEET2EE] OESH,

2.6 AANTFEICIEMNHRESRE CYP3A4 I L W RS2, IFREERE TIX, AFOZ VT 720 AR
TINS5, /-, BAEZ G T U7 CTHEM SN -HKRBR CIL, EEDOATEED
b D BFITRN SN, BEONTIEEDH D BEITKT HREMERHENL SN TV, 8

BUTRRE LTz,

- DRERIIHRICEES HEEETDEH
(V. RRICETSIHE) 22552 L

. AERUVAZICHAEYT 2R L ZTNDER
(V. JBRICEET 5B 22352 L,

. BEEQEFRNIE L ZDER

SEELERNIEE

BAMMDARAR Y= AT 7 —€ (PDE) 5 FHEA| & [FERIC, AANIMEISRIEHZ 6T 5720l
PEORED ML TR H LN ELEENH 5, AFEGORNT, LIERESEOAESE L+
SHEERTHZ &, [1.2, 2.4.1-24.5, 15.1.1 ]

8.2 4 IKfEILL LD ENEL OIER: T FFge L (6 RefElLL LR D9 A2 1 2 #hid) 2 EIZ T
FIUTHIE SN TWD, Rt 123975 ALE 2 3l 00T T 720 & R OB 5 U3 H)
EHERE 2 K BEMICH 72 2 Z BB DO T, A 4 FEMLL ERigE T 2R 2 DLz 854
BEbHICEMOZW 2% 75 L ofET52 L,

8.3 ARHIF HAZ AP/ INE T AT BRI 1E R0 o b o ic a1 id, AFIOARM %2 H 1k
L, HONICIRBIEEMEORZE 2% T L o5, BEICEETS 2L, [15.1.25MH]

8.4 FEIRFABRICEB VT, D EWVRHBIEENRD BN TWA DT, EATEE, BEEOEEESEIR
O I A B ET ABRICITEE SRS 2 L,

8.5 AL 514\ T B 72 BE AR T SUTZERMEHERE (B0, OFEWEES 203 dh D) bbb
T AIIE, AFIORHAZHIE L, BONCHSREMEDOZE LTS L5, B ITHRET
HZ k. [11.2, 15.1.4 /]

8.6 [EINIZ W T ORI ARIE IE TR SR & OFF U 72 BE O BE IR B3R ST/,

<>

8.1 AFNTRINAY 72 cGMP F55LAY PDES OFHFEAITH Y . —(bZEH (NO) DIFTE F CHIFEA D
cGMP B E % L5 S, FEGHOMEEZ B ST 5720, MAETREIC K 2 ME FRE<e.LE %
DIEELELCLHAREMENH D, 2D, KEIBGORNZLIE REEOGEL 85375
N

82 MVII. 6. (1) APHE - BHEEEDOH 5 EH ) OHESH,

83 VII. 1 2. ZOMODIEE] OHESMR
AFNOEHEA A FliBh Rt v 1 SE K OSSR RE (2P D HERFEE O B £ ToVnTh
DOEFRFBRICIB T FEBIIRZ ME f7 0 A LA #8AE  (nonarteritic anterior ischemic optic
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neuropathy : NAION) . & % NAION & &0 5 FLITRO LAV TR, Ll SED
BRHE T, FAUTHEINE TR OFR & 720 5 5 NAION OFRBINHE ST 5D,
PDES BHEH| L NAION & OREBIRIZA S N TiX7eunay, 278K T T2 et /) i
KNHHONTHEITIE, AFIORAZFIEL, ORI EMEORZE 2T L9, &
FIHEETHZ &,

8.4 REIDENANDEGFRFERIZB N T, HF WOMEREE (RO RS BRDOLNTNWDHDT,
BT COEE, H 2D WIXABHEOEREER AL O (FEA1T O MO H 5 BE IR 2R
ZEcd L7,

85 V. 1 2. ZoMo@EE) (MK T ITZIRMEET) OHESH,

HACHE S N-IEERENM R 55 (LVIA RBROIEEHkGERGHM) B80T, &
JE 2R 2R R VEEEE N 1 Bl ST D, F7o, AMETCHER S 7z BRI O T b A 2
BIHRE STV %, PDES BHEFR] & 223 M #EHE & O K FEIMRIZIA S Tl Ze s, 2858 M #EE
(BN 29 5 72O E LTz,

D, AFIE GBI SRR T USRI (FBY, OFWEFEI ZeB83H D) M
HobNTEHAIIE AFIORMZHIET 5§ EEPET —4 2 — FCCDS) IZIBRE ST,
ZO7H, ENERAISCEICBOTHRRICEEREZ BTS2 & L,

8.6 AMEEAFERIT I W THL ORI IR AR RIETRREE & OFH L 72 BR O B30 OV eI B3 5 7F
2 T Tnsd, LasL, EN T OB ARIE KAE AR & O BRI L 2 KRR % 3206
LTV, ERNIZEBW T ORI RIERIETRRIE & OFH L 7B OERR R DR ST
WRW T b AiE LT,

6. BENERZEHTLHEEICHT I IE

(1) BHHE - BERZEOHLHEE

9.1 BHHE - MERFEOHLEE

11 EEDHEEL XM (Bih. EEDEHIL. Peyronie %) OHHEE

AFNIOFHEFIC L VEIENBZ Y, ZOMERZIFAEZFEBZTRBZENARH 5,

912 HFIRHBRENDRTA LAY FLHEER (BRAmMEkHBmM, SHMHEHRE. BILFEE) OH

5BE

913 HMMEERILELEEEDHHESE

invitro BB C=btua 7L FF U oA (NO ft5A]) o/ MrERENHIER 288545

ZERBO LN TWD, HMEEEIITHEEES O & 2 BE 3T 5 LM I3/ LT

VN2 N,

.14 BIEBRREMERSE

PDE OB nIEE 2 FFDIEFI NV EFE O b ivs,

9.1.5 PDES [HE#I = 5HhDEE

G F ORRBR DN 220,

<>

9.1.1Peyronie 7 (JERCMERZZEEELIE) IXFEZMERARO AEIZHHR N TE 5 2 &I2 kD | #iEEkIC
WRAEOMENHIRIN T, BRENEMT2EBETH D, AANTKEIERIC L #hiEiE
ZHRREMEDN BV, PRI A AL D FTREMED B D T & D BEERGICERE LT,

9.1.2 AMETHEME S A7 AN IRIERIE I S PR EHERE R OHE AR 2EHTBEENRE L
7o ERRILE, EER L, 77 ARSI, ZEERAER TR 1 flEE S, £,
ARFNOSE R HRMEITIBW T, o> PDE5S FLEH L R CH i E N ®E ST
W5, L7eRo> T, FHEIEEORKN R V5 REDOH 5 EBE ITITEREICE ST 505
DD, R T D AR ITESCNT TR & R DS U ENERREE 2 7K
FRIZH RS Z &N HHOT, B 4 FELL BRI R D A b N H8ITE HICE
fOZME=Z T 5 X HIfRET 52 &,

9.1.3 —fR{bZ=EFE (NO) 1. M/ IMRKIND cGMP Z 3N X wC, i /WEEE 2 #ifil 9%, PDES Fi
EHNL, cGMP DA fEZNHIT S Z L b NO DI/ MREHEIMGITER 2R+ 5 L B2 5
N5, Invitro BBRIZBW T, A= a7y KU oo (NOEEH]) o/ Mk
EMHIER 2 H &R FRICHERT 5 Z EsRd b vz, Fio, Mg B SO b PSS
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(2)

(3)

(4)

(5)

(6)

(7)

(8)

DB BHIT DLEEMIIHENL L TOWARWED, BEERICEETHILEND D,

9.1.4 MABEEOERENMEE T, e REEITER EEZ & =@ BHEOMERETHY . TOBED—
HBIZ PDE6 ((RAKR YT AT T —86) OBY 7=y NERTREEZATDHIENMLN
TW5, AKHKID PDE6 (29 2 BLENEM X PDES (2% 5 [LEEHA DK 1/700 TH D Z L3
ERIILTWAED, DT 5 S PDE6 IZKT 28IF0EEZH L CW\W5 728, PDE6 DiEx
FTEENFRKR OO E D LB 2 B HMEFEAREEMEDBE IR L CiX, BEICEGT 4
WRH D,

9.1.5 Al & PDES FHLEA] & OO OfBRIX 72\, PDES FLEA]Z & 51 o 88 126 LTI,
EEICEETHZ L,

BREESEE

9.2 Bl ERE

021 EENEREETERE

BH LNz b, AFoMBEFTREN EHT 2, 2. 26 OBEFITARK OGRS HE M
T 5 AREMED & 5 7o DERIREIR TIEbRI ST, [2.5, 16.6.1(2)% ]

022 FFENTETEE

AFNOMIEFEREN LR T HAEERH 5, [7.1, 16.6.1(1)Z ]

023 BENBEETESE

[16.6.1(1)Z ]

<fifEn>

9.2.1 TVIl. 2. ZgNELZDOHE] OHESM

9.2.2-3 FINEIRARKIEICAE 5 HEIRIEE B 2 x5 & L2 ENE DA K VT 7 CHEjii S
e 2 DOBMAHEKRERICIHB W T, A Smg HHIXRF R BN EZ R LT, Ll 4
[ TS 7o BRRSKBEEABRIC W T, R NHEE OB EE LA T HHRT BT 5
AT T 4 VIBERIRENER 2B E AT 2R E LY LA L2 e0nn, BERW
WEEOBEELATLEREICH L O, HEICERETDHZ L,

A RElEE B E

9.3 FFHREREE B E

931 EEDIFEERSE

BH LW b, 2o OREIFERRE CIIRA S Tnd, [2.6 B2H]
932 E - fEEDOHETESE

INODOBEEMRL LIEAMER LM ZEEE & LA S L Ty,

<fiF 7>
9.3.1 V. 2. Z22AKREZOBHE] OESR

HIEREE R T HFE
BRE STV

1143
BRE STV

12203
BRE S TN

INR
BREI T2

=&

98 EENE

—RRICAFMENE T LTS, [16.6.3 /]
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— KB S A T IR AR RE (REFCHRIEEERE) 2ME T LTV D Z & RE Wi, R A3

BI-OIZEE LT,

7. HHE/ER

(1)

10 #HHE/EH

AFNTFEIC CYPIAL IC L W RFEN S,

HAZESEZDEH

10.1 RS BrRALGWI L)

HF 40 FRATEAR « BB TR

P - fERIN T

fEEF K OV NO fik 574 DA &0 | BRI 2 50 5 &
=trZ7 Vv HERT | OREDRDH D,
IV, WA Y Ve R=2

NO % ¢cGMP DREAZERH L, —J, AH|
X cGMP D53 fRZMHIT 2 Z L, WAl
DI L Y cGMP DK E T 5 NO D

TN W EVEF M HE3R T 5,
[1.. 2.2 &)
sGC HIl4F! PERICE D IER F2E 2332 | BHRIC KD, AN cGMP JE 2SN L .
AT TT NTF Lr5R) N 5, S AR 72 58 % B2 nm
[2.3 &) b5,
SRER>

VI, 1. ZEERAREZOMB ), VL 2. ZBERNELEFORHE ] OESMK,
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(2) fHARFE L ZDER

102 EFEE (BHRICEET H L)

A %

HRPREAR - HE 7T

B - SRk~

CYP3A4 % BT % 3H|
A FaAFS =TT
V2Ra~AT U FTS
LEN, L —TF T )—
VY o — A
[7.2. 16.7.1 &R]

U CYP3A4 FAEEHZHT 2
Fhafy— @O, BENE
Y DOBHHIZLY . AFD
AUC KT Cunax 25 312%K T8 22%
N4 5 E0WENH D5,

HIV 7'wv 77 —EHEH
UhFeENL £V FEN
A s B o R ) ol el 3
[16.7.2 ZH7]

U RFennEoffHick v, KA
®D AUC 73 124%¥E004 2 & O
HERH B,

CYP3A4 BHEIC LD 27U T 7 AD
kb,

CYP3A4 iHiEH|
V77, 7=
A, T /) )LEX—)L

VoIyoresrrEoffHicdy,
AHEID AUC K Comax XFNE I
88% K R46%IX T 75 & DN

CYP3A4 FHFEIZ L H 7 VT T AD
BEANLE X 0 ASH] 0 i 5 g MK R
L ABIOIEIN T D BZNNH

[16.7.3(1) ]

533 mmHg T35 & DHEN
b5, £z, o HlERH EOPHT
RARE DREMR A A O MEK T &2
Lz oWbEnd 5, BEER
ZEE L CTRIE LoRRENE
Motk & EEAGAICOBEED
Bh54HZ L,

R A
ThAhrTUEY A NSRE
a—)b, =F 77V,
BT NS

ToUAT vy I ZRIEET
FICEA L% A) & o AT &
V. B RATE) FUHE L & OV
SR 13 K E 4124 8 mmHg
KO mmHg FFET 25 & OGN
b5,

TR Y F R

DERNC &0 BRFEAER 23589 5
BENDRH D,

% 5, 2

o T REHV o EOFIC LY S | AN M AEILRER I & D BEEEM
REHV o 7Ty | ALICHE T e OCPESR ML T | 2 A3 270 OFIC L0 BEE &
v RREZNLEZN 981 mmHg MO | WRT2BZN1H D,

SAATTT R

JEGEMARME 2 - B2 hn
B 5, IBREEOB M L fERMEE
FTEE L, 1R L0 2 15
W EHIF S TS A O B GEH
T5H L,

HEREN cGMP J B 3 N L BEEAEH]
BT OBENDDH D,

<SRN
[CYP3A4 BHEFH]

ARFNIEIHEREHBESE CYP3AL 20 L TR s b, 77 haF Y — %o CYP3A4 BHEH
ORI E Y . AROMBEFREN ERITI5BZRH LD T, FEHBRGOBITIEET S Z

Lo BT, R aF ) — VO S)7 CYP3AL PEEH 283 5 35 & O OFFIZAK| ok

PN 2720, GRS KRGHEREOHE 2 EET 248N H S, CYP3A4 2R HLET 25 HK
Az HT 25810, A4 1 B 11 2.5mg 22b&EG 2L, BEOREBZBILE L2 56

H Smg ~MEETHZ &, (V. 4. HEROCHEREICEET 2 HE] OHESR)
[HIV 7 v 7 7 —EHEA]

AFNEEIIEMGHBESR CYP3A4 (T X VAR

HEREGOBRITIEET 5 2 &,

[CYP3A4 i)

AFENL IR CYP3A4 I X s s,
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U757 BB CYP3IAS KA L




OPFICE Y AFIOIMBEFIRENMET T8N HHO T, IR GEORITEET S Z &,
(o 2HE 75 ]

RN 18 BlC R4y o o 8mg & B N G- Re D EFIKAE T, KAl 20mg % H[RIHE 1 #¢
B U7z & & SEAL ORI e OEsE I i+ D e K T &I Z 024 9.81lmmHg M O 5.33mmHg,
AL O WA A M ONpE AR I L 0D e KR B Bl L & V2 4L 3.64mmHg & OF 2.78mmHg T o> 72 42,
FTo, R 45 BlE RISl Lo Smg/H) & REHY v (Img/ B SiliikE) OF A
2B DIME~DEEZ I EBRIZBWN T, RE¥ Y v dmg/H ZRYNCIRA L7 2 FEfE
% (AHE RXV YU OPFHEZBBL TN 15 At%) 18, RatE ) MER T 280 7iE
FIRHE I T,

—J7. BERERRA 18 Bl X A AT Y 0.4mg % GRS N BEG-RED EFIRIE T, AHK| 10mg XX
20mg Z Hi[R[fe b Uiz & & | SEAL ONUHE ] & OETRI M+ D Feo K TR &2 240 2.3mmHg &
O 2.2mmHg, BN O 1 & OESRI .+ D e R TR &IXZ 24 3.2mmHg & OF 3.0mmHg C
HY ISR MESDREITRD LR o 7 P T R 39 Bl ¥ A AT T 0.4mg
EHEXT T 40 5mg & 1 H 1 BIRKERAORE LZE &, B2 ME~DREILRD b
o iz M)

L o EHANC A EIN TOWDEAITH - T, AFIE OO X 2 MEICKT 5 B EOFRRE
T2 DN, RV U AIARKEHT D Z Eick v, ETFREAEBTIANAH D, K
A& o HERIAE OO EAT 2 HEIE. lHx OBFEDIER LT 5 o HEETA|OFEREC B E OER
W+ oEETH I &,

(B 741 ]

AFNIMETLREA 28 LT\ 5, BRI LV . AF| 10mg i 20mg & ff~ OREEH
ZHATOA LS AIiE, R EREE 22 IS TWh RN, L L, EEOREE
HIZMEH L TWAEAC, MEDa L ha— L RENERF AR Z B ET 555101, BIEA
WL DIMER T 2RI 28NS 50T, FHEGOBITIEET S Z &,
[H1~2YF K]
SHELDARBRREAITHDL AT F NI, B b aBLEMET N U LARRTF R THY, m
BT OBRERTL T = Vg 7 7 — B2 IEH L, N cGMP L~ L%a R X5 2 &
WZ R M ZESE 5, —J, AANL M8 R ORIEEBRIAZR EOYIEHIcHT 2 EE xR
cGMP MK 53 fiff%3% Cd 5 PDES ZfH5E L. AN cGMP RE % |5 S CRE i ER %2
JLET D, BED L Z A, AFE DAY F R EOHAEERICET 2 BB ER L R T — 4
FEONTW WA, JERICE Y MERT 2B 2820 nH 50T, ARG OBRITER
T52 &,

[~ ot 277 1]

LA 7T b (sGC HlE#E) & PDES FHEANIWT L MER FIERZAE L Tn5, R
L0 IMER TFOMEEMAEEIND Z &, FHICETABET —Z 23D TCIRHNTWA Z &2
5. {BE LS ER/RWEHB S NTHBAEOREETH L,

8. BIEA

11.84EA

ROBIERNRH LoD ENRHDHDOT, BEEZ DTV, BENRBO N HEITITE
HaRIET 572 EEUIRAEEITO Z b,

(1) BEXGEIER & MEARER

11 EXZEMER

11 BBYE (B A
I, =S, BRIMTRIE, FIMER &Y. Stevens-Johnson JEMEFEENH oD Z &0 H
Do

<R

AHNFEHIZ XV | Stevens-Johonson JEMERES O EEZRWMBUEN Z < FnCHESNLTWE, 20D

L9 RIERDBRD DN GEITIE, AFOFEG 2R IE L, WYL EEZTT) &,
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(2) Z0ibnEIEA

11.2 Z DD EI/E R
BIVEA 53 HA 1%L - 1% A5 AR
TG B A FE, 1ZTH . W DFRREZET D g, DZESRAETED St K
JiiES
R MRJm., ZEH. FEETsm, MEEhAREAZE, MR
FrUREAZE, IRBSAERR. AP KA. FEBPRIKEME
RITERRE M PR R 2 ZE 38 PR
S LR R HAEWERE, TR, (I8
GBS
B Mk oL TF=r e 2T
v AW
B ¥ PR, VU R
KRR - PR R BIEPE FELE D F JTEES . MMAsHTED
WIR - AEHHA FHEMETR, ARREDE Fgeah i, i DIER
- W PR EE S i
i ZITIE
Z DAt CK k&
E D228 E2)[151228] #3)[8.5 2H]
<>

TKFRRE £ CTOEN K USME O EEKRBRIC BT 2 RITERRBLR DU Z T, BEREL 2T —
4 — | (Company Core Data Sheet) . AFIDMMDENEE (Ehkd A4 OHHEDARME M & IEE) 7’

[0, FIKEORM SCE R O EU O,

B, WK EE S RIE 2R L7,

<SEHF®/>

TH H B EIE ] 58 BU I K O R A R —

FHAEZ (Summary of Product Characteristics) % 2%

ARBRFETOEREZECTOT7 TEREINT SRR B - ET R ITHE LLERARD
BMER (BRRREMEEREZSO) ORBEHE

B A5 E A EHTT74N25mg | HHTT 1)V 5mg
HoAE (598 1) (293 fl) (601 i)
(MedDRA/J version 14.1) BilE (%) B (%) B (%)
1 LA b o BIVE 38 BLAE 5 54 (9.0) 22 (7.5) 76 (12.6)
JRYSIER X OV A4 BUE 2 (0.3)
TR SR 1(0.2)
RN 1(0.2)

R K OVR R E 2(0.3)
it b B R 1(0.2)
i PR 2 IME 1(0.2)

PR TR B 9 (1.5) 5(1.7) 12 (2.0)
JIE 1(0.2)
FEED F 1(0.3) 2(0.3)
GIEpL 9 (1.5) 3(1.0) 9(1.5)
Ui i) 1(0.3)

AR 2(0.3) 1(0.3) 3(0.5)

AR 0D B % 1(0.3)
AR gL B 1(0.2)
AIR g 7 e 1(0.2)
AR Fe ifi. 1(0.2)
F 2(0.3)

54




D I | 77K BETT 4N25mg | HHT T4/ 5mg
HoAE (598 151) (293 #il) (601 i)
(MedDRA/J version 14.1) B (%) B (%) BilE (%)
Hi LRk ES 2(0.3)
[AldRE 6D F 1(0.2)
NER R/ 1(0.2)
Lol 1(0.2) 3 (1.0) 1(0.2)
o Ik 1(0.2)
E:UfES 3(1.0) 1(0.2)
A5 1(0.2) 5(1.7) 5(0.8)
AL 1(0.3)
L ST PEAR I 1(0.3)
ETY 1(0.2) 3(1.0) 5(0.8)
MRS, TERFS X OVithm R 2(0.3) 2(0.7) 1 (0.2)
F AR E 1(0.2)
i, 1(0.2)
S PHIE 1(0.2) 1(0.3)
T LA 1(0.3)
5l 1(0.2)
1 AN EE AN TR 1(0.2)
AP 12 (2.0) 3(1.0) 25 (4.2)
JEER AN Rk 1(0.2) 1(0.2)
R AT 2(0.3)
R 1(0.3)
155K 2(0.3)
] 1(0.2) 1(0.3) 3(0.5)
A N HZ A 1(0.2)
EE( A N=3 2(0.3) 15 (2.5)
ERLS 1(0.2) 3 (0.5)
B R E W R 1(0.3) 2(0.3)
L 2(0.3)
Mg n: 1(0.2)
DB AR 1(0.2)
TH L E ) 1(0.2)
JHF FEE S e 2 5(0.8) 1(0.2)
P nE L 5(0.8)
JH iR 1(0.2)
FEREF KOV TRk b 4(0.7) 2 (0.7) 4(0.7)
s 1(0.2)
% 3(0.5) 1(0.2)
FLBE 1(0.2)
B 1(0.3)
SeRBBNE SIS 1(0.2)
95 1(0.2)
EER 1(0.3)
B R X OV A kLR 75 3(0.5) 4(1.4) 10 (1.7)
BA &iivRE 1(0.2)
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P e IPN | 7R BT T4N25mg | XX T T 4 5mg

A (598 %) (293 #il) (601 i)

(MedDRA/J version 14.1) B (%) B (%) BilE (%)

I 1(0.2) 1(0.2)
RES 2(0.7)

7 PR 1(0.2) 2(0.7) 6 (1.0)

i B 2(0.3)

DY Fide A R Jak 1(0.2)

B L ORISR E 4(0.7) 1(0.2)
REREA 1(0.2)
1R 1(0.2)

R R 1(0.2)
EHIR 1(0.2)
JR P 2(0.3)

AFERB KL OHLEREE 1(0.3) 4(0.7)
iR 1(0.2)
FLEAREE 1(0.2)
B E ek 2(0.3)
eI 1(0.3)

— % R fEER X OSSO IR EE 3(0.5) 4(0.7)
Jicbse 1(0.2)

957 1(0.2) 1(0.2)
B 1(0.2)
(3N 1(0.2)
RS 1(0.2)
TAES DRSS 1(0.2)
F i) 1(0.2)

NN 15 (2.5) 2(0.7) 14 (2.3)
TI=v T N TURT =T —BHEN 4(0.7)

TARTXUVEET I ) N T VAT =7 —EHi 5(0.8) 1(0.2)
M7 L7 F ok AR % —BHIn 6 (1.0) 8(1.3)
I E 5 1(0.3)

PR H L 1(0.2)

I VTF=r e 2T T AR 1(0.2) 4(0.7)
V= NEINRNTRT =T =P 2(0.3) 1(0.3) 1(0.2)
TR R o a1 2(0.3)
AT SZ e P EHTR IS N 1(0.2)
M i ERHa D 2(0.3)

i BRI 1(0.2)

B, PR X OEAOHE 1(0.2) 1(0.3) 1(0.2)
1 1(0.3)

FEHER A BERL 1(0.2)
RN 1(0.2)

SR L OWRHLE 1(0.2)

RUBENTE 1(0.2)
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9. BRKRBRERRICRIEFIEE
RIE STV

10. BEHE
13 BEHRS
13.1 g
RERW) e300, B, BBICE D27 V7T 7 0 AOMREITHIFF TE v,

<R

13.1 BB G OO R B 72 SRR T 220 A, @Y EREE1T ) 2 &,
¥, MEHENT 232 T D AME KBS 16 61 (B 1161, Lotk 5 6, 28~74 %)
RGBT, ARFNE HEEE LT & & ORF R OH) O Y EhRE 2 gt U723k, i
WBHT R CAA L O O Mg R EE I & 032 ZBRITRE O VT, AFNTMEENTIC X
DIEREIZTLEAEZIT VW EEZ DN, LEER-> T, BERSOERIZ. BEicXs2707
T ADREITIGFTE Ry, (VI 1 0. (1) 2) MEENT 2% TV D KU AREBE )
DIESHR)

1. BERLOIFE

14BERALEDFE

141 EFRAEDEE
PTP @2 DAL PTP v — MOV L CRAT A2 L HfEET 52 L, PTP »— FOfE
RIZE D BWBLAE A EIERBEA~EIA L, BIXEA2B 2 L THRIAREDOEE A
HEZFRT D 0D,

SR>
14.1 Rk 8 43 A 27 BAF B IGEFEE 240 5, Fpk 8 4 4 A 18 BAF HIKHERF 304 512 L D3
RBLADLEOR—LH L Vit L7,

12. Z0oFE

(1) ERERERIZE D 1B

151 BRERE R & D < 1H#R

1511 FEREIEEAE U CTHERSNIZZ X T 7 4 VOFRE O HREBREITB W T, L
FE, NZEIRBE, DEMEARFENR, M, — @R 5 VRS O B 7o U I SRR 3 &
BT T ANEERIEBE L TWD, ZRODENLMERDI AT 77 7 2 —%4f
LTWHEEFEThHoT, £ OFELN, HITAT UIMATARICRD biv, DEfIT
XHDMN, MITAER LI X T 7 4 VESRICEDONZL DL H -T2, Z O,
22T T 4 NEERE UMATABOBER N OEBBICHESN TS, Zh b DEH]
[ZDWT, XX T 7 b, W74, ARBENE L TWLIEREE, 2o 0K
DOMAE DB IO ERICEREEE T 50 E I NEHET D Z LT TE R0, 225,
MAT L PEZ DN H D 0MEREELZGTDLEREIIL, XX T 7 4V EDEAE
RIFERIE LTHERT2 Z 832 SR TW5, [1.2, 24.1-24.5, 8.1 &R]

15.1.2 ZAI & OREBRIZH S 0 TiE2 V0 SAEICE W TEMES R A RTREAIE LT H &
N2 %27 4 Va&Te PDES BLEAIBH£IC, FUHEINE FoME 18205 &
720 5 L IEBARSIERTEE MAERARE (NAION) ORBNHEINLTWD, Zh b
DBRF DL 1L, NAION OfERK 1 (v (50 bl ) FERP, @i, EEhikRE
= OBEIRMAE, BUES] 286 LT,
FENZFBV T, NAION ZFHL L7z 45 Ll EOBEMEE % L L S - B Exii
W58 Cix. PDES FHEAIOE G0 HIEHI ] (Tin) @ S HEOHIRIN (#4777 41
DA 4 HELNIZFEY) 1%, NAION ZBELY 2 7 B3 2 512705 Z L STy
5, [83, 112 %]

15.1.3 F£H| & DR EBARIZI & Tidawnn, SMEIZERB W TARAIZ & Te PDES FREA# 5%
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2. FUT, EEREORINHRE STV D,

15.1.4 3EH| & OEREBIRIZI S TIFAe Wy, SEIZB W TARAIZ & e PDES FHEAI H-%
(2, FAUS, RIMRBE R T TR R E SN TWD, 2o DBETIEL, B
BOXDENEEI ZERDH D, [8.5 5]

15.1.5 7 /L 2 — VIR RIS ARA 2 % 5 U 72 S E O B R REEBR (A% 10mg, 20mg) ™ 128\
T, Ty a— VI REE . ARANO MR EOWT N GBI EL T IR 123,
Tova— v aEHE (0.7gke) SH LIZHBREIZIRB VT, 8O £ WRORE SR M+ 75
HEINnT,

) RAEKRMAEIT Smg TH D,

<fiEER>

15.1.1 REZ A 2IEEAIE UTHEH Lo MiR#%Z O ARSIV T, D%, 0L2ER
FE . DEEMEAREENR, I i, — @M M8 E 7R & O B 2 DA R EE RS STV 5,
S E T EM S N2 AR RISRT D R RBR T, AFRGZICOME RO EERNEI
L. JEC L7ZJERIN SR E STV 5,

15.1.2 2005 4= 7 H 8 A7 @ FDA CKERMESMF) Statement (235 T, PDES FHEAIO K[

WA SCEOUGT AR SN, Z O T, FDA IZIRIZES 9 % 82 PDES PLEANCER T 5
Lo, B RFSOERICERT 2500, 50T OEROMARHEIC
LD HO0E, BIRERTIXAH &L LA 5 b, PDES BERIRMAFICR L, R H K
TXITRAEREZRBD AT, RAZPIEL, BEHICEMSICHRT S & 9 ICEEEMRL
TV, HAREWNTEM S - KRR REN B BRSSO T, AFIEG%12 NAION
ZRBL LT IERNIIE SN TR0, SEICEW T, AH % & T PDES HERIO B 54
NAION OFEHAHE I TV 5 B4 NAION FE B & AA| & ORFEBIFRIZA 52> TIX/AR A3,
EEZMEET 572 DICRE LT,
D%, AEICBWT, ¥ X7 7 4L ERBEOIEREF 2R 2384 (PDFS [HEAD) % IR3E
L. NAION Z3EBL U7 45 bl EO B EZ x4 & LTl S B CxHRIFRORE R %
L ICR¥ERET — % — bk (CCDS) T NAION (Zxtd A Bk B SN, FD7-
B ENEA SCEIZB W T AR ERMIE 2B L=,

15.1.3 fl1o> PDES BHEANC IS\ T, FREERRE & ORI A X T b 950, KA O IEFRIR D% 4
PESRBEEABR Tl AR ERNEE AT D EEE e T 25 L9 RIS 6Tz
3, AMEDEFRRFER K O IRZICIHB W T, EEBENENICHE SN TWND 2 b, FHE
Ze Wkl A 72 O I ERE LT,

15.1.4 PDES BHEH] & Z9RMEHEFEIZ DWW T, 2/ E TIZ FDA 205 2 8] (2007 4F 10 A 18 H., 2007

11 A 14 R) VAV Y —=2ARFHINTE, TOHTFDA X, BlRFA CIX2ERMEEITE &
PDES PHEAIKL MO Y A7 75 7 % — L OFEMEEZ BT Z LIZREEE LR o b, &
FERR ) A7 Z4iond 5 BHECRERMN CEOWFT 2 Ehi+ 5 2 &, ZRMEEITTXTo
PDES BHLEA|O AR L O IRZICB WO bz 2 EE 2 AR LT,
AARCElE S - IR EkGR 538k (LVIA B O IEE Mk 5-351M) 120,
TP 7 ZERE MR EE Y 1 RS SIv T, F7o, SMETTIHERE S 7z BRIRBR 235\ T HERE
232 R ST 5, PDES BHEA & 228 M EENE & ORISR IZH & 0 TIE /20 A3, 2258
M BT 2B 2 3 D 7 DI E LT,

15.1.5 KAl &7 a— & OIEYF EAEH 2 MRGET 2 72012, SME AR & X5 AR K] 10mg
X% 20mg ) H[EHE L 7L —)L 0.6g/kg XiE 0.7g/kg DA ORER (4 B & EhE L7z,
T3 — VB ARR 2P 5 LZBR, 70 a— ViR AR O Mg EEO WY
MR\ AZ T o0z, LirL, 7a—LEHaE (0.7gkg) ORBRIZBWT, 7=
— L& HUVNIAFIEAIR & el LT, AF (10mg X% 20mg) & 7 /L = — VOB 78k
O F WV ONE LRI E OB BLOEE I FED bz,

W) RREKRAET Smg ThH 5,

(2) FFERRABRICE D IER

15.2 JEEREREAERICE D < 13k
25mg/kg/day LA EOHBETH X T 7 4 V& A XIZ 3~12 » ARERRO®KS Li-ErER
BRICBWT, WHEEROKT, BME LROZEME, BE EEOFHOBD 2R 5
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e OWMERH D, b MBI HEFEKREICKTT 2 28 % et U s NE R D —
Tl iiFfﬁ+£%1£%f“0)#id>ﬁ> WO HALTEAS, A EENER KT RE K VBRIV E
ITWTHOREBRICB N TH AR D LR ho Tz,

<>
15.2 FERGIRFRER TR B A7 f WP QN i AR BB AR 2 sk L 72,

A XZBIT 5 3 » AN REEEREBRO 200mg/kg/day £, 6 » AN GFERERO
60mg/kg/day UL EORE, 12 » A [k 1 & 53 MER D 25mg/kg/day L EOREIZIUW T, KA
EROEENRRD BN, ZIUTEH LT, 6 KON 12 » AMEGRBR CIIEREEDOK T &
OR B BR O 83 b8l sz, —7, Wﬁziﬁﬁa kamg@@w®%m&
HE21ToTo~ U AR VT v hORERTIX, FRIZHT 2EITRD LN TR, SHIC
K 400mg/kg/day % 15 H fxlil?i’ﬁi L72Z7 v hiZ Té@cﬁ_%iﬁ PERRERICI N T S, *i:%*ﬂiﬁ
B (%) BRBE. MROMIHIZE AT B BT oTe, AXT T A NNFHEIZL VA X THED S
NIZREROZLORBEFITBED & Z AL > TV, B h TORRICHT 5%
BERBIT 572012, 3 SOEKRRZ I L7z, FEFER A B OMBIE £hitt s % B (2 AFH
10mg 2 6 # A, &5WNE20mg Z 6 » AMKON9 » A1 H 1 [EREA G L, B RE,
¥ EEN M O IR REZ A L 7=, 10mg % 6 » AHM. 20mg % 9 » H G L= R T
S PRRE & b U728 ODJ?i’Jﬁ%/;;%F@/BWﬁ@E TSN, 20mg & 6 HE#S Lf_uit%ﬁ
T, 20X REBIRDONehoTz, 3RERE S, B HEEE, B EREICEELR
ehhole, £lo, T A bx—'fu v EIRIERRAVE L IR AR L E S E v o f_ifdiﬁ:“ﬂ/%
://)i%r :%ﬁfiﬂ%mu é?')iﬁi))o 71" Shs 52)
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IX.

JERRIRERBRICEAT HI1EH

1. EEBHER

(1)

(2)
1)

BN AR
VI HEZHEHICE T 5 HE ) OEHSM
RE M REHER

PRHRERICRIZTTHE

BHT T 4 VOB RICKIZTTEEEL T v N TR L7 & 2 A, 200mgkg OFfE M $E 5 Tl
FED S P ORI T & A EHEB O30 8338 BT, A X~D 200mg/kg F
TORAFLG TITFRMRERITHT D LN REEIA NP> T, v T A~0D 100mgkg £
TOROFLE TIEARY F VL X — Vi3I ORERREFN R 2 80 5 72 8 II58 0 v e i

-7,

2) DIMERKRVFRFZRICRIETZE

3)

4)

5)

6)

(3)
1)

2)

A XITHEWT 20 KO 200mg/kg DF% ORI EHBIARE S DI TR LM, fk
200mg/kg F TORE OG- T O FERE O ERIETE U A LR BITRO biviroTo,
BRIEA XN H 2T 7 4 V% 3mglkg DHETHIRNE G- L7c L 2A, X7 7 4 VT A&
WL MF S PICMEZ FRESEZD8, ZHUTMERZED S50 s B bR, £7-.
X T T 4T B Lo T ¥ /L (HERG) EItAHE L7272, ZDOME 1% 100uM TH 51%FE
TH V. HERG BIEHEEHIITHNZ ENHL N E 7272 (invitro) .

BERBRICRIFTIZE
EIMEET VEZANT, 2 X T 7 4 VORGSR R~DORELZM L2 & 25,1 KT S5mg/kg
O HERE O ORI B EZZ T 2o 7S, EN 7 BRI Eicbh= 0 FRL 7=,

EEERICRIFTRE
<~ ADRKEERTIME L& 2 A, 800mg/kg £ TORAKEIZIBWN T, RAEERIZH S
INTRRBIIER D o T,

BEMRBRICRIFTZE

T MTE X T 7 V% 03mgkg DHBETHIRNE G LI 24, Y U ADRYEMEICIT
BERIZS o720, IRELOT U U ARPEMESHIN L7-, F72. 0.1mgkg DEARNE
Bizk v, LEEFT Y U AFRE A X AFIRIEMA RO R U o AP EOBINVER 23 58
iz,

RERESE

BHEZHEE (R PTHPE, GABAA, AAB Y Y, BEAZ I Hy, 5-HT,, K233 Dy,
KRR Doy -7 R F U oo-7 RUFU U RRB-T RUF U U BK) 1233 28R x
&y 7= (invitro) .

Z DD FEBHER

EEMEO cGMP EEICRIFTHE

7 v MTKEWREIEATMIE 2 WG T, 227 7 400 (10uM) 13 cGMP JRE % 4 % EH S
L EMET N U T AFIRKA (0.1uM) , C LG U D AFJRARTF R (0.1uM) . SNP (0.5uM)
BOTT =Ny 7 7 —BIEHELR A O AT T TIX. cGMP £ % 200 (5 £ C LA SH 72,
—J5. T v MO R OV ERAESFHIIN O cGMP IBEICIX, XX T 7 4 I T T =AY Y
7 —EBIEM LR 7O T THLREEZ RE S oo T,

Fo. WTNOEERMIET TH cAMPIREIZX ¥ T 7 4 M X0 EBEZ T2 o7z,

v FREARDINFBHEICRIZT E
Z7x=L7 U (1uM) THILEE L72T >~ NKREWRY > ZEERICKIT 52 %7 7 141 (0.01~1uM)
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DOFEVER 2. W NO A RkEEE 2 ks (NECHIBE) L7 KEIR U o 7 FEA K ORI K
AR Y > THEARZ VT invitro TRl L2, # %7 7 4 MIINEFIBEEIR Y o 7 &g S 7%
Mo T=D, NEEE F Tl K 55%I25E T 2 H BRI 72 sEER 2R LT,

2. HMHER

(1)

(2)
1)

2)

BHoRS5EEHER
Ehtd b (mg/kg/H) R DESERE (mg/kg)
~ A | 400, 650, 1000, 1600, 2000 >2000
Zw k| 400, 650, 1000, 1600, 2000 >2000
A X% | 400, 800, 1200, 1600, 2000 >2000

BOBGICE 22T 7 4 VOBERSEEEZ, ~ T AR OT v b & AV CREm L7223,
2000mg/kg DR FE THE KR OFGICEE L7280 T REFTAIEA LN o T2, 4 XEHW
7o O G5B ClL, 2R CEDO RS, 800mg/kg UL L TIEMNFRD S48, 2000mg/kg F T
Hrid e hoTz,

RERESHHER

Zv MIBIT SRR

<Z7w M1y HREEG>

MEEZ ~ M2 X T 7 4 V% 10, 60, 400mg/kg/ A % 1 » AR OHS L=fES, 400mg/kg/ A
TIREOHN, JHEHRE AL Z DR WRIREEOIR T, @EEE(L LB 2 b kA
{EZEHIRE K IR F IR O A S, 8D U 2 REREN, FEMERFENE L E D2
HEOK T X OEMREIMIINE O RBEEEOZE RO S5, WL s miEFrgIc B
BT, BEFRAFENRD N Enn, BRI 400mgkeg/ H & LT,

<Z7v k6 HMKL>

MEREZ ~ MIZ 10, 60, 400mg/kg/H % 6 » ARG LIS, 60mg/kg/ H O 1/19 1,
400mg/kg/ H O 4/19 BT F5NT FHNIRJE FH 0O T Rc 1 Al B P9 L BB~ i B D R ILAE D378 80
iz, OIS, FBARIFED 72\ O IREE O M AL FHIRAEE OB, BRI =2
ZEDIRWREOINNBIEE S22, BEFICEE L 133F 2 bivied - 72, 60mg/kg/H TR
D BN OFEILE TR HOEMHEE TH o722 & n, EHEMEIT 60mg/kg/ B & LT,

4 RNZH T DRER

<A X3 5 AMEE>

A XWX ZF 7 4110, 60, 200mg/kg/H % 3 » A MR O#E G L7-fE%, 200mg/kg/H TA kL
M D [ IR M ORI BN, RS A B2 O ME | KRR AR T~ ka0, IR Bz ot
WAENRD S, WM EIT 60mgkg/ H &£ & 2 b,

<A X6 »HMBEE>

MEREAL X 12 10, 60, 200, 400mg/kg/H % 6 » H IR D5 L7oRi R, 400mg/kg/ H TEEEDIE
BEOHM, 60mg/kg/ LA LD X 77 7 4 NVEEBRECRE RO FE) . B 7iE, BRIC
B D RE LR OBIT (AL, A OB, F - O, e oI bd
DUNTTELR, KA R ORIBER OB TR f5 8 e T 528 k) . ZME (koL b U iE &R
AR 720 N 2 A TV D AREE. SV b U MRS 2SR S OB IEN IS ATV D
RAE) K OVZERUEATED BTz, FEME LIS~ D 528 T H A~ T RER D 2810 23 i
<. W TEAORRREDHEA TZBFE OIS T 2B MmN G2y, B LSO B O Mk E
DRAEE & W o T FE R & 1 5 JREL e R B ORI A b o7z, [AIEREOBE)
WNZB N T HRIBROEENBD NN, ZO0OEMEE R, WEORD L8 TH R
fied Mo OVKG -l el 2 A3 2 K H/E SRl S v, BED MBS ZE ST 10mg/kg/ A M o> R4 &1
400mg/kg/ H ThH -7z,
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(3)

(4)

(5)
1)

2)

<A X 12 » A5 >

HEREA X2 25, 100, 400mg/kg/H % 12 » AR AOEE L=/, @& 5o 6 » AR
B & A R 2R BT RSB S, 400mg/kg/ HREDHT R OFBIR & BIEH 1T 12 » H
FHIZE DR TWD Z DR ENT, HRITROBRENEE TRMo 7oA X TIIRK IR
BEREANTEE) L TV AUIENRD bivle, —J7, WME LR OIRFER SRR AN 572 8D
HIEREAEZ R LTeA X TIEEEO /REHITRW L & 2 b7,

Fo, 12 » AFEGRBOBGHEE 3 5 AD 5 5 A2, 100 T 400mg/kg/ HBEDOHER 1 T
IZHUNT, R ~ & O 47 H EREORD B O ~ 23 8 o ifL/ MRERUD DBl S iz, # 4
TIANFEEZRIETDHE INDITEFICEDS Z 05, BHOMERFEARRITHREF STV D
T EDRE I T, B EZ BT 5 & MERBUIRONEA L7223, &5@%&@%@9@%:%2
ORI ZENFRO NI Z LD FUENNMTET RIS TIERWEZ 2 b, £12, Bl
BORER, BEEN L FHEEL SRR T 2/ RIIGENRroTe, LLEXY 2ﬁ®ﬁfmbgn
7o M ERE DT E A 2 B T I LD b O TIEARL , X E T 7 ¢ VEH IR L7 A
BEHEO AN E B X BT,

BinHEERER

In vitro R E LT, R AIF 7 ZAEMPRIGE Z AW TAZIRERERZRAER, ~ 72 ) 74—

~ TK #BR, b MR Y N ERE O 7 Qe o IR B R 2 (RENE YL SR DIEAEAE T R OMEIE T
WCCEM LT, #4774 0F, —#O invitro BERIZ B WO TREFNEMEL R DIEFTE T L OFAE

TJ: HiZEMETH o7,

In vivo B & LTIET v ME AW/ IMERBRZ i L, K 2000mgkg £ TOX X T 7 4 Vi

TG Lz, # 5 77 4 VTR 2T RFEROMIEICR U TRl

{ZIS:/EI\: BRIERITFED b2 o Tz,

A RMESER
BETTANDNVENEE T ARDY Ty hEHWTEME LT, ~ 7 AR T v hOljRER &
b —REH 7 0 MERES 50 PR L. 10, 60, 400mg/kg/H DR T 24 » ARER KR O#E L,
~ 7 A TlE, 400mg/kg/ HBEDMECHFAIIARE D R EROHIMAHR SN0, MetFa B
172 <, M~ U A CEMAEICRO b BRBEAEEE CTH D Al & & Hic, CYP2B #FEIC
L2257 7 4 VO RN TH D AlREENRE 2 b7,

7 v NI, IR, Eﬁi ER AR A TE B & QYR EBALRR SR I B 1 2 BB A ki T
PGB L BN b T, ISR EAEE I %@i&#oto

SERESMESER

2 (%) RERUVEBEKREZ TOVHRERAICEET 5

HEZ >~ MZIXASECHT 28 H MR OZRECHIRI . M2 » MZITZECAT 14 B MR OSBRI > 4T

#%7 HE T, 10, 60, mmg@ﬂ@&&774w%&ﬁb % (%) MRuelcxt3 28 % it

U7z, MEVEENR 13 BICHIR L, ﬂ%%ﬁ%ﬁﬁbtoﬁi@ﬁ@ﬁ#%Tbt%’”@b Ui

B EROK T RE &K O R ORISR ERE 21T o 72, S HEREOMEZIS 1T 2 R EEE NS &

OB EK T 2R &, ﬁ@% T D EMEIERRS Do T, MEEOS (1) FRfE & RRE. M

DOAEFEFHIE I BT HivZe o 710

43(i&§774»&5 K ORBHEIRAENBESINT=N, 7 v M AW ARRER I 4.

FEEENE K O FEREIC IR T, KRICBW T H &G ICBE U 72 B AT
R s neno-,

BE - BRRFEAIZEET 5388

IR BE RR A BH MR IT~ 7 AR ONT v F & W CER L7,

60, 200, 1000mg/kg/ A DX %5 7 4 )V~ U RHEKE LI R, E/ ST A — 2 TR BIT7R <

AT ORI SR 0o T2,

7 v TR, BEWICRT DM & U TIREEINE K ORI E DD NE H B TR LTz
23, BRI 2 TR bR o T,
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3)

(6)

(7)

HAERBRUHAEZORES VICBAOHEEICET 55

7 v MTERIT 2 AL O AR ERBRZ . - e B AEFEERBR L F CHE (60, 200,
1000mg/kg/H) THME L7z, MMk 6 Aokt 21 HETOM, M (Fo A) (SEAKE L,
i E ARSI S, HAERORE, BEROITENCET 2MEZ2 £l L=, F OB
D—#Z AR L, F R E%R 7 BIZ2 T CTHE SE72%, R L7, FoftftomHR
FECIREEINE LK OB S OIR FABIER S 203, Fo LY Fy AR O AFEFEME I NS Fy R 3§
BICET 28R o notz, B AT 4 BAGFROK TR EX X T 7 4 VEHRERET
BOLNTZZ LD, A% 3. 10, 30, 200mg/kg/ B2 FIF €. A% ORE K OEFEREZBHF
HRBRZ BN L 7SR, AR TITRO ooz, LLens, HYOFEBR T 4
AAEFROIKTRRD LN EnD, FIHROBEICET 2 WP E T 30mg/kg/H & L7z,

BRRIRILRR
AR L

Z DD B
WAL L
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X. EEMFEERICETHIER

1. BRHER5S
BH - FT 0 THE2.5mg, Smg MRS EE-EMFEOLLSEICLIVEMRTL L)
BRSY XX T T 40 B

2. HEAME
AR - 3 4F

3. BERETOIE
ITIE © SEiIRIRAT

4. FIRWLWEDEE
BRE STV

5. BERITEM
BAEMERMTA RN A
<FvoLEy : AV

6. R—H% - RxhEE
[Al—pksy @ > 7 U A8E Smg, 10mg, 20mg, 7 K /L71 §E 20mg
FZhdE « # nAm v U, e Ko

7. EEREEARAR
2002410 H 15 (A—AFZU7T)

8. WERFGADBEAARVARES., RMEELNSFEAB. RTHBEARAR
PILT 4 T HE 2.5mg

AR5TH SLERTRBEAR EKRBES RmEFENBFAR ARSEREE A R
FNT 4 T HE 2.5mg 20141 A 17 H 22600AMX00007 20144 A 17 H 20144 A 17 H
BUEIRTE AR
K i N i 2020424 H 2 H
PT 4 T HE Smg
AR5E4 HERTRZBEAR ARBES EmEENBFEAR AR5ERAIRE A B
PIT 4 7 BE Smg 201441 4 17 H 22600AMX00008 201444 A 17 H 201444 7 17 H
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AR LN
N ) Pediatric Use
ﬁg@iﬁ? CIALIS is not indicated for use in pediatric patients. Safety and efficacy in patients below the age
of 18 years has not been established.
e Paediatric population
]
SRIE D SPC There is no relevant use of CIALIS in the paediatric population with regard to the treatment of
(2021 4£2 1) P pop &
erectile dysfunction.
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