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M4 . VVTFF T 4y =R (JAN)
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[. BiZICEH9 5EB

1. FAREORE

2.

VT FDRG THHINT T 7 4 vy UL, EET 7 A4 P —fEfr calkasnic1a 27V vz
77 ) —1 U (cyelic GMP : cGMP) %3 fiRT AR AR AT 7 —E 5 (phosphodiesteraseb :

PDE5) IZxt 3 2 BIRAIIHFHEL CTH D 1 7 7 Z°Dir5e4 CHREZREARIERIL L U ORELTT L CK
ERRINC 1998 45, HAST 1999 47) | & D%, FERYEA & M+5E (Pulmonary Arterial Hypertension :
PAH) OZhEERUfSGZ BRI L LB B ED bz,

PRI A e ILEE. (PAH) (X AREHARIE O _EF- 235380 LN DIRIEDRFITH 0 | Hx ZJRIRIC X 0 fiim &
DOIRZENEZ D . ZO7OMIMEEISHEMNT 5 2 & THEAMMBEA L, REMIITALREICED
FAZ T HHETIHEO R DR TH 5, PAH OFHET o 2 Ml & Hht B A7 O K PAH B35 O fifi & O BEAH
EFRAT R SWCIENAA @ & ST s,

RAKRYEAT T —F 5 (PDE5) PHEIKTH D L AT AL, MLENOYA 7 ) v o TT7 ) v—10 v
B2 (cOMP) %434 % PDES ZPHETHZ LIk Y, cOMP 2% FH S8, MR L 7 LR NME
T2 2 & CERHRIaAmEE L, &R L U CHEARE X O ERIIME T4 5,

LT FIFI LT FEE. LT F 0D 7 4 v h, LAFHEBA KT A ay 70 3FERD 5,
AINTIBNT, L ST AEE 20 mg 13 2007 4E 2 H 27 B TS ARMERG R M | 2 & S D80T
R L U THRDEFHERELORRE FREHES : (193%) 5196 5) &), 2008 41 A 25 HIZALAIZ
B 5 THEIIRMEN S I0EE | OZhHE X I3 eh R CRLER AR 2 Bt L7,

[Al—DZhBE TR T, NRIZHT 2 FHIER OCHEDOBME L NF A 0D 7 4 /v, LT ARREAH R
TAvay 7ORIFIENL 2017 4£9 A 27 HIZAREZ TG L=,

LT A8E 20mg DRI I D ENRM: B MUESE (2 31T 2 /& GRHIE (fRBRE ) 1SS & | B Ak
TR (RHIRA) 255, HREEREEITo/ME, 201946 A 11 HIChT T —1 (B, ER
BEERE D SVE MR OV Z M ORERFICBET DI U RE 2 HE 3 A MO AETONTRICS
M LRVY,) & OFRRAER RS,

2021 9 A, 77 A =Ko v 0 7 U REERASHE B, U 7 b Y ABERA RS ~
FEIRTEBE ST,

HRDRRFHIRT

(1) PDE5 % Se4RAIZBHE 3 2 A s fifi & = 5E O BRI TH 5,
PDES BHEMEHIZ LV | MREIRCTEIE AL & othkE S, 2 OfE%, MEhiRE & Ol & B2 KT S
%o (TVI-2. FHIEH | OHBM)

(2) BB AR i 55 1 HEAE 0O WHO BEBE RS 7 A T ~IV THEIME L REMER ST,
HME CHE S S 72 B MARRRERIZ 351 T, WHO #RESIEEZ T A T~ IV O B R il e i £ 0D 3
A RE (6 WIATHEE #dE LT,
(TV-5 (4) 1) @ [FA] FIFHRS (A1481140 3&ABR, SAEAT—%) ] DOIEEBM)

(3)  H A MHEh AR it & 1L A FR S O TEBMH AR RE (6 2y MIAM THAREE) . S MBIRE & ok L 7=,
HMECHENSE SN 7B MFRBRIZ W CL M H Th 5 6 AT L AATF AT 7+
AL AR THEBEIER L (p<0.0001, @Al t &, Fl) . LAFARO T 7 BRI 5 &
BHESRGE S, F70, 6 M THREE X B G-BAG 4 % I TIER D358 bivlz, FIKGHETE R
Th 5 FEEFHEIREIC BN T S A BEREEIN RS (p=0.021, Bt BE, FED,

(TV-5 (4) 1) @ [FeA] FEIFERS (A1481140 B, SNEAT—%) ] OHEBH)
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(4) RRAJHEDARME N & M EREBE 2B W T, 2R T r 2T/ —/L L OfFH& G LY | EEMARE (6

Oy REIATIRRE) K OSEEIRTENARIE O UEEN GRS H 7™,

SMNETCE SN oA T v 27 ) —L O RRICEN T, &5 16 %, 7 78R Z20FHL

7ot L HER LT LT A RETIR 6 20 AT RREE, SR EIRED A B ICdeE S 7z [(p=0. 0009,

SYEOHT) . KON (p=0.00003, Sy ], £, 77 vREMHA LSS LT, LT
ARECIERRREEE L COMBPFRIIER Sz (p=0.0074, ERIv 7 Z v 7 RE).,

(V-5 (4) 1) @ [RA] =R F 27/ —)L & OGBS H IR

(A1481141 3B, FMEANT—F) | OHEBH)

(5)  H AN Eh AR i 8 IS FR B O YE BN ASRE (6 2y I THERE) 2 LT,
HARNZ X ZIATON B IMHRBRICB N T LAFAEGIZEI D R—R T A L i LT 6 43
AATIEHEL 84. 2 m (95%1EHEIXH : 49.1—119.2) JER LT,
(V-5 @ 1) @ 5] [A] BAARA P BEICRIT 2 HIFRSR (A1481252 345R) | DIESH)

(6) /NFRORHTERMAT =M TEEF 12T, peak VO, DUGE K UMM EHGUIREOIK TR 7=,
BER M, RESAZ AR L LSO ET VK DT F 7 4 VOFERED peak VO, DX
— AT A 0D OFEEHITA10. 24% ., Ml EEGURE & FRIEIIREDOX—2AF 1 b0
S BN, FE-256 dyne * sec/cm®/m?, —4. 3 mmHg T -7,

(V-5 4 1) O UNE] EBSEFEFIAERBR (01481131 3Bk, AMNEANT—X 25T | DOEBHR)

(7) 7NV Eh AR fiti i I EAE AR (S B8 1) D B 5-BRAG 3 AEE OHEE A FRITEAERET 94%., &R
T93%., EHERETS88% Th o7,
MNP ZEVET =2 ) VT RESPIME S AT B 8T, 35 B [ BBE 5/55 611 (9%) | FR T ERE 10/74
Bl (14%) . & AERE 20/100 5] (20%) ] IZFELED 5RO S, EHERE THRERBE N 127250,
B G a AFN O AT & (IKE 20 kg BOBRE(TIZ 20 mg 1 B 3 [A] A 20 kg LLFOBHEITIE 10 mg
LA3E) FTHETDHILHIBERHY ., ZO®RIZZTOMAEOH DL TR Sz,
(Tv-5 (4) 2) [/NAE] EFELFRSIAERE (A1481131 3ER) 76 O R HIfiksealn
(A1481156 3R, FMEANT—%) | OHEBH)

(8) B AN /N tiEh I i i afn FEE FR A 2 x5 & L7-akBRic W, #8516 %%/ WP IEREZ IS T 2 il
M E PRI I G-BAAART L ST 145. 76 dyne*sec/cn®/m? (& F L. EMEIAIRE L. ¥ T
0.6 mmHg X F L7z (n=5),
(V-5 4 1) @ [ZE] UNE] BANNEE R S E (PAH) B3
BT DIENEIIARER (A1481298 5R) | DIASHR)

X1 AFIOMEROHE A 1 D@k, 7 7 00e LT1E20mg 2 1 A 3ERO#%ET%, ] Thd,
X2 KGRSO RER OHEEE T,
AFIORELCHE (R Eo/RR) IZLFOmEY Th 5,
[LANFFEE « LANFFOD 7 4 /L]
KEE 20 kg BOBE - BH. AT F 740 LT1IHE20mg % 1 H3ERAKET S,
[LARFAREA NI va v 7]
{RE 8 kg LA E 20 kg LT DA « i@, ST F 740 LTC1E10mg # 1 H 3 ERAKSGS S,
IR 20 kg BBOBA - @H, AT F 7 4L LT1M20mg 2 1 B 3 EREAKEGT 5,
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ERMAYRYVEEFEE RWP) OHfE

1. 1. 2RI

[BEERBESNTZY A7) [EEREAENY X 7] [EE A EH]
Suftiifn,/ i 5 PRRAR M ERE B E IR DI | RGO 2
B ifiL £ PAZERAE e R
e ARPHIEMESR B8 (PVOD) FR3E | FEBIARSK LRI AL EE | TR RERE S R
W UTF B itk fE (NATON)

HEDE

L 2. AZMEIC B3 2 B oA

58 TIZ 1) D R G- R DA D)

| FRRIC S BB O D OIEH) | FRCIES< Y 27 F/MbD 72 D% E)

2. R IR S 2 AR AR E ] O 2 4. Y 27 F MG O 2

W ORI S RIS B WO Y 27 FIMETES)

R A A (A1481319 « BHMEH. /NR) BINO Y 27 FMETE#)

3. ANMEIZ RS % A - R BR O G O C EFPEEE T EM (LT A E /NGB R

el A (A1481319 : EHIEEM. /1NR) P I g 1 E AR S B I S W2 72 K 72
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[I. &FICEET SRR

(1) #4
LT A HE 20 mg
L RFF 0D 7 4 /L2 20 mg
LAFAREH R 7 A 21 > 7 900 mg

(2) x4
Revatio Tablets
Revatio OD Film

Revatio Dry Syrup for Suspension

(3) BFDHEE
Re Pulmonary Vascular Dilation=f UM% Z¥ET 5,
[Revatiol @ [Re] IX B . [lval X TPulmonary Vascular (%) | . Ttio) iX Dilation
(JEER) | OEWRTH 5,
F 72 [Revatio] @ [Reva] I% [Revalesco (77 RET, HONEL 5D, BET D) | ICHKT S,

2. —f&&

(1) B (B
VT F T 4 NT R (JAN)

(2) 8 (@®4E)
Sildenafil Citrate (JAN)
sildenafil (INN)

3) AT L (stem)
MAABEER 2 AT 54K AR Y A5 5 —F PDES [HEH : -afil

3. BERARITTRIER

o0 HO CO,H
Y HO,C CO,H
(\N/
N\) P
HsC” 0~ TCH; CHs

1. #FRCEEd 5IEAE 6



4. RFARUHDFE
a2 CaoH3Ng0,S = CeHs05
5yf5& : 666. 70

5. {b2f (@fiE) XIEKE
1-[[3-(6, 7-Dihydro—1-methyl-7-oxo—3-propyl-1# —pyrazolo[4, 3—d]pyrimidin-5-y1)—4-
ethoxyphenyl]sulfonyl]-4-methylpiperazine monocitrate (IUPAC)

6. BR%A. &, KBS, iEBES
B4, 4, K572 L
FLEE S UK-92,480 (JEERE =)

1. #FRCEEd 5IEAE 7



11, BYESICET SHEEB

1. HEEZHMHE

(1) 5 - K
FADREREDOM KR TH 5,

(2) BfEM%
NN-UAF LT T I RIETTL, KUIAY )=V FIZKL, T = UL, =X
J = (95) MV ZFNLT—F UIFE A EWIT R,

(3) IEE
WARPEITRR D e o Tz,

4) B (PR, e, RES
Bl s 200~201°C

(5) BIEEMRTEH
pKa=6.53 K 9. 17

(6) HECIREL
SlideEr (D) :501.2 (pH7.4, 1-F 27 &% ) —/ KR)

(1) Z0MOELREE
pH3. 9 (BaF/KIEIR)

2. ARHNDERERTICEITIREN

R PRATS:AT PRATHAM PRAFIEHE FER
TR A TR 25°C/60%RH 36 % H RYF L4 AN
R 50°C/20%RH 35 H HIT A ¥ —1L JRFEN
iy 25°C/85%RH 3 | T A v — L §
e o BT E@Cg;%g . s! HTA % HIKEN
V2 c) i R -
B S S L 31 H AYT T AT v — MR
IR 40°C/75%RH 65 H RYZF L4 HIKEN

HEEE : 4MEL K. & DY

a) FAMEEE : 120 5 1x « hr DAk

b) MU ST = %L F— 200 W « hr/m* LA E

c) HEELITTIZ0 B, Z0®%iIsEsN7 7Tl |

3. AL DHERHE LA, T2
MERBRREBRTE « ARAMIIN A~ R VHIETE
E OB BRI~ T T 40—

1. Bk icB+ 5HEHE 8



IV. &%K|ICB89 5I8H

1. #ift

(1) FRORXH
LINFAEFE20 mg : 7 4 /L ba— Mg
LINFAOD 74 JLL 20 mg : BFENAREE T ¢ )L LFK
LNAFABZBERARSA420vy 7900 mg: oy 7HA EL THWS Y r v 74l

(2) HEIDNE KR IR

4|7 B
e e
b L T I o
) ) -
) &
L XF A EE 20 T4V a— NEE
INTFAEE 20 mg — o o H 7 )V ba— Mg
6.5 mm 3.3 mm 124 mg
fR5E4 I (S
. 4537) 16 mm 5N
LT £ 24 mm 7 4V AR O OEN AR
0D 7 4 /L2 20 mg ) ;
— =255 0. 2 mm | HLF
%= K
HR5E4 LARFARREH K7 A4 1 v 7 900 mg
. HEO~EREADBKMRTHY ., RO F+a2ar2tbdH D RELT
ME R . .
Ansd v m v 7Al)
K # a7 A (7 & 125 mL)
%) #Aa—F

LNFA%E 20 mg :
I : Pfizer. ZEME : RVT20
LISFAOD 7 4LL20mg - LAFABEBRAES A0y 7900 mg : #%%4 L

(4) HE|OWE
L/NF A8 20 mg : 324 &R L
L/NFA 0D 7 4 JLL 20 mg :

0D 7 4 L 2545 % 25°C/60%RH DSET T 24 5 ARAFE L7=%. B RO AREREREIC &

EZA0.8~1.1 3 CRiE L7, (aAgEM)
LNFABBEBRRKSA> 0y 7900 mg :
Adh DIRICK 90 ml Mz TRV IBE =D pH 1% 3.0~4.0 TH D, (pH)

(5) Zmith
AR

RERL7-

IV.

BB oA 9



2. REIDHEMK

(1) A3 GEMRS) OEERVFHMHE

Wk 7E4

R

IRANF

L NTF A EE 20 mg

1 g
UANTFF T 4N R
28.09mg AT F T 4t
L T 20 mg)

fhEmmErr—A KD VEEKFEINTT A
TRAINVAR—RAFT RO RATT Y
e~ 72 UL, v Aa—A HWEKF
Y, BikFrH, NI TEF

L NF A
0D 7 4V A 20 mg

1 7 4 v
SINVFF T 4T = R
28.09mg AT F T 4t
LT 20 mg)

E e urlklio—R, w7 od—
JL400, 7B ZARE R, RERY, 2751
— A, RV E=ATLa—i s RYZF L
JVa—) o7 harR)<—, [-A b
— b, B e R Ao—R B{bFH .
= R bk

LN T A RRE
RZ 4317900 mg

LA

AT F T 4N R
1.26dg (NVFF 7 4L
L T 900 mg)

D-V A Fh—)b, KT, AT Tu—
A, T T N T LK, Yx
A, BibTF &, ZEEFEHBT M) UL 8
BHEAKTAR, & (JL—771—3—)

(2) BRESORE
LR L

() BAE
UERR L

3. RTBMBDHBKRVEE

L

4. Nifi
A% L7

5. EAY DAIREMED & 5 Y

BHNIRAET 2 ATRENED & 2 IHEMIX . ARG OBGE TSR TH 5.

V. ®ANZBEI %IHA

10




6. WANDZEEHTICE

(1) LINFAEE 20mg. L/NFAOD 74 JLL 20mg. LAFAZEFRKSA SO

BT HREN

FHREM

LAAFA 520 mg DFBBEHTICE T SREM

R PRATS:ATE LRATHIM PR HE AER
EMRFRER 25°C/60%RH 36 # A PTP a1t JRFEN
Jnss R ER 40°C/75%RH 6 5 A PTP m.4& B
B AT @ N
B | Ot RO ﬁ7é%g i’ IR
AT Y i
HEERB : A8l &8, oy
a) FAMEREE 1205 1x - hr BL E
b) FIEEEA ST = L — 200 W+ hr/m*LL 1
L/AAFAOD 7 4J)LL20 mg DEFBEETICHSITARENE
R PRATSAF PRAFHAR PRAFIETE i o
=4 E [} a) TV /ﬂ% !
EMRARER 25°C/60%RH 24 % A B - 1 HIEEN
. o TS ALgEY
JnsEERER 40°C/75%RH 65 A FAERT - 1 JRFEAN
SRS A
TR | KR ELERIES AN
71‘:571‘51%7 N
HIEER MR OMED . SR, oY, BREEVE. IEHIME. Ky &

a) 36 % H F Tkt T iE
b) RIVZFLUFLIZL—R/TAI=L/ RIZFLLDLET LA

c) WAMEEE 120 5 1x -

d) HRITERA B = L3 —

hr YLk

200 W « hr/m? LA E

LAFABBRAFSA2 0y 7900 mg DEBEHTISHS TR EM

v 7 900mg DEFEEHT

R PRAFERAE PRI PRAFIEHE Ak
BRI &3 L CRE
o e DIETF. 9% ALK TH
sriratm | PO SR e | ey | —w @bk
#%E DEEIL 72 )
S7,
BRI %30 L C R E
DIETF. 3% ALK TY
SRR ER 40°C/75%RH 6 % A 7 A — X7 BRENIRD
B LT S G~ D
X7 o7,
FEEOEAT B 7 29 B
FERE | ot KX
VTSRS T v ) %?é (~X RV Im) RN
WEEE : Mk k. Wi . BT, RN, SRR, Aoy (BK). Wb, Gk, BEmRE &

a) FEEOEEIL, HGITHLEREINEO EMMEIZEE LR
AR 2 & TEZITHRBEINED KWK E 725,

b) MR 120 5 1x + hr ML |k

c) MITERAMH =L ¥ — 200 W - hr/m* LA b

Iljﬂfkoto 7= ﬂ9/7 Lt%ﬁi IRERDIE

V. BIB9S A 11



(2) LNFAEE 20 gD EBEIRETHOREM
1) 40+£2°C, EATER BEAZXMW) B

AHBRIEH
¥ VT FT 4 .
el S8 7T AT i (%) FEEE (Kp)
&8 (%)
) =FEN7)
FRBREH AR ) . .
AABRDH AA I Dt R 103. 2 101. 5 8.8
H o
1% A s g 100. 6 99. 4 9.6
H o
2% H s g 100. 2 100. 7 9.7
H o
34 H D g 100. 8 99.7 9.2
(t:PEED
2) 30+2°C, 75+5%RH, EHREKI GENHS X)) (EE)
ERIRH
: VILFFT 4 }
PRI S TT AN g (%) R (Kp)
S8 (%)
3 HtD
X IR . : :
AR O AGHE Db g 103. 2 101.5 8.8
H o
1% A s g 100. 6 102. 8 7.4
SRERD)
2% H Ny 101. 6 101. 3 7.5
H o
34 H N 101.3 99.9 7.4
(+:EED
) AFOMEALRAE TOMRIEITIAE & L CUIHER L TR0,
3) LIANFABERARKSA Oy 7 900mg DaEnDREE
Bk LRFARI A1y 7900 mg 4365
PRAFE0E © 30°C £2°C/65%RH*+5%RH
AIEGHE c km Ty VR = F LT IR— b
HEEE B A& IRF 2 1] 4 18 [
N HEDOB R HEDB R
R DF . =
Pk A HROHA FHERTD O | BHENED DN
Sk V) 1% 8, D SRR £, 0D BRVEIR H 4, 0D SREIR
pH 3.64 3.69 3.73
& (%) <0. 05 <0. 05 <0. 05
YA} >
BRERD e o) <0. 05 <0. 05 €0. 05
Koy (%) 0.7 5.0 5.4
WHME (%) M 88 st 86
(B /M~ B KD (76~94) o (85~87)
& (%) 96. 2 98. 2 97.3
(H:NEED

E) AFOGEREFIE LN &,

V. RANZBId HIHA
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1. ARERVBBEOREM

LINFAE20mg» LANFA O T4 J)LL 20 mg : 34 Lgn
LAFAEBRES4 >0y 7900 mg :
A
AFNIDOFRZTIK 60 mL Z N2 TRV IS5, 512K 30nL 2N TRV IEE Ty u v 7#l & iil4
Do 1HRIZOWT 90 mL DKEMZ TRETH L NATF7 00 E LT 10 mg/mL ORI 1120l & 725,
7eB, WO ey THEKD LAIMMOBE TS HICHR LN &,
B 5 EE
TGO vy THIZRK 10 BRI E D%, EECIRIEEZEY &5 &,

(IVI-11. #H EOEE (LAAFABRBH R4 va v 7> KO XL 5 2. ZOfoBEEE
B @) LARFABEH NT A > r v 7900 mg OB L] OESHR)

BB OLEN (AR EN)
LAFABBERLFS 420y 7900 mg DBEBEDLEM

YN 1%7—*14:&0\ /—b-b 4
okt o I R
o C B 5 A
KF D (BaH T AREE) 12 30 HIA -
7k 90 mL %DD%’C?JE@% Lf:*%rf"{%{& SOOOC/75%RH . . 7
30 H [ 1Bt = 2Kk
I ro o EATEE) 1 (AT Y RO ‘
7@0% Q%ﬁ ZZE%T 5 7?-)'?'*{0%{& ﬁﬁgfj‘gf&f | BT AR R

WEEE - Rk OV . pH, $hEE. SfRERY, ZEFRT NI UL, B8 %
a) 30°C/75%RH T 24 % AL L7zl & A

b) #PMREE 60 5 1x - hr ULk

c) MTERIMEE =% — 100 W « hr/m? LA |

AT 14
FRE O Ty TR, 30CLATF THEE L TIRIFEL., B SE-0 . ARSI ORBIB LEZT-D
LAWnWZ &, %O oy FHITHREL A 225 30 HUPNICHE R L, KR OS I3 EET 52 L,

8. th#F LNEESEIL (MEILFEMEIL)
MM ERe L

9. BHM™
LT AEE 20 mg @ B R —MaBRIE O HRERE  (FE 27w ME)
LARFF 0D 7 4 /b2 20 mge LAAFARIET KT A4 21 v 7900 mg: A R—#iRBRIE O HEBRE (]
RE)

V. BIB9S A 13



10. &% - 2%

() FEMNMLELARSR - K. NEMNFRLER - EICEAT 51ER
LAFAEE20 mg « LAXFAOD 7 4 /LA 20 mg @ i%% L7
LARFAREA R 7431027900 mg : Fy AV K7 )L—7HREM & % v 7 &
( IXI. & 2. ZOMOREEEE 4) LAFAREA KT A > v v 7 900 mg OB GTE] O
Z )

(2) aE
LoSF A6 20 mg 1 90 6% [15 6% (PTP) X6]
LT Fefez IR S D T~ Z[FHR
LRFA 0D 7 4 /LA 20 mg = 30 # (12X 30)
L ARFFe0D7 4 L LERMA SN D S~ % [FHR
LUAF A R I A 1> 7900 mg : 1
[LAF A BT A vny FER SN D~ &I
AR ih
AR Y7 1
BOBGEHT Y v 3R
THETHE—

Q) FREE
Y L7

4) BHROME
LNFA%E 20 mg :
PTP a1 : RV (ke = 7
L/ANFA 0D 7 1)L 20 mg :
T RV F LT L I7XL— L TAI= L,/ RIZFL DT IF— T 4V A
LAFAEBER RS/ >0 7900 mg :
a7 A
Xryv7 o UMl BEERYFL
(D RY 7rE Ly
(FAF—) REER)=F L
AT IR
Ry T R e L
BROogEGEH Y Y R LY
TEFE— R F L

1. BRRH I D EHMEE
MM ER e L

12. Z0ith
A% LR

V. BHNCBEY HHA 14



V. ARICEEY SIEH

1. PREXITNR

4. REXITINR
FEhAt A e £ AE

<fi@ER>
[AAl
ANEBE ARG R L 0 . & F SERIRRORNIERMERGRIERE PAH) BFIZH L CAT 7 0 Vo
NTAERRD B, BEMEBHERSNIZZ LD, VT 7 0 /WT PAH AT L CH 2GR L
B ENEZ DD, L3> T, REUIhR%Z ., THfEhRMATEIE) L38E Liz, 7235, WHO HERE/JH
7 F 2 TNZROTARIDOAM: - 2RI LTV VR,
(V-2. ZIHESUIZATUCBTR T H1EE] OESH

*1) (X1 % 2. EOfMORSEER ) 2) MfimfEErRE S8 OESE

[BE]
V-5 (@) 1) @ [pkA] FMFERSR (01481140 #BR, SNEAT—%) ] OESH

[/hR
/N PAH FBE e & U7 BRI ISR OVEN B ISR OFE R D & | /N PAH BB IR LT o
IVTFT 4 VOFIMEDTRD HNT-Z End BUEL/NTFAEE 20 mg (26 L TGRS TWO B R A DZIBES 134N
RLRUL MBI EREmEE] & L,

[5E]

'V-5 @) 1D @ [5E] UNE] BARNNEATEIRMAGE IERE (PAH) BEIZI51T 2 EPN ISR (41481298
A . TVv-s (4) 1) @ [NE] EFSEFES IR (A1481131 38k, SMEANT —F 2510 ] KO [V-5
4) 2) UINR] EELRSIARRSR (A1481131 38R 76 OREHkeGABR (01481156 78R, SMNELAT—4) |

DIALE

A

2. IREXIIHRICEHET 5=

5. MBEXRISSHRICERET 3R

5.1 JhiRM =i e B2 WHO BRENEY & A TSR DA « 2P EIRaT STy vk,

5.2 AFIDERICHT=> L. BHDIBETA RTA > BB B EOBESE a5 2 L,

5.3 /INECIE, B B S EREh IR S I M OV R USRI & BB L EE IS O fitiE)
FRMERTER M EREL 23 A2 « 2R IR SAU TR,

5.4 /NECIE, /NRORFEHIRMERE MTEOTERI A3 7 HR L O A A9 D ERID b & C, AFIOEEH
W) LT S D BEICH L Gl EET D 2 &,

V. IBRICET 5 ERE 15



<fEER>
51 SNEESIAEGAER | 2 CHANN ORI SE PAH) B3 277 Bl 5 b, TIVvT )7 4 RIERID
WHO HSRESET OPNFRIZ. 27 5 A T DJEFIE 1 Bl Th -7, F7-. ERNETHEE? 12360 Th, BTG
[ FHEEF 88 5] (PAH FBE3 76 451, PAH LISt FAEEE D 12 ) D5 6, TIVTF7 4 VBRI WHO
FERESSEOPERIL, 7 T A 1T DREHIE 1 Bl Thh-T-,
L7zh3o7C, 7 7 A 1 O PAH BEITRT 2 AKNOAME « M I TRa S U viany,
V-1, ZhRESUINE) DIESH
*1) [XI. % 2. ZOfoRREER (2) 2) Ml EERE 3 OESR
*2) HPNEE
5.2 PAHIZXIF DIRFREIT. B LWSERIOBZEM TodL, Bl 2 NIORIREORHA Tl Cnd & 2 AT
5712, PAHBE~OARNOERNZHT=> T, EHFOMEMEIE ST D18 A R A o 2BEITH
HBOERERET 5 BREEE o2 & LT,
5.3 ASAlod/NF PAH k5 & LT BRARGRBRI 2350 CURPRME U HB G PAH R OVERME LRI EE S PAH LISt
PAH BRETTHHAAN S TR0, TEEMIE 5 2 & & L,
5.4 AHID/ NG PAH BB ~DEEEIZ 7= > Tl /IR0 PAH OIRIRICA5 72 5k M O a3 A IERTD & & T
HINHWT SN D RETHDH Z EMSIEEMT 52L& L,

3. RERURAE
() RERUAEOMHR

6. AERUVAE
CUINFASE - LINFA D T 4)LL)
[DIN
W, VT 740 LT 1IEI20mg % 1 H 3[ERRAEST 5,
Y SN
1KEE 20 kg BBOYEE - @E., VT F 740 LT 1HE20mg % 1 H 3ERREA#ET5,

(LINFARBAR S/ 20y D)

IDIN

W, VT T 7 4L LT LEI20mg & 1 H 3 ERRAEET 5,

Y SN

RESkg UL E20 kg LLF DA @), AT F7 40 LT1EI10mg % 1 B 3 [ERROES9 5,
1REE 20 kg BBOYFE @, LT 7 40 LT[R 20mg 2 1 H 3 [EREO&RE9 2,

<fi#ER>

[AA]
AFRN 1T 2 A D FER OV & X A MERRAGRBRAGE X ORI 2361 B It e 2k 5 2 VT 7 4 v oD
HIEIEHERD A 2 7 F 1 3 AEOFEFIC S E R TE LT

NE]
1kl b, {KH 8 kg LU Eoo/ NESHEIRAEMEAE  (PAH) FRE 28 & U7z ERRRARR N OVEIN S TTFERASR
ORI IS ERE L,

(LAFA D T4 )LL, LAFHEER RSOy ] *9

L ARFABE20mg & LT A OD 7 (/LA 20mg, UL AT HREH KT A 21 v 7 900 mg ORFIMO LS
HOFIEEA TR ST 7280, LT ABE 20 mg & RIBEC L AT 0D 7 4 /L 20 mg I3RS OYAHR 20 ke #00/)5
Wz LT, bRTFARREN KT 4 > 1 v 77900 mg 1A KL 1 gl ECIRE 8 kg LAEO/NRIZR L TOME
EOHEEHRE LT,

V. IBRICET 5 ERE 16



(2) BZERUASORERE - 1B

[REA]
SV ERSEREASRIER - 2
B NATERM TS I EAE (PAH)  (RORMEATEIIEAE, RS SRR A L D PAH, JERM DR OIE T 0D PAH)
HBE 21T lZetGe b LA 20 (0=69) . 40 (n=67) KUN80 mg (n=71) 1 H 3 [EEIZI51T HEIMER N
LRMERETT 572007 7 B AR EEREG SR Z 30 L7 (77 'REE; n=70) , 6 /A TIEEEED
NR=RTA B EG12 S E TOBNL, &TOIINTF 7 o AGEE (20, 40 K OV80 mg 1 H 3 [A#F)
TT 7oL SR BAER 7R L2, T ORI HERECRIEE CH Y . ABMICEITRD S
Wiginote, £, AIWED "R O ZIRKEHUIE H C©b 5 EANEIIRE 2 44D & 32 g TEife, M=o
PRIZHS < WHO BERE T RV T by, EERHIE H CA LA BT AR RSO, BLEXY |
HERER L, 10120 mg % 1 H 3ENSRE LT~

V-5 @) 1) @ [FA] SRR (01481140 348k, SMNENT—%) | OIEEBM

SV ERGEREAERIER D BARARA PAH BEADIME

AARTCTORRANOAGERGERE, HARANDERA PAH &A% & U7 BARGRERI 330 L U is, ARRICEsIT 5
PAH ODFEHRSE, S2Wr-CIRIETES OB WK L L T A 2 & Ei2, VT 7 4 VOSBRI X
AARNESNEANDRI TRERZETRNEEZ BND T EDD . SIVT T T 4 U TINEIM R ORI BRI ER 0>
A ZFICL < ANERFARSEROFE R 2 AAR AR PAH (BN L OOMECE 5 L& 2 b, SNE L [FRRICH
ANRANOHER RN O EE 1[0 20mg 1 B 3 [ERE OG- 95 Z ERNATRETH D LK LT,

EREFHEREROA2TF) R
[EIN 6 Haak CHM S 7= H EERE RO A # 7 F U S RITEBN T, 16 5520 Eo PAH B3 76 il i) 5 v 7
7 4 NOFHENE, F SIS B DRI L COBIEFIN D > T2 DD, Fh&iIiZ 60. 5% (46 1)
DIEFITH0mg/H (761 ; 731, 432 X35m4 HLIE7Bmg/H Q96 ; 43 3) OFENEG-SNTEY, 4b
ENZBT DA OHEREREL OHETH S 11]120mg 1 B 3 [HREOHE & K& EOF -T2,

(FPNEED

BAANPAH & ZxtR & L-RERaAERIEER > ©
AANARA PAH FBE 2% & LT-AAI 20 mg 2 1 H 3 8], 12 R O#FGIRT 2 A9, 228k OSyE)
REA MR D7D RdtR], IEEMARRE I L7 0=21) . 55RO WHO BERESEOWNRIL, 7T
AN TR, 77 AN 14 BT -7z, £7-. PAH OEFFRFAOWNRIL, FEEME PAH 23 6 i, S PAH 23 5
B, BHEERERRIZE D PAH Y 10 B Ch o7z, JEENMAREORHMITEHE T 5 6 oA THEEE S, $5- 12 8%
BOTHREGHMERTL U T84 2 miER L7z (h=20) , 728, #5-8 lRITHTE 6 A TR L, $¢5-
12 W% L FFEEOUGRIZE L Tz 0=19) , £/, TENENRNTEIL, B 12 BTG L Y
YT AT mbg T L7z (0=20) , 7235, AFREROECA PAH B 9 B D15 LT EFIRIEREZISIT 5 Cran
Thss AUCs, TEFIRFERFO FEIMIEFIREE (Cop ) KON T ZIREE (Copng) OFEHEITZIL LA 164.9 ng/nl.,
1.1 W, 545.1 ng-hr/mL. 68.1 ng/mL & TX19.6 ng/ml Téh -7,

V-5 4) 1) @ [Z5] [ERA] BARNRAPAH BT 255 ISR (1481252 38%8R) | OISR

V. IBRICET 5 ERE 17



[/hR
1l b, {E 8 kg UL oo/ BRI EESE PAH) BE A% e LI-ERdmath (EIERER " &
OEHkeeAER ) ik, (R, PHE SHEREEN-C TR OMEE OREIDS UM &

DIRE S, /INR PAH BRI T3 AR DOFZIE R O DUl S vz, ZORER, S TR ClIH HERE
KOERERE A R S, THER & SHAER O T peak VO, DI KX 7238 NI B
A oY

V-5 (4) 1) @ NE] EESLEEEIFEASR (A1481131 A8k, MEAT—X&ETr) | OESM

EFFERFMAERERI S H T 2B SHOAFIDI B S E " [ERFHR S MAEEER]

(LN & o i

8 kgl 120 kgLl F %L 10 mg 20 mg
20 kgiBdb kgLl T 10 mg 20 mg 40 mg
45 kgith 10 mg 40 mg 80 mg

s AGR SN/ MRS 2 FEROFRIL. Uk B/ NRIZE, (RES kel £20 kgbl FOEA « 1E10 mgZ 1 H3[EHE N
Beh., (KE20 kgtBOBE : 1H120 mgZ1 A3EHEO#F5THD

Fo. AR OV PAH BB i & LI ERIRRER T — % 2 Ve o L— 2 HWENE (PPK) fifbT
DFER, SNVTFT 74 NORFRA 7 VT Z A (CL/F) 1HEEE & HITHNL, (K8 40 kg ﬁﬁ?—’ﬁf#ﬂf@:‘ﬁé
EHEE S AL, IREE 40 kg UL ED/NRL PAH F835 0D CL/F HEEMEIIEA PAH BB SFEL L Tz, 61T, /A
$%L%E><T%<E U7 ER RIS AR T — & 4 JAV /- PPK-35/)%% (PD) fBATORE Ao, AT 20 kg uTa)/J\
B PAH FBEI R LC 10mg 1 H 3 [E], AR 20 kg #B0D/NE PAH B ZxLC 20mg 1 H 3 [AICRE L7- & &, ik
)\PAH BE T DA IE R O ETH S 20mg 1 H 3 [\ & [FRREOAIMENM G SND LHEE ST, kX
0. AEE 20 kg LLFO/NRIZRIL T 10mg 1 H 3 (8], AT 20 kg #HO/NRIZXT LT 20mg 1 B 3 [HIZNAF|OHERE
FEROHETH Y (K5 45 kg LLT & 45 kg D/ NTEE TR & R CAELOHETH S 20mg 1 H 3 0]
DZY L LT, 61T, ANRICRFE OZ M 2SI TR S Ve o 7o Z L5 D, Bl EZE
T HMBIT N E T LT,
PLEX Y WA 7, 1L EOMRE 20 kg LLFO/NRIZH LT 10mg 1 H 3 [A], 8 20 kg D/ NI
LC20mg 1 H 3[B&32 HiER OHE TN T/INE PAH AR D HFEEFTV, Ui OHE AR SN,
AFNZFBN T, A PAH BRI 21T BENAN COAZIOFYENE (PK) OIS ZRE L, BN 274
FER O & [FIREOD VA R OV CEPNEITARSR 1V 2930 L=, AFRCI 5 HEEER O &I, AFRD
HA BT A ATGER SN EL O R B 53, [EEIREEIHEARR ™0 12RO CARIO AR U4
PEZ SRS DGR DAL, EPNEBTITERRSR 1V (2B 0T h <A CORFTCIEd 528 HA NN PAH B
(2N CAREIOAIMED IE S, ROV T RO R X eI IF80 AL -7 2 & /N PAH B4
WZBITFDIINT T 7 4 VO PK JLOPK & PD & DOBHRITHA S RENAZETGERD HIVTU RN & £, BN
DEFHIECIL, fthod PAHVEFEE & OO L&D T, /N PAH BB U CORR S B OHEOARANC
HIREDIRE R AT TWA &2 6N A Z L %25 L, [ENEIHERER ¥ CoMikRoM Ik
DE . HEEELOHEOR GRS A 1 b ARE 8 kg LA EO/NR & L BN COAGEIEL O & & [FFRC
RE 20 kg AT O/NRIZRT LT 10mg 1 H 3[Rl K 20 kg HO/NEIZKILT20mg 1 H3[EETHI & iTﬁ
ThoD LR LT, 7236, 1 AR UTARE 8 kg A/ NAITKR LTI, #EEHNELK OHED > T
O, RN QYRR GO Z M IR L TR0,

V. IBRICET 5 ERE 18



4. FZERUVHASICEET 53E
FRIEIN TV

5. ERPRRGHE

() BBERT—R/\vHr—2
(Al
FRN BRI ERE  (PAH) BENIX T DB OERT — 4 /3y r—OBE SR & XN R LTz,
AARNZ SR E L5 THRABR L LT3 6 sl s, £7ANEAERISE L TARABRE LTI 3
FHAEAEREERZ AR & U CEFEOBRFFRNEZH SN TN D () . TNDEHET —X /3y r—IZ&D
72
R PAH B 2t & Lz & U QIR AMNE CouE TIZse T Lz b sl ORI L7- 2 3k T —
B r—= AT E T, F-. EPEIHERER (01481252 3ER) 7>H15 HAL/-SEEED PRI 4 5D 7,
5T AARNTORGEE LT ENTER L2 V7 F 7 0 VD EFEWFFERERD A 2T F ) o ZADREE A .
HARNBN PAH BNV T F 7 ¢ Ve LT ORINE, R ER O 21T 5 L TosE L L,
I BT, SMECHERE S FEIAERER (A1481140 38R) & Z2OREMMkmemER (1481142 3 %) | N =AR~
0 AT ) )L E O S-ORER (A1481141 38R (21X, 7T AOVDEBIClId 2038 QU= &b,
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BEIHT BN T T ¢ /W)?ﬁ T« ZERVER HARN EBCK A TR D L13E 2 W2 Enb, AMETHEE
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HE - ~ HifE] P, 25, 50, 75 18]
_« 1) S S o2
18207 SRS = 1H3 P, 75. 150, 225 |10 AR 8 e
AU PN A L e, 0, 120
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A1481149" | fEERR A e =y THEMH 53 P 60. 210 17 A 55 a7
TR, 1 H 1A P, 500 L
. 1) = Al SHE e
148-238 =y HEHR A LE 00 4 HH 24 E 7S
K7 mwssgy | FER | Eim 10 -
258-002" W - 2 Hirm = 8 AfH 24 B
| VTFIAN | pon—  |LHILE P, 100
1A | ==V A T TF =)L AT
ngﬁ PAESIN |4/ ZHER LH1E AL :30 ug
148-236 VE| VR AVFA N2 #7102 LR/ VA R 11 AlE 16 W%
v s — /150 ug
#| T 7 4v 1H1 P, 50
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ﬁ:JjEIL %uxﬂ:‘
PAH : JHENIRMETEIUTAE, PPHN « 7 e it
P: 7TRR, 3K HRYERE, 7 ek B AE
2) FEE WM, F—A NTUTE 6) FEhE by T T R 7)) FEE CKE, 7T A, 8) FEE T A, WE, KE
c) BEMSEREE © 100, 300, 500 ng/mL, EAMRGERFX 10, 50, 100 ng/mL
d) A1481140 FERDN—R T A L bfdE
e) WP SEAEDTRT 02T ) — /L AHAHE S
£) BRI 40, 120, 360 ng/nL
g) BREmIEEAEE « 40, 18.5, 55, 110, 110-150 ng/nl

I BRI [A1481134 CEFREAANAEEEL 220 fik) | A1481157 (EHEEROATC L Y FHIE H 2RI AE L 7e< 7e oo izsbrhik]

) AAIOENTHGRSHIZATIL, §EAlL 0D 7 4 /L4 vuy THAITH D,
) AFIOEN KRS EROHEIILL FOM@Y Th b,
[LAFAHE » LT A D 7 /b 4]
BINEETEN

[LAFHEEH KT A om 7]

BN W, AT 7 4 LTLIEI20 mg & 1 H 3 [ERRA%RE35,

SIVFF T 4 LTLEI20 mg A 1 H 3 [EEAEET 5,
LRl o/ N KB 20 kg BBOBRE « 0E,

VTFFT 4 LE LT LA mg % 1 B 3 [ERRA%E %,

LA oy NE RS kg LAE20 kg LFOBE (@E, VT 74L& LTCLEI0 mg % 1 H 3 [EREARET2,

IREE 20 kg BBOMA « 1H,

VIVTFT 4 LTLIE20 mg % 1 A 3 BHRO#59 5,
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/NFEATERAEATE MEAE  (PAH) | OD 7 4 /L2 20 mg LOYREI K7 A 21 7" 900 mg |2k 2 BRFE DA T —
B lr—V RN LT,

PAH OOJFHE, TPWIEEHE, BRI HA, FOEAERE, TARIIEPN GEVTZR Y, F7o, B AL O PAH &
BT EIZIKM:&\LIJ\T VT FT 4 D PKIZKREZ 72 NIREO DAV -T2 2 &, BRIER7 B85 52 )
LW EEZ BN, SNEIEARBREERAFIAT2 Z AL B X D, Ko T, /NEPAH BB 2% s LTk
HLNZ I3 S AV [EGSLRIES IAARSR (1481131 3R) MOV ORMkeASR (41481156 #iR) & ARG
PAH FBE 2% b L7 ENEE ISR (1481208 3%R) 4, HEMOHEARET HaHUliEstE L7,

0D 7 4 IV ITHOWTIL, AR z388  (KYE-1501-P1 BR K OVKYE-1501-P2 348R) A2kl & Lz,
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PWEFFT 2 A AT AT 7 38R (A1481275 3R) ZRHIEkt e L
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o AUBLISLY | o | e e | e |13 240 mg WO oy [ 4
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G 13
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Hrs T | B <20kg : 30mg e ZH
BET
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A TFEm
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e Ela=1i: N BE : 20mg
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PAH : FifEhReArirs -

P 7oA, 3K SRENE, & etk A Atk

FHE  KE, N—F o N, 2) EEE  ~VLX— 3) FMEE AR, 4) EEE  CKE, 7T, 5) FhE 7Tk, WE, KE
A1481131 FROT —H _R—A[HEE TITEMR, T —F X —AEERITIESHR

A1481131 FERODN—R T A )bt

EIRE My © 40, 120, 360 ng/ml

ERE iy - 40, 18.5, 55, 110, 110-150 ng/mL

1 20164E12 26 ST —X 1 > b AT

C BRI [A1481134 (EFHHAAFUIREEL 700 Hik) | A1481157 (FEAERIFROZAIIZ XV FHIEE A AR AT LR 7o fai-dHik]
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1
a
b
c
d

A —k

1) ARIOEN ARSI AREROHEIILLTO®ED Th D,

[LRFFEE « LNFA 0D 7 1 /L1]

A @E, T FT 4 E LTLIEI20 mg & 1 B 3 ERRARET 5,

LU/ N (KEE 20 kg BBODIA « 1@H, VT T 7 40 LC1EI20 mg % 1 A 3 ERROEETD,

[LAFARREH N A a7

AN EE. T 7 4 LT LEI20 mg & 1 B 3 [EHREOIRET 5,

1L Eo/ N KES ke LIE20 kg AT <5, V7740 LTLIAN0 mg % 1 H 3 [BRRO#EE92,
REE 20 kg BEOYA (@K, VT F 7 4L LT1IE20 mg % 1 A 3 EHRO&E9 5,
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(2) BRRZEIEEAER

(Al

BRMHER

1) BEEigs5E "> "
TR ABMERRE 6 Bl 0 A4 — R—EIC LD, SIVTF 7 4010, 25, 50, 75, 100 KO8 150 mg A HilA]
RO LT, WThoRGEIZHEW T H S A EFEUIRHET | BR FRTEE 72 2 R iEo
HEITERD DR h o7z, LEX, KRR, REIZOWTHERR FRE & 70 2 BEIIREO bivie T, M+t

(SOHESA, DRI R ORI E) & FH R L OBIRZ T LR, B W I RO T

HE T2 BRI CU A S CRIZSEN 20538 DTz,
FTo, BTN 20 ] (BRES B) DY mAA— ALY 2T T T 4125, 50, 100 K TN 150 mg
Ze BRI ARG U, IGEHE., SR X ORI DU TR AT & e 5- 24 IRFEHR OB O s 24T
STl 2 A, IRHEENE 100 mg BET52. 8 /min 736 55. 4 /min, 150 mg BET 54. 3 /min 725 57. 2 /min EHEIC
AUz, SO A ORI I3 B2 I8 B o7, DEXFTR T, IERIRDS 5 Filic
FRD BT, WTIVHAFIEEIN TH D LTSz,

2) RigHE5AER "
BB 16 BRI 7T BRI, BHERIECL VI ILTF 7 41 50mg KON 100mg 2 1 H 1[0 7
HFRAERR O $e G- U, I, SEaRin R ORI DU T, Bl L 0 RZssih 225 1 HH
EH T HHOBITH L7=E Z A, 100 mg FEDIHERAME DR @J Jﬁﬁ#ﬁﬂ% bz (p=0.0479)

23, 50 mg FEDUHHEHIM N ONSHBEIAME, & OWRHEL ClIA B 24350 DR -7z, (BT
NOBGFHZBNTHBEFT IR biveh-Te, Fio, ST 19:/1/9: BOLIVT, RS
PEDHERR ST,

e

1) HEEGEER (148-207 3R, SNEAT—4)
TRER N BE 10 BilZBs, 7R, “EEMIKICTILT T 7 41 25, 50 KONT5 mg & HEERR O
PTG LI &, DT T 7 4 WIEGEICE D LTI ST, . BGHIRIVE5 K9 R
FERRWERNIIFER Lo T,
(REPEED

2) fareGakER (148207 R, SNEAT—4) ¥
TR ME 10 BB 7 7 B AR, —HERECTIILT 7 0125, 50 KOV 75mg % 1 H 3[A]10
AMBEREA#S (7272010 BRIX L EHEE) Lzl 2oeath, fvIVEEEREI I 2 82 Rt L,
1 HEXIZ 10 HEIZBIT AL MIMIET 75 2 20 U U (ADP) FRF&IM IWREKEREI 695 = h a7
2y R RY A (NP) IZLDHEDREIC, VT T 7 4 V& T T v ROMISHFHNCE B2 7583580 b
nigiote Grsomn o Mo, Mo, BB KON PSR, KERHOMHRD 4 BIORIWERIZ L > TR G03%
<Y ghial

1) AHOERN ORRS N AERHEETEE S D HELOHE G 1L [EE, V777 00E LTLRI20 mg %1 H 3 [EREABG9
5] THD,
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PRIRIME R O MAIME EHRA BRI TR E 7B RN T & AMELN E AR, & BITERA &/ NROFYEfE - 7253
D BIVTUNVRNZ E7nb | BRI TR SRR OFE R AR rIRE & B2 D 2 L b, /MR
FEICBR U OB 72 B HRRSR 3980 L 727 o T,

Q) AERCFERAER
[AAl
BRI L
[B&]
IR ILAESER (A1481024 3ER, SNEAT—%)
18 1k LA DRt TERR 85 BlAxtBUT, SIVT T 7 4 NE BRI L TR0, etk O A%
et Uiz, BAEMmSERREE [ (100, 300, 500 ng/mL) AFONZ (10, 50, 100 ng/ml) ] OEeH-A7r Y 20—/ Tk
E L, TNENSREIZEIET 2 &9 20 433 oufifee L CEB A HG & UEIRNICR G- LTz,
ZORER, M U ORI S0 9- 2 MBI L7 7 B AR 5 TR DR 7oAy, MR A
10~100 ng/mL. DFEFHClIHBARAFANHER A DRI Z7R L, 100~500 ng/ml. Tix77 h—IZEL TWDHHD &
EZ NIz, 0720, MAEFERE 100 ng/mL (Z2IFE L7z & i BT OMEIIRE 209 25K I 4D
EMEHND Z EVRB ST,
(FPNEED

[/NR
AER R L
E3E]
AHN O/ NRBEFN T D HER RV E R O ENT, 1 s~ 17 o/ NEERMER s i e 25 & Uiz ERE A
SEIIAHRRER A1481131 3R ™ K OV AU THe < [EFERHRH AR A1481156 5B * OREFRICESEFREL, EN
BIHHRER Cd 5 A1481298 FBRO AEM O EE LTz,
* A3 BER: V5 @ 1) O DIVE] EREURESIRGESR (1481131 38k, SNEINT—2 45T | OEsH
%3k D AI481166 3R © V-5 (@) 2) [INE] ERHREEITERARR (A1481131 3458 7 OORHFkeEAGR
(1481156 3R, FNENT—%) | OHESH

) AHNOENTHGRSNIATAL, 884l 0D 7 4 L H) v a v THBITH S,
1 AFENCTRRSN AR O (A (L T#EE, 77408 LTLEI0 g %1 [ 3 [ERA#RE92, | Thod,
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4) 1REEAIEAER
1) AMERREAER
OEEALIITRERICHR

(Rl

EMAERER (A1481140 &k, SAEAT—%) 2
HE : BHERE S IUTEE (PAH) BE AR, VT 7 ¢ vd 3 & (1 [H 20, 40 KX 80mg 1
H3E) % 12 8EH&E- Lz & EOFMEE ORI L, TOAT T 7 4 VOFEERAEZ T

D
RS v | TRk CEER IWEME, AT, EES R
5 18 jkLA o> PAH H838 277 131]
25511 20 mg #¥ 69 i, 40 mg HE67 51, 80 mg BE 71 . 7T EAEET0 )
B <18 UL BT, LTINS T4 B
- JEFE P
- FEEHR R A 5095 Pl
« SERMLORE (WBEHIRIARE, DEEFRE, BIREBIEE, RENRITENRE) ORI
% 5 AL et U7 PAH
< BIDARIRIOAT A 7T —T /RIS T, 2RO RIS 25 mmtlg P ER R
JHEEAMIEFAAEAS 15 mbg DL FOH %%
TpbRs e « BRPUHMECREE L7RIRLISNO — Yk PAH BB
* BEEHECRIE LTRIAILIZMO SR DR, ARTERE, HIV, 18MEPAIRMERGERE, 5 bl
AL REI SRR % PAH 8 %5
B TIRARUIINT T T 40 (20, 40 KUN80mg) & 1 H 3, 12 M, BAfk5 L, 80mgBHL,
PEBAMA% 1ERIZ40mg 1 H3EE L, Z0O%80meg 1 H 3 [BIIHHE L7,
SR EERE S VT T 7 4 VIR G- LT & & OB, 2 R OB A LT AiIEs TAHRSR L
OYWNECRIFHRRA 25123500 L7256 TAERBROFER D, ARBRTIST BT 7 o VoG8 (20, 40 K&
V80mg 1 A 3[E) ZFE LT, 80mg 1 A 3 [AHES T, BeGRIROIEE A & ORI O ONFBIIR
JEZRF B RNE TG DD B2 DI ISEIRE 100 ng/ml A5 2 L3TX, 20mg 1 H 3 [aH#%
GO TR RS 113 ng/ul. EHEESAL, 10mg 1 B 3 [BHR G- T3P E)s 100 ng/nl (ZBE L/
WEHEE S, 72, STRTOHEDE PAHITHT DIV T T 7 4 VOBISIMER TliE, €D%< 73 25~50 mg
%1 H 3EEEG-SIVCU-Z &, ARBROFAEIEZZRE LT,
BRafiEEE Ak
FEFMIEE © N—R T4 L0812 WS E CoEEiiAGE 6 HFA T ok
EIRFHIEE : N—A T4 V)55 12 B ETO FREE Ok
< SEEJATEIRE  mPAP)
- IEVER b DREEARIREOE L E TOMIM GEC, MilhE, PAHIZR DA, 7 rRAZ YA 7 1 X
VAR 2 Z AREOBREOW I 1 FHOFRAE COHR)
- BORG MR AIEE R =27
ZUREHIER ;A TERE ST A —& | JfiEIi)EE D WHO KERESSEE, PAH ORISR H, Q0L £
ek
HEFR BRI, BEE, M 21 &
FRTH I FERHIE B OfFTZIE, BRI AT v 720 CBAFIE (rilE) 2RV, 77 ¢ VAR
HEFHZRT D v 7T AR L B LT, IR, ~—R T A RO TIREE (325 m
i, 326 m LA E) MOYAR (FosMmEmASE, AR TR 25 2 Ytk PAH, SERAICYRE
BONEIIEEHT% PAH) (R L CTERINE LT- 2 B ¢ W% v V=,
BIGEHIE R ORI S, EERHIEE & FRROBIRINI2 AT » 72 VBAFIR (rfile) & M
7o, RHHCECIE, mPAP I IFEERHIEER & [Fkk, JERI t SREA W THT LT, F70, BRRIRIEDES L
MWELLETOMM EEREROE( GRS o7 BE S, BEFTHEIVFIlE L THINZED
72) XERIa 7T o 7 RiE %, BORG MARIAIEEA = 7 13RI Wilcoxon M (Van—Elteren) % AV T
Mrit=,
— R B HRER R TN L 220> o e,

1) AFIDEN RS EROMR (N 1L B#E, 27 )7 408 UTLEID mg %1 A 3 [EIROEGT 2, ) Th,
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<>

BEDOWNERK O

PEGBHAGATO WHO BEBESZFADOWARIE, 7 Z A TR LB, 7 7 AU 107 i, 7 7 ATMAHS 160 5], 7 7 AV
9BITH 7=,

ek s

FHRHIEE -

FEGHIEE Th 5 6 oA TR GBIERT ) DR G- 12 itk E TCOBUE & TOINT 7 o S
fE (20, 40 XO*80mg 1 H 3 [EHERSGHY) T 7 wARREE R U CHRGHICAERIEEZ R LT (Wb p
<0.0001, JER]tBE, A, ZOERIISHABRECRIEE CTHY . AEMICEIUIERD b -Tz, &
4 BT HINT T 7 4 VEHERED 6 HTRPMTIEOIERIL, 77 BRREL R L T T b KE D>
77 ZOZEIF S, 12 HTHHEFIN,

[(FEFHHER] H5EREIN 51RE 12 8% F TO 6 HHEHTIEHOEL (TR DR

TS TFIRAREE (66 ) & DL
lfz gﬁiﬁg;h T FT 4 IVTFT 4L IVTFT 4L
20mg 1 H 3 [EHRERE 40mg 1 H 3 [aHRERE 80mg 1 H 3 [aHREHE
ITT 4R 67 14 64 15 69 15
HEDFE () (FEYERZS) 45.3 (9.6) 46.1 (10.2) 49.7 (10.4)
720D 996 SFEIXH] (20. 5—70. 0) (19.9—72. 4) (22.9—76.5)
JER t FE (i) p<<0. 0001 p<<0. 0001 p<0. 0001

B G BRAARITOAM TR OYRIR 2 JEs IR - & 32l e (A 233 L7,

RIVGHIEE -

BIVREHEE B 12U C b EERHME B (23681 DA 2 AT D FERME BT,

SEEIRERE MPAP) (X, & COIAT 7 o VR (20, 40 XTN80mg 1 H 3[EHGH) T 74kt
&Ll U CHER O B T 2R L2 (p<0. 05, JERIt BE, .,

BRARIEORE L E COMIIL, 80 mg FE L 7T AR Lk U CRER AT B2 358D e T2,
BORG PR AR =277 1%, 80 mg BEM UV 20 mg Tl 7 aRREL Helle L Cllrb L=,

[BISGEHIEIER] 5RARTADI%5 12 BikF TOFIMENREDFIELE

(TS5 tREEEDLE)
g~ FIRAREE 616 Lo
%j;zzjf_\g j:)“; SIIVTFT 4L VT FT 4 VT FT v
20mg 1 A 3 [EHRERE 40mg 1 A 3 [EHERE 80mg 1 A 3 [EERE

ITT £ 64 15 61 151 63 151]
DR (mg) (R ) 2.7 (1.3) -3.0 (1.2) 5.1 (1.2)

720 95% [ SHAXH (-5.4—0.1) (-5.3—0.7) (-7.5—2.6)
JER t e () p=0. 021 p=0. 006 p<0. 0001

FLBRARTOA THREER ORI & i IR - &3 D Ehil ¢ v (R 253 L7

) AFWEN TGRS FEROMRE: (RN 14 Bl 7 )70 LTLIEI0 mg %1 H 3[ERAEGT 5, | T,
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—“IEHIEE

fitirsiin =0 WHO BSRE/DJEIE, 12 3B DB GHAM I TRERE A & LT 1 B EED SR8 DIV RE OIS
. BTOIIVTFT ¢ U ERE (20, 40 K OR80mg 1 H 3 [EHEEGHEY) CTF I BAREEE L TEdroT-,
T REE L H U CHEIZHERS U C B3 A58 i,

[=XREHBEE] % 5FHaR1AN %5 12 8% F TH WHO HRENSEDZE L

JEVIE SR YIVTFT AV YIVTFT A YIVTFT A
f@fﬁgﬁt 7;5;;)% 0mg 1 0 3EHE5HE | 40mg | B 3EHRGHE | Somg 1 0 3 [EHkGHEE
68 i) (66 i) (69 f5i)) ¥
%EY (%) 5 (7) 19 (28) 24 (36) 29 (42)
TIED (%) 58 (83) 47 (69) 40 (61) 38 (55)
LY (%) 7 (10) 2 (3 2 (3 2 3

a) 13 G BRAART 3 5 BRAAM I WHO SR SEORHI S S s o Tz,
b) 2 15l 3 5 BRAART 3 5 BRAAM S WHO SR SEORHI S S e o Tz,
) UGE : WHO BEREYEEDS 1 BERELL Hoe:

ARZE  WHO RS VS

T WHO BRSPS | YL 1L

EEFHIEH . BRI . SAGHIEE 55, S 77 ¢ MR G 1 12 S OB
MU TBED LA FIR LT,

[(XFEFHIER. BIGHAEE. = ReHiiEE]
BREFHREIN 5175 12 BROESHHEFER VM THREDEIL

SEHE (95%(SHEX )

e e VT FT 4

" 77 " 20mg 1A 3EHEGRE
6 M TREEE (m) 66 -3.7 (-16.7—9.3) 67 41.3 (27.9—54.6)
SEERHEARE  (mHg) 65 0.6 (-0.8—2.0) 65 2.1 (-4.3—0.0)

flim RS HREL (dyne « sec/cm’/m’) 51 | 113.2 (-99.9—326.2) 47 —220 4 (-381.5—59.2)
LfaE (L/min) 52 | -0.08 (-0.37—0.21) 49 39 (0.09—0. 68)
S EHEIRE (mmg) 61 -3.1 (-6.2—0.1) 65 —2 6 (-5.1—0.1)
U (beats/min) 64 -1.3 (4.1-1.4) 65 3.7 (-5.9—1.4)

ek

BIWEFNZ., 7T BE51. 4% (36/70 7). 20 mg #E55. 1% (38/69 51)) . 40 mg #¥ 56. 7% (38/67 51]) . 80 mg
FE66. 2% (A7/7115)) \ZFER UT-, F7RWERIZ. 20 mg BECEER 33. 3% (23/69 51)) . LA 8. 7% (6/69
) . WL 7. 2% (5/69 %) TH Y. 40 mg FECIERE 29. 9% (20/67 f31]) . DU 9. 0% (6/67 f51)) . #HL 9. 0%

(6/67 1) . 80 mg HETHER 42. 3% (30/71 f3l) . WL 15. 5% (11/71 1)) . 5 12. 7% /71 ) Tdh-7=,
HERAWERIT 20 mg HEIZ 1 1] (E=SMEREAA) . 40 mg BRI 1 41 (IAAMERIIE) 258D Bivie, FECHlX
20mg BET LB, 80mg HET 26, 7" ZBAEET 1HITH 72, [RERBRI IS E S,

LLEORRZ SF A, BIHRBROAZED ZEEHIE H Th % 6 TR THREET, A 20 mg . 40 mg

FE. 80 mg FEOMMRI NIRRT TH D L EZ BN Z LD, SNENTIIT DAFNOHEE IR - FAIT 20 mg 1
H 3 [EE-& Sz,

15 AFIERNCTHRERSN-FER O RN 1L REE, Sv7 )7 00 LTLEI0 mg &1 B 3 [ERORE9%, ] ThD,
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[/NE]

ERSLREMAERER (A1481131 HER. HEANT—2ZET) P

FEER /N (1~17 5% NIRRT E PAH) BT VT 7 4 V% 16 WA EE- Lz &
EOEMEETHET 5,

BIRER - /N (I~17 5% O PAHBEIZI VT F7 0 V% 16 8RR OG- U2 & 2 0Zeett, ERMEE )
FERE A TS D, E7z. A1481156 3R (ARBRITHES SR (TSI L7220 > T BB OALRR

RELRHIS 2.
R A T7eA, CHER, S WATHRRE, ERGE, RS ERER
PSES /N PAH R 234 B (ITT)  (FAN 1 BilZ531e)

VT T ¢ ARTERE 42 5], P RERESS B, E R TT B, T AR 60 1)
FARERLE 1~17 1%, 1RE 8 kg L EOJEMREM: PAH fBE T, AFOWTNIAET D EE
« JFZEME PAH
- UF oWz 9 PAH
FENR N COZEHRRSERIRIEED 88 %Ll DRSS
A% 30 HUPNIZIEIE S se R RImAEHENTIE
fDIERIE IR ORISR 2521 TR Y . NSRS T DRI CERRO B D 005

DI RN
TR « DB HRs 3 D At i
« JTERRUER I O OISR O UBE SRR A D i &
s BHEIAERICLVESH, AT T 703 fiE (BHE THE S8 ovThnsusr
TR =TT,

DIVTFT 4 AVBHE, OO0 1ERNIX 10mg & 1 H 3EEEG- L, 2Dk, B0 1T b ARl E
L. 16 @RREAERE L, SERIMARIC L > TRESH, (KED 20 ke LIFTOBAZERE, B
FrINTFT 7 VERE, FHE SR 78R 1011 TEEAIZEID )7, (KE
23 8kg PIE 20 kg LFDEEIZHOWTL, AT 7 4 &, @fE 778Ric1:2:1 T
(L8 AT,

BERIZTE FATREZBE I, 18 (10, 20, 40, 80mg DWTHIDY XITT 7 &R % 6 RHHLL L]
WRZ2=3C 1 H 3[El, A0 2 L% TROARFO 2 LI ERNOK TR S 72, SERIZIET
REEARBFNTIL, BERIAINTOROZGNEY) Grl) LR, ZOREECHERS T,

ERESHDVILTF 74 VD 1 EiR5E

BehE (1A 3[ME)
s TR PR R
8 kg LL 20 kg LLF NA 10 mg 20 mg
20 kg #8445 kg AT 10 mg 20 mg 40 mg
45 kg 8 10 mg 40 mg 80 mg
NA: %4

FHE H A5k

TERHIEE « SAEREEE (peak VO,)

BIREHIEE « SFIHEIRE PAP) . JHiMAE B UREL (PVRD), WHO #RE/ 4 %
SUGHIER - MEWREAE, I0E, B, R LD BREHE, AATREE &
Erenlia

g R, S 2o L DB, IR %

) AFIOENCAGEINAELOHE (L /ND) 3L FOm@Y) T 5,
[LANFAEE « LAAFA 0D 7 V4]
IREE20 kg BOBE @k, LIVTF7 4L LT1IE20 mg % 1 H 3 EiRO#%S9 2,
[LAFHREA KT A r ]
RES kg LAE20 kg LLFOGA @K, VT F7 4L LCLEI0 mg % 1 H 3 BRO#%E9 5,
IKE 20 kg BBOYFE < @E., VT 7 4L LT1IEI20 mg % 1 B 3[R0 512,
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FRBT I TERHIFER TH D MEER N T 7R peak V0,0 16 FRFON—2 T A L bOWAZEERIL, 3
DHONTET VERNT, VT 7 ¢ AOREEE (RHERE, FHERLKOSHER &7 7R
TR LT GRIHREZ En e, 1/3, 1/3, 1/3, -1 £ L1, F7o. AT T 7 4V OEARREE
TR E TN EEL Uz, WOROrET ML, A& UCHERE, 8B L LC peak VO,
DR—AT A AE, R, (KEE 8~45kg KUMbke) & E T,

BIWVGHIEER T % mPAP 0 16 T D~S— 25 A L35 DLV EKL PRI O 16 D R—2 5 A
MHDEALEIZONT, BT T VERNWTE AT 7 A VHERR O T 7 4 S
BEE 7T RRBER I LT, ZOET/USERT- L UCORER, 8RS UCHRSSE, (REE O
~20 kg, >20~45kg, >45kg). [CofiEREAER (CPET) O3IEREN 42 & DT,

LEMERHIC OV TI, I DOIRPSER 5442 7 ALUAICHEL L= 3803, FBRIEE N CORELE A7

L7z,
<HhEH>
A OO

235 73 4 SO FHEREOUWT NI EAIZENHT iz CvTF 7 ¢ KRR 42 61, 70 R 56 (511,

FEHERETT ], 772 AEE60 B,

s EHEuEEs B, 16 T T T VR RIERD AN TEIREIC B ARIAANUEIEA - L QU Vo Tl BEE
PAVIRIRBREEIE G252 DM LT,

VT FT 4 LUTT TR ROBEZZ1F T2 234 B0 5 b 6 5] ST T 7 4 ARTERE, m AR

TTRARES 2 6) Ik UTs, BEF228 BIEERASE T Le, BEBEFDKI60%03 L TH Y . EE DK

353D 1 D3FFEM: PAH (28. 6%~35. 0%) , 7% V) DEE TR PAH (T ZHC RIS M OVVEHHEIET)

Thole,
BREEOBRUVILTFI4)LD 1 [EE
RE (A SR AR B ERE 7R
8 kg L E20 ke AT NA 5% 10mg | 356 20mg | 1841 NA
20 kg #8345 kg AT 314 10mg | 304 20mg | 314 40 mg | 3244 NA
45 kg B 116 10mg | 104 40 mg | 1145 80 mg | 1013 NA
NA:FZMET
ok
FEEHIEE -

FEEHMIEE Y, BiRfe/L I A —Z (2L DO inEsErEmaRRER (CPET) (X FHiid 5., RE TR L=
RPEEERE (peak VO,) & L7z, F& b, CPET NFEMarTRe s R OB T 7 v AN RE, R ERE, T
B, BABERECTENEN50%, 67%, 50%., 38% Cdh-7=, TEEHUEEHOIMHMTC, VT 7 442
MEEGDEIREE 7T ARHA R LT, SGBIART DD 16 RO VAT 7. 1% (95%(5HEX
fil 1 -0.19—15.60) DOUGEZ R LIZD, HEHIRAEAT RSN =Tz (p=0.056, HAET, Wi,
IR EREO VRIS CROT T2 REEE DFT 3. 81% TREZREN NI o723, HHEREE mAERHTE b
TIAREE L TRE R ERATR LI (FRTHL L 33%KINT. 98%) Z &b, HHBRRECOME (k&
HEH8kg LA F20kg AT TIE 10mg 1 H 3\ {AE 20 kg #2345 kg LA TIE 20 mg 1 B 3 [A], {AEE 45 kg #3CIE 40 mg
1 H 3\ AV PAH BB ZIT DREAHERE IR L L Gt Ch b L& R T,

1) AFIOENTER SN EROAE (Ll /NR) 13Oy Th b,
[LoRFAEE - LoNFA 0D 7 (/L 4]
RE 20 kg OGS @85, 277 40 & LTLIEI20 mg % 1 H 3 [EHRARES 5,
[LAFARET 7 A 2 m 7]
{KE8 kg LA 20 kg LLFRDEE i@k, VT F 7 L LT1LEIL0 mg 2 1 A 3[ERRO#EET 5,
IKE 20 kg OB - %, AT 7 4L LT1IEI20 mg % 1 B 3 EfEO#FET 2,
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[(EEHRER] RRHMRIENEDRSHIGHT S 16 BHEDZE{LHE (LOCF)

TVTFT 4 v
SONGEZLIeED) — : - e e
e T T A = T
&7 @4 ) @ (26 ) * @7 f5i) (77 i) @ (20 fi)
16 I (IEE R 18.40 (5.61) 20.39 (6. 16) 19.00 (3.59) 19.28 (5.21) 20.01 (4.44)
R T A LHD
1.03 (3.41 2.36 (3.36 1.57 (2.56 1.67 (3.13 -0.01 (3.34
SR (D G.4D (5. 36 (2. 56 G.13 ©.39
NR—=RTA LIPHD
6.44 (20.16 3.40 (19.50 10.58 (15.5 10.24 (18.39 0.53 (15.91
B () (e ( ) 1 ( ) (15.51) (18.39) (15.91)
A s VD N
e 3.81 (5.00 11.33 (4.84 7.98 (4.85 7.71 (3.98 NA
i (s (.00 . 81 . 85) (3. 98)
95 % EREIX[H] -6.11—13.73) (1. 72—20. 94) (-1.64—17.60) (0. 19—15. 60) NA
pfE? NA NA NA 0. 056 NA
NA : B4

a) ITT4EMD 95, F&i b CPET 23 nl e/
b) BeEHEAR-L L, BERSME (SUSPEPAH, fRRsPEPAH) . AEE (Skg LIk 45kg LT, 45kg #D), ~N—ATA L OFIFHEEEIEE
HI L LT O E T /U v Crtkl. (BRI, RS SRR 77 BRI ONT, 1/30 1/3, 1/3, -1) ZH\ e

[REHIEE -

3]
RIKRHIEEE F Cdo D B IRE M OV B o E R 3, ARHERR T T A P L Qb oo,
MEREE mAERHTYT vz LR S8E) S0 b, &R LI 2R Lz,

[BIREHEER] THRMEIAREDRS LA S 16 BiRDZELE (LOCF)

- INTFT 4 b

iﬁﬁﬁ? IEIRRE R TR pen SRR
(39 #31)) (55 $31)) (71 41) (165 f31)) (56 $31))

16 R (R 67.1 (24.4) 57.9 (19.4) 54.2 (20.6) 58.5 (21.6) 59.0 (20.3)

L NN SY0)

PR 0.9 (12.3) 3.9 (12.0) 7.4 (15.4) 4.3 (13.9) 0.4 (15.9)

TS5 RBEL DN TR

I —— .6 (3.1) 3.5 2.7 7.3 (2.6) 3.1 2.2 NA

95 % SHEX ] (-4.5—17.6) (-8.9—1.9) (-12.4—2.1) (-7.5—1.3) NA

p{E? NA NA NA 0.172 NA

NA : B4

a) BRI, 1A, CPET SEipe) &t & LIz Butiie 7 /U K 0 gl L7-,

1) AFIOENTHGR S HEROHE (LN 1ZELTom@h Th s,
[LSFAHE « LAFAOD 7 L]

TKE 20 kg BBOEE  8H., VT T 740 LTLE20 mg % 1 H 3 [EROEE9 5,

[LAFHRER T A vm ]
{RE S8 kg LL120 kg AFOEE 0, VT 740 LT1EI0 mg % 1 H 3 EEOEES 5,

KEE 20 kg OEA - 8K, AT F 740 LT1IA120 mg % 1 H 3 [EHEOL 535,
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[BIREHEER] MmEEnRE BT —5) DRS5EARTA S 16 BERDZELE (LOCF)

IVTFFT 4 )b
KRR FHE S D) — : - e
(N I T R AT it SR
(37 1) (51 #1)) (68 #51)) (156 451)) (62 1)
16 W (IEHE R 21.6 (14.2) 15.6 (10.0) 15.5 (12.2) 17.0 (12.3) 16.2 (10.2)
R=ZFA 2 PEHD
-0.2 0.6 -3.3 (12.0 -4.9 (13.4 -3.2 (12.2 0.9 6.4
SR () ©.6 (12.0 Us.9 2.2 6.9
TSR DRy N TE
" 0.3 2.4 4.1 (2.2 -6.2 (2.0 -3.5 (1.8 NA
B (e @ 22 ¢ 1.8)
95%( ZHEXTH] (-5.0—4. 5) (-8.3—0.2) (-10.3—2.2) (-7.0—0.1) NA
pfEY NA NA NA 0. 047 NA
% 1 1 Wood unit-nt 1380 dyne*sec/cn’/m* FHMI 3% 45
NA : B4

a) $e5BIG 21 AR DHREHIR ECOHIRICIT DiREOMMERTERGNE L ~—A T 1 L LT,
b) ESARSFE, (R, CPET FEhiRE &M & LIy BOMWTET /U K O il LT=,

AIVGHIEH . —UGHUIEERE 25, V77 o /U GBR b5 16 1k £ TOMATEREDZ( b2 FKITR

L7,
BERRRID b5 16 BEFETOEL (MITENRE
PEE R (D
A S 2 SNVFF T 4 VP ERE
FMAEHSUREL (dyne- sec/cm’/nf) 72512 (h=52) -264+960 (n=51)
DR (L/min) -0.42+1.82 (n=55) 0.16+1.32 (n=51)
S ELENTE (mmHg) 1.30%+12. 13 (n=55) 0.08+10.75 (h=>54)
D%k (beats/min) 0.82+16.00 (n=>56) 1.95+18.48 (n="55)
et
BWERNE, 2757 4 BRI ERE 26. 2% (11/42 651) . HHEHF 23. 6% (13/55 1)) . i ERE 28. 6% (22/77

i) . 7T BAREE26. 7% (16/60 i) (Z3RDHAZ, SIVT T 7 4 VDR & ORHE 7 EBEME 33860 S/
Mol

VT 7 4 MFEEE (IBHE, THE. SHEOIHE) TROOLNENER B%LLE) 1388H 0.8%).
MEnt (5. 2%) . FhEHEIRE ONEREEIE (% 4.5%) Tholz,

WAL OVE FAERECIE, (KA EREE Ml UL (RAERE : 0%, FAHERE: 1. 8%, mAERE: 1. 3%,

LUFIRIE) | W& (4. 8%. 5. 5%. 5.2%) . FFEIMEDEUN (0%, 3. 6%, 1. 3%) . FHEHETR (0%, 4. 2%. 7. 7%) .

RN (0%, 8.3%. 3.8%) DIIRNEN-T-,

FERCRIWERIE, A HERAC 2 1 (HRCEM GRS « WO, MR (SR8l Wbl Lz (&
SOEPEE < IFECEOREGI TR Ch 5 10 mg $25- F TR . FELHIIERD bR o7,

Fro, BRI, AT T T A VOBREIZIY | AR, S 2 A O, /NROFSEE,

IREHRAS, LEBEEREREOUWTIUC Y, SIVT T 7 4 LD FIEITHE D B8 )3 2 5B 12860 Bl o
77

) AFIOENCTERSN-AERLOHE (L ND) ILITFO®EY Th b,
[LAFHEE « LANFFOD 7 4 /L]
RE 20 kg FADYEE  WH, ST F 7 4L LT LEI20 mg % 1 A 3 [EHRA#EET 5,
(LT HEEH 74 va v ]
1KEE8 kg LA 20 kg LARODE @ alk, LT F7 4L LTC1E10 mg % 1 B 3 [EROE%S3 2,
RE 20 kg BBOBE : WE, ST T 7 4L LT1[E20 mg 2 1 H 3 [ERAKET 5,
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HYEHe
[VIE3. (K2 b—a ) filhr) OHESH

VL EORERZ SF % Peak VO, DFHEREHIOEIZALROFERIL, FHER L HERTCIIT 78Rt
N RERUEENFRD B2 L, FHER L BAEROMFICRZ 228 O DRED DIV -T2 2 E b,
/N PAH BT D EFAHESE Bl I HERE COME (RE8kg LAE20kg LAT : 10mg 1 H 3 [F], A
20kg 45 kg LA : 20mg 1 H 3[Rl {REL45kg#d : 40mg 1 H 3[A]) &I,

72383, /IR PAH BB OHERFNE R OHEOREIZHOWTIL, (V-3 () MEROFHEORERE - L [/
Rl oEESREOZ &,

) AFIOENCTAGRIN-AELOHE (Ll /ND) 13LLFOmEY) T 5,
[LNFAEE « LAAFA 0D 7 L A]
IKEE20 kg WA (@K, LT F7 4L LT1E20 mg % 1 A 3 ERRO#K59 5,
(VAT HREH N T4 v a v ]
KE8 kg LA 120 kg LLFODYS ., AT T 7 4L LTLEIL0 mg % 1 H 3 [ERRA#%EG45,
KEE 20 kg OYA - B, AT F 740 LTC1IA20 mg % 1 B 3 [EROL 533,
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QttEEAER

A & TR L DRI IEE L TV 7euy,

(RA]

TRTORT/ —LEOBHREEIERER (A1481141 HER. SNEAT—4) © 1
A - e ) ERP RIS (PAH) B2 kt5 s LC, B bt LI RO AT 7 4 L e 7
ABHA 5 ) A (AT BAT ) BB LI L X OESMROL IR 5,

RpTVA | TOERRE CEER, MEAE TR ERE R
PSES TARTBRT ) —VEEIRINER G- L QO D AR PAH B3 265 1)
VT T 4 VEE13A B, 7T ARRE 131 6
TR <185RLILE CRECIZ16 L) T IFTOWTNINGEL T HE
« JFOSHERETE  (AAHENERT 285 b EDD)
« FE GRS AL S PAI
« SERMORE (DETRRIAEE, D= E, BIREBIEE, KENRITENRE) OFETIT
% 5 FL) G U7 PAH
<3 W ALLETRT AT ) — VORI G2320T . D o8ELEID HT T 4 BELL Rz 0 %2
E LT A R A R G- S QA3
« BIVARIRIOA LA T —T MR Z IV T, 2RO P IHEIRTES 25 mmtlg LA R OVfiEAmifn &
BLANJEDS 15 miHg LA TF O
FAekRal e - SEVEAEN (TG 4 BRILIARIC =R 7 0 25 ) — VO HBA LR L&
- BEHUENECRIE L7IRRLISND Y PAH fB3E
EPEIRE, MARZERRE, HIV, BMERAZEMERTERE,. o MO R 2 ey e RS2
PAH fB3E %5
FEE VTFT 4 UIIDIZ 20 mg 1 H 3 [AI% 4 8[H, F0%40mg 1 H 3[ENTHELT4EM, S5HI2
80mg 1 H 3[ENZHEa LT 8, OG- Uiz, AEMHCRIENH T2 | BOAEETX 5
ZlE U 778 AREL HIERO®RS LS,
TRTOBEITHT LT, BEHBOTRT 0 2T ) —/LAHEHE U (HEZEWIL, BRERE L
TR A DOIFTHRE),
VTS T 4 VEE BB CEGEE LTeS LT T 4 v 1A 3 R OE S+ TR e AT ) —)L
EHE S
TIRREE TR % 1 B3 ERAKS TR0 AT ) — VR RS-
PR E Hipt (16 H)
FESHIEE : _—2 T A LD 16 58S F T 6 A TEEEDZ L,
BIEHIER : STIIENRE (PAP) & BORG FARREHEAR 27 D_R—R T A U BE 16 HFERE TD
I, BEERIRREDES Lk O]
ZYUGHIAR : A TEIRE ST A—5F | WHO MR MDD N—R T A U B 16 RS E TOZ b, QL
(SF-36, EQ-5D) O_—RF A b2k @B, 161E), B X HIRFEEIR
DR, PAH ORHESR O
2
AERG, BRMERE, M1 &
FRNT R A FE R ORIIKEHIE B CIBIRETFIEE A,
TEEHMAR L, HGHT GNOVA) (K EERE QAT T 7 40, TFER), N—RT A D
ITHERE (325 m >R, 3256 m LA L) SR OYAIR (SR iE, SRR AL S PAH UMY
MBI EOF L2 PAH) 2[R & U CGHlAGAA TFFT L=,
EIGEHIEE B 122UV T, mPAP 1, ANOVA 1220 | G HE ~—R T4 OB TIREER OYRR &2 R 7 (3
FEHIEE LFER) & U CHASAL THENT LTz, BRARIKIERE L A380 5 E TOIMIL. Ehln 72
IHECE VT L 5112 A (6 H) F CICHERINERY LA R S8 WG R SR~ TR
FVTIERIE THRETES 112 B OWT RV SRR COFTBEI 0 il L L ClToxg: & Li=], BORG I
WeAEER =71, JERI Wilcoxon #E (Van—Elteren) (2 VRN L. =IRGHMEE B BERARE & FEHE
L7gioT=, ARWEOHTIIAET ITT %% L L, 16 i B ORHlioo KAIfENE 1ast observation
carried forward (LOCF) JEICTHSELT-,

1D AFIERNCTHEERS-ER OV RN 1% T, S5 7018 LTLEI0 mg &1 B 3 [EROEE%, | Tho,
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<HEEL>
P 5RRIE 16 WZICBIT A VT 7 o VOB, 20mg 75 12 i, 40 mg 75 21 i, 80 mg 23 101 f3i), 5%
AR 131 BT, FNEh1 H 3 [EREG-ThH o7,

AIME

FERHIEE -

FEEHIE H Tdb D BGBIERT SRS 16 % TO 6 S TR 2L, VT T 7 AT
FRARREL U U CHERHIICA BN L7z (p=0. 0009, Z3#obT. i,

[(FEFHEIER] %5561 DI%5 16 BRFE T 6 HEHMTIERDEIL

(TS5 tREEE DL
TR (119 ) & DHk
ITT £ VT 4 VEE (131 1)
EEEOFE (m) (BEEHERE) 26.0 (7.7)
720D 950 SHEX ] (10.8—41. 2)
p il Gy, i) 0. 0009

YOI ONTIE, B EGRELIIN B S BaAART O TR OYRIR 2R 0 T2,

REHIEE -
BIEHIE B C & 2 PHNHENIRE OB 5-BRbGRT P G- 16 RO T, 77 B RRHZ TV T )
T 4 NBECHEHICERBIZIE T L2 (0=0. 00003, ZyHestr. i),

=
H

[BIZEHEER] 1%56ERTA 515 16 BiRF TOFIIMERREDEIL

(T EARELE DR
BeGRR A AN 3 VT T 4 VR
FHER 102 {4 117
FEHBbGRTON) (moHg)  (BEERAS) 50.4 (12.3) 52.5 (10.6)
16 38#% (LOCF) D5 BabkR T B2 L
(mlle) (EEHERE) 0.2 (6.9) -3.6 (7.3)
TR REE (100 ]9) & Dbk
ITT 4E[H SVFF T ¢ AEE (115 451 7)
EEEOZ (mnHg)  (BEfEAE) -3.9 (0.9)
720 95% (5 HHXH (-5.7— —2.1)
p il Grtisat, mif) 0. 00003

LOCF : Last Observation Carried Forward

a) BEGBHAARTO 6 TR TIEEE (ERIRT) KRBEIChH-T728, 7' F71R & OIRIZISUT 5 RHUmEED -4
WREED ITT 8L D HA720,
IO ONTIL, BERELISN R GBI ERTOAA TR QYRR A RS T,

) AFWEN TGRS FER MR (RN 14 BEE, 7 )70 LTLIEI0 mg %1 H 3[ERAEGT 5, | T,
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FRARRIEDIE L, GELC, FehL, FimiEc LA A, =7 e A7 ) —/LVOHEEE R OVRE & ARED
EA) FTOHRNL, 7T R TINT T 7 f ABECHRHICA R (0=0. 0074, J&BIn 7'Z L 7 #i7E)
(DT,

FRPRIRREE(L F TOHAID Kaplan-Meier B4R
(%)

1002225 S ‘

90} e

80+
£ ol
1€ 60
50
40
E 504 75w KB

o4 ST F T 1 VB

> p =0.0074"*
10 BRIOY S 7RE

0 T T T T T T T T
0 14 28 42 56 70 84 98 112 (H)

EEBLED»S>DEE
X VT F T4 ABE Q0mg, 40mg KUM80mg 1 H 3[EHEE) ICKAFERTHY . FAFGEROINEN O HELZ T
ok e GBIARTO 6 ST TREEENR OYRIRZ @R &3 2 ERIa 7' F o 7 e

FIRHIAR, BYEHIEAE , SUGHIFRR A5, SIL7F7 4 VB B 5 16 TR AAER
O TIIED L RITR LT,

BERAARTA oI5 16 BERDOEL (ERHAFER U MITEIE) *

I (95%(SHEIXTED)

n 7T iR n VT T 4 VEES

6 DA TIEEE (m) 119 | 41 ( -6.5—14.7) 131 30.1 ( 19.2— 41.0)
SEREHIRE (milg) 102 | 02 (-1.0—13 |117] -36 ( 50— -2.3)

Hmfﬁlﬁ?&?ﬁfi@% 73| 7.9 (-61.4 —77.2) 91 | -296.0 (-390.8——201.3)

(dyne-sec/cm’/m?)

L& /min) 79 | -0.12 (—0.33—0.09) 92 0.75 ( 0.48— 1.02)
P ELERE (mmHg) 91 |-1.5 ( -3.7—0.7) |105| -40 ( -5.9— -2.1)
8% (beats/min) 100 | 0.8 ( -1.1—2.7) 115 2.8 ( 4.7— -0.8)

* VT T T AVEE 20mg, 40mg K UN80mg 1 H 3[R (X DKERTHY | AAGRDOMER O EZ &L,

0 AFIDEN RGBSV HEROM R (RN 1 il S5 )7 40e LCLIEI20 mg % 1 A 3[EIEHES S5, | ThD,
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w2t

BWEFOFBIFRII VT T 7 4 V68, T% (92/134 %) . 7°7BHEE46.6% (61/131 ) ThH-o7=, E72E
TERNE, ST F 7 4 VBE TR 47. 8% (64/134 f31) . WKL 17. 2% (23/134 f51)) . #&0213.4% (18/134 f51))
TV, 77 ARECIIEEm 25. 2% (33/131 ) | ML 6. 1% /131 f3i)) | FL6. 1% B/131 ff) Th o7z,
EEREWERIII VT 7 ¢ ABAZ 2 5] (BEPERISE, (Rifn) ) . 7' Z 2R 2 41 GER - ASREE b -
FERAEER L, JEA) FBLLTZ, AT 7 4 WD 6 FINAEFZIC IV RGHIIRIIEY, 20550 2
BIHRFEEHR A E TE R oTe, BN NT T T A NVEETLHL, 7T RREETTHITHT208 KE
BRI E S,

R

V-5 @ 1) © UNE] ERSEREEIERSR (A1481131 38R, INENT—X 45T | OB

B AFIDENTERRSI-REROHEE (8N 1L #EE, 77408 UTCLAI20 mg %1 A 3[ERERE33, | Tha,
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(5E] FERFEMERER (EW)

(AAl

BAANRA PAH BE(CH TS FEMAEAER (A1481252 3(Eg) > ©

AN : BARAA PAH BFIZ VT T 7 41 20mg % 1 H 3 0], #ROEE L& & O A HERT 5,
F7-. AARNERAPM BZIZI VT F 7 00 20mg 2 1 H 3[E], 12 BRHRO#E- L= & X 0OHS)
MafEtd 2 GETHD,

BRERY : BEC 1 FAHEE LT60mg LV bEmHEDOI AT 740 (R5ekh - AT 77) O
PHEZITTND HARNBA PAH BEIZ, V77 4120mg 2 1 H 318, 12 WEFEREO#EG-L
e EOaMEEMERT DGR,
HAARRA PAH BEIZI VT 7 41 20mg % 1 H 3 [0], SROBG- L2 EDIILT 7 4 VK
DR DO EFIRIEI BT D5 YERE AR5,

W7 A | HEER, SRR
2 OONIHH CETH . 227 V—="7HIROVRRRN, I . RHSH) 25725

BSES 16 AR O AN PAH (EE 55 14 - 21 (51, 5104 - 23 51

FAERANE | B
< AEH 16 0L BT, PAH SRS, A2 ) —= 0 TR LIIS—A T A L OB T—T /U
A ) 1RO TOFEANTEINRT 25 mmtlg LA L, FEEHIMEELAE 15 mmHg LA OB

B
IR T LIEE
« PAH OVEIEDT-DI VT F 7 40 O T 75) Afes U IR L QW A
HREOE FHIHROFETMAZE LT, SATFF T 7 oUW 20mg %2 1 B 3[E, 6 B EoRIMEE
BT TG LTz,

F 1 o EE - 12 8H
F MO 5 - FHTHEET . AA123 PAH ORSAGEE, BE~ORHEIAHIHEE 5 F TAK

O HAFREE LTz,
BRafiEEE HME
TEFHIEE -

51 B 12 % 6 DA THEE KOS TG ST A—~  CEEEIIRTE, MR
OAHE) D= T A b OZEL
BIVGHIER -
%1 6 oA TIEEE Q%) . WHOMSREEH (4. 8. 12 %), MATEIRE T A—5& (12 1
OEHMITE, L %) OX—ATA UhbOZE %
I - 6 A THERE (el 12 8%) | WHO BBRESSFHDN—A T A b2k &
FBUH LB UIZEED Y B, ARBBHMARNC 1 BAREE LT60mg LY EHEDIILT
FT74 O TIT) ERRAL QS PAH BB I M LT,
e ol
HERS, WA, o 291 IR 2%
FERE
VIVTFT 4 MG DEFIRRRIZIT DIV T 7 4 MO ORGSO MR, SRyERe <
S

FETITIE R TR ) IOy G < N S DR Sl KRB Lol

6 P TEEAE, MATENRE XD X — X HORHERE 25T 272012, TN OFEIELU—2F
A UHOEAEEITONT, PR S &V GEMBHEL, OB ONERE RS WO
EHEDOTIN 95%EAEX AN Lz, £z, WHO BEREATHIZ OV T, N—A T A K OEFHIiRER
DY A ARENERL LTz, FEFHMIEE (6 oA T, A T8IRE 3T A—4& CPRERE, Afiffs
PP OISR 1 12T, FHIRER 2 & I SEREO O] 95%EHX L Ov<—2 T A
NS DOIAED TPEORIR 95 % SRR E 7 1 v k Us, &5I2, FERHMIFERICOWT, Ml
RS 2 IR O—2 T A VI BIACBOER GG HEZ ST T 7 4 VHEIEREFI R OV Z
7'a A MPRBIOE P EFRINCE M L,
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FRMT A D DI 7R T35 DA EDfRHT
(fe) 6 TP THEMEH OV T, TR O —2 T A > (Visith) 2B 12 OB bROERHG R
G, SPME R ONEAERZS) W ONEEORIN 95%FHEX AR Uiz, F7=, WHO BRESY
BZOWTE, XA T A ARG 12 %07 a AREFRR LT, 7ok, 25 1 WD DB L7
BT DA ZMEDIFHT RO D> DB LT 1361 DA OV N T, &5
12 BN KR THDFAIL, MiddHiliReRl i bin O BERTOFHIIR (H2AVNIHIERD OfExFs
LU CHiiE L7= (Last observation carriedforward:LOCF)

<>

BEDOWNERK ORI

FEHBHAGRTO WHO BERESVFADWNERIL, 7 T AN 76, 27 7 AN 14 Bl CTho7e, Fio, FmhRmMAtE
JEREDRGASFEEOPNERIL, R MTERER i DS 6 61, SEEIEIRM R IEE)S 5 51, SRR
PRIBIAY: O FEhRMER R I AEAS 10 i T o7z,

AIME

FHERHIEE -

CAE

FEGHIEE T D 6 e TR 5 5RAR B EE- 12 itk COZUL, T84 2mER LTz,
SEYRFEIIRE L, Be5- 12 BRI CTR GBRIART L 0 T4 C 4. 7 g AT L, Mfifn 845X, 246. 49 dyne-
sec/em K N L7z, F7o, LHHHIEIT 0. 556 L/min #§0 L7,

[(FEEHIEE] 5T OI%5 12 BE0OEE EEMBEER UM TENRE)

S (95%{5HEIX[H)
6 S T (m) 84.2 ( 49.1 — 119.2)
EETENRE (umHg) 4.7 ( 85 —-0.8 )
JHIMAEHSHT (dyne: sec/cm’) —246. 49 (-387.44 — -105.53)
DR (L/min) 0. 556 ( 0.088 — 1.024 )
n=20
RIVGHIEE -
%1

WREHIE H T % 6 TR TRRERO B GBRMGRT B 5 8 Itk F TOZ T, HYT8T.5 miER L7,

Hol

[BIVEHBIER] RSB OIS 8 BEDEL (EENAEE)
SEAE (95%fZ4HIXH])
6 DA TIEEE (m) 87.5 ( 5.2 — 123.8)

n=19

BB DG 12 1% £ COVEHEIRE., CHER O E G RO THZH TN T, BIF

D ThH-oT=,
[BIEHIER] R5RHARIN SI%E 12 :8£0ZEL (ITENEE)
S (95% 54X TH)
RS EIRE (nnHg) -0.9 ( 6.9 — 52 )
LA (beats/min) -4. 14 ( -7.62 ——0.65 )
Sl & B RS (dyne - sec/cm’/m?) -382. 00 (-612.17 — —151. 83)
n=20
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WHO BEREASHEIZ OV T, 5 12 BRBRICR—AT A L H U CEL L2 BT 1 B (7 Z 251D O
BTHY , WENLONTAERE L6 6] (77 AWML IR H, 77 AMS LA 1H) Thol=, i
PISAD 13 BITIIN—RAT A D7 T AEHERF LT,

’%Hﬁ;ﬁ

BUHNOLSINLTEE 23610 5 b, AWEEHIxES Ch 5, ARBRBAGATNC 1 HHEE LT60mg KV &
HEOINT T 740 0CAT77) Z#RALCODEEIL T FITHY, 7 F2F23 1 BAREE LT 75mg
DINT T T 4 NEHEG ST, FIMEHIREY] 7 HllZisuNT, 6 SfEAx TR 58RbARTD 1
512 0t £ COZMIE, VI T 23,5 mAEHE L7,
512 8% D WHO BERE DB DUV TR, AT A > LU CEIL L= 141 (7 F AT B ZRE,
R—RTA DY T AEREFE LT,

ek
A G- ST 4 Flo 5 5 25 BICEWERSRELL, FBIZIX 56. 8% Ch o7, F/eRIWERISEE
(22.7%) . WHL (18.2%), &HifL (6.8%) & ThH-7-,

501

2SI 21 b, BIWEFOZEERIZ 76. 2% (16/21 i) Th-o7-, FARNWEIL, B/ 38. 1% ©8/21
i) . KT 28.6% 6/21 f4) . FEEMEDE ORI 9. 5% ©/21 i) Th-oT-,

ARSI, A S EERENERIERD b o7z, £7-. BWERIC X 285 F1RIZRD Hh
2haoT,

I

2 EVEEHleE 23 B, BIVEFOFRIIZRIL 39. 1% (9/23 ) TH -7z, EAEIWERIL, F8R&X OV 8. 7%
(/23 ) TIhoT=,

AGRERIAEIIZ, FEEH & ST EERBWERIIERO b -1z, 7o, BWERIC L A5 1RO b

2ot

s‘M@@h &
VIFL (2) 3) F BRI S M EAERE 3T A EEiRe (A1481252 348R) | DIESM

15 AFIERNCTHRERSN-FER O RN 1L REE, Sv7 )7 00 LTLEI0 mg &1 B 3 [ERORE9%, ] ThD,
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[/MR])

BANNEHEARETSITERE PAH) BEICHITIENEMERER (A1481298 558

FEAM . HARNNLPAH EBEIZ, V77 00 10mg (KB 20kg LAT) 20mg (REE20kg #8) % 1 H 3 (A,
16 OG- LT~ &  DBEORIEA LT —T /U RHC) 12X D IMFTHIRE <5 A—% THO
BRESE, I B Y D 2ZFRASTF R BNP) KOS R U 7 2FIRAT T REIHA N 37 2 7 A
' (NT proB\P) (ZHeE, EHIT IS5,

BIKER : BARNNEPAHEBFIZ, ST 7 01 10mg (KE20kg LAT) 20mg (A 20kg #7) % 1 H 3[al
16 FRHRHEG- U= & S OEME, e OSYEREZ a2 GE T,
VT T 4 VR OB LT B2 e OE AT 5 GBI,

BT A IEEM, LR
POE 1~17 75%D BARN/ING PAH 2835 6 5]
AHN10 mg B3 B, 20 mg A 3 4
e 1~17 1% CIREDS 8 kg UL EDT 1 45
RERE 1 RE 20 kg AT OBEIL 1 BRIVFF 7 41 10 mg &, {KE 20 kg BBOEE T 1 BRILTF
F7 4 20mg %, 1 B 3EREO#S- Lz,
B GO BEOFFZOEREIIASERE L, BT 7 0 MR 2 88T S
DORTEN S 2 E IR TERA I L7254, 1120 mg 1 A 3 B 555 18] 10 mg 1
A 3 mi Gt G EaE L,
1 I
L/XFF10mglH 3[a]#% 5- L/XF A 10mglH 3[a]#% 5-
({KHE < 20kg) (fAE < 20kg)
LT 420mglH 3[] % 5- LT 420mglH 3[E] % 5-
(K5 > 20kg) (fAE > 20kg)
« > >le >
T e HRE T | e !
IR (TRFIRBIAART O3 (163 (55 | e T~ GRS £ ©)
%1 HoBGHIH : 16 13-
UGN - 5 1 & T OARIIGE T
MBEORFRIID7 &b 6 HAIIZaT 2 2 & & Lim, 7ok, Siies i i s & ST
D54, 8 KOV16 Y, AABGHT 2 FFITEROBIER T, X525 16 W TR 5% 2
FEHOBEOEINGRTH = L & Lz,
FHMEEE B
1 MBS TREL PVRD) , SEEINTENIRTE (PAP) . WHO #&RE5E (4 IR, SIERFLETe) .
BNP BZORNT pro-BNP 0 16 JAHEDR— 25 A LD 0Z b,
I - WHO BEEESE, . BNP XONNT pro-BNP OO _—RF A L2 L %%
fracniis
HERG, ERREE, OB, IREMRE, S 2o E
TETIRREIZIS T 2 ISR, SRYENE T A —2 —

) AFIOENTHGRESNZAEROHE (LN 3ELTo@b T o,
[LAFAEE « LXFA 0D 7 V4]
KE 20 kg BBOEHE « @H, AT F 7 4AL LTLEI20 mg % 1 H 3EROET S,
[LAAFHREH N Z A 2m v 7]
{KEE S8 kg LA 20 kg LAFODEE « W%, VT F 74L& LC1IEI10 mg % 1 B 3 [EIROFKST 5,
RER 20 kg HBOYEE < @k, VT F 7 ¢l LCLIE20mg & 1 A 3 [EfkA#HE3 5,
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AT HIH

WHO KERESPE AR - AIMEDFHIBER (R D N—R T A LA, 16 TN 16 381y /iy
FEER ON—A T A Vb OE B TR R (R I, RS, PO, S ME,
BRAE) 2O TER L, SHERE O—ER A LT, —BERIIMRE L IRGEOFRE ZDI,
SIHIC, FHIPRE Z L ITN—RA T A U E 16 R UNSN—R T A E L 16 FIE, /RO IZRIE
IR L CEBRE DT X —T vy Ak LT, 74—71y MATESEO 7 v > S Hilzi-,

PVRL D=2 T A AL 16 RN 16 B8R HUReOIZRNEI T LTl 25 & 2 i
YHRALBEH U, S5IT, S5 L7- PVRL ISR LT, 16 SRR 16 HE ik 35l
ER—AT A ANEDOFEDTHHEE D BUWFHEXEEFIH L, OV E WA L, 8o
SEEAEDLL L 20 95 % SHEXE 2B L=,

WHO HEREAVIEI TR L Tld, R—RA T A UL 4, 8, 16 RN 16 3/ 1R FZRNE R O—
ATA b OEbEE, B EE AVTER L,

FIH -

5 THIDN—2F A AfA S IO/ TRV,

BNP, NT pro-BNP M ON WHO HERE/JEICHTLC, 52 /Ui oS Ml SEAMI AL OV
—RFA UL bEE, BRREEE O TERO LIS

<>

BEDOWNERK O

BEGBHAARRATO WHO BERESFADWNIRIL, 7 F A T3 26, 7 ZAUN 36, 77 AWM 1 I CTho7z, iz,
SR ML EE DR PEOWNERIL, RS MATERMAEAT S MEAEDS 5 1, SeRM R O EhikeE:
fitirE fEEDS 1 BT o7,

Aok
AR
AEDOFHIE B T o 2 Ml ERF RO BIEFIDORHRI IR O L B0 Th v | EHBlGRT B35 16 1%,
H R COZ VRO AR L, —145. 76602. 56 dyne * sec/c’/m’ Téh->7- (h=5), F7/-. F
PIMERE OB GBI B - 16 Wtk HHIERFE COZ RO A SR AL, 0. 6218, 61 muHg

ToH-o7- (h=bhH)
R ERRRRIA S 1% 5 16 % Tt FE CORMMEEIZRBDZEL
- i it ST (dyne- sec/cm’/mf)

e il RS 16 87,/ thIERS B
10mg 1 H 3 4 336. 8 585. 6 248. 8
(IR 8 kg LA | 20 kg 1.6 871.2 204. 8 ~666. 4

LIF) 1.7 1456. 8 — —
oome 1 1 3] 14 2681. 6 3268. 8 587.2

mg
10 1033.6 974. 4 -59. 2
(FE 20 ke #8) 10 9532 1692. 8 -839.2
— At

) AFIOENCTERRESNI-AELOHE (2L EO/NTD) (3EIFo@y Th b,
[LAFHEE - LANFAOD 7 4 LA]
KEE20 kg BBOYA - 8., AT F 740 LTC1IA20 mg% 1 B 3 [ERALSE35,
(LT HEEH 74 va v ]
RS kg LAE20 kg LTS - 1@, AT 740 LC1[E10 mg &2 1 B 3 [ERRO#KET 25,
1AHE 20 kg HBOEE @H, SIVTF T4 LT1EI20mg % 1 H 3 [EREAKRET 2,
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ZOMMOEMEHIE B OZMIFLA FO L350 T, FEFMTE)-2. 6 mHlg, LHA%Y 8. 0 beats/min T
STz, 6 B WHO BERE RN b7 L X3 LT,

R—RF4 U5 16 8% HIEEOZEIL
(MfTEIRER U BNP, NTpro-BNP, WHO H¥ES48)

16 38t% /LR - 3 =T U HOE R
e A (RS P /Ml OKAE
)‘[ﬁl’:‘: K /T\" k1
H(rls;Jooj iﬁ1?§t *2 16. 816 -1.822 (7.5320) 0. 740 -10.49, 7.34
N } j:
Ii?nﬁgﬂr{ 57.2 -0.6 (18.6) 6.0 -22, 23
BNP
(og/n) 173.55 40.93 (247.711) -0.30 -258.0, 500.0
NT pro-BNP
(lf;/o 0 769. 97 ~73.07 (1398.397) 34,70 ~9206.0, 2179.0
‘\ =R
Lﬁii 3.218 0.348 (0.8023) 0. 280 -0.66, 1.55
MZPA %/@b j:*
ﬁﬁ/ﬂ?mg)ﬂﬁw 76.8 2.6 (15.69) -8.0 -16, 23
o Lia/é‘im) 109. 2 8.0 (16.17) 4.0 -8, 30
eatls,
WHO #rE55%A 1.7 -0.2 (0.41) 0.0 -1, 0

%1 :n=5 32 :1 Wood unit-m{L80 dyne:sec/cn’/mt FHMITFEYST D

CAIg
SBINEIINTIEAT L o727, FMEHI SR Sz,
FRMEHIE E X 52 3, 1 1R WHO BERESEE. BNP S ONNT pro—BNP (D_— 25 A L inbDZETH Y |
PG 2AE LT 3 BIARHM LTz, ~—R T A DO BEHERZS) 13 WHO BERE/7HEA3-0. 3 (0. 58) |
BNP %3-85. 17 (155.088) pg/mL. NT pro-BNP 3-754.90 (1335.370) pg/mL Tdh 7=,

(F—FH v bA7 12016412 H 26 H)

BIWEHOFEBIRIT 6 1T 3 B TH Y, 44 GEERR B, s, WS 140 ORIWERDRRD v,
10 mg FECTITRWERITZRD SV, 20 mg FEOD 3 -~ TIZRAWEHANEO bl BFRD 1 il TR 52
1L U7z, SECROEB BRI HIah 72,

AR b
R EHIC R AEWERORERT 6 it 3 FICH Y, 11 4F EFRk ORI 2 1, TR, Uk
T BERG RAPMAE, AR, EHEHERNE OV 1D ORIWERRO b, HEIHTCIL, HE5oH
1k, — WS R TS S e o T,

(F—ZH > FA7 1 20164512 1 26 H)

ST
NIFL @) 4) /NEHBINRETE MBI 3 (1481208 3050 | (ISR

) AFIOEN KRSV EROME (S LN 13ZLTFO@Y Ths,
[LASFAE « LASFAOD 7 4 /L]
IKEL 20 kg BBOYRE < @k, VT F 7 4 LT1IEI20 mg % 1 B 3 [ O#%E51 2,
[LATFTHREA R T A v v
RES kg LAE20 kg LLFOEA @K, VT F7 4L LCLEI0 mg % 1 H 3 ERO#%E9 5,
REE 20 kg DG - 1@, VT 7 400 LT1EI20mg % 1 A 3 BEREABET 2,
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2) REMEER
(Rl

SEIAEERD S DRIMMGR S ER (A1481142 58k, HNEAT—%) * 9
HAY : Jef T3 258 MRS (A1481140 3B 250 T L7 NITEIRMIETE (PAH) &AL L,
BERIREE LTHRE TV T T 7 A VERBIRG LT & E OREMR OS2 Hl 5,

WERTVA | ARBROERESREE D 12 BB G258 T 52 £ TERMIEZRD, 12 B @ b Xhi-H
B CIEERE G LT,
pop-cd SENFEERIR A1481140 38k (12 @G Z5E T L= PAH (B35 259 f)
SIVFFT 4120 mg B ¢ 65 5], 40 mg BE63 i, 80 mg BE64 5, 5 ARHEE 67 {4
T/NBIREYE | A1481140 RS T Lg%
FARAOEE | A1481140 ARERA L L- B
PR A1481140 R CT T 0BEE, SIVTF 7 4L 20 mg BEXIE 40 mg BECH 7= BETIL40mg 1 H 3 [A]
TG ABIHAL., 68EREIC80mg 1 B 3 [ENIHIE L7~ Al481140 R TI /LT T 7 (/L 80 mg BETH
ST BETIIAGERBIAARE) D 80mg 1 H 3 B G- L7, 0%, ARFMIS L THRBEEOERHR
TGk LT,
SR - 4 4
PR E TR AEFRS. FRAE, IREW, 1 2uda v &
BEME 6 TEHA TR, BORG FRRIRIEER =77, Fiisa i) WHO ASRE HE, AEfRikin. (1R %
<G>
ek

RERBIRZ 7 v E ST 98. 5% (255/259 Bif) I[ZHELL, 02 BREWERIZ69. 1% (179/259 f51)) (2
RSN, FRRWERIL. 98 42 61, AR 27 51, THI21 1, 6 19 61, B0 15 41, 9 14 51,
EREESR 13 451, e 11 51, R 1L, MM 11 ], s U 11 4, ARifnE 10 1, EERE 10
BICHoTo, FEEZEWERIZTF 2.7%) L, TOWNRIL, (KM 4 4, KB, @\EyE, 71
X, FBMHGS, HRERRE, %% FANES L Chorz, 3041 (11.6%) MWEFEFZICEL
DHIESI, D HE 9 BNTAR & OREEHRE GE CTE -7z, FELIE B8 FZEED Hit, WL H AR
L DREEMRITAE SN, F72, SR IRERAE (), Fly, BIREROYREORIE) Z238E L72ns, B
R_ERREE 70 BT RIZERS BTz,

A1481140 FBR T 7 L ARREOHEEAEFRIT, 1. 2 MOV % TENEN 69%. 58% KN 48% Th>7-DIZ
KU, [FREDI VT F 7 4 AMEEDALFERIT 94%., 91% KN T7% Tdh-7-, Al481140 BRI TI LT
F7 47120 mg. 40 mg JL N80 mg AP - ST HRE D 3 S OHEEAATRITFAVEIL 52%., 51% K% R50% T
HoT=DIZHT L, EIFRIIZNZEI 0%, 84% M N80% T, HEEATTRE Hal-7z,

) AFWDEN TGRS HAEROHE G 1L [EE, 77 00E LTLIRI0 mg 21 H 3[EROKRES25, | THD,
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ﬁ*ﬁ

6 A TREBE DU, 4 AFoBIEdRI A LT,
AT 5 A1481140 BRIV T T B REETH - T- BT, A5 12 3
FT7 4 VB 12 B ERROUEE R LT,

yfﬂjﬂ# 'Jj‘fg/%i‘ [/f\-};%ﬁ)ﬁf/b ‘( y) %h‘ﬁ—o
HiZiZ, A1481140 RO LT
DY, IIVT T 4 ARG 12 B OR S TR BT

PHREDIERZNAD, $eh5- 3 4F4% (4448, 9 m DIER™) IZRWTBHMERF ST D Z EMHEB S, £72,

#eh- 4 F1%L

ZBNTH,

DD BATZ,

*1:A1481140 3R (12 W) <7

RTEN AT DIER 2 ST

BEEBARTA L 4 FERD 6 HEHTIEROEILE

RDNBET S DA< 4 FERIOBIESIF 218 U CaaHililr s ¢ — B L722R

A1481f2§*5ﬁ@ JeA74 % A1481140 ﬁ%ﬁ‘(ﬂ&ii@?};ﬁﬁ;
BHBRGRIN D D7 AN 20 e I 20 me B 80 ma T

A N=56 N=61 N=59 N=63

2438 | (m) 36.8 47.7 52.4 49. 4
95%EHEXM] | (20.9—52.7) (30. 4—65. 0) (31.4—73.3) (28.8—170.0)
ERAlITEI e N=49 N=57 N=55 N=59

125 H [F () 49. 0 56. 6 40. 8 58.6
95%(HEIXE] | (33.6—64.4) | (34.2—79.0) (22.0—59. 5) (39.8—77.5)
ERAITEIEA N=38 N=52 N=46 N=49

24 n H | ) (m) 49. 4 55.2 40. 1 49.5
95%EFEXH | (23.3—75.6) (31.0—79. 4) (16.1—64. 1) (24.3—74.7)
ERAlITEI e N=37 N=46 N=41 N=42

36 HH | () 56. 6 48.0 43.1 48.6
95%(EHEXE | (28.1—85.1) (22.4—173.6) (16.6—69. 6) (18.7—78.6)
ERATE N=19 N=25 N=26 N=26

48 » H [ (m) 45.7 46. 4 67.2 33.7
95%EHEX ] | (-11.2—102.7) | (9.8—82.9) (28.5—105.9) | (-0.7—68.0)

BORG MARIRIEEZ = 7 1%, A1481140 FRBROIE G BIMERTN D DA 4. 5 % T THEAPEHGHE L& Z A, &
ITHEBEVER L Ch, BEINOEUIFRD b o1z,

JitirE MAESED WHO FREHRI T, A1481140 FREROE G5RLART D 3 AFZITIL 79 ] (44. 6%) (BT
&b 1 BREOUEN RO B, X528 B (45.8%) 132k < G BHIARTOIRIEZHERF C& T,
AT, ARBRCRIT D 1, 2 KOV FROALTER L IFUs T HEREE O NIH prognostic index %
UWNHEE AR A ESRAOCEER LT, A1481140 78R C7° 7 B RRECH - 7o JFs i i SEBE OHEE A7
L 1L 2 KO3 FHELTENTI 69%, 58% M N 48% CThH>T=DITxkt L, FREDI VT T 7 4 Mk HDAE
TERIT 9%, 9% KN TT% TH-T=,

A1481140 FER TLINVT T 7 A WRECTH - T2 E D 3 R OHEEETRIT 20 mg BE, 40 mg FEK T80 mg BETE
NEI52%, 51%KUNB0% THT=DITH L, AFRIFITNEN 0%, 81%KLU80%THY , TATT T
A IRECH o T B b AEFRIHEEAAFE A Halo T,

) AFWEN TGRS FEROMRE (RN 14 BEE, 7 )70 LTLIEI0 mg %1 H 3[ERAEGT 5, | T,
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[/MR]

ERHEIFEIARER (1481131 5580 M oDREMGERER 1481156 &R, SNEAT—4) >0

FEAR  NEERAAGEIERE PAH) BFIZINATFT 7 A Ve R ARE LIz L & D%
MR ORI EZTHIT D,

BIRER  /NEPAH BNV T T 7 4 VR (LFELLE) ARG Uiz & S Ozl

FATRROT I N—AEEE T EER, 7T —AETRIBEER,
SRl RIPe AR

FSES A1481131 RERA5E T LI~/ INE PAH £835 220 481l (AAA 1 fil&520)

TS BRILYE JEFEME PAH SOSERM RS U < I IBIFRPEMAESICED PAH 24 L, A1481131 3BR%52 T L
7o

RERE A1481131 BB T T BAREEDOEZ L. ARG TLT T 7 ¢ UERE, THEUIEHED

WTHUNNCIEZ BN 1T, Fefld 13EIE 10mg 1 B 3 G BEIE L., ZFORITERAESHEIZ
TR L7-, A1481131 BERCI LT 7 0 WBEOBEIT, RUHEE L, 1 A 3\, 6 RELLE

DERZ I TiE- Lz,
T/, REOBICHE, REREZET TS Z LT, YPoRGEORNE fTiEL Lz,
EAEEENA F 8 53R
@ >
167 TRIE

7 R AR R
7 7 7 R
7 5t

M1 B GBAAD S AT L ST A 10mg 21 H 3[Rl 5
X2 MNERMEE=X Y VS RERPLORFIC L VRS

BREHDUILTF T4 IUR5E

b (LA 3E)
R e e I
IR R e ERE
8 kg LI 20 kg LLF NA 10 mg 20 mg
20 kg iA45 kg LA 10 mg 20 mg 40 mg
45 kg itA 10 mg 40 mg 80 mg
NA R E

72k, B, ML — X E=X U VI BRERIC K W AEFT — X RO ET — 2 BESIC L
Ea—&N, AEEE CvTT 7 4L 40 mg KON 80 mg D5, WONTIAE 20 kg LA T/ NRITH
95 20 mg OFEORMRIE) 2EE SN, 2O EEZT. LIROMARICEE Lz (%),

{KE 20 kg LLFO/NR : VT F 7 40 10mg % 1 H 3 [BHEOH#S:

REE 20 kg HBO/INAL - VT 57 4120 mg & 1 A 3 Bk A#&5

PEEHI : 1689~1744 HE (FfE)

1) AFIOENTHGRENZAEROHE (LN 3EL oy T b,
[LSFAHE « LSFAOD 7 L]
IREE 20 kg HAOBFE « l@H, VT 74L& LT1IEIZ20 mg % 1 H 3 [ERAKRET 5,
[LARFHREA NI A vr ]
IKE 8 kg LI E20 kg LAFOEA s, ST 740 LTC1EI0 mg % 1 A 3[EEO&FET 2,
IRE 20 kg HAODBFE < @H, VT FH 7 4L LT1IEI20 mg % 1 H 3 [ERAKRET 5,
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AR H LAt ATERER, AR, SR, T - DR ARPHEA, JEERE
AME ORISR, WHO FERESVER, JHEIRIROZASH, AR OV il

FOMOTHUIWEE 3 » H & DHELRIREE

() NI T—H =4 Y L IFES: DIC) OENE : DNC IZATBROBIT O T —F DL B o BRI SO CRHf L
AR CIIEAREDO T T 7 4 MIEAE & S CEFRITT 20 E U< 22V ERICBERE L QD & itaaSi)
7=

ZO7HIMC L, 40mg 1 H 3[EHEEZUN80 mg 1 H 3 [BH G ONIIARE 20 kg LA/ NSk 2 20mg 1 H 3 [H]
B 5ORMEEH IR 2EE L,
ARERACEID ST EAE) 253N TWARFICOWTL, FEECRE TERE] ICBRENH A7, HoH
IZET 52 &,
- [ERTIL, (A 45 kg RMOBEN T 7 v HWHAE 25T 25A ST 20ERHY . VAT -
A7 4 v NHET BT DI EE ORISE RN EHE L2 udie 720,
 (RERHZEE S HIE : 20 kg LI : ATRECHIURNEBREEARRT 50, 10mg 1 A 3 EHESLLTOMAR

TYNT T A NVEEET D,
<20 kg B~4b k> : VT T 4 NVOMEE HEHE) (10mg 1 H3[E) &L, 20mg 1 H 3
Rz TR BN,
<45 kg B> D VNVT T T A VO 20mg 1 H 3[HET D,
<HER>
B ORI O

A1481131 R CINT T 7 4 b LT T B R E#& 5 Sz 234 il 5 5 A1481131 #lkHH o8 52 ik
L7= 6 {8} 1Y A1481156 RER~DSIM[FE L7~ 7~ 8 fil < 220 173 A1481156 FRBRIZS I LT,
A1481131 R OV A1481156 FBRIZSIN L7 BF 234 BillTIsiT 4., A1481131 5RO GHE /A1481156 7R
REOEGHAILL T OB Y Tho7e,

SINTF T 4N TINTFT v TR RNTFT 4V
EH=E &S R TR/ TR T7'RS A
IRHERE PSR EHERE IRHERE AR EHERE Ak
42 15 55 5] 77 151 13 1) 19 5 23 5l 5 %

WTHOAERECHLZIENBIR L 0 Eh o7, 1K 20 kg UL FOBEEIII VT T 7 4 VIR ERA AL,
SN o =T, AT VT T 7 4 BB MR ERE Clvb i o7z, [AEROBERC, “ERE
HEM & MR ERET 38.2kg THo7-DITR LT, ZOMOMERETIX 25.3~32.8kg Th-o7z, IAHHE
PHIL 8. 2~106. 0 kg Th o7,

FEIEANT CPET 2333t rTREZR A8 (CPET FEhtirTResE ) 13115 il Th o7z, AfRE LT, CPET FElfiirTResEH
115 fifHp 43 5] (37.4%) MBI, 72 5] (62.6%) DR THY | RERIGEEADAE L R CTh o7z, CPET
FhiE FTREERH DAL T~17 5% CH 0 | i OSEAA RIS ER ] TRt Ch o7,

) AFIOENTHRR I HREROHE (2L Eo/NE) IFELTO/Y Th o,
[LANFAEE « LANAFA 0D 7 L A]
R 20 kg HDOBA @, SNVTF 7 4L LT1IEI20 mg % 1 H 3 [RERO#KS5 2,
[LAATFAHREH R A 2m v ]
AES8 kg LAE20 kg LTFOBA : @H, AT F7 40 LTLIEI10 mg % 1 H 3 [EEROKST 2,
1RHE 20 kg BBOSFE < WH, VT 7 4L LT1IE20mg % 1 H 3 [ERAREG35,
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s

A1481131 FBRK TN A1481156 3R A0 L7ZRINEFH OFBI=RIT, AR & MRHERE 47. 6% (20/42 61) . HHE
R HERE 43.6% (24/55 ) . E IR EHERE 53.2% (41/77 ). TR, MR ERE 69. 2% (9/13
B, TR HHERAT. 4% 0/196), 7T R mHERA7.8% (11/234), 78R ke T
#E60% (B/50) THY, TARIWEMRITEER (36/229 5, 15.7%) M OVEH: (15/229 f5, 6.6%) ThH-7=,

F7o, HEEZRWERIIEHE MRHERHC 161 (5% . HEPHERC 16 EERE) . miE &
FERAC A 615 7F (EGEMES, MSEUE, B, (e, OEMEAEIR Tholz,

A1481156 FBRIZISIT HIELIE, FBRHAHIIC 42 FIANERE A7, A1481156 RO L /LT T 7 ¢ VAL
TiE, (SAERE THERR OSSO KL, ZZEi9. 1% (/55 61, 17.6% (13/7441), 24.0%
(24/100 f5) T o T ST ME =4 1 o T RERD O OWERES 252 T 7R 2011 48 H 4 HIRER)
C 37 FIDFE DS SHL, FOWNITIS VT T 7 4 MERERES i, FFRERE 10 5, mERE 22 ficho

Tro FERFEEDOJFIRILPAH OFE(LTH Y | WTHOIELEHINIB T HAH] & OREBHRI IS E Sz,
2RE LT, RRBEROAIRAMDT, WTNOHECHLI AT T 7 o v b LT 7 B ROB G BhAR:
26 3 1 HECOMRI CHEFROFENE L | ZO®RITEGHIRIC L > THEFRORBUIRE /2722350
DONIRDoTz, Fiz, VT T T A VOEMEEIZ L 0BT DRFEOREFG LD DR -T2,
TR AR R AL, FEERTH FRRO 1. 2 (52 2 D AFHERER (ifse2) H9InCH 0 | 48. 1% (90/187 i)
THE SN, WTNOHERETY, AL K ONHE O S TH L B 7228 I 3R88 Ao
Teo REROFEOFEHEIL, /INUEE ORI E D A HiTe, A1481131 3R CONE L7z L
T—HITRBNT, 1T E A EOEEERINERO & 2 Be5-BbER T D OZAUTFRD DR -T2, KEksy
DOBFTIE, A1481131 FEROF 5HRAARTA N | 4| SFRAT TEB ORI 3580 bivian o7,

I

Aot

AR 2OV VT, CPET AV ATREZCFERPE 2 L QD B Akt & UTe, IR A R,
& T ERER SR SRR T, Al481131 BBROR—2F A LD 1 AERRS (A1481156
ABROD 36 ) F CTORNBEEFED TIIZACRIT DT B, 10% %2882 5 EFIOE T8t
TREEETHY , LT T 7 ¢ URHERET 39.5% (15/38 6) . HHERET33.3% (12/36 i), &R
T32.5% (13/40 ) Tdh 7=, HWINTET N ZFHOTHIT UTFER, BONBRIERUEE O A R
ONTHE RO TR HINTH BRI b7,

WHO HERESIFAD P HHAAED D DZAUITOWT, BEREFADHERF (B b7 LTSS LEREOEISIL |1
SIS ERE, THER N OEAERECENTIL80. 0%, 85. 1% K (X 84. 0%, 4 FElE S Gl ERE.
HHEREM S HERECTEILEIL 0. 9%, 58. 1% %859, 0% Th o7~

i RNIRSETEE U M O WHO BERESRIC DT, B GBR 1 AFIRFR T O RDSERF ShuT,

) AFIOENCTAGRINAELOHE (L E/ND) [3LLFOmEY) TH D,
[LANFAEE « LAAFA 0D 7 (V4]
REE20 kg HBOBE @k, LIVTF 7 4L LT1IE20 mg % 1 H 3 ERO#%S9 2,
[LAFHREA KT A r v
RES kg LAE20 kg LLFOEA @K, V7T 7 4L LCLE0 mg % 1 H 3 BIRO#%E9 5,
IKE 20 kg BBOYFE < @E., VT 7 4L LTLIEI20 mg Z 1 B 3 [EHRO#%51 5,
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Z DA DOFHIE B
Kaplan-Meier JEIZ & 0 sReDT= S IVFF7 ¢ WA GBIAERE) D O 3 AR OHEE AT, (KHERET 94%,
FHERET93%. mAERET88% TH-T7,

DILTF T 4 VIR SERERD S DETFED Kaplan-Meier BhfR
(A1481156 HERDAZEEAI. 2011 £8 A 4 HiFR)

o2 T TR (R
0.8 S I A=
074 I
ffffffff EFRS
0.6~
4
F 0.5-
0.4-
0.3
0.2—
0.1
0.0 I I T T T T I T T T T I T I 1
0 200 400 600 800 1000 1200 1400 1600 1800 2000 2200 2400 2600 2800 3000 (H)
DIVTF T 4 VR SEEREE S DHEEETFR
((AE R U A1481156 AERMDAZEEA]. 2011 F£8 B 4 BHFEH)
IR JHERE 14 24 34 44F 5 4F
20kg LI rh R 100% 94% 94% 94% 94%
o P e 98% 95% 93% 88% 88%
20 kg 8 IR 100% 96% 94% 94% 94%
R A 100% 96% 93% 88% 8%
e R 100% 90% 85% 80% 1%
- I8 100% 96% 94% 94% 94%
Hh R 100% 96% 93% 90% 82%
e P 99% 93% 88% 84% 79%

A1481131 FER T T B ARBEOBEDREIL, S IVT T 7 4 A5 50AE (01481131 3B 16 ) OfEZ AV V-,
* MSPRAME =S Y U RESLOREIZ L DiEE S,

V) AFIOEN CRRS I ER O (BN (3L FOiEY Tho,
[LSFAHE « LSFAOD 7 L]
BE 20 kg BOYE  EH., AT F 740 LTLEI20 mg % 1 H 3 [EHROEEET 5,
[LARFHEEA T A vr ]
{KES kg LA 120 kg LRS- ., AT 744 LT1EIL0 mg % 1 H 3 [ERA%ST5,
{BE 20 kg BDBE 8, VAT F 7 4L LTLRI20 mg % 1 H 3 [EHROEET 5,
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(6) B - FRAERIGER
[RA]
[(BE] BRASHERIZH T HEERDLEE
1) EIERBROESHERIZH T HERDLLEL (A1481140 3488, NEAT—%) "2

6 S fEITIER]

IR A k5 & UC, #5800 6 /A TiEEE, FishiRMEAf S A E (PAH) OJRIEL, WHO BERESHA.
PR, AP, ONFE, R, BeGBRbARToO AT L O I 2 &L 0 E28 LI HRIl, 6 offTiE
HEDIERAZDNT, VT 7 4 WVAHEREL 77 B ARBRORIDZEZ IR UT= & 2 A, W HUDEGER IR
Th, VLT FT 7 4 VAFBROIREITEN—E L GRO DI,

Fe5-BRLERTD 6 S A TREEER O Tl 325 m A OME (20 mg BE5HE (n=23) T56.9+15. 7 m IER)
TIL 325 m PLEDHEE (20 mg 5 (h=44) T38.6+11. TmiER) (THAT, ZhEAE TS MEATH -
72HO0, WTNOBERBIZBOTH LT 7 4 VAR TORIREIGRD Hiviz, WHO HEEEFERICIL,
7 7 ZM/NDOEREZE D25, 7T A1 /TOBFIZBNTH VT 7 A VORI bz (7T A
M/IVCIE 20 mg ¥ 58 (n=45) TA47.8+13.1m, 7T A1 /T TIE 20 mg ¥&5/E (h=22) T49.5+12.2m
JER) .

FHRHERRE R Ui B iR AR

SRR A OV B R O G-ERLGRIT D OZAUIZONT, T 7 4 VEHERER O T 'R
FEORPA AR LT & 2 A RIS EE T, v 777 4 VO EOHIN - T
SEEIENIRE X O B B EREAME T L7 DEAMENRE : 7748 =41) 0.5%+5.5mlg, /L7
74020 mg FE5RE (i=41) —-1.1%+8.8mHtg, V77 (/L 40mg P58 (h=41) —2.4+7.5mibg, V77
7 1 7v-80 mg $E5HF (0=44) 5. 27. 0 muHg, i/ EHH RS 7"7 24 (0=33) 228. 922896. 1 dyne. sec/cm’/ir’,
IVTFFT 4L 20mg Pe5RE (0=28) —68.0+498. 7 dyne. sec/cn’/nt, SIVFF T 4L 40mg FEE5EE (0=29)
-263. 8+434. 8 dyne. sec/cn’/nt, SIVFF T 4L 80 mg $GHE (0=36) —560. 3+761. 2 dyne. sec/cn’/nt],
FEOHREEZFE D PAH Tk, HEFEENEIA DI T20y, 77 B RBHIHEARTONT OV T 7 ¢
JUVERZRUT & PR K Ol S R MK T U, AMEHIEIEIF. 0 PAH IZDUWN T, SEFRDS
D7 FERTEIRE X O E BRI IR A AR OB A B ChfaaftT 5 Z L \REEChH 2 L& %
BT,

) AFWDEN RGBS RAEROHE GO 1L [EE, 77 008 LTLIEI0 mg 21 H 3[EROKRET25, | THD,
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2) TRTART/ —ILEDHRREHBROEIERZH1T HIERDLLE

(A1481141 B8, SHAEIAT—5) =7
6 53417 RERE

TR BAT ) Y ERRIIT, IO 6 SIETHE, MBI (PAD
DR, WHO BEREAYIE, Ph, 4Flh, $E G BRLARTO P IMBIIRE R O RE T CRaRl L 7= S5 SIS 16
SARESITH1S % 6 A THEMEOAER D7 7 RBEL DFE%, B GHILARTOD 6 2RI THEAEDS 325 m Ao
BEREUSNDOEBIZIBNT, VT 7 A RHET 7R RS TS Cu e, RS i E D B
Tfiﬁé\%ﬂ%%l%%ﬁé 5 PAH %%GZJ:I:/\‘(‘ E jl&hlg‘%ﬁéﬁﬁa)ﬂ:\’ffﬁﬁ%‘ﬁﬁ) 595 m L LOHETIE 325 m
HOBFTHAT, TR L B ThoTe, BIEEORLIFEIEESS T, 205N 0HE
ICHAT, LY B EAVR S,

EHREIRE R Ui B iR ER

SEEIRHERIRE X OV & B R O 5-BRAARTH & DI W TIL, SRR TR K O AR
LD PAH OUWTHORRIZBO T, 77 RRRAIEASTIIVT T 7 o VR CEAEhIRE K OV 2 HE
PRI OUGED RO BT,

M2

1) ENEMAEGRER (A1481298 545%) & ERRHERISEMAEER (A1481131 5458) DFERDLLER

A1481298 HBERDFER A TUIT 57D, B A MU Abay ho—L e LT AL481131 RERD 7 T 1 REE L Lk
U7es /NEATERI R EAE (PAH) g Z %Gl LR C7 7 b Rt iE L, HER, WITRE
M LeiakR 2 S0 L 7= SR OFE RN AR STV D DOIE, A1481131 REBROATH D | A1481131 #RBR &
A1481298 FRERO N OFEHAARREZ R L2 & 2 A, WisBRICRE 78 T e - 7o Z Enh, Al481131
HEBROTFTEREAE A N ray ha—u s LTRIA LS,

i E R RE

BeGBRAERED D 16 WRFO Ml M E PRI D2 L2 D BRI Z 3\ T, A1481298 #-RIE-1. 822 Wood unit
T, A1481131 FERO T F B REED 0.911 Wood unit-mt k0 ek L TRV . OB L A1481131 34
BROIKHEF£D-0. 165 Wood unit-w’ LV HREN o7z, Flo, A1481298 7k & A1481131 FEROH FHEHEDS
2o T, A1481131 FEROH FHEHE & FIREOBEEERA H AR NEFI BN T H A LI,

1) 1 Wood unit-m?iX 80 dyne*sec/cn’/m’ FASIZE%HS 45

1) ARIOEN ARSI AREROHEIILLTO®ED Th D,
[LANFFHE « LoXF A OD 7 /LA
A @E, T F T 4E LTLIEI20 mg & 1 B 3 ERRARET 5,
1L ED/ N (RE 20 ke BOWA < i85, VT 7 40 LT1AEI20 mg & 1 H 3 BIRO#%E9 5,
[LAFARREH N A a7
A R, T T T 4 e LTLIEI20 mg & 1 B 3 ERRARET 5,
1P B/ N (REES kg LAE20 kg LATOYA « i@E, V777 40 LT1EN0 mg % 1 A 3 BERRORST 5,
KT 20 kg BBOBFE « @H, AT F 74L& LTLEI20 mg % 1 H 3[ERAKET 5,
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EHRHEARIE  (mPAP)

P EBAtA)NS 16 JHFD mPAP OSNHZE b E, A1481131 #RBRO 7T B AR E-0. 41 mHg, AR
0. 87 muHg "C, A1481298 #8#0D-0. 60 mutg & KX 228\ NEA20 o 7273, A1481131 RO HERE L OVEH &
FEIENEN-3. 94 muHg K O7. 39 miHlg T, ZAVEH 0D 3 ODRET LA CEGEHAEH 7558 H v, D X 91T,
A1481298 FERD 16 FIRFD mPAP (D-_—R T A L5 O b T, A1481131 FERO 77 B R MEH &
BEDEHE) & FIFREE T o723, mPAP DZLEDIT B X TR 7 — Ui T ARt TRE. (PVRI) @
ZAbEITI, o (PHEREE 7T BREEE D) ITHT DXL IRV RENT &, BEOHIZIT
PVRT 23438 L CUVT HEEHARIZIE mPAP O ERDMYERNCADND Z ERDDH L EHiE 2D L, £
DEETOFUINALETH Y | A1481298 FERIZISIT 2 BEE ClI ol cdeE& H R VR e 2 -T2 L E X B
77

WHO #sgEs 48

P 5 BRLARED D 16 BHRED WHO BERE/PRADZN KL, 28(b7e U3k L7=EI15 03, A1481298 3R Tl 100%C
HY . A1481131 FEROICHERE, FHERK OEHERECEILZI88. 1%, 94.6%K& TN 97. 4% Th o7z,
A1481298 IR CIEWHORERE /D FEAN 1 27 T ALL FEeE: LT EIE1316. 7%, A1481131 38Rk 77 & ARBETIZ6. 7%,
SR, FHEFELOSHERTIE 14. 3%, 18.2%, 22.1%TH Y, A1481298 3R TIL, A1481131 7R
D7 ZAEEL D WHO BERESSEDUGED B B, EOUGEIRI T A1481131 FEROIEHERE L » HRE <,
BRI SR Th T,

ZIHDERODFERINS  SVT 7 4 /U BANING PAH BTk L C b [EEIL RIS AR (A1481131)
B CELNIZTHED T 7 4 NV EERE Uiz & SIS T AUEN G T 5 L E 2 b,
GRENEED

2) INREDERIZE T HFERDLLE

FEINZE ISR (A1481298 3R) N OVERSILRIZSIFHEER (A1481131 38%) O/ NABETT FHIOE I ERR
Mr (i, R, FiBIIRMERSEIEAE  (PAH) OOERIRSFR, $5-BRAARFD WHO BERES D) 2331, [FiRkD
BEE R AR ORI CERIRORE A i L 7e,

T ORGSR, A1481298 FABROSH IV DIEFHI Ve < B SRS 5 Z S 1IREECH 5 6 DD,
TR Coed D AFR, (AEE, PAH PRSP, $5-BRAGHECD WHO HERE /> HER DBy SEMIT ORE S %, A1481298
HBROFERAZTHUITT B 7= 512 A1481131 RERD T T B AREEL Hlt LT~ & 2 OfERA B Teiaddl: LT,

(FHPNEED

1) AFIOENTHGR SN AREROHE (LA ED/NR) IZLLF D@y Th 5,
[LNFAEE « LAAFA 0D 7 V4]
REE20 kg HBOBE @k, LIVTF 7 4L LT1IE20 mg % 1 H 3 EHRO#%S9 2,
[LATFHREA N T A vr v
RES kg LAE20 kg LLFOEA @K, VT F7 4L LCLE0 mg % 1 H 3 BIRO#%E9 5,
IREE20 kg HBOBE @k, LIVTF7 4L LT1IE20 mg % 1 H 3 [ERRO#K%S9 2,
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(6) AEAYEMA
1) FRABGERE (—ERABGERE. HEEAGERE. FRRELEERE). BERG®R T — 2 N—RA.
B EARFEIRERREBRDANE
(A : LAFAEE 20 mg)
LT AEEORFEM BRI (SHHERE) (23U T, ZRPERTRISHER] 3304 D 5 448 il ZEIWER A
FEHLL FEBIFRIL 18, 6% T o7, E2BIWERIZERRE 3. 3%) AKif/E (1. 5%) . O F (0. 9%) . THi (0. 8%)
E 0.7%) HFThoTz,
(REPEERD
[/NR

/NRZRGR L LT R B DR pid (eplidD St

2) AGREME L TEEFEDABRRILEN LI-EE - SHEROBIE
[ : LAFAEE20 mg)
GRS & RERICBIT 2 RrEf ARETE  (SFiE) 233 L7,
JEATHBA SR - AR RS A H) s D ARGRSE AR 9D B OSSR (14K 28 4F 12 A 13
Af) #5320, A SHTARGRS O DR S vz,
GBS, FERAS>ZOWTL, 15 (1) ARG OEERROZ &,

UNR - LANFAEE20 mg » LNFAOD 74 JLLs20 mg + LAFAERER KS4 >0y 7900 mg)
TGRS DB RIS G R 2 5235,
HGBEE</NESZONWTE, T1-5 (1) #AGRSRMH OEESROZ L,

M ot
YRR L
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VI. EHZFEEICEII SRR

1. EEPMICEESHDILEYMRITIL SR
BT T 4
HE  BEOH DG ONRE IR RE L, BHORMIELZZRT L2 L,

2. XBEER

(1) ERERLL - 1ERRE
UIVTFTZ g iE, A7 Y w7 GNP (cGMP) S fffER CH D RAKRY = AT T —8 5 (PDE5) DIF
PEA BRINBYIZPHE T 5, PDES Id b N ORBINREIEICFEL 2 | —EMEZEH (NO) K OWLEMT K
U7 LRRANTF R (ANP) (2 X - THINT % cOMP Z Ik R 5,
VT F T 4 VBN O cGMP D43 FHET 2 Z LI L0 CSEBEN O cGMP R E5-
L. WHEMIREIE A 23t 92, = Of5%R. MBhRE & O i & MK T2,

FRENARANGE A W= X LDBEEN S A=V ILTF T 1 ILOVERKE 2

NO#Zi%
L=y %} L-Y ML
TEI
=
f
ft
TR 5=V
Y55~
crp u
cGMPt
L4
BLGMP ™ eeee e
%
PDE5 i
@
3
i
o

O MmEsiE

MEIREET MOEENET

NOS : NOAHEHR GTP : J7/2V=UVEg cGMP : H2'JvIGMP
NO : —BftER GMP : J7/3v— Vg PDE5 : RARIIRFT5—t5
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(2) FENEZEFITBHABRRE
1) PDE 7 A VYA LIZHT B4R (in vitro) 2~

PDE (ZITFHRR DA DN B2 DEHDOT A VA LBFEL, KT A VA LT cOMP X cAMP (Z%F
T DMK FEOTRIRIENE 25 2 ZHBET A YA DT EHUTF 7 4 VOBEEM%
Bt L7z,
ST 4 B MIVE SRR 2 B TR 2 OFRRICAFET D PDES (2 L CHRWBREEH 2 R
9 (IC5=3.5~10.9 nmol/L) —J5. b F#@HED PDE6 (2%F L T & P DHEEM 2 L= (1Cs,
=34.1 LTV 37.5nmol /L) , & h® PDES IZXfT BT F 7 4 /LD 1C; % & s PDE6 & bhikd
% & PDES (ZX3 B EIRMEIL 3~10 fF TH o7z, X HIT, PDES IR T DT /vTF 7 4 L OFEFE
X, DO T7T A VA LB L TE D o7- (PDEL, 2, 3 KON 4 1C6T 5 IC, H : #hZFh
280. 0 nmol/L, 68000 nmol/L, 16200~41200 nmol/L }% O} 7200 nmol/L) .
EHIT, LI > TRESINZPDE 7 A YA LT, 8, 9, 10 KN ILIZKT DT FH7 400
OEEMAZHRFILIZE ZA, TN T A VYA AT D EERIESS <, PDE7, 8, 9, 10 &
1L IZHT 5 10 flI%., FHF4 21300, 29800, 2610, 9800 } (X 2730 nmol/L T -7,
—Ji, VVTFT7 40 20mg A MI 1 H3EEE LE ZICRIET HIVT T 7 4 VREIK
DI P AR IR FE  (Con? nmol/L) 35, ST F 7 4 uid, BERR G T PDET~11 (2%t
LCHEERIFSRNEEZLND,

PDE 74 YHA LIZRHT BVILTFH 74 ILOEEER

PDE 7 A V¥ A L KRR H% a2 1C5 (nmol/L)
PDE1 LEF 6 280.0 (229 — 337)
PDE2 [EE SfE IS 5 68000 (31600 — 146300)
PDE3 e 2 R A 4 16200 (9500 — 27800)

IR 3 41200 (26100 — 65000)
PDE4 B 3 7200 (4500 — 11500)
PDE5 IRTEFRR 13 4.0 (3.3 — 4.7)
JIIIRANYT 3 6.1 (3.0 — 12.6)
15 e BB ik 2 10.9 (4.3 — 27.7)
(S STENHES 15 3.5 (2.5 — 4.8)
PDE6 HHE MBS (A 6 34.1 (24.5 — 47.4)
AERGAT (A 6 37.5 (29.0 — 48.5)
PDE7 LR 2 A 3 21300 (16500 — 27400)
PDE8 AR HHAR 2 AR 3 29800 (17000 — 52500)
PDE9 LT HHAR X AR 3 2610 (1390 — 4910)
PDE10 AR TR 2 IR 3 9800 (6300 — 15300)
PDE11 AR 2 A 3 2730 (2460 — 3040)

FEOPNIE 95%(EHEX R, 1Cs @ 50% FHLE

2) HEA RIEBREEMHESmMEEETILICHT HER (1 X) 2

JREEA X2 T, SV T T 7 o VORI SRR S S kR ER 2 Wt Lz,

BRI ORI R BRI T 22T 7 0 VORI, B 1N E 4 A 7L TENER
37.9%2.3%. 36.5+2.6%, 38.9%t7.0% K% 1N38.916.0% TH V. & A 7 L TREDNE 47
L7z, F72. i EHBTOMRERSZ N L TH AT 7 4 L OMfIRIL, ZhEh 63,9+
12.2%. 65.7%20.3%. 82.3+14.5% K N78.7+14.3% TH V. &6 1 A 7 LS RKERIIT
WA SN, 5 1055 3 I A 7 WThiF THEITIRE LI e RN A bz,

ZHUCKk LT, AH TR OMAE RSO TIL 8% AN &b Thotz (X)) .
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VIVTF 74 OREE LRGN

BhHYA 7 n—7 1 78 (2 57H) AT F o APl (43 531H)
R e i 0.75 u g/kg/min 0.05 p g/kg/min
w2V A o 1.5 ug/kg/min 0.15 p g/kg/min
B3IV AT 5.25 u g/kg/min 0.5 u g/kg/min
Hav AT 15 u g/kg/min 1.5 u g/kg/min

WE A X IEBRUMEOEEETVIZEITS
FBIARE R VM EENISH T H VLT F T4 LOHR

(%) PN AR FE (%) Jdik=g g
300 300 ~
0.0 L — L 0.0
7z —300 l 7 —300 |
1t 1t
£ -600 | ' -600 |
~900 = s4EEEE (n=3) 900 wymEE (n=3)
—1200 L ]- 9)L?27-7'r)b2¥3(n=4) . —1200 L - /)de'74)b§¥(n 4)
BEHAII &5#47»
R A XEEERMEMEMEEETIVLIZETS
25MERUVLEMEET (SVR) [CHTBVILTFIAILOHR
(%) LEIME %) SVR
300 30.0 -
O.O—_L—!.'I_'T_'T-—' 0.01-!—'—1—!4—1{——'—1—{-—'
7z —300 | 7z —300 |
1k 1t
= -600 | ¥ -600
900 symREE(N=3) “900 |  smEE (n=3)
—1200 L M VLT F T EE(n=4) —1200 L M VLT FT71LEE(n=4)
1 2 3 4 1 2 3 4
BEHALUI BEHAI)L
[ 5]

FRIEA X DU R EIEE % 15 70T 40% 55 10% 2 &85 2 & ¢, shiRE M OVt 4
BHPIZITEH U, IR H DRI F M & IEEE T V2 ER U, BB X A Bz T
F 7 4 NEEHEEIC LV BRI S (1 A 2L 45 SR 4 A 2 0) L, KRB MG 15
ISBIAEIRE A ARV IE L, VAT 7 4 VO Bifis IR k3 2 kB /e 2 st L7,

(3) {ERSIBSRT - FRESRS
AR L
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VII. MBI STRE

1. MAREDOHRS

(1) AF AR
R L

(2) FERREER CHEER SN =INTEE
1) R BEi%S
OUITF T4

faBERY B 20 B2 S V7 F 7 ¢ /L 25,50, 100 R TN 150 mg & BARKRO P 5-UT- & & D G, 1FF4VERL 105,

192, 425 }2 V674 ng/ml. Th-77,

0 I O BT EEAIERFL] (t) £ T AUC (AUC,) 13#4F4 231, 504,

1148 KN 1977 ng-hr/mL TH Y, HE5EITFILTHIM L 7=, PO NTF 7 0 MIHERIIZRT DTH
S (1) 3. 23~3. 31 I OIS LT,

VIVT T T 1 IVERBRN CEEREORSROEYENRE S5 A —4

b T Cuu AUC, AUC., te
(mg) (hr) (ng/mL) (ng-hr/mL) (ng-hr/mL) (hr)
25 0.8+0.6 105+ 62 2314103 — —
50 0.9+0.4 1924102 504202 — —
100 0.8+0. 4 425147 1148+274 1190+301 3.31+0. 81
150 0.9%0.5 674239 19774733 2044+721 3.2320. 73

AR AEE RS (0=20)
T+ B R LR )
Cres + FRAERIAERIE

AUC, = O §fHI D Foof& e B ATREIRFRT S "CoD AT P — eI R s
AUC.. = O I & BERRORCHRSH] £ Cop M s — IRt T~ o

tye : THIRHEA

DIIVTFH T 4 IVERERAICEEREORS LT & EOMmEhREHE
(ng/mL)

1000

1 100

0 i

10

-0 25mg
—-»— 50mg
—-— 100mg
-+ 150mg

FEEHIRERE

16
w5 &R

8 12 20

1) AFIEP GRS AR EME 60 FEROME G (3 TlE, 770108 UTLIRI0 mg 221 H 3 iR

54%, ) Tha,
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QUNFABBRRSA Ay T BNEAT—S) ?
AP ROIRI SR
TR 42 T, 7 B AA—S—EZ L) R my TRIEKTRE L= a > 7HE LTLFt 7
4V 20mg (10 mg/mL OERER 2 mL) KON NTF-AHE 20 mg & F VN ZEERFHREIR N5 L7 L&D, &
VT T 4 VD AUC, DS TENFI 178186 KN 19791 ng+hr/mL TIH Y | Cp DIFHEITZFNEN
78.97+35. 1 ZUN82. 3+35. 9 ng/nl. Th 7=,

LINFARBER S48y 7 (VIILTFT74)LELT2 mg) RU
L/ \FAEE 20 mg ZERABAICEEREORS LIz £ EDVILTF T 1 LOEYBIRE S A —4

C AUC T.* t
I ; S %—LE max t max 1/2
AR OB (ng/nl) (ng+hr/nl) () (nr)
LATFHREA R A ey 0.50
. . 9+35. + . 467+0.
CNTF7 40E L T20mg) 597 178780 (0. 25-1. 50) 2 407041
. 0.75
\ bE + + +
LSF A6 20 mg 82.3435.9 19791 (0. 25-6. 03) 2.510. 46

* T THIYE @HPH) . ZOfho/ T A—2 ( TEHTTAE A (1=42)
G+ HrIUEIREE

AUC, = ORRFHIZ I e fo ATRERRETH] S "CoD A PR — IRFfI IR T e

T+ iR

tip - {%9%457)3@;%

LINFABBR LS4 Ay T (VLTFT4)LELT2 mg) R
LT 782 20 mg ZARRRRAAICEEIRORE LI=& EDVILTF T 1 L OIERFREHR

(ng/mL)
120

--@-- L AT A (n=42)
100

—— LAF AR KT A 2y (n=42)

WEEEE

0 2 4 6 8 10 12 14 (hr)
P 5 4% W5 H)

1) AFWEN CERSN BRI AR 090 FEROTRE:. GRN 13 B#Ew, v )7 0ud LTLEI0 mg % 1 A 3 [l
535,] Tho,
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Coog LV AUCAZADUNT, LT AEE 20 mg 1Sk D L ANTAMREH K7/ vna vy T T 7 40E LT
20 mg) DRI LANEDLED I0%EHIXFIEL, 80%~126%D&EFHANIZH Y | L XFARKE K7 A
vy 7Hl GTFT7 40E LT20m) 1T SAFAEE20 mg & AEMPFRNCRIETH D Z L AMER ST,

LAFAGERUPLNAFAREER K54 >0y THREROFEYENRE XS A —2 OH#R

o5 2 Cuen AUC..
TAS (ng/nl) (ng-hr/nl)
AT A 5 A
. SN 71.9 166. 6
B mm— vy 7900 mg (REER)
L AF A 220 mg 75.7 184.0
]/ { \/r.1 :Jﬂ N N o —

éﬂ%;;g?ﬁé{ézs LT AR R A 94.95 90. 57

R 909 @EIZ/F'W) T aw7900mg (BRETR) P (85. 48—105. 46) (85. 54—95. 90)
olg H.

a) PRSI E L TR
b) RIA vy 74l 10mg/ml ORREIKE LT 2m. VT F7 40 LT 20mg) #5171
Crx * TP MIFEHIREE, AUC : O R & MERROKIRGTH] 3= C o R — IR i 1 i

@LINFA D T4 JLLD
AP ROIR AR
fEERR B 40 L 93 B, 7 1 A — "—{EIZ LV LT 0D 7 4 712 20 mg K72 LUK TR
KO AT A$E20mg OKTHIRA) 22N En 2@ iR OG- Lo L & D, VT F 7 ¢ L DIMSEFREE
FOSIRE S5 A —Z I ZLA FORKOFRDRY Tho7-, L3XFA4 0D 7 445 20mg 14, K LUIKT
FRA L7258 DWTIUZIBNT S, LT HE 20 mg EAMIFRICRIECTH D 2 EDMER ST,

@k’ L TIRA
L/NFZAOD 74 JLL20 mg kAL TIRA) BRUL/AFAEE20 mg &
EEFRAICEEEOEES L= EDUILTF T 1 LOERENRE/ NS A —4

A N = Cmax AUCM Tmax t1/2
I S=R
AR RO SR (ng/mL) (ng*hr/mL) (hr) (hr)
LT A
0D 7 4V 20 mg 10340 294191 1.5%0.9 2.247+0. 43
k72 LCARM)
LT AHE 20 mg
106147 269183 1.3%+0.8 2.33%0.59
OKCARH)

FHPPEAE AR RS (0=40)

Cre + FrrIIAEARIE,

AUC,, : OFRFEIZN G 1AIRHE] (Bt ') o 7 ITH]) S Dbl i — R i
T+ BRI RERNERAR, €1, © THRRE]

1) AFIWEN GRS BRI M E 62 AR OME G 13 [#EE. 770 vE UTLRI0 mg % 1 H 3 [RHEAEE
592, ThD,
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LINFA D 74 JLL20 mg KA LTIRA) BUL/AAFAEE20 mg &
EEBAICEEEOERE L= EDVILTH T 1 )LOMEEREEK

(ng/mL)
140
--@-- L /NF A E 20mg  (n=40)

120 —— LAAFAOD7 4 /LA 20mg (K72 LCHRIT)  (n=40)

100
1.
i
Hro80

[

J

60

40

20

2 4 6 8 10 12 14 (hr)
P 51 g )

Con LONAUC, I ZDUNT L LSTFAEE 20 mg 12k 5 L ST4 0D 7 1 /LA 20 mg OREEZSHYEL 2331 F 58
EDOFED 0U%EFEREIL. A2 UTIRA L7-3E1CB T, log (0.80) ~log (1.25) OHIPHICH Y .
AR T D 2 & AR ST,

LAAFAEE20 mg %5 K%L TRRA) BHIXY S
L/AFA 0D 7 4 JLL 20 mg BEFRDILT T T 1 VDEYENRE/ NS A — 5 DFFEHEITIER

. " X ED
LT - SPRIEE D S o) =
0D 7 4 /L 20 mg IRTG A=K T~ ﬁ%ﬁ@%@ 90 /daﬂ@ilzﬁgﬁ
) Crx (ng/mL) log (1.005) log (0.885) log (1.142)
A7z LA ALC,, (nghr/nl) Tog (L. 099) Tog (1 034) Tog (1. 169)

G * Tt M
AUCy = O RIS 14 ifil] (eféth o 7' o VTR CopifEre s — mefislliion T imifis

1) AFEN CERSN BRI MERE 090 FEROTRE:. GRN 13 BEw, v )7Ll LTLEI0 mg %1 A 3 [l
535,] Tho,
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@ /K CHAH
LiINFA D 7 4J)LL20 mg OKTHRA) BRUL/ANFAEE20 mg
EERAICEHEEOERS L= E2DUILT T T 1 LOZEENRE/ NS A —4

- S = Cmax AUC14 Trrax t1/2
I =
AR USSR (ng/n) (ng-hr/nl) (hr) (hr)
LT A 0D 7 4 /L. 20 mg
10641 265+83 0.9+0.5 2.22+0.57
OKCARA)
LT AEE 20 mg
104149 256183 1.0x0.7 2.14+0. 47
(K CHRAD)

RPN AR RE (0=93)

Cre + BRFERIAERIE

AUCy, : OFFEIMN G LR (et 7Y L ZTRiH]) S CopiAfEr Pl — IR i
T+ AR RAERERGR], ) IR0

LINFA O 74JLL20 mg OKTHRA) RULAFAEE20 mg
BERAICEERORE L= 2D VLT 7 1 LOMBHEEHR
(ng/mL)
140
--@-- L /3AF A fE 20mg  (n=93)
120 —— L AAFAODT 4 /L A 20mg OKTIRA)  (n=93)

100

80

EEESE

60

40

0 2 4 6 8 10 12 14 (hr)
512 )

Con JLOVAUC ITDUNT, LT AEE 20 mg 12%FT5 L STFA 0D 7 4 /L2 20 mg DRI HAEIZ 331 F 53
TEDOZFED 90%EFERINE. /K TIRA LISz T, log 0.80) ~log (1.25) DOEPFHNIZH Y. AW
HFHNCRETH D Z L WWER ST,

LAFAEE 20 mg %5 OKTHRA) K95
L/AFA 0D 7 4 JLL 20 mg BEFRDLILT T T 1 VDEYENRE NS A —5 DIfEHEITIER

. . KD
LFoF . KPR D ! .
INT A—K SEHAHEDZED 90Y AR
NIALS A=
0D 7 /L. 20 mg YHAEDZE IR R
) Crx (ng/mL) log (1.046) log (0.974) log (1.123)
ATHRA AUC,, (nghr/nL) log (1.035) log (0.991) log (L. 080)

G T AR
AUCyy = O RIS 14 W§H] (et 7Y L W] S MR — it Rkt

1) AFEN CHERSN BRI MERE 090 FEROTRE:. GRN 13 BEw, v )7 0ud LTLEI0 mg %1 A 3 [afp
535,] Tho,
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2) BERAN REHRS GMEAT—2) P
TR AN 9 SUL 10 BT F7 40 25, 50 KON T5mg % 1 H 3 [\] 10 HEERAEE- Lz & 2 A,
Behi% 1. 3 BRI C Cu /2B E L7, 10 HBIZEIT S 25, 50 JON 75 mg Fe5ED C, 13FE4 155,
327 Je V535 ng/nl, 0 FRFfE]A~ 5 8 IR & CD AUC (AUCy) 12412741 438, 1032 J TN 1837 ng-hr/ml. ThH-7z,
VT FT 4 IRIER G4 3 HUNICEFERBIZE LT,

DIVTF T 4 VEREERAIC
REROKRS 25, 50K 75 mg 1 B3E 10 B Li-& EDFEYERE/ NS A—4
Pehar P BehH C” T AUCZ? te
(mg) (HH) (ng/mL) (hr) (ng*hr/mL) (hr)
NTFT 4
10 1 111459 1. 05+0. 50 26989 NA
25 o 5 113442 1.44+0. 73 30394 NA
10 155+63 1. 28+0. 36 4384166 4.807 , 4.43Y
1 221473 0.94=0. 17 597173 NA
50 9 5 270+131 1. 170. 50 8124376 NA
10 327+117 1.39+0. 70 10324490 5.029, 4.77Y
8 1 4784268 1. 060, 42 1124412 NA
75 7 5 5424203 1.36+0. 24 1601666 NA
4 10 535220 1.25+1. 19 1837877 NC
UK-103, 320 (i) @
8 1 180105 1. 060, 32 4254204 NA
75 6 5 19171 1. 17+0. 26 674313 NA
49 10 162+64 0.88=0. 25 706517 NC

EME RS, NA @ 3% 7 L, NC @ BHE

a) EHPEL), b) FERPE. ) AUCsDFA3 44l d) UK-103, 320 DUUEFHEEL L, 75 mg BEHHT DOV TOIMANE
B RRE . T, ArmniAE R e

AUCs : O I DS 8 FE] & T MFEr P i — IR NIAifE, tye « IO

1) AFEN CERSN BRI IERE 690 FEROTRE:. GRN 13 B#Ew, Sv7 )7 0ud LTLEI0 mg % 1 A 3 [l
535,] Tho,
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DIVT T T 4 WVERBRRN CRIERORS
(25, 50 U5 mg 1 H3E10 BRE) Liz&ZDUILTFH 7 4 ILRSEHEREWIDMIZREEHFE
(ng/mL)
250

25mg¥& 5
200 |

150 |

100 i

U iié[km

0 1 2 3 4 5 6 7 8 9 10
(ng/mL) BE%ER
250

i =)

H+—o—
——

200

150 |r

100

P =)

50

——
—m—
——
—-—
—m—
——
—a—
]

(B
0 1 2 3 4 5 6 7 8

(n /mL) L 5 TR
Jngr B 4R5RY

©

10

75mg#t 5
700 }

600 |
500 | 1

400

g é%;.ﬂhm

4 5 6 8 9 10
Ly bR

YT FT 40 (25mg. n=9., %7 LEBSHMBEOAHn=10)

: YT F T 4 (50 mg. n=9)

CVIWTFF T

CEMEAH UK-103,320 (75 mg. #%51. 5. 10HE TZhZhn=8. 7. 4)

o X5

o

SCome

1 AFIENTRRSNHENRMEFEIIEE 692 FEROMHE: GRN) 13 R, b7 700 LTCLaI20 mg &1 H 3 B0
592, ThHD,
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3) RAFEARIE IS MEESEICH T 5EYERE (A1481252 548%) * ¥

F NN AT MFREDRERE 9 Bz VT F 7 1L 20mg % 1 H 3 [BIRIER NG LTz & E OEFIRIEIC
BIFDIIVT T 7 4 VORI UK-103, 320 OIRYEIREA R LTz, VT T 7 4 /MTERNTRI S,

T DB G4% 1. 1 R T o7,

TEFIRIEIZIBIT D IIVTF T 4 VD Co JLOY AUGs,  TEFARREIRFOEAIMAEFIREE Cy ) K ORARMAEIR
JE (Corong) OB GEBMEED 13, FHEH164. 9 ng/nl (45.4%) | 545. 1 ng-hr/mL (54. 1%) . 68. 1 ng/nl
(54.1%) KON 19.6ng/nl (63.4%) THY ., EAREEENIERIAIRE o7, Fio, AT 7 4 /UTHE
PN R A2, (R UK-103, 320 23RS 4L, UK-103, 320 O Cp SLONAUCs DB (ZEBHRED
I TENEN8T. 3ng/ml. (35.1%) K UN365.9ng-hr/ml. (51.0%) ToH-o7=,

VIVTF T 4 ILRIEROREETEEIRERED
DILTF T 4 LR UK-103, 320 DEWIENRE/ N5 A —4 (AR TS MEEDSE)

VIVTFT 4 b o T AUGy Covoush Cas,ar
(h=9) (ng/mL) (hr) (ng+hr/ml) (ng/mL) (ng/mL)
BRSNS | 164. 88474, 78 1. 102=0. 499 545.14+294.88 | 19.608+12.438 68. 14+36. 86
Zahrtk (%) 45.4 45.3 54. 1 63. 4 54. 1
HRffE — 1. 000 — — —

(b)) (49. 0-298. 0) (0. 42-2. 00) (146. 6-1061. 3) (4.31-37. 10) (18.3-132.7)
UK103, 320 (o T AUGq
(h=9) (ng/mL) (hr) (ng-hr/mL)
S RS | 87, 27£30. 67 1.611%1. 024 365. 85+ 186. 55
R (%) 35.1 63.6 51.0
R — 1. 500 —
(CREE)) (53.9-137.0) (0. 50-4. 00) (196.9-714.2)

%9 B 1 Bl 0. 5 Al L, SEEROOBRMIRAR] & T2E ST BMIFRID AN 10% LA BT -7, FEROBRmH]
(0. 42 F5fH]) 2 SRYENRERRATI A L7z,

Crax + BREIMIEARIE, T : Farm PR AEREER

AUCs : O IRFHIAND 8 IRffi] S Cop i — IRttt i

Cog v+ TEFARAERFO A MAEPIRIE, Coronen + ARSI

VLT T T 4 VRIERDIR SR EFRERD
DIVT T T 4 LR UMKE UK-103, 320 DIMERHRAEEHERS (A RMEIARIEITSMTEAEDEE)

300 ~

—@—:INTF T 4N
—(O— : UK-103.320

i RE (ng/mL)

fH5 %R (b

N=10 (#¥5# 0.5, 63 L T8 Bflix N=9)
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4) INREhBIRMEAE ILEAE B E <85+ HEMBRE (1481298 FHER)

REL 20 kg LAF /N RTEIRMERT i IEE R 3 Billc, 2 v 77 41 10mg & 1 B 3 BIFAER N #&5-
L7z & ZDOEFIRFEIZEIT D Cup AUCsy Cogap KON Corongn OFIEIE, 219. 0 ng/mL, 395. 3 ng-hr/mlL,

49. 4 ng/ml X OY8. 0 ng/mL TH Y | T DHIAEI 1. 0 FF] TH -T2,

F7o. K 20 kg HO/NETEIRMAGS IEESE 3 B, AT F 70 20mg & 1 H 3 [BIRAERA#E-
L7z & EDEFIREEICINT D Cos AUCs, Cag oy SN Copon DVHHELE, 114. 3 ng/mL, 357. 3 ng+hr/nl, 4. 6 ng/mL

N8, 6 ng/ml. THY | T, OFHIYEIE 1. 0 FFCTh 77,

VLT T 4 VRIERDIR SR ERRER (16:8F) O

MEFP LT 7 1 VREHE (BARNNR BRI S MEAESS)

(hg/mL)
300pF
ow V)T T4)
P e UK-103,320
HERERE
n=6
200
Im
#3 o)
f 150F
N
= 4
- ]
100 ¥
®
50F 1 I
' ! ;
O 1 1 ] 1 1
2 4

0 1 3 5 6 7 8 (hr)
B 5 % IR
VLT 7 4 VREROERSREEIRER (1688 O
DIVT T T 1 VEENRE NS A—4  (BARN NSRS MEEEE)
15' Jj;& AUC8 CL/ F Css, av Crrax Ctmugh Tnux 131/'2
(ng+hr/ml) (L/h) (ng/ml) (ng/mL) (ng/ml) (hr) (hr)
10 mg 1 H 3=
——_— 3 395.3 29. 70 49.43 219.0 7.95 1.32 63
\ +186. 2 +14. 66 +23.29 +149. 3 +3.28 +0.56
20 kg L)
20 mg 1 A 3[H] 357.3 71. 87 44. 63 114.3 18. 60 1.01
3 1.94
(fAEE 20 kg #8) +219.1 +41. 00 +27.32 +66.0 +10.87 +0. 01
sk 6 376.3 50. 78 47.03 166. 6 13.28 1.17 L7
+183.0 +35.94 +22.86 +118. 1 +9.25 +0.39
AT RS, 7272 L 6 AR 20 kg BAF 1, 20 kg LA 11§51, A8 2 il i

AUCy : Be5THINE (8 HffH]) (ZdoiT 2 M — ikt Fiinfs, CL/F - A2 U770

Cos v+ EHARAERFONIMBEPPLE, Cray : FermIETRREE, Coronen + FARMITTRIE (B 5HIH)
e PRI, ty, « HORIIZIT AR

) AFIOENTHGR SN AELOHE (s Eo/ND) [3LLFOMEY ThHhb,
[LRFFEE « LFA 0D 7 L1]
KE 20 kg BDHE  @E, AT F 7 4L LT1IEI20 mg %1 H 3ERRO#ET 5,
[LAFARREH R T A v m ]
KES ke LAL20 kg LIRSS < 1@H, AT F 740 LT1A0 mg & 1 H 3EHROBET25,
KB 20 kg BBOBE  lE, LT F 7 4L LT1E20 mg 2 1 H 3 [ERAEE$5,
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®) skl
M EERI L

@) B=E - HEE0FE
1) BEOFE
DLNFAE?
HA NN 16 B2 VT T 7 ¢ )V 710 50 mg % Bl X IZENERAC BB D e G- L, (RPNERE
W RIFTEBHEOMEBEE LT, VT T 7 4D T, 1 TBH% M OGRS 5 CENEI 3.0 ROV 1. 2 I
MTHY, BERGIZI VRIGEENEREITRD, Tu?S 18 FER. t,,13 0. 09 BHEEENE L7z, Cu X
B C 149 ng/nl., ZEfERFEL-C 255 ng/mL TH Y, AUCIFZALEI 697. 5 K UN806. 2 ng-hr/mL. T
STy BERGIZEY Cp O AUCIFZIERH LA TENEI 42% KON 14% A B s Lz,

TR UBRIEEHDOVILT T 74 ILD
EWENRE/ NS A—4 (BERAERM. 1 7+t)L 50 mg BEHRROKRS)

T C.. AUC.. s

(hr) (ng/mL) (ng*hr/mL) (hr)
B 3.0*0. 8% 149=£55. 6* 697. 51289. 4* 3.26=%0. 88
7ol 1.2%+0.5 255+116 806. 21269. 4 3.361+1.72

AR RS, n=16 ¥ :p<0.05, 3HUMT
T+ BRI ERERH], Gy © SRrmIIERIE
AUCo = O FRFfHI & SEROHRF] = CopEr e e —IRpfJbR iR, s « TS0

EERRUBERIRSEEOVILT T 74 LD
MmigdEEHE (BEMRAERME. H 71U 50 ng BEREORS)

(ng/mL)
500
100 —o— TEBRS
] —O— RS
I i FEH AR RE
9% i n=16
ET; ) ~
= {\
i3 10 r \
] \\J}
1 T 1 T T T T T
0 2 4 6 8 12 24 (h)
5 %R

1) AFIOENTHEGREINZATAL, §855 0D 7 Va4l vay 7THFICH S,
1) AFIWEN RGBS BRI M SE S92 BERORHE G 13 Rl 77 v UTLRI20 mg % 1 H 3 [RRROH5E
592, ThHD,
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QULNFAEBA RS 420y T BHEAT—R) ©

TR ASNE 12 BIC KT A v ay TRIZKCTRE LT a  7HIE LTLT 7 41 20mg (10 mg/mL
OB 2nl) 2B UTZERIHERRE O L, ANEIREIC R F T B HROBEL R LT, LT
F7 4 VD Ty OHFRAEI LR L OGEREREE 5 CENEIL 3.0 LDV 0.5 FHETH Y . BIEHEIZ L 0 I
BREEDND U, T 23 2. 6 IRFHIESR: U7z, G DA X AL ST 48. 0 ng/nL., ZEMEIRFF 5T 103. 8 ng/nL
THY ., AUC.OVNEITZIN I 282. 2 BV 254. 6 ng-hr/ml. Tho7=, BHEKGIZLY C,, ZERHRE &
HeT 53%0BD LIZAS, AUC, ¢ 13 11% DB & BFIC L DEBAE L A EZT RN EAVRENT, Ak
BIXV AT ABEFGERFO B FORESERORER L FRETH | LT ARREH R 74 21 > 71200 Th,
LoRFAHE 20 mg &[RRI AER ORISR R 2t InE L B2 D,

e R UBRIRERO VLT 7 1 ILOEYBIRE/ NS A —4
(BEERABEME. LN\FABBRARS A0y TEIIILTF T 1ILE LT20 mg BEREARE)

T Coe AUC., tys
(hr) (ng/ml.) (ng-hr/mL) (hr)
% 3.00 (0.500—4. 00) 48.0%13.0 282.2+47.0 2.674%0. 527
ZEfEIRE 0. 50 (0. 50-1. 00) 103.8+31.4 254.6+48. 8 2.842+0. 513

AT, n=12 Ty 1 XPIME GER)
T+ ISR TR IR, G+ SrIMAEHRE
AUC. = ORRFi]Z» D MERROCHRAT S CoDME s — el Pk, t,, < THAHAREN

TR R UBRIESED U ILTF 7 1 LD EEHT
(BERERABME. LAFAHEERESA Ry TE#VILTH I 4L LT ngHEEORE)
(ng/mL)

80

70 ook ZEREREIES

I ErEE BERRS
& -
: n=12
= 50
5
40
30
20
: \.._—;‘,_.__._..,.-.G...
g g
0 2 3 8 10 " o

6
55

2) BHREDFE
A A AEF
VIF7. #HAEAEH) OHESH

) ARIOENTHGRSIIATAL, FEHL 0D 7 (VLA >ay THAICH S,
1) AFUWDEN CHGESABIIRMEAf S AE 32 FER O (RN 13 Tl Sv7 )7 00E LTLEI0 mg 41 H 3 [EiEnd
54%,1 Th%,
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2. BANREEREN NS A —4
() A&

)AL= KA NETIV

2 BUGEEEH
AR L

Q) HKREREEH
AA NIRRT LT AHE 20 mg 2 ZEfERHC B O G- LTz & Z OVWISERTESIT 0. 34 hr ' OK TR, 93
#) THo7=P
GHNEAT—%) »
R 12 BlZ VT F 7 1)L 50 mg % BAIEHR O U IFIRNER G- L7 & E OWEHEEEENE, 0. 17 hr! (R0
#5) | 0.18hr (FRNIEE) Thoiz,

@ DIYF7IR
OMNEAT—%) Y
fERERV A 12 BN LT 7 4 /L 50 mg ZEIRPR G- L= & D7 U 7 2 A1E, 40.8L/hr ThHo77,

(6) PHRAE
OMEAT—%) Y
TERER 12 B2 VT F7 4 )L 50 mg ZEiNEE G- LTz & 2 O AAFIE, 105 L Thotz,

6) Zith
TP OB T A—42 1
TR A 20 B ILT 57 ¢ v 25, 50, 100 TN 150 mg Z HAlae 5. U 7= R C©d 5 UK-103, 320
MAFEFPREE TP 5% 0. T~0. 8 ] THRRREE AR Ly Cog SOV AUC IARZ RIS L CEAVETRI 47%~53%
FON53%~61% LKL . HENTHT D HEGINENEEZ BN,
I3 UK-103, 320 JREEIX, SVT T 7 4 L OBEG-BEDOHINIHA BN U=, FtEhRMHA S eSS (HAN)
(23T DI X T A — 2 ZOTIE, TVIFL (2) 3) BRI M EAEERE 1231 T 2 Sde (01481252
AER) | OIEBMHE,

11 AFDEN RGBS ENIRMERTm MUEAE S92 FEER OE: (N 13 BEH, 2777408 LTLEI0 mg %1 H 3B
534%, 1 T,
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3. B&EM REaL—LaY) g

(1) fBAFAE
HAETNE LTURNEGT | 28— b AV MET (T84 DG (TRl LT

() IS A—2TEFHER
/N R OSRNHERMER il R 38T D VT T 7 ¢ VSR A i35 BT, A1481131
173 4) MONAL481140 38R (R 207 f5i) OF—F VTR = L—3 3 > PK T &1 T-7,
FORE, A2 UT T A (CL/F) I13TEES & HITHEML, K 40 kg BifE T EICET 5 LHEE SN,
F7o, BHEMEERONCYP3A BRES* OOFIZ L 0 CL/F OHEEMEAZIZEI 34% L N 30%{K T L, CYP3A4 FEEEEE
OO I Y CL/F 23569 3TN 2 L HEE Sz,

% 0 CYP3AA PHESR : VIF7 (1) PRAEEm L ZooBid] KON VIFT () PEEE & Z0BiH] OESMR
%k CYP3M FREEE . VI Q) fFfEE &Z0Bm] OESHR

AR ()
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4. TRIR

NFTRAZEY T4 GNEAT—H) ¥

IAFT ATV T 41T4% ThH T,

BEERRS 12 N2 SV 77 1 )L B0 mg Z BRSO SUIERIRIE G- LT & 2 A BRARGHZD LIV T T 7 4 VD

HEHEARIFFARNIZE L= & EOEYERE/ NS A —58  ERRAN)

T C AUC., ty: IAFT AT T4
(\ % max max 1/2 ’
B (hr) (gl) | (gehe/nl) () %) (Q0%%{ZHERT)
®a 1.46 159 530 4,07 41.0 (35.6—417.3)
RN 0.73 531 1291 3.92

T (ZFAPTENE, Craxs AUCl TEEPEENIL,  t1 | IFRFPEEIE, n=12

RUERRL (BE: v k) @
+FE. 2. ROVEIR
SD =27 v hOWMBESENL (B, + 8. 23RS 28R OREE L, B —7 2Bk L7-#4,
BHEAAZ M- NT 7 4 v (0.5mg) 285U, FEMLDDIIVT F7 4 VO A Fat Uiz, $54%0.1
SN0, 25 RN EAVENVDTE B V— 7 N O BEREZIE U CE7R A 3RO, $554% 0. 25 RIS Is1T Hik
TREDFAFRIE, B, + 50, EREOEIHIB W TR S EDOENZEIL 85. 2, 27.6, 18.5 KN 26. 7% Th
ST PLEDFER L O T T 7 4 MTE ZBR S THEE OFSELEL 0 3N IRINESND LD LB X HIVD,

BRE HEAT—H) B
TR ATBYE 6 Bl MO VT T 4 VARG TR, BERRED IR R OSEr P~ D PR IR 5 &
W HFEREDNEZ R LT Z LD ST T 7 4 U RO 5T 100% IS D b0 &5 2 Hiud (IVI-T.
R DESE),

0D 7+ JLLIg 58D ORERRRAN 5 DIRYR
LT 0D 7 4 VAT APENREERI CH D3, LT A 0D 7 1 /L 20 mg 137K L CHRH L7235a1236) T
LT AHE 20 mg L AMPFIICREE Tl 5 2 EBHERSNIZ® 2L, LT A 0D 7 4 /L A0 VSRR
DORINIFNEB %2 Hivd,

) AARIOENTHGRSIVIATAL, FEHl 0D 7 4 VLAL 2ay THAICSH S,
1) AFIEP GRS IR EIEE 62 IEROME G 13 TlE, 77008 UTLIRI0 mg 221 H 3 iR
54%,1 Th%,

VII. Ep#hielcBd+ 5HA 71



5 o

(1) Mok —RxEEPS @i
&B: Ty k) B9
MEER T » NMZ YC- T 7 o VHEIFIRNEES: (Amg/kg) L7c & S OMBNIEE (84— 747
TL) T—R2IY AT T T 4 URIMIE— KB EE AT D S OO, FHEHRERA~DOBA TN T &R
RINTVND,

(2) Mmik—RaRERAFh@EEE
&E: Ty k) W
SD SRR T v M AT 7 4 VRS B 17 H'E T 200 mg/kg A DG L7ofER, IBVEHORES I
VT FT7 4V T12.05 pg/e. R UK-103, 320 T3.12 ug/g Th-o7,
F 77, New Zealand White fHETHXIZ, AT F7 4 AEIHEG B 18 HE T 10meg/kg R O#S- L7
RGBT T T 7 4 VORI UK-103, 320 & S IR S Ve > 7z BREFRFU IV E 0. 10 ng/g).

Q) Fit~RBITHEY
RPN IRN At M ERE ORI VT 7 4 VREEONEEE FEERAD 13, 1. 64~4. 49 (0. 23~0. 37)
ng/mL THY |, & MIFLF~OBI TR DIz VT 7 1V 20 mg ZAHRIAR A~ 5 HHPER ORI
ARMEAES UEAE ORI LT, 17 B0 5 5 0 R, 11 B 2 EHG- L, $#55 8 IFfiifg, 14 IR,
17 BERICIE L)

@) SEEAORIE
BRHEERI L

(6) ZFOHDIEBA~DFEITIES ®
FARRAHENREIRE 35 7> b)
HEME R OMEEDF BT » M "GV T T 7 ¢ )V E BRI G- Ung/kg) LIZRFOEHA— NT o475
LED | B~ OB TR LT, #5544 24 FER O, MDA B ORGHEEN RS i, v T
7 4 IVAFEDOREWIN A T = BFWER A5 2 LAVRIR S, MEVET » BTl RERRT O RE R Tk
T h IV EL . HERBEOTERITHED RO BTz,
U= VT T T 4 VIAERR B G DIEBED 34T /32— T 5 L HERL L TR Y | RIS A I
FIERO B2 Tz,

) AFIOENTHGE SN Re U IZE T, BRI TEE] Th b,
1) AFIOENTHGR SN AEROHEIILIFO®EY Th 5,
[LRTFAHE « LT A 0D 7 /LA
A EE, LT 4 LT LEI20 mg & 1 B 3 [ER ORG-S 5,
1L ED/ N (RE 20 ke BOWA < i@F, VT F7 40 LT1IAEI20 mg & 1 H 3 [BIRO#&%59 5,
[LARFHRERA KT A r ]
RN EE. AT F T 4 LTLIE20 mg & 1 H 3 ERRAEET 5,
LB/ N (AEES kg LLE20 kg ATFODBE 18, V77408 LC1EIL0 mg % 1 B 3 [BRRA&ET 2D,
REE 20 kg BOYLA < @K, VVTF 7 4L LT1IE20 mg % 1 H 3 EHRO& 595,
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S v + (Lister Hooded ) [ZMC-ILTF T 1)L 4 mg/kg &
B EFHRAIRES U - METEERE

R AR HCHREIRE (ug eq. /g)
1k i3

0. 1P 1R BHFY] 4] 0. 1FH 1R 6] 24RH
IR7: 1.62 0.28 BLQ BLQ 1.08 0.78 0.15 BLQ
Jilkd 1.42 BLQ BLQ BLQ 0.55 0.20 BLQ BLQ
AGYAR 6. 28 1.16 BLQ BLQ 3.12 2.07 0. 65 BLQ
TEEA 7.98 2.02 0.31 BLQ 5. 11 2.93 0.74 BLQ
iR (i) 23. 26 27.98 15. 08 14. 47 16.29 36. 36 34. 14 20. 22
iR (RFE7K) 0.18 0.18 0.17 BLQ 0.21 0.27 0.43 0.18
N 5. 40 6. 04 1.46 0.17 4.82 10. 54 2.43 0.16
SH 3.38 1. 39 BLQ BLQ 3.05 2. 46 0. 76 BLQ
Dk 5. 54 1. 02 BLQ BLQ 3.56 2.06 0.70 BLQ
fiti 9. 80 2.97 1. 05 BLQ 8.23 5.15 3.55 BLQ
Ji 3. 64 4.90 0.87 0.17 6. 20 5.76 1.94 BLQ
I 12.00 2.10 0.17 BLQ 6. 99 3.65 0.92 BLQ
R 4. 47 1.64 BLQ BLQ 3.22 2.55 0.69 BLQ
i 1. 59 1.36 0.15 BLQ 3.04 2.68 0.65 BLQ
i (RE) 11.04 1.99 0.16 BLQ 4.35 2.96 0.70 BLQ
i (REED) 5.78 3.90 0.24 BLQ 3.41 2.40 1.13 BLQ
NERSHER 0.33 0.51 BLQ BLQ 0. 89 1.69 0. 40 BLQ
B 4. 26 0.55 BLQ BLQ 2.10 1.24 0.29 BLQ
FE — — — — 0.19 0.22 0. 46 0.18
Bz 2.67 0. 61 BLQ BLQ — — — —
e 1.81 0. 45 BLQ BLQ — — — —
FiEe 0.93 0.26 BLQ BLQ — — — —
Bl 3.98 0. 68 BLQ BLQ 2.50 1.44 0.53 BLQ
/N 1.19 77.94 3.94 BLQ 1.41 95. 43 45. 89 0.65
K 0. 12 1.08 109. 39 0.77 BLQ BLQ 20. 82 3.49
BN 0.11 8. 64 0.58 BLQ 4. 20 45. 27 10. 31 0.18
PR 0.77 37.69 6. 59 BLQ HEET  89.04 9.79 BLQ
BN n=1

BLQ : EERFYE (<0.13 ug eq. /)

(6) MIFEEKESE
SERBHTIEIZ L A in vitro BERIZIVT, SIVTF T 4 VOSBRSS ERIE, 0.01~10. 0 pg/ml DPLEEE
BT 96.2~96.5% ThH Y . B LT —EHEERLEY , ATFF T MITCT AT IV S LEY .
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6.

(1) RBEIRUORBHER

GNEAT—%)
FREFNL - iR
FEHRES « ST T 7 A VOTERGRIRI L, FATFAEALT DU RN FATFILE T — VO
FBAT UL, BT DU BROBA L N T U BROBREL NEITHABHOZKER LoD 5 SORIENHE 2 HILTUN D,
TR SBNE 6 Bz, M"C- T 7 v (TAHR) 50mg A ZERH IR OG- L, (i, JRP L OO
R a Rt Lo, RIS IR A e b 26 < AFE L, BE5- 1 B L OY 8 B DI AR k372

BISITFN TN AT% KON 14% T 7=, ZDfth, UK-103, 320, UK-150, 564 K OSBRI Kh W St
Be54% 24 W & CORPAEAEISURER LD i b 2 < i S, BH-BICHT 5EE 5. 2% Th -
T2o ZOMh, 8 FEDONREWI R ST 1L 5% AR CdhoT-, £7-. #6544 72 Fit £ Tyt
W3 UK-150, 564 73 © 2 < i S, BEG-EITHT 2 EG13 22% Th > 7=, ZDfth, 16 FEEEOE R =
T 5%AliE 7%,
ZNHORERE DT v b, A XITBITDBES, WIVTFT7 4 0DT v b, A XK MIBT
DHEERHIIILL F o@D £ b Y,

(— PR

UINTFI4ILDT Y b, A XRVE MIEITHHEERBHERR
(ﬁﬂlﬂl }al'f%)%ﬁ;ﬁ%@?x%ﬁ&%‘]’“‘"lJ‘IT%)*'JA)

CH3 CH3
\ \
HO

Sk 2% H (on vk 1%
b 13% CH3 12 1%
0“‘
BRRARISH D KER{E o ERS T UROEIE
HsC ~N
N0
~g” N YLTFF TN

/7 N Sybk 3%

o 42 16%

o Eb 0%

|\ CH3

ESV—LED
N-f 4 F L1
R Hy
N{ //
//
CHs
UK-95,340 UK-103,320 UK-150,564 CH
5k 20% S5 vk 11% Sk 16% s
12 8% 1% 2% 4% 16%
. Eh 3% £k 22%
’0' o
"21 . u‘.
ok Q  cH
H SHs
HN N
ON 2 Oy 0 P!
& ,
s @N Y S @N Y
o o
> cf e CH e CH
------- 1% UK-332,012 [ N UK-331,849 |_ ¢
Sy h Syuk 2% CH, Svk12% CHy
7 12 6% 14X 5%
ER 3%

1) AFEPN CERGRS BRI MUEAE S92 R OVHE: (A 13 REE, v 70 vE LT[R0 mg %1 B 3 [afers
535,] Tho,
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(2) REHBI5T 2R CP %) ONTFE. F5F
(in vitro) *®

CYP KOk MIFR 7 1 Y —2Z ATV T T 7 4 405 UK-103, 320 (Wi A F7UEK) ~DfREHB5-9% P450

Sy FREZA T LT, UK-103, 320 OARGHEEE X CYP3A4 23 i< | YRUNT CYP209 Tdh-7-, /-t MFI s

V—2HE N T T T 4 VORI IIET AR CYP FHERIOF ORI LV, ST 7 4 VOREIE

CYP3A4 DFFFIAEAICH DS b2 ) — U I D e biB< FHEE S 4L, CYP209 OFFRAIHEAICH D AL T 7

7= =V THIESNL, Lo TILT 77 4 VOREHTITFE LT COYP3AM H3B35-L T Y, CYP2C9

HOTNTHLINEE L TND EBEZBND,

BIEF b O—LPAS0 FERZRIZH T BV ILTF T 4 )LD MR A FIUR~DAHE

(pmol/mg/min) 2. 5uMIIVFF T 1)L 250uM>ILFFT4IL
8 -
140 1
C
?‘ 120
> %7
w 100
Eu{a’ . _
ﬂoE 4 - 80 =
< 60_
2!
R 5 40 -
E
20 1
8 |_| -I 0 —l |_|- [ I pr—

T T T T T T
CYP1A2 CYP2C9 CYP2D6 CYP2E1 CYP3A4 CYP1A2 CYP2C9 CYP2D6 CYP2E1 CYP3A4

ORERP450 EERNFIZAV—LA

DIVTF T 4D MR A F JUSA~DRBE R IFTRIEF 0 O—L P450 BEERIDEE

2.5uMIIVTF T 1V . 250uMIILTF 710 .
UK-103,3204% /& UK-103,320% 5 8
(I hA—ICHTREE) (I rE-IVICHTBEE)

0 20 40 60 80 100120 140 0 20 40 60 80 100 120
I N N N N T I l 1 ] ] ] ] ]

7774 1uM
7574)>10uM
AWTF71H/=I25uM
AWT771F/=IV25uM
=T 2.5uM
*= 2 25uM
rhaFJ—Iv2.5uM
i3 J—iL25uM

777421uM
7274)>10uM
ANT771F)-2.5uM
AW T7711J=25uM
F=I22.5uM
= 25uM
rhary=Iv2.5uM
harJ—iL25uM

HRTE

7574V CYPIABRERE 27771+ /—)V.CYP2COMEE F=JU .CYP2D6MEEE /7haFJ/—)ViCYP 3MMBEE

*:p<0.01
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Q) YEEENROFERVETDEE
GMEANT—%)
O)EIGE 57 S e
FIE - BTN 6 Bl "G T )7 ¢ VAR AR LRI R TERTH L L EXBNTEY ., Bk
(R A AT A TV T 434N % T2 Z ENBHIBHIRE W@ AT % LB X 6D,

@) REOFHEOEEREMSLL, FFELE
(in vitro) ® %
IVTFFT 4D MBI ARG Tdh D UK-103, 320 K ONUK-150, 564 122 40E40 PDES BREMER 2R L., in
vitrolZBWCIIVT 7 4 4D 1/2.5 OV 1/11 TH Y, IEHOIFERGEBET D LT F7 4 Vo3
HYERIZRT 2 200 R 5107 e B2 Hnb,

1) AFIEPN CERGRSN BRI MERE S92 FER OVHE: (A 13 R, v 70 vE LT[R0 mg %1 B 3 [afrs
535,] Tho,
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1.

TP S D,

- SRRl

B« BEEER B 6 Il L7 7 01 10, 25, 50, 75, 100 TN 150 mg A HAEHR %5 L 7=
Be bt 48 B & COR R T DARZAUIED BFER PRI, 0. 3%~0. 6% & T TH
D, BHEICEHR R AHEEDMER LT,
AR« R ABNE 6 ST 7 4L 50 X 100mg & 1 H 1 [B]7 HREIRAERE G- L7t
HETRT DARZE AR 24 FEERORTPHERIERIT 0. 2%~0. 9% DB THERS L, HiEH 5 L [F]

FEECTH Y SAEIR G K D2 I 720 - T,

- FEPHEE ONEAT—%) =%
AL 6 Bz, MC-S VT F 7 4V 50 mg % BAIERRR (%50 T 25 mg A ERIRPNIR G- L7-RE, $ebit% 144 BF
M E CORF RO O BFERIERIX TREOm@E ) Th -7,

“C-LIVTF T 1 IVEBERRAICEERR OIS RIFEHRPHE S LT & SO RBRPRUEFHfE

PR e &3
s 12. 3% 79. 0% 91.3%
FRP - 13.0% 75. 5% 88.5%

“C-2IVTH T 4 VBRI CHEERE O 5 S BIERHRPHE S L 1= & EDBETREDRF R UHE i

% %
oY @rEs 1002 BIRAS
754 75+
x
5 504 % 50 %
i —e R —e R
7
254 25 -
0 .(( 1 1 L 1 1 (h) 0 -</ Ll 1 L] LJ 1 1 (h)
0 24 48 72 96 120 144 0 24 48 72 96 120 144
FIMETAZAERZE n=3 B S %R

8. FIURKR—E—IZEET HIEER
RRLEER L

9. EFIZKBHIRER
ONEANT—2) @
ARIFELETNE 16 BT T 4 /L 50 mg Z MIEZAT 2 FRFRIATR O 2 RIS L AR O ORI
SERE 2 LU LTRSS, BT COSMEIRRI RS Ch o7z, E7aBHRPIZIoT 2455 K OGN
BIREGED 1%L FTHY . BMZLVIZL A ERESIeh T,

) ARIOENTHGRSIIATAL, FEHL 0D 7 (VLA Pay THAICH S,
11 AFEN TRRSNTENIRMERT MR S92 FIER O (N 13 B, Sb7 77408 LTLIEI0 mg A1 H 3[R
54%,1 Th%,
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10. HEDERERIHESE

(1) BSEIZHTBEMBE GNEAT—%) &9
fsEin e (65 Rl b) 15 BIROMEREE RS (18~451%) 15 BlC /LT )L 50 mg Z HAERE 1 #: L7-iE
D Ty 1T, EHEROEAEZETENEN L2 BERO L1 BE 20 IREREECH T2, G 1IEIE T
302. 5 ng/nL, FHEHT 178, 2ng/nl THY | FElEIIHHEH LV 60%~T0%:0\ Mz~ L7z, AUC. il
AR TENEI 1077, 0 JLOV586. 0 ng-hr/mL & 720 | Sl EDSEEE ORI 2 fEEVMEZTR LTt 13
FT 3.8 W], BAEH T2 6 IIChH Y | ilEI B TR o1, BB T U T 7 AR BWIE T LT,
(V-6 (8) rRilline| DIHZH)

EERUEFEIZETEVILT T 7 1 VOEYERE/ NS A—5 (50 mg BHEIEFOHRE)

T Coux AUC.. ko e fu CL/F
(hr) (ng/mL) (ng-hr/mlL) (1/hr) (hr) (%) (mL/min)
fi=lli ez 1.2 302. 5 1077.0 0.183 - 3.4 800. 2
65 mLLE) +0. 4 +102, 0%** +983. 1%%*% | +0.091** : +1.1* +219.9
padeee s 1.1 178.2 586. 0 0. 268 06 4.3 1537.2
(18~45 %) +0.3 +70. 4 +204. 7 =+0. 064 : +1.1 +721.8
SEEHEATAERZE, Tows Koo FuONCL/F IFRAITTAIA, G SOV AUC 2GR, 0 L IFHFIEAE, n=15
* 1 p<<0.05, **:p<0.01, ***:p<0.001, Z3EHT
T © FXEIETRERGERAR, Cu : BRI TR
AUCe @ 0 B> & MERR A £ Coo APy — R bR g
ke : VHOSHREEEER, t1  YHASHRAY, fu : MRS OEIS, CL/F A7 VT 7 A
ERMERUVEEEIZBITHUILTF 7 4 )LOMEERREEHTE (50 mg BEEEOES)
(ng/mL)
1000 3
7 —O0— =hE
1 1903 — o EFE
ﬁﬁ .
] T EHEERE
7‘);_5 : n=15
E
10
1 L T T T T T 1
0 2 4 8 12 16 20 24 (h)
¥ 5 % AR

1) AFIEPN CERGRS BRI IEAE S92 FER OVHE: (A 13 R, Sv7 70 vE LCLEI20 mg %1 B 3 [afs
535,] Tho,
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(2) BHAEEEREICHITLEYERE GNEAT—E2) ©
TERRERIA 8 Bl OVBHRERR R R 16 lZ /LT )7 1 /L 50 mg % HA[RHR 45 5 U 7= RF, FEFRERBODIR TR (7
LT F=2 7 VT 7 A  Cer=50~80mL/min) LKOHEEEE (Cor=30~49 mL/min) OEHHERREBEA CILMmEE
HLNNTFT 4 ND Crp KON AUCHTBEERRLNIZ ISV DA & BEZED 2o T3, BEEEEHREREEE Cor<
30 ml/min) Tl Coy KON AUC. & IR IZ AT 2 s Mlia R Lz, (V-6 Q) BhEREEsE) o

)
(—HBHEPE R
EREEERERMERRAICEITS
DIVT T T 4 VDEYBIREND A—4 (50 mg BEHEORE)

R RE R ORREE Touse (o AUC., e fu CL/F
Cer (mL/min) . {5l (hr) (ng/ml) (ng+hr/mL) (hr) (%) (mL/min)
1R (>80) n=8 0.8+0.3 246+120 756373 3.4 | 2.7%0.8 11024594
HRAEE (50~80) n=b 0.8+0.4 256+77 6834164 4.2 | 2.4%0.7 1220313

HPASREE (30~49) n=4 1.0%0.4 288+188 8824415 3.0 2.0+0.5 945+317
FREE (<30) n=7 0.540.0 | 464+162%*| 1519+639** | 3.9 | 2.240.5 549-+193**

B TS, Towe L (3B, G AUCSZUNCL/E IZEISEAHIE, o | 3ERFITLAN
1 p<0. 01, BT, BEERRA L LR L CREZED Y.,

T+ TR T RIEERE, G S IAERRE

AUCs = O M1 & HERRAE 3 Cop My — ittt Rk

Ko @ THISHBEEEL, ty, - TSR, fu : PRSI OEIS, CL/F A7 VT T A

BHAEEEBERMERAIZETS
DIVTF T 4 VOMEEHRERR (50 mg HEIEORE)

(ng/mL)
1000
—O0— fEEERA
—e — EXEREETERE
—n— HEEEEEE
100 A EEEEHE
o B R
l’:ﬁ n=4~8
=
E 10
1
L D L | I 1 |
6 12 18 24 36 48 (h)
5 % AER

1) AFIWEN GRS BRI E 202 BEROME G 13 [#EE. 770 vE UTLRI0 mg %1 H 3 [RHEAEE
592, ThHD,

VII. Ep#hielcBd+ 5HA 79



Q) FFEEREERAEICHIT2EYERE GIEAT—S) ©
TR 12 1 M OVITRSRERE = 12 /5] (Child-Pugh Class A : 75, Class B : 5 ) (Z3/LFF 7 (/L 50 mg
Z HAERR 55 U7 REOIFREER SR IR 2 VT 7 4 VD Cpy OY AUCODTAINENE, AR & bHiik
LT, TNENHIAT% KON YENN L, ST F T A NVOREA 7 VT T AT 469K T LTz, £i2. W
T 5 UK-103, 320 D Cyp S ONAUCLD T, FEEERA & Hfs LT, Z 20U 87% M N 154 %M L7z, (VI
-6 (3) JHiREfEEBE ] DEBY

FHgREREEBERUBRRAICETS
DIVTF T 4 LR UMKE UK-103, 320 DEEMENRE/ NS A —45 (50 mg BEREORE)

T Cox AUCeo AUC.oEL: Kel Ly fu CL/F
(hr) (ng/mL.) (ng-hr/mL) (%) (1/hr) (hr) (%) (nl/min)
AT 1.38+ - 661051 0.215+ 593 3.46+ | 1255+
fatHE 0.31 . - 5 0. 059 ’ 0.61 533
A 1.29+ 0.223+ 4, 86+
UK-103, 320 8338 343162 3.10 —
0.33 0.101 1.01
YVTFT 4v 1. 58 228+131 1225+926* 0. 163 4. 26 3.70% | 680
JiTRERE 0.36 N o o 0.051% ’ 1.34 712
B 1. 46+ 0.120+ 5.55+
it UK-103, 320 15551 | 873H343%%* 5. 80 —
0. 40 0. 048 1.45

TPEHE AL, To ket OV U N TBITPEIE, Cuoes AUCBLONCL/F T3S, b L ERARTE
n=12, AUC i, UK-103, 320/SVFF7 1L
* 1 p<0.05, **:p<0.01, ***:p<0.001, tHE, EHERALHE L CHEEDHY,
T © FARIMUE PR EERIERE], Cr : eI PR

AUC, + O HET & SHERRCHERE 3 Cop s — Rt Rt
ke THISHEEERL
tye s VEORSHREN, fu @ ISP OES, CL/F A VT F R

FFHSREfEE R B R OMBRRAIZETS
UILTFH T 4 VRS UK-103, 320 (DMnsEhiEEHRE (50 mg BEEEOES)

UK-103,320

—O— R A
—A— TR EEE

T ETAEERE
n=12

(ng/mL) DIWTFT I (ng/mL)
1000 - 1000 -
—O— RERERA
,{‘[E 100 —o— FHREREEEE 100 4
;ﬁ TR RE 1
B 10 - n=12 10 1
E
1 - 14
I 1 1 1 1 1 1
0 6 10 18 =24 36 48h) 0 6

R 5 &R

10

I 1
18 24 36 48 (h)

) AFEN CHEGRS BRI MR S92 R OTRE: GRA) 1 B, Sov7 )7 0Le LT[R0 mg %21 H 3 [
535,] Tho,

VII. Ep#hielcBd+ 5HA
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@) ME BNEAT—2)
ftEERl A\ e O A B S VT T 7 ¢ V% 50 mg (& CHIBHR AP S U720 V7 F 7 ¢ VRO
W) UK-103, 320 OFMEET — X Z LG L, VT T 7 4 VORI UK-103, 320 OFAENEIC KIF T MO
BEEt LT,
ZOFER, VT T T 4 VORI UK-103, 320 DU NFHUE, C TIEAMEIZIBUN TR0 M 27~ L= D
D, FYE LTI DA A B> Tl Y . F72 AUC TP A ClRkkefEa R L, M2EdZio 5
N2NbDLEZ B,

(FEPEED

1. it
M EERME L

1 AFIENTRRSN BRI EIIUEE 692 FAER OHE: GRN 1 REE, o777 0bE LT EI20mg % 1 H 3 Bt
532, ThHD,

VII. Ep#hielcBd+ 5HA 81



VIII. 2t (FRLOIES) T SHIEEB
1. E5RER LT DOEAB
1. 24
A EHBEH L WVIET—BIEER (N #E5E (ZrnJUw) >, BEEBT7IIL. BBV YL
ER,. Za50VILE) EOGRAICKYBEERNERL, BEICMEZTHEBIESZEAHZID
T. REITBEDRIIC, EWBREHDVIE—EBIEER NO) #EENRSEIA TGNV EZ2+H0FER
L. AXEIBEFRUBERICEVTIHERERESH D VIET—BIEEERE N0) #HEEABEIALEES
PERETSHIE, [2.2, 10.1 B8]
= L. MBS NEEDARICEWT—BIEERRARE EAFIDOGHAIGERELLE & i
SNBIBEAE. RAKIZTOXME TEI2EERMRIRICH T, MBS MEEDAEIZ+527%450
HEBBREEOEMOL LT, BEICRETHI L,
< fRER>

ST F T o E, — R EEE (N0) 1Tk AAE DM IR OMEERK AR 5 2 L ABD L
Twémmo%@tb\m&%%éwi%@@@m@ﬁ%&@ﬁ%ﬁ%E@%%%ﬁbm%K%é
2L o T T 72 N D AREME N B D 59,

BYEghiEA 42 %%ﬁ&bfﬁ%éht/wrf74w(N477§ﬁ)m%wT\%E&wEW(@
ANBANZEDH0) THAICLDEEOFERFSNREINTND

L7z o T, AREEG ORI, %@ﬁ%éwi—@k%ﬁ(m)&ﬁiﬂﬁﬁéhfw@w Eat
DHEERT 5 & L biT, AAEG T RO EZICE DT HMEIRED 5\ 0 T —BbE# (N0) 533
HENRWE ) +EETANERDH S (IVI-2. 2oNis & Fofm 2.2), VI-7 (1) AR
ZOHH] OESHR),

U273 B, JfEhARMENG & i EAE  (PAH) OIRIEIZHIT 5 —B{bZEHE (NO) WL AJIEIT, PAH OIR¥
HEO—> L L CEHNADMEMEERRETA RT74 CbiR#fESnTng %9 F72 NO WAL
1. NIRASCRE A O od NO i 53800 X 5 IR ITHER T 1R L1358 72 0 | Z OFER i &g
W THD L WIS AER L, HLIT—T VRIS O RGO RHEER-Ls e D BAL L 7- B 2 B
RICLESEDLIAMTHEAEND Z L H D, — TN O AZLZIICF LS5 2 & Chfig i ESE
WESTDLU N RERPEZLZ b T0D

L7278 - T, PAH HAA 2B\ T NO W AJRTE & AA OO A 2N AR LB &k S =380, BAans
(253 2RI 23 TR 7 BEPR i % (S 38U T PAH OTRIEIZ 50 72 ik & 125k 2 FE D = Al O & B T ¢
THLAEICIRY | AR EEICHRGTHZENARETH D,

[&%&]

SMEfERERRA 2 R OSNEASLIERE Y ICBWT, VAT 7 4 AT T T B RRA%ZIC= h e
7V rEEE FEEXNTET) L, MEOEZBELERARICLD L. AT 7 0 VIR
T 7 ERERHABECES, = a2 ) ) o BEEZOME TRERENGEICRE No7c 2 & NHE X
NTW5, g ¥ Ve RIRAFROSNEABERZIZS VT 7 4 VEEE LIEGEE 222,
RIERZ2RE R ME STV D

EJN *l_%wf1%8&4%@%&%ETA%%%kwa/w7%74w(A4777 #8) btk
FE 11 ARRETIZ, VAT T 7 4 UERBOSEEE] CREABRE) 23 130 filE ST ™ 28, 9516
Flc=tu 7 Ukl o XIZEDOMOMBEIEDORHANMHER STV D, 3 fillE, IRAIOFIHITMRE I T
WS, = ka7 kY CEFTFRFL W, HRTHEMEZSIEARIBERE LTOVAT T 740 0N T 75
BE) HERNIEAERICL D RRIN LHIOLCH = a2 YY) CUMFIEERR CH o727,

1) ABIOEN AR S - Bk SEC 2 AEL OHE (A X L@, 757 4 LT1 R 20mg % 1
A 3[ERRO#&53 5,1 Tho,
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2. ERARLEZTNDER

2. 2 (ROBHIZIIH/ELAEWNI L)
2.1 RAIORTxT LIBBEUEDBEERE D & 5 B
< fEER>

— AR EFE L L CRE LT,

AHND A7 % U CRBOE DOBEIED & 5 B3 Tld, B 512 X 0 mBEUER 233 B3 5 Al e
Ez2bhb, Ltﬁof AFN O GBS LTI 2170, ABIDRK T
BHDHTENHEBA LGSR, AAOREEZRETDH L,

PEDS RV &
SRS 2 iU O BEFEE S

2.2 HEAEED DTSR (NO) 53 (=heZ VRV #HAgT IV, MigEs Y e
K, =a5 o0 ##E5holE (1., 10.1 58]

<fRER>

SNFFT 4 ME, A7 Y w7 GMP (cGMP) R4 PDES PHESK TH 1 |
77 4 VX PDES I TFAET 5 M RSB 5 —(bEEFR (NO) OFESIGZHRT 5 Z & 03580 5
TG 29 R AKRORVEREICBNTH, = ha 2 U IS Y Y LE R e
AT F 7 4 VOUFRIC LY —EMEESE (NO) (XD EHOIMmE Figih ORG-S5 2 &
NRO LN TWD

L7208> T, BRI 5\ T2 Do — R b ZE 3 (NO) it 538 & AF| O OF T F R R 2858 L %)
BEOMEIRTZ2L7-0TEBENRHDT-0ORE Lz, 7272 L. FREINRMN B ML E OIRFIZ BN T
— L ERWNFRIE & ARFNOPFRANRE LT LS A 5518, BRI Hox i T 5 E#E i
AR\ T, BRI s L E ORI IS+ 7 ik & RBR A FFoERi o b & T, EEICERE TS Z
V-7 (1) BFAZE L Z0HEB ] OESMH),

invitrolZBW\WT, LT

N T7ITIRAXE

EMFRETH D (V-1 BENEE L OB,
LNAFFHAXE
. BE

AH| EHEEEH S WLIE—BIEER N0 E5E (=
fASY R EEEET )L, MEiRA Y VILE
K. ZasooE) EOtRIZKYEEERL

#EHL., BECOEZTHRIEEIZELAHID

T. AFESOHIIZ. HEEESH D VIE—BRILER
(NO) it EZEABEE SN TR L5 H5HER
L. RFREPRUEESZICEVTHEBESH D

WME—BEER (NO) EENMREINGINKS

+3EETHE,

f=1= L. SR e MEEDAEI S O T—ER1E

ERWAEEEAFI DA AELOHE L FIETS

N5I5EF. B2FI ARG TE SEEMHERICH

LT BRI RS MEE AR Z 2 A ans & 2

EREFOEMODE LT, EEICRETEHIL,

1.
1.1 KB EHBEFIH S E—EEER (NO) it
BEFl (Z=rng)wyY, BHEEBETIIL.
BAYYVILER, Za5 2% LOHHE
ICKYBEERAIERL., AEICIEZETE
SEZENHZDT, KEZREDHRTIZ, T
BHlH D NEI—EBIEER (N0) HE5HIHERE
SNTVWEWI EZ+RHERL. KRFlRSH
BRUBREZICEVWTHLHEEEIH D WL IE—B1E
2% (N) #EFINEEIALGEVES+0F
BE9bH2¢,

[

==
=

1) AFIOENTHER SN BER RS A 1. @, A7 F 7 o0 LT 1EI20mg 2 1 B 3ERRA#KEGT 5, | THDH,

. etk
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pii)es

AENL OASA T 7 Z T LEITBNT, HEEA S S W0IF—i{bESRE (N0) ft53 (=ha 27Uk
v, HREERT L, RS YV VLB R, =a T V0% Lo, BECmES FTREE5 Z
ENBHDHTHERICHRE L, EEMIC LI L TS,

—FfbEEFR (NO) W ASRIEIT, IEhARMEN & L EiE  (PAH) OIE#IED—> & L CENS O MfiE i)+
JEVBIRATA R T4 Vbl EanTWa, £/, NO W AREEIL, RARFISCHEA RIS o o> No fhh
O LI ERHIERT IR E TR . ZOERIMMERRNTHL VI RMERL, A
DT — T VBRI IS O S PE D HEZRSORRE DAL L - B E 2B AICLESE L BN THEA S
LZEHHD, —FFTNOORAZELICFIET D 2 & Tl MEENEES 2 U Ny RESNE
TAHZELEHBIN TS, FD7, PAH BFIZISUNT NO W A E & AKI OO 3G /g Lo
Wr S-S AIciE, BRI 25t S 23 Al RE R EREHERZ 123U T, PAH ODIRFRIC+40 7 ik & %
BRa R OERIOE B N CHEAT A5 GICRY . AFIZEEICRGTHZ ERAEETH D,

2.3 HEOHHAEREDH HHBAE (Child-Pugh Class €) [9.3.1 ZM]

<fEE>
SNVTFF T 4 VT EICHIETRE SN D Z &0 e P SO BEEORHEERE O & 5 A T,
AANOMAEF RN EFHIT DA HEMENH D DT, BFERBRICB O TG E o7z, LI - T,
HEDNTHEEREREICBIT 2EYEREN OZ R E RS LT — 2NN b, ZhbDARE
~OFGIXRET D 2 & (TVI-10 (3) FAHEREREBE BT 2 8pEHE) . [VI-6 (3) FFHEREm S EE
DIESM),

2.4 U NFEALEFRAL, XVFEALERERA, 4 T af Y=k Ra e RAK y NEFRAE
BhHbhoBRE [10.1 5]

<fRF>

AFNX, F& UTHFREEEET 27 o —24 P450 (CYP) 3A4 IC K-> TR S 5729, CYP3A4 PHESE
EDOHFINIAFOMBERRELZ LR SELB8EZ0W 0 5,

U R FEL500mg | H 2 BIOKEREE ™ Oz, 2T+ 7 40 100 mg 2 HREIGHHZEG L&D
ST T T A IVD Coy OV AUC I, VT F 7 4 71 100 mg D HAMEL G-I & bl L T2 3. 9 5 K
V10,5 fZizHm L=,

SMESE MAHFRER 2 &8 E A B ARYE N & e R o5 2077 44 1 H 3 [a (TID)
12 BREKER GV T, 80mg TID (FRARHEIEHETH 2 20 mg TID D 4 5H) £ TOREMEI MR
ENTHY . 80mg TID BEDOIHIMETE 1T 20 mg TID FFOK 5 (FTHAHZ LN, K2l — 32 PK
T OFER LV RSz,

LER-T, BRI VAT 7 o VOBREER % 5 5B 2 TINS5 AN Wl B4
HRENRHDEEZ LN, VU NTFTELEDHRIZED VAT F 7 40D AUCH 10.5 2R LT=Z &
Mo, AKEITIEY MFEAEERMAIE OFHERERE Lz, 70, X BV CYP3sM [REER 2 F
L. o3V MFEALEFH L THERT2ESTHY . AFITIEY M FEAEFRA L OO %2 %4
BELTWDHZE, EBITHNVTENL Y RFELEVAT T 4V EDPFHIZE D VAT 7 41
OREBEENEMNTEZERAMESNTNEZ N Y AL ergailFlt ot bEE s L,
A FTaF S = oNWTIE, VAT T 4 EOEAERITRE LTV RWRS, U e L FEEE
FF17% CYP3AM LERTH D Z b, HHEZHMELE LT,

15 AFIOENTHER SN AER OCHE ) 1. @, 777 40 LT1E20mg 2 1 A 3ERRA#KET S, | THDH,

VITL. 4t (M EoEES) I+ 55HA 84



CYP3AMd BHEMEHZA T Ha AKX v MERRANL, KA EOOFHIZE V. AAIORBENILE S,
MAEFEEN LRI 2BE0RH 5 (V-7 (1) JHAZREE Z0b ] OHEEBR),

LNFAHAXE NAT7ITIRAXE

2. B2 (ROBHEIZIZEELLGEWI L) 10. ME/EH
2.4 ) NFPEAEFRAL X evEaAl 102 REE (BFRICEET S L)
A NFar S — A ERab T REy NEARH F 7 v —2 P450 304 BHEESR (U R L, =

G OBRHE = RLVENL - U R FEL ZATEL, T
10. HEEE JAQSRA T VAFTU T haf
10.1 HEEZE (AL ) A 7ary—n, =T RLAEL T

U R FEAGARA () —E T, HL R, x| R
nEy R), ZFeEFERA] ()AL,
Frvavry s R), A hTFat—n (£ Y
V=), B VALY Y MERA] (AZ2 ) BV
R, oA, FLyabey s X)

izl

JR )72 CYP3AA BHERRTHH Y hFE/L500mg & 1 H 2 BIKEHRS L, T+ 7 41100 mg % H
FEIDFF&EG- LS, U R FEAMZI AT F 7 44D C, % 3.9 /% (1063 ng/mL) . AUC.% 10.5 fi%
(13278 ng-h/mL) IZHEANSH7-Z b, U R FEA LT ABEAICITEERLETH D, F1-.
AFEN400mg/ Y FFHENL 100mg ZFNE 1 BH 2 BIKERAOKLG L, VT F 7 4 V% HE
DERE ARG LR, SRR DT LT F 7 4 LD Cppy LY AUCL 1T, BUAMEF & HEiE L CELE K
2.5 fER D39 fFICH LTz W HERH D (T T 7 4 VOG-8, BAEF 100 mg, fFH
ﬁzm@ NAT 7T ORI EIL 1 A 25 mg XIE 50 mg DHEEE TH Y . 800 mg HE[#HH £ T
PR INTNDEZEND, U M TEALERE LV EL LTS AIEHEREE Lz,
~ﬁ\vﬂ%ﬁ@%f%§%%i1EmMgla3ET@© A%T?7k%@bflﬁ@%$a
NEL, KEEEENS, AEFETMHRBRO PAH BEFICHT 52 L7 F7 441 H 3[E (TID) 1
H R AR 51280 T, 80mg TID (BRHEEHETH 2 20 mg TID O 4 % )if@%éi#ﬁm
ENTW5b, £7-. 80mg TID KD LFF 7 4 LOIREEREIT 20 mg TID BEOK 55 ThH 5 Z L3,
SNEB IR IC BT AR E = L—3 3 & PKIEHTORE R L v R &7z,
L7=NoT, ERICE D AT 7 o VOBRBEL 5 fEB 2 THEM S/ 25 3AN W CiIEE i
TOMEND D EEZ LI, ERUIRLIEE2IZ, UV M TFELEDHFHICL Y v vTFF 7 4 1 ® AUC..
ﬁwQSH_%mbt_k#%\Vﬂ%ﬁfijhftwkwm%%ﬁgkbtoit\ﬁwfaw
X CYP3M BREERZA L, 47U hFEAL LI L THERAT2ERTHY . LATATIEY b Y
NEDPFHEESRZRE LTS Z L, SBICERITRLEERBY, XA FEN /U hFELET LT
FT7 4N EDPRHICED VLT F T 4D AUCLEINT B Z ENRMEESNTNDZ &b, At
EEDOBERICOWT B RS LT,
A FTar S —ZonTiE, VAT F T 4 EOMAEERIIBRFTL TRV, U R ELEFE
KEBR )70 CYP3A4 [HEIRCTH D Z L nd, RRZEE Lz,
Flo, VA Y Y NEFRA L OMEERIZOW TR LIZERRT — 2 3780, L LR G,
AT AL y MICYPIM BAEFEMEZA L TR FH & OJFHIC LY | RAIDORBMPEESNDIBZ
NRHBHZ NG, U MFEALERBRICEARE DA EZERE LT,

1) AFIDOENTHGR SN AERE OCHE ) 13, @EE, 77002 LC1E20mg % 1 B 3ERAKET S, | THD,
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2.5 WEMWTT =AY 7 T =8 (s6C) HIEAl (VAT 7T M) kb hofE (101 2]

<f@ER>

VAL 77 hEDOHICE Y HIFEPN cGMP JEEERSEER L, JEFMEENEZE T2 0855 9,

Flo. VAT T MM XEOES K OPFHEARICV LT 7 4 ARREEhTnd Z & ceDs*

(Company Core Data Sheet : ¥ LT —&# > — 1) LOEEMHICESE, VAT 7T MIET 5

EMAL & B LTz,

*CCDS : ZRMEMMITMA T, 2T, HELAOHE, ERELORGICET 2 Z0MOERNEENT
WD KR EARAEDER T 5 3CE

3. MREXRIIBRICEET HFE L ZNER
V-2, ZhEESUINRICIEST DIER ) 22T 52 L,

4. BERUVAEICEET SR LEZTOER
FEESH TR

1) AFIOENTRGR SN AER OHE ) 13, @E, ST 740 LT1E20mg % 1 B 3ERAKE TS, | THD,

VITL. 4t (M EoEES) I+ 55HA 86



5. BEEREAXRMIE L EDER

8. EELEAMIE
8.1 AT a7/ — &R o B IRMEN &l EEERE & P32 5611, Ao, ©4
PEDFENL L CW WD TH R BIEZITW RN bR 5T 5 2 &,

<fRER>

VIVTF T 4 OB GBI T, Ao il Eh IR & L ETR RSO S S RTREMER B D
M, TRT B\ RT ) — VDS ORTENIRME A & S AE VGRS & OPFHIZ X 2 B30 R 02 M3 rERR
NTWRNZ ENBRE LT,

(%]
(V-5 (4) 1) @ [EAN] =R 7T e 27 7 —tONFH&ESHEMFERB (A1481141 Bk, SHEANT —
X)) OIEBMR

ERNBEHE
[EIN B FAFFEIZ BT DiHERS T, UL EOREFI Tl S oA 2 0-H LT, A A PAH B
TIE, 32. 9% DHEETRS X vE, 26.3%DHRF TR o AT ) —LEFNFH LTV,

REFROHABRE (BREEHR)

TR R R O D TR DA mkpmu%
PR 76 12
Jiti g i FE | 72 L 29 (38.2%) | 7 (58.3%)
DHFHEE TRIB AT ) —)L 11 (14.5%) | 1 (8.3%)
(WERNR) |~ Fr =k 15 (19.7%) | 3 (25.0%)
L 5 (6.6%) 0
TR RT )= R K 6 (7.9%) 1 (8.3%)
A= N N P 7 (9.2%)
TR AT ) —)v,/ RXRT7a Ak 2 (2.6%)
IARTORT )=V RTTa AR Z 1 (1.3%) 0

(NG H)

8.2 WERWOHREEE, AHE, BHENRO LN TNDOT, ABHEOEEECHEM O BRIEICIEHE
TLHLGAIITERESEL 2 &,

<fEER>

RN K O IR Bt Bl et A o i R £ &b 5 & L 72 [E A O AR H DA BRI W) T AFIOEIVEH
LLTOHEY (6.4%) PHREZEL [BHE (3.8%) RFEH (4.1%), HREEE (2.3%)] H"HES
nTns,

ARG OBFITIT, BBHEOEREARZ M O MR BT D8, ToICERSED 2 &,

VITL. 4t (M EoEES) I+ 55HA 87



8.3 AKIF G AR IME T UTRIE A BB N H S o= 5 12iE, ECCIRBE R
DR EZTH LY, BEIEREET L L, [16.1.2 5]

<fRER>

A & OEEBIRIZI S TRV, AEICBWTHESRERRIGERE L CTHER SN LT T
7 4V (AT T TEE) % Ede PDES LERE G HIZ, Fhic, K THEAELDOFRKE 2D 55
FEBN RIS PEBTED R ML ARRRAE (NATON) DOFEBNMESh TV 5,

HAREWNIZEW T, i@ EiE &k NBEDEREEEEE LERA SNV AT 7 4 iz kb
NAION & 227 SHUTIEBIIX 7200 28 (2017 4 9 AWER) . AAIRAZICEERAGME T, H8EENH
SN HAIciE, AFRORMAZF 1L L CIRBIEMEORZW 2% 2 X 5. AFILGRNCEE ~FE
THZE (IVI-12 (1) ERMHICES S E® 16.1.2) OHESHR),

8.4 AAIBGRICEIMARMEI R SUT BRI (FIRY ., Ve Zen8dH D) Hbbbh
e aIllid, WONCHEREMEOR R 22585, BEIEET 52, [15. 1.3 3R]

<fg&n>

BYENEARRIBFEE LTHERA SN AT F 7 0 O T 788 512 X 2 83 T EERE 3
WESHTWD 9 kERMERNE (FDA) MFHA L7-fsE %9 A#F|Z2&Te PDES BHLESM i X
BZEFMEHERE (B0 FWERED Z &b H D) NTTIREIC 29 BlHAE STz Z & R OVPDES B
FEIHDIEHRRBRIZB N THDEBIOREN D 72 2 L 2B E 2 YA O K EIRMN SCEZWET Lz,
A & ORERRITZHA SN TIXA WD, REFEE G IR AT E TSRS B Z > 25512
OIS HE SR EMEORZELZ 5 X ST 25 2 & (IVI-12 (1) BERAME IS < 1 15. 1. 3]
DS,

(%]

RS IR

SWEFIE U7z R BRI O 5 BRI ORI T, 2 I3 —AMEICAEC D, B 21495 Z &35 <
HDEWEEHT L2560, WRITRY B L HRIE 2 BRI ICHGT2IZEMRPEm WL
WESIh TS, o, EEPRETH-720 ., DFEVEHFET L DI ETHRIENE S b T
Do PRk L U CIIRIBREAT nA FOKREGPR AT, B 7 I8 RERRTE R, fiBR gk
DFEGERLERMEE 7 2 v 7 | GRUERERIER EMTONL GG L H D,

LNFARAXE NAT TSR XE
8. EELEXRNWIEER 1. 8l¥ERA
8.4 ARANEE G\ BB/ MR T U258 | 1.2 Z0toEEA
& (HWSD . DFEWEES ZERnHD) BH6 | TR - 29N (EE )
ONTHAICIE, e HER I E DB
BT HEH, BEICEEST L L
15. ZOtDEE
15.1 BREREAIZE D < 1E#R
15.1.3 3EHI & DR FBILRIZH 5N TIXRNDS,
BV HET R T AT ZE MR S A K % 5 o
PDESRHE S DO i #% & R RBRIZ B\ CL £
TS SN TN D,
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pii)es

NAT 77 DKM EIT1E2E mg3T50 mgD ARG TH Y | AANOERAHELE N EIX1EI20 mg 1H
EDERE G T D, TDIZD, AFNZLDIADINTF 7 ¢ VIREE ‘i/\%?ﬁ?i@%m<
BRI SN D, Lied-> T, AAEEHT 25681203, 288 MEEIIE L. FaolcEEs L

T&gj—éM‘gﬁ)&)é — & z))%ﬂx/’_f quo

8.5 4L LOEEDIER IRl (6 R L ERee 3 208 A &1 5 i) 238 E TR A &
FRTOEHIHRE STV D, FRoLEhf 12k 3 2 WLE 2 02 T 70 & RREER O 5 X3
EHEBE & KB HR 72 5D Z EMH D DT, LD 4 BFHILL ERH T 2 IER DA L7246, HHIZ
ERIOZM A2 T2 L9852 &,

<fREH>

AANOTIRZICIBN T, [FigEhi ] 3G ST D 2 EIONT CCDS K UNB H#hE AR RIagIE s L
THHASNDINT T 74N (NAT7T) OFRMNIELOBGIEOBRENL, [Figehii] (M1 5
TEEME 2 BOE LT,

) AROENTER SN HELOCHEIZIUTO®@EY TH D,

[UANFAEE - LANFAOD 7 4 LA

A EE, AT T T4 ELTLE20mg 2 1 H 3ERARE TS,

1L Eo/NR (K 20 kg BOBE - @HF ., VAT F 740 LT1IE20mg % 1 H 3ERAOFET S,
[LARFHEBERARNT A v r v ]

A EE, AT F T 4E LTI 20 mg %1 H3ERRABLST 5,

1RELL LEoo/NR (R H 8 kg LL L 20 kg L FOBA @M S AFF 740 LTC1H10mg % 1 B 3EEO#KET S,
AT 20 kg BAOBA « T0H //v7+74w}: LCT1H20mg % 1 H 3EREALKET 5,
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6. HEDEREHILBEHICHT IR
(1) &fHE - BIEEFDOHLHEE

9.1 EHHE - MEEFDHLHESE
9.1.1 MNEE - NHEMXILHEZEDREENRE 6 h ALNIZHDSEE
TN EDOBEITBT 5 AR OVZEVEIIHESL L T,

<fEE>

Jbd A8 PR £ 0D FEE TR, IUFE O ZABIT R U TIMIBER 2 —E IS fR> B BHEIREAS RS S TRy | M
JE T B3I BR DI TSRS O  ATREMEAMER S LTV D, YT 7 4 MR B O MmAELRIEIC
KOMHER TR ZTBENRH 520, BUHEAEIGEEE LTER SN AT T 7 40 (AT
7 78E) Tld, BRRRBRIZ I T b i ZE - I OB ERED Flt 6 5 H LNIZ & 2 B3 256520 6 st
L7z, DfRZEREF IOV TIE, HITAZO L OPNLNMEREFED Y A7 25 Z&RH D, dHE L
TREY EEZ DN Z L b BRRBRICE W T O EIEOBEREAZF 4 5 B IR Lo T,
— 07, BRI AR R A5 & L7 AME S IR ARER - | Rk e e Gkl > 1 =R 7
727 ) — AP HEGRER 0 2BV, B ORLA AR 3 o A LINIZ RO EZEAS L S 417z
BEZEIN LT D28, IEZE - M OBAED & 5 BEFTERAX R E LT, L LAaib,
D &9 I BB D AFNDOFNER VLTS L TORNWZ E N BEERR G PBETH D,

LAFFHHXE NAT7ITIRAXE
9. BRENERZHIHBEICEHIHER 2. B (ROBEIZEERELGWNI L)
9.1.1 RRAEEE - Bt M RIFIDEHEEDBREREA T | 2. 6 JRAREIE « fibd H ifn <000 75 15 58 D BEAEIEE 73 ol 6
6 HAURNICHDESE B HUWNIZSH 5 B
N SN S W N SN D AR SR L VS QO R R A BN
NEL TRV,

pii)es

JENARMEN S )= (PAH) IZEEREERTHY . AM TERPIBO TEN ERN LI TWND, KA
BHICX Y PAH BB DOAEGFREZUWET HAREMEN RSN TWD Z LG, BIREIE TOIGEERIR
aIRT 570, ZOXHBRBEIZH LTI, AFITEHREDE REAT 5BFICHETLIEREE L
THRE LT,
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9.1.2 HMMKRBEXITHILLEESEDHLEE
=hrZNy RF Y UL (NO#EEE) ol EMEITER 2185845 Z LB b Tnd
HL AR SIS O & 2 BE (TR 2 LBV L TR0,

<fRFH>

/RIS IE PDES 3045 Z L A6 TERY 6% L uF -7 ¢ bidif/ MROEEEREICET 58

ENNH D,

Ty MTYATF 7 40 0.3 mg/kg ZEARNER G L= B Cid, HIMERER 2 EE S 5\ 2R L
N, EEEEENCIZ B L o729, OB AT T T 40 1 mg/kg B ERIRNE S L7-3RBR Tl
TXEJ/%%uiéﬁmﬁmuw@%&iéﬁ#ot# A~ PRI & D H I R o FE AR
R L7, 72, B FOM/MRIZOWT, —@BbEFE N0) fG5HETchHr= a7 L RS LY
7L (SNP) & OFMEAEAZRG L7fEE, b Mi/MRICIEIT D ADP ™ BEEICxT 5 SNP O #nHITEH
BINVT T T 4T T pmol/L OYRETHIERT 5 Z L3R b 9,

EAN. S EORRRRAER TS HmIERE X IE S S 2 F 9 2 BRI & LTRSS 6 134+
ENTEY, ZNHDOEREITHT HAFNOLREMEITHEL SN TV RN OEERFRGNLETH D,

7E)ADP : adenosine diphosphate. 77 / > > U R, AR TiX ATP OIKECHE U, M/ IMEE S OTEME
EHT D,
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9.1.3 Em/E (MfE<90/50 mmHg) . {FiZiBL. EEEERLBHAE. BEMEHEETENROL
neEE
AANDOMAETFRAEIZ LY 26 ORBREAMEI L8201 H D,

<fEFR>

VT T 4, WERIER NS D720, BE TS MR T 25 S EZ 5203 H 5, £
72, FEhRPERT = fEAE (PAH) ORMERIREE (RIRESCH N0 LF v R UEHESE) O X 52, &
HRIEER OB 238 %, PAH ORRIZBW T, LIZUIZ IS OFEAE OFH LI ATh
NTWDZENL, MEERTAEBT 2801 H 5,

AHIOBERRER - > 09 (230 T, VAT T 4 AN R IUE (R R ORI 5 L
THIRIINCERDDH DB B2 5L VW) T EF U RATE LN -T2, L, ZEERHEIERE X
VIR D 3380 BT EBE TIXEEOKIMNENED 5N TEY . W O OFHEF Tk sd ke
BEEN ML TH o7 GEFEESR), L7z -> T, VLT F 7 4 /L0 PAH BBE O MJEIC 5 2 5 22T
DINTHLEBZLNDN, FEDEMRKBELZFHOBE (LRI, Ak, =A==
BEPHZE . 2 RMEMES O B KRR ES) TIIAROMERIEAICE YD, 26 DOIEREKE
FHEEISELIBZINNSH D20, HEREERLETH D,

fE IR
FEBI 12 RPN s i EAE 295 60 RO A ANk, v 77 40 40mg 1 H 3 EIFRAOEL Lz,
BB 2 BICIRAIPEIRIE (SZAZOIM)E « IAFES] 68 mmHg, FE3EH 44 mmHg) 2RI L2720, ARt
HMIMER Sz, AFERIZx L, 7e® ROoEGERF LS, AT T 7 4 VD5 13k
v, BE IR Ak L. 1R 4 B BSOS 334k Lz B 2 b= 72 oilkPe L7z,
ZDBREFTIEHR—AT A VRHTRIERD B35 7 LT F =0 RORFEINBZRD bz,

FEF 2 : FRAZIEIC K D PAH 283 % 60 (RO B AH M, AMEFHNFERER C 7 7 A, SEE Ik
H#HEBRCIII VT F7 40 40mg 1 H 3 EIRRAHEE Lo, BFITI VT T 7 4 VOREE 5%
VAR (SGREHE 90 mmHg, PEAEHA 60 mmHg) ZFEHLL7-, KREROTDH VT 7 4 VO %
IEL, 7u®I R, AR/ 57 by, =72V, ROT 27U L (RIEARIETED ACE FLESR)
OFHG LR S, AT RLF U opnhani, BEITESMER GSRBROIBRE AT 57
DIZABEL TV, PRS- HE2&EH 5 HRIZIBREL, 7uekI K, A/ 97 b, =7 =
vy, II7VNNOHEERHR I, BFELTHBH 2 » ARICIRIEIZIE A Lz &)
Wr <7z, WIElE SR ZEFRME M (90/60 mmHg) 23F8 HAL TV,

I//(?T%NSC% /‘"f 775/?§ﬁ'I§
9. HENERZEHTHEBICHTSEE 2. BB (ROBECIEELHENI L)

9.1.3 {EMm/E (Mm/E<90/50 mmHg) . A&EA. | 2.5 KILEDEE (IMJE<90/50 mmHg) XIZiBE
EELERHKRAE, BEMREEESSENE IR DEHMN R EN TRV EMLEDBE

HoNDEE (ZEERIGRE NI E > 170 mmHg S22 5
AR OMABETEERIC LY 2 b o EaEEE | IEHME > 100 maHg)
EHESELBZENNH 5,
H

PAH IZEERFERTHY . AWM TPEIBOD TEN LR SN TS, AFEEIZX Y PAH BF O
AHEREUGET D AREMENRREIN TS Z D, BRBESE CORBEEREZ LT 5720, 20
SO RBEICH LT, AR TIIFHFEDE 2B THREICHITHIEEL LTHRELL,

1) AFIOENTHER SN BAER RS A 1. @, A7 F 7 o0 LT 1EI20mg 2 1 B 3ERA#EET 5, | THDH,
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9.1.4 BEBRLEMHESRE
RABR T RT T —FOBEHIEE L FFOEM DN DEFEO LTV 5,

<fRER>
VTS T 4 VI cGMP 4R LAY PDES PLESR TH D Z & D, MEIEICTE(ET 5 PDE (1T PDE6) (2%
HIREERICE Y, —BEFHEORT R CHT O 5 S OB RISk L CREL RIFTZ &

BEHNTND,
NS A A MR A A kPG & U T2 BRI N L TR WO\ ZRMEDHENL L TWRNZ LD |
EERRGRLETH D,

(%]

RICxtd 588

BN B OV N Eh AR il & B (PAH) FREE & %5 & L= [ENAA O ARFIOEGRIKRERIZ I W T, 2 vT
T 7 4 VEECTE L AONTRICEET 2RIEA I, AFUE (FHUE, SBHEAER L) (4. 1%)  ZE8/1 (4. 1%) .
fElE TR (2.8%) . ERFEM (2.8%). fARIEE (2.3%) HTh-olz,

LNFARAXE NATTSRAXE
9. BENDERZEIHEZICHATLHEE 2. BE (ROBHFICZIFHBE LA &)
9.1.4 BIEEREMESEE 2.7 MAMLFRAME RS (AR MEED R
BRARVERAT T —BOBEBBMEELZRFOE | HIZFFARVZAT 7 —EBOBEEHEE L
B VHGERO HIL TV A, FFOJEFIN VIR D, ]

pii)es

PAH IZEERFEBRTHY . AMTEIBOD TEN LML TWD, KABEIZL Y PAH BEOD
EEREPUGET HAREMENTRIEEINTWA Z D, BRBS COBRBEERRKEZIKTA7-0, 20
L RBEICH L TUL, AR TIIHFEOTREFTHEFICHITIEEL LTHRE L,

9.1.5 REEMHELXRM (B, EEDHKHIL. Peyronie mE) OHHESE
AFNOHEIERIC LV HENEZ Y, ZOFMERXITRALZ | X T RN D 5.

<fEER >

PREOWE LR E AT 58 23t & LRI IN L THRWA, 2o &) & Tid, K
FIOFBENC L0 B Z D 2RV RRITRAZE L2800 & 2 T OB R G 03 E
Th b,

[5%&]

Peyronie fm (F2ZER IEFEAE)

PR IR B DO RRMEMERERS 2 B L T2 T, REMLES & LIEEN 5, 507 DENREREC
BEEOwmA L B2k L, ERREECHELZREEZFRZDHAENH D, FKIIRHE ST 9™
FIEEIZE < BIET B, [RXOBHEALIT Peyronie W OMIZ R OFmAEEIZ L~ TRZIAZ
MHNTND ™ FEEORNIENERICA I RIND D Z LIk > TR 2REIHE (oL kD)
DIERELTHEHRLND O ),
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9.1.6 HKFMZKEMDEE
Rt i EDRR & 72 0155, E7o, SetRIRIERE M 5 TTEhARME A & e 2 6 5 & L 72 iigdth
HRRRRBRIZ IV T 77 B AR GBI A~KRA G BN B TR BB & 70 5 MAE PAIERAEN %
<@iE s, ABRAFRHT LS,

<fFEi>

Bletk AR M ERE .0 BF Tix, AFNOEKBMERIZEIVHENBZ Y | FidE 25| SR TB8ZnnH 5,
F 72, SRR MERE A 5 MEhIRMER & fEAE (PAH) BE ZxtG & Lo 7' 7 At B S Mg
Bk (walk PHaSST 3R5R : Treatment of Pulmonary Hypertension and Sickle Cell Disease with Sildenafil
Therapy) ™ (28T, 77 ¥R EFN AR TARAR GHIC BV TAFERSLE & 72 5 M8 AR
N ME S, RS RESIFIEE T,

PLEX Y SelRARMmERE MO EZ X L TiE, EEREGPMLETH D,

(%]
BRFMBREMICHE S PAH BEERRE LTS ERMBETHELEARER (walk PHaSST iER) ™

ARBRIL, KED National Heart, Lung, and Blood Institute (NHLBI) 12X ¥ &t S 7-L kit
[, 77 AR, “EHEBRLERBRE T, AKROVNE (125 E) © Ky 7T —Lxa—K4A T PAH
CBW AN BE [SARPPUTHEE (TRV) 2 2.7m/s BLE] 25T FH7 00 (BLF. AHD)
Z 16 WG LR OG0 R V22O HMGiZ B E Uiz, RRBROIEFIEIL, X—R2A T4 2 nb
D 6 HRIBTIERE (LLF. 6MWD) OSESZE LD 75 B REEE D7 40 A — kL% 80~90% D /)
THRINT 272D LB R BRI & LT 132 fl L3R E LTz,

AR T, MAEPHERIEN T 7R LB L TAFIECTEZBO LN LD, KREetE=X
VU REEOBEICHKSE, BRIk s T, RBRPIERE Clo, £BGEHIC 376, ARt 74 B8
BEAELEID M &NT, 77 B RBETIZS B (14%) (12 8 D ARtk o & FHERIENHRE Shiz
DITHK L, ARAFETIZ 136 (35%) (12 18 D ABL A fF 5 M FAZEFRIEN IS SH, FBERITHE
HREENRD LN (p=0.029),

AT SCRREREE STV D ERRRBRIC O W CIE L2 & 2 A, AR 2SRRI ERE i g (2% 5 L7
I PAZERIENTRD DT E WV OB IER TE 2o T, —FH, AR INTOWBIEFITDERIC
B HIEEHRARBRICEE T2 3R ™ Tk, AFIBRR R M ERE IS HE S PAH (2R L CHHATH D A
RPNV TR SN TV, T L DOIEERRBRICE N TIL, AFOIAMEIZRFTHY . HEEEREDK
# LA DEIHERIME (right ventricular systolic pressures) DK TR D LN TW5,

Walk PHaSST #ERDOAEFRIT, R L7722 E TIZH/ELN TV D EREONRE & —ET o/ R Tidz
Molz, F72. walk PHaSST UBR THRASHIICFEAM S AL/ REBIE (74 1) 1, M4 A0RR0ER S 51 E=E C
HNZHESERE IR 132 L0 DR WEFIE TS 72 b DD, 74 FITEBIT B AT T,
AHIREE 7T 2 RBERNC . IBFEIROZET 2N VR S 72 [6MID (p=0.70). TRV (p=0.50).
NT-proBNP (p=0.41) ],

PLEX Y, walk PHaSST FREROFERN S, AA| & M AZEREORREEBRICOWVWT, fifma i+ &
IREECTH S B 2D, £, SRRRMERA MEF BT 52 AK O GIZRET 5308k, ZivE Tlo
BTV AARANOEM 2L BN RE B E 2 TH ., A& SRR i ERE B 123810 5 i PAZERS
TEO R FBEIRZ BAH T A ERITE O h o T2,
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LAF AT E N TS RAXE

9. RENERERHIHBEICHT IR 9. RENERERHIHBAICHTIIE
9.1.6 SRFMIKE MDEH 9.1.3 HPEENRRAL L YRFTHIERE K

FrtehEIEDRN L 20155, F7o, SRR | FOkEEM, SREEHE. A0FEF) O
EREMICAE S IBIRMEA S M EEA SR e Lis | HEEE
MEMRIRERICB W T, 77T B AR EHIT A~
A GHNZ TN T AR LT & 72 % 1 8 PHIE
REN S WE S, BRBRPFEHITIEShe,
9.1.7 Z2RMEHE. BMRFNEE

Frie hEIEDFN L 720 1F D,

piizhes

FeRIRMERE MIZAE D PAH 2005 & U2 BRIRERBR DR RIZHOW T, EA DR GG 2@, LA
FA DU EDOHITFEH LT,

9.1.7 ZRMUEHE. BEMRFOEE
Frt i EDRKR L 720155,

<fREH>

SRR, PR EOBE 2R L U I L TV RV, FsghiEiEORR & 72 1
FoBE (ZRMEERIE, QMRS Ob5EF TIE, AFOFEEMC LV EESEZD | Filed
BHAGZEZTRENNH DD, HERKREDLETH D,

[8%]

FrishiciE

PEBR 2 P 72 O R ZE O RFER) TR LSRR SRR 2\ o BRZEERR A7) & O I 2SS S 4%
. WEAT D MR BN L CHERIRIZ S o9 2 2 L0k > TR Z %, 6 ML LRI DA%
S BEERS B 2D 7,

FHECEIEE I S £ SERMIRIRARIZEOFL 9 2 2 LRI B TV D, SRR MERMER M CIEIRmERZ
TEREMR TS AE D MUK O B5 GEAEFAESAEMRE) 12 X0 iAo ~W L, FreshiiiEss i = 5 &%
ZHNTND, ZRIEFHETS ., IERHEEGRE N RK & S Tns ™, AME TR L A sk
OFE IR KV WA ARG 2ok L, FifethIEZ AR T oL Exon T2 ™,

I OFFRED BRI < LR R Z L MEOREZZ T 2 2 LD D70 6RO LERH D,
PO FHES 4 BRI DL EfkGE L, ALEDS BN D L B RIS R 25608525 D T, HHICWKRE
FHEE PR ISES LALET D 2 &,
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9.1.8 MEFARPAEMREZEZHT HEE
ARG LW ENEE LW, 2O X5 REEITBT 2 AMER VL EMETRESL L TH7R0, i
MAEYLREIL, MERIRPAZEMER B2 AT 2 BF O LMERORELZE L Bl SELIBZNRH 5,

<fRFH>

i B AR P S 1 5 FEL T O i o 0 SRR LS 3 2 B PR BRI L 520 L Ty, Lo L7e B, JifiFRiR
PASEMER B A AT 2 BB IS LER A G Lz L & MiKENRR LZZ ERRESh TS ™,
ZAuE, i YRR I ENAR & YRR T B — 5 CL MERARDS LR L 72\ 72 D IS il B L O EF K R 3
EHL, —@BEOAKENHRT S EEZ LN TS Y,

T ENS, AF G MIETER (R T 27 ) — 0 R A Re X UKW 1T,
it ERIRPAZEME R B2 A3 2 BEOLMERORELZE L B, MiKkEZEOEREZIZE Tk
ENNHDHZEMOERE LT,

[&E]
ImEsAREIE MmO &
JHEFIREAZESE (Pulmonary veno Occlusive Disease : PVOD) & U5, PVOD 1%, KRB S M+
FEDKI 5% FEHE & 560 5 BB T AH 100 5 AN G720 4R 0. 1~0. 2 BIOFEJE L #HEFF STV D,
2003 D 3 [Al i M ESEERR o 2 AR 0 A CHENB S AL 72 ifi s U 5E 53 B 350 N T PVOD (XA ik
i MEAE  (PAH) D57 =V —IZANZ B A7z, PVOD I, JREAAIC I O MIER IR K OV NS IR 0 e
MEARRRIZ K B IRE 72 PAZE TR T B AL, BRARBIIZ I & IEE & K ES RS CTh 5, ANEIN S
HEMNIRIET 2 Z ENZ0D, WTHOFERTH B L, MEEITERE S Tuwiewy, BIETNEER T
MO TZWEND Z ML T2 FREMADRTE L high-resolution = > ¥ = — & Wifg 5 H (HRCT)
FOLWHEROFIEIC LY ERMCbRWISND K 912257, PVOD IT2Witk 2 LN TR T 52 &
DL, KRE L TEDLOTTPERARRERTHDL, FHOMBHENFIILELEZEZ BN TWS,

9.1.9 HmoEKREF (E4 22 K EREFOHEBRRE. RUI/MREE, BEREBKEEICHS M
IMRIERERE., BERRERE ZRE LTV SMBAREMSNEESSE
AR ORG 2R Lo Ha, BHLFEOHMOBREREEL Z L0355, [10.2 K]

<fEER>

SR OFRDS PDES 2B E 2 ETe 2 & BORIRILEILR, 2WROREIREZ V7 T > AT N0 23H
HLTW5 Z &% )6 PDES PRSI, Mo Mg 23 B & 72 5 A o0 L & H N S 2 ATRENVEDS B 2
Jifi ML FEAE B OTRIRIZ B W TIRFER G 0MTHON D Z 2N H Y | BRARMRBIRIEIL, SRR U5
AT LD o U 227 2@ 5, Eio, Mid i EESE T, BhRIARLE B Tl 2 A 0F
HIENDHY . TOTDTREEEE (CF I K U7 7 U 5 SPuivIMEESE (7T A v
) ZFHLTWSZ b d D, —H T, HILD ) 27 77 7 4 —Th H M/ IMIBERESEE 13, G R Rk
B O BBV IRIENG & LEE (PAH) BEOEMRETH S, HOERE () 7~ h—7F
2, B v~F, MEUE) TROLND, MAT, MEMBIKEZ D PAHBHE L, FHEREORIE
(R DGO, AT uA FERREINTWDLZERH D, AT uA FEX, BEEaLvFaf F
EMIC L 2EARMEIC LY MEREOH G LR - fegsb s, Hizs S FZ&rmbhnT
W5,

RN OV PAH BB 23t G & LT=ARKIOENIO T 7 2Rk IRERER (A : SAESIERR - Y, =
AT 2T 7 —NAFAEGRE ¢ 0 R - [EREEFEBIERER © ) (20T i, i g5
DFRHRITT T B AR & il U TARAIRETO0m O 2380 vl EPNGH ISR TR RER &
HETE 2VEH, RPmBE2ED b TR Y | BEERGER DEWNIIOZEMET —Z N—2 20
TEEREHD HMFERBFRD 5N TN D, FEIEHIIEMEZ G TERLE RO REERH D,
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BARG/INEPMH BEZHMRE LT
ERND TR RHARICES T & MM HMEROREE

ARHIRE 75 Rt

% APAHERE D38 Bl %K 68/341 (19.9) 36/201 (17.9)

/INEPAHER 3 D I L4511 18/174 (10.3) 5/60 (8.3)
n (%)

* H MG D MedDRA FEHER RN (SMQ) + HiML (RFE KL OWRSE) . PT @ Al

¥7-. PAH BEICOVNTF 7 4 Va2 HRE L TR LB, L CERE~PEET, £0
KEBAFITILEST D Z LR EE L, —@METH o7z, —ELEMTOII-HITlE, BEE-0PUEE 2K
OFIEAR EOEIC LV [EE L TWA,

LNAFFFHXE NAT7ITIRAXE

9. HEDERZHTHEEICEHT HEE —

9.1.9 HMDBEKRAF (E4 XV KEREZDHR
SEEEGE. iU/MREE., BEABEREBRICHES
m/MrEERE . BEBREER) 2HRELTL
A ENAR A S I B

AHFN O 2 BdE L25E, BinEo Himo
fERRMENEmED Z ENH D,

10. #BE%EH

10.2 BtREE (BHRICEET DS L)
EXIVKERE (Do rUy)

piic)es

BN PAH 8 2 %52 & U7 AMESE IAHRRER i3, SIS MMM & M AR & bl LT A kR R
(R S MR EESR . B X X 2 K PR O PURE[EFRIE L O SRR IRIE 72 £ o H il O fERRIA -+
DI HBHEIZBNT, EREFORWEE LKL, BHMOBIERPH LV IFERTH T,
Lo T, KANZEONTIE, 2 b Kl OfERA T 2 F> BE TIEH ORI = < 78 5 Al HE
PER D DT, MEITIE L TlPIRAEETT S 2 L,

1) AAOENTER SN T-HERCHEIIUTOEY TH D,
[LAFFEE - LAATFF 0D 7 4 LA
REN E, VAT F T 4 LT LE20mg & 1 B 3EREAEST D,
UAELA o/ IRE 20 kg BBOBA - @E. AT F 7 4L LC1E20mg % 1 A 3EROFLET S,
[LARFAREA NI A vy 7]
A B, YATFF T4 LTImE20mg 2 1 B 3ERAKET S,
ik lh Lo/ (R 8 kg LAE 20 kg A FOBA i@H S VTF 7 40 LT 1H 10mg % 1 A 3MEREA#HLET5.
KH 20 kg BOBE : BHE, VAT F744L L T1HE20mg %1 H3ERAKSGT S,
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(2) BHREEE

chig

5]

9.2 Btz ERE
9.2.1 EEDNBHEEE (VLT7F=Z2IUT7I 20X :Ger<30ml/min) OHBHEE
MAEFIRED EH$ 5 2 EnRBH 6N TS, [16.6.1 ]

<fR&h >

R RHEREREE B E (Cer<30 mL/min) ICBWTIIATF 7 4 L DI EEN A+ 5 F IR T
B DI, Co KO AUCe, & HITHERERC A ORI 2 5D A~ Lz (TVI-10. (2) EHEREREERFEIZRIT S
HMENRE | DIESM),

L7ehi-> T, BEOEEEREEZAT2EE~OKRAOTGIL., AFOMFEFRELZ LR SE56%
N HLHT, [EEREGPMLETH D,

(3) FrefEEEE

9.3 FieEESESE
9.3.1 EEDOHHEEZTDHLHEHE (Child-Pugh Class C)

BHLRWZ L, VAT T T 4 TR CTRE S LD 2 &0 D JIFE A5 O B E O RERE E
D DHERE T, AFOMBETREN LR+ EERH 5, [2.3 2]

< fiRER >
VI-2. 22NELEZFOHB 2.3] OESH

9.3.2 FEEXIIBEOHBEEEDHIEE
MAEHREN EHT 252 08RO LTS, [16.6.2 ZH]

<fEER>

R ST SR ORTFHERERRE O & 5 BE TIE, METREN EFH925 Z L@ b T (TVI-10.
(3) NTPEEREfE®E A 1T T 2 mEfe] DEEM),

U723 - T, TP EEDOIFRRERE S O H 5 B TIXHHERKRENLETH S, 2B, HEOATF
BEEESEOH L BHETIESTH D (IVI-2. HENAELZOME 2.3] OHER),

VITL. 4t (M EoEES) I+ 55HA 98



(4) E£IEREXET HHE
RESH TV

(5) BE4R

9.5 1Ti%
PESR SUTAEHR LT D AIREMED & 2 IR R L O A2 abirt 2 Bl 2 Sl S o 5Ha
WCOHEESH L,

<fEER>
AFNOUEYRH D32 5-(ZBE$ % L aMEITMHENL L Tueuy,
HIRZ v ROV FIZINT T 7 4 VERARL L2 BRI T, MIRT v MZBWTIAT 7 4
VIR IRIZBATT 2 2 &3 BT W T I DIEIREI IZ I\ T b AR D B Lo 72,
NNTF T A VITIRIBICBATT 282N H D720 bl XATIER LTV 2 TR D & 5 L PEITAH
5T HEIIE B EOFRMENERMEE BRI S LR S DGR IcoR kb5 L,

[&&]

S E T O FHEIRVE T s I EERREIE & LT SN D T T 7 4 L (LT A 5E) OAGRHGEREC,
IEARRE ORI BT 2 TR O A2 BERAFEFLOT — X X—ATHER L, HIRFFIZS VT 7
4 IV DMEFE 521 72 53 B (7 BNTERARER, 6 BlIXERPRFER LIS, 40 BT SCHR L B = —I2 X 0 iR
AVTZSER]) DIFIE ORG24 LUz, BRRREBR D 7 H1I%, MM B RES (FSAD ; Female Sexual
Arousal Disorder) &%t & U7-EEKBAR 7 0 25 2oL, 10~50 mg 2 KR L=, 1 o
IRRTENC S VT T 7 4 VERA Uiz ORYEBRE I AN T 21T -72), oo 6 51 2 Bl e E 4 H
FEL. 2 BNIAN LA T, 1 FIXARRELZEL Z L, 1 FITBHIREE L 2o 72, BEERBRLS T
U726 il 5 HZOWTIHEIRNHE SN TR, 2HIERB AT T 7 4 VO E2Z 1T Tiz
D BRGEE (XS T T 7 4 VR EERA LT o T ERE AN T, 1 FTEE BN
fE R EBILIZH L CONT T 7 4 VOREISIMER 21T > 7o et DO JR AT, 755 1 BT ARLEAE 2%t
LCYNT T 7 4 VOMBEISIMER 21T o T et O RpE () Th o7z, 40 B ClE, e REH R
R SERMERIR, FAERE OHE &K OV MR F IS ST,

9.6 I
BALLAN T LHRE L, AROE MELTA~OBIRE SR TS Y,

<R >
SVTFF T 4 iF e MEHLTFAOBITRHRE SN TS Y, Lo T, BT O LME~DARK D
Hi3#eS, ROa B TR T GAICEEAEYIETH &,

H) NA 77 Z7OENTERSNIHEROCHEIR EE, RAKIEL A LR VT F 7 b LT 25 mg~50 mg &%
T20K 1 FEFANCKR OG5 25, Sl (65 Ll L), FEEOH 2 BHE K OEEOEEE (Ccr<30 mL/min) O
HDHBEIZONTIL, ARIOMFEFREENEMNTE 2 ERBOLNTNDLDOT, 25 mg ZBMHERELITHZ L, 1 H
O¥EIZ1EE L, BEMBIX24 B EETE 2L, ThD,

1) AFIOENTHERRSNZER OCHE (A 13, TEE, 7 F7 400 LT1E20ng 2 1 [ 3 BRAKET 5, ] THD,
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(1 INRZF

9.7 /hR
RHAEER, AR, IR IAEE 8 kg Rt OB R OVNEEZR G & U= HERBRILEm L <
W, [15.1.4, 15.1.5 2]

< fRER>
RIEEHAR, AR, AR IIAE 8 kg R DS IE M OVNRIZR B G800 « 2283 LT
WD E L (IVII-12 (1) EERFEAICESIER 15.1.4) OIEZMR),

(%]
EXRMEVREISH T HEERROMEMEED/MNEENR E L=HER

SIE N DL R RS IS4 Ot i ERE RV 17 41 (0 53725 17 1%, 9 AN BIR. 8 A& IR) 1ot L.
TR, XIINT T T 4 O BRI 40, 120, 360 ng/mL [ZEET 5 X 912, 3 FEHOEARNE G-
ATol (IRHERE. FHER., SHER ., SHOWREIL. 5 MU EOAREE D% 24~T72 Fif o
Whe 5252 F 7=, 17T BIOWERIX, 77 ' AR8E 5 4, IR ERE 4 61, HHERE 4 6], mHE48ICTh T,
BIROZIE, A% 1 » AZBZ 2 ETTho7o, AANC X 2EWEREFITRED biied o7, 72E,
LD BAEREGEL (252 B1) OFAANDIEFICRETH 722 LD, ARBRIT RN Lz,
(F:=NEED
HAERBEMMSIMERE (PPHN) 35 W IIEREMTFRALT
PPIND YR DHEIFERENFE LI-HRE 1 5 UNMNEBLEYHERER)
S E N O F A R EREVE i = I EAE (PPHN) 8 2 \VWMIARER SRR AR 4C PPIN DU 27 05 5 HAER
36 il (ZE1% 72 BEREILAN 2SO LERG HAR 34 # LA 1T PPHN & % W MELA T O BRI BE 2 ik 2 FE R
BEATHHAN © Z25 M PPEN, IRMER S EMGRE, FRLERIEMRE, BUiiE, k) (3L, AfHl%E
ARTHEICTS SFEEL, MR LT 77 o VIRE A BEEEICEESE, 20%, MRFFHEIZT
—EREC 48 W[ ~7 H I OMke& 5217 - 7=,
ZOFER, BB 1 HIRED iz, FERIL, EERETH D, BEWS], HARMRIE, BN %2 L
I MiEIEEDHRIC L D EBEZ BT,
5 BNCRIERAELL ., WNaRIE, R 3 B, REEME 1 Fl, BAREBRTHE | flch oz, REEIME
D1 H & ARIMED 1N, BIFERIZ LY AFIoO G2k LTz,
(F=NEED

W) AFOENTHEGR I NIAIIL, 8EFl. 0D 7 4 V241, vy 7RAITH A,
E) AANOENTARBSNTZHELOCHEILLTO@EY Th 5,
[LNFFEE - LANF A 0D 7 (V4]
BN @E. VAT T 740 LT 1E20 mgZx 1 H3ERAOKST S,
LU o/ RE 20 kg BOWA - @E, AT F 740 L T1E20 mg % 1 H3ERAKEGT S,
[LARFAREH R A ey ]
BN @E. VAT F 740 LT1E20 mg & 1 H3EREAKREST S,
1%L Eo/NR (KB 8 kg BA L 20 kg LT DG 8% . AT F 7 4L LT1IHE10 mg % 1 H 3ERAKST 5,
RE 20 kg BOWA - @H., YAVT T 740 L T1IE2 mg % 1 H3ERAKES S,
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(8) &t

9.8 BinE

AENDOI VT Z7 U AMETT 5, [16.6.3 2]

< fiRER >
AHND Cpap & AUC.DHIMBLE Y VT T APMET T HHIBHLITND Z LN BIEEREGDMLET
H25 (IVI-10 (1) @mEFE IR 2EyERE] OHEEMR),

1. HHEER

10. #HE#%EH
AFNTIE L U THIAREIEES CYP3M IZ L > TR SN S, [16.4 B K]

(1) HREELZDER

10.1 SEREE (FFALAGLCI L)

R4 5 EEARAER - H & 1k K - fERRR T
MRS & TN NO fik 538 BEIEER AT 52 2255 | NO X cOMP DpEAZ I L., —77,
=t Ykl 7 52 55, 85, 80 AHENT cOMP D4y iR % P45 =
WRSEE T 2 L e, MAIOFHIZEYD cGMP

gAY L E R
—ag YN
[1.. 2.2 /]

DR % 99 2 e AR 25 HE 5
T,

U M EvEARA
(/—E7. HL T, SFor
v )

VT eV E A A
(FVoAH, FLyary s A)
A RFary—n

(£ bUY—)

B TVRAY v NEA A
(REYENF, FrRLY, T
Lyavy s R)

[2.4, 16.7. 1B]

AFN D MSEFYREEDN A2,
UrFenrtoffiicky, K
BlomFERREN EH L, K&
MAEFIRE (C) K OUMAE R
e AR AR T EfE (AUC) A3 F
AVEI 3. 95 R OV 10. 5 EIZHIM
L=,

CYP3A4 PHZE 8T AHKN o 38 % B
ETLHBENNRD D,

sGC HIBLAI
VAL TT N (7T LRA)
[2. 55 04]

JECEERLEEZRE 52 &85
66”0

VAT 7T MEEIZL RN
cOMP JEEEAHEIM L, — )5, AHKNE
cGMP DR Z N3 2 Z &b
R OPIC L D cOMP DRI
BREEASHEK L, &8 i E ISR
TWEE RIFTRBENLRD D,
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1) EBEBRERUNOHEE (ZtoJYtw) >y, BHEER7IIIL. BEBAYYVILER, Za350P L%
<fRER>
VI-1. #ENEEZOHA] . VI-2. Z2RRNRLEZFOHA 2.2 OESMHE,

[(5%]

OHAEANBEBRAICEF =05t EDEBEERY

SAE RN 12 B VT F 7 4 v 26 mg XX T8 AR EZ 7 0 AA—/"—JEIZT1 H3[FH4
A, KOV HEIZHBEIRAO®KS- Lz, 4 BEOY LT T 7 4V UET T BRIRE 1 B
=t V&Y (0.5mg/mL) Z#E (2.5 pg/min >6B6 L Ch SR CHEZF T2
J7¥E) . XE 5 BRICEBIC= a7 Y k®Y 500 ng &% FiE Lz, 8IRNES Tk
HENHEED 40 pg/min F THEINT 2008 2 WO IXUGHERIME 28 25 mmHg /X T L 728 T 5%
IEL, FF#HE5 T, ICHERIMAEA 25 mHg 8T UK EER O HE L- S T=ra 7Y
Y UEEEZRIE GEREEEHT) L, BIRNBEGRRICE D L. T 7 0 V58
TR7 7 REGRICHKRLC= b7 v ) UK TSN R ICERE L, BEEAEN
BREIZHD Lz, = ha 70w ) R TORERCIE, PR KRREREM 15 oM XV ancE T
HiEL7=DiE, AT 7 o AVFGRE 12 Bt 11 61 2~T7 20t%) . 772 REGRE 12 i 4
Bl (3~473tk) Thotz, =baZ Uk UBRIY RIS E TORIBRRE (PR X, v
NT T T4 NEEREAS 3 ThoTo, Flo, & IRGOEGH LR & A B I L7,
L7RoT . =bha 7 V) VEEHLTODEFICAFEHEGTRETIERNEB b,

— b,y OMEBRTERICERIET VLTI 24 IILDEE (BERA. SAEAN)

_ ] VT T 4 LD E
%%f; ﬁ'?ﬁﬁ&’%— ka7 Ukl (ng/mL)
A B pIERER (min) | AR (ug) P ER B5% 1 R
. VIVTFT 4 v 9.00%* 32.50%*
HHRAN s e 13 49 71 67 26.0+16.0 | 157.7+81.69
=T ;g;é;;74’v 4f?** 28.3+29.0 | 165.8+90. 65

P G- R B ONE AR i, v i B A AR ME R 22, n=12
T p<0. 01, MEIEARIE, 77 ARG & O,

a) FhHikEd

Mk pE, SERl A EH Lz (72720, FFARCRIRERNTR] 16 43)

UILTF T4 (25mg) RIFTSEARZ1BHIE4IBMETEEL,. 5BEIZVILTF I 4L 25mg
XIFTStREHEEBREINERERAAD=FOSF ) £) 2500 g ETFHREHDMEDLETE

o—e JotK
- - VITFFI4I

el

-
o
)
s
o
)

*—e /It
- NTFI1I

o
1

(mmHg) RS BIMEOMB B RS
S & ¢
,' ’ ’
—
—
(mmHg) 8RO SInESHE Bt
({1 o
H
H
H
14
e

o
1

15 T
20 15+
25- -20-
T 3
0123465678 9101112131415 0123465678 9101112131415
248850 (9) 248850 (9)

T AREEHETIT 2T SHN 5ROl V) o F Y L UERKR T LIEOITR L
T, VAT F 7 4 VEERETIT 12 619 0 il TH - 7=,

1) AFIOEWN CHAGR X - B e eI 2 AR OCHE () X EE, v T7F7 e L T1E20mg 2 1 H 3
FiEAO#E35,] THD,
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ONEAFDERE IS TR = raF Yt D LEQEEVER S B 9

=tk E FERATOMRIERE 16 #2582, VAT F 7 40 50mg X7 7%
RaHEEE L, 1 %= a7 U8 Y 5 TEE 500 pg 20 NG Lz, e, Ok
DEACERRF LIz ZA, T F 7 4 APFHEETIZT 7 B AREC I LIE FREE (BG-a1
D ORKEN) PAEICKEL, DABROEMEAREICKRENI ERFEH LT,

—taoUE) oOmMEBRTERICEIZFT VLT 74 ILDFE

(BMEBRE. SMEN)

FEYERE N D DO KEEAL
UivaiEs BB S A 34 o PEBRH i TNSIEE
(mmHg) (mmHg) (bpm)
VTR T 4L HEAT —35.9+18. 8** —21.1%8.1** +15.8+6.9*
77 %R ASYA —26.0x13.9 —11.4x7.6 +10.2%x4.0

PEME AR R, n=15
*ip<0.05, ** i p<0.01, BT, 7T B AROEAIRE L O

Flo, AT T 7 aMI= b 0w ) RS EMRIEAZRL, =tu s k) UF
TS K DR 0O TR EE K Ot iir [A] A HE 58 L 72,
LiehoT . =bhu 7t a2l L T BEICARZRKG TS TIHRnLE B2 6N,

kBT Yt UET0.5mge
T3ERRITVIVTF T 4 )L50 mg & DH AR G6RE%K E TOMER NMABDEE
SO RBMMEDE L

LA MEDEL

5
04
=23 &
; :
B 2% -5
1 g
K E 404
° - )
: :
£ % o ILFFTI1I £ 15 o UILFFTII
-30 O—O0 77K O—O 77K
-35 T T T T T -20 T T T T T
1 2 3 4 5 6 0 1 2 3 4 5 6
15 1% 850 (hr) 5 %850 (hr)
S60BBOEL

15

-
o
1

(bpm) BEFc-BF i
q

04

*—eUIINTFFI1I
O—O077tK

5 1%85M (hr)

2 3 4

5 6

H VAT T 74N T T 2RIZ0EMEB, = ba 7 Uk ) IR B IR S L,

7E) AFIOEN CHAFE S 7= BRI MEE 692 EL OHE (R 1,
H3ERE D535, ] THD,

Las, YT+ 7 41 LTLRE20 mg 1l
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QONEARNEREICHITH—HEEEA VYV ILE FEDBEEER %

—RElRA Y VL E RERMAT ORROIEBRE 18 il &2 X5z, —fHEEA Y YL e K20mg 1 H 2
[B] 5~10 HRERE O 5%, AT F 7 40 50mg VX7 7Rz ARG L, v T5+ 7«
NARGREZ B TR 514 6 BERE] & T ANT K ONIAL O UUHEH if 1 K ONYE SR if 12 D fie K T RS
T TR ARBICH LABICRE VW BRI,

VT FT 4 VR, —iEEEA Y YV E REGERT A CMHEEER AR L, —EER A Y VL E R (fR
M) 2L DREEMEH OTRE K QR 288 Lz, 202 b, —hfE( Y Y e Rafl
AL TWDEBEFICARERGTRETIERNEB X LI,

— MR AV VILE FOMEBRTERICRIZT VLT 74 ILDOFEE GivERE. SHEAN)

. . WS 190 1 PEAE I 1+ DA%
BEFHE 5 Y8 i o e
(mmHg) (mmHg) (bpm)
. HEfT —41.0+15. 1%* — 05, 87, gFHE* +15.8+11.0
2% L
YNTT T A7 NPT —51.4724, 8%*F* | —3], 112, 0%** +18.1+12. 4
- . A —22.1%10.2 —12.7x7.7 +14.0x12.0
NN g
77 ER NV —24.7%t11.3 —13.1%5.1 +17.5%+11.8

EHE HEEERZE, n=16
R p<0.01, F*F o p<0.001, *FFF . p<0.0001, B, 7T BAROEHHEE L DL,

—TEEEA VY YILE K 20mg &
TS5RRIEVILTFT4)L50mg EDHAKRS 6 FEEBEETCOMERVLEHDEE)

TSR EDZ(L MTHGRAMEDZE{L
0Q 0
-54 5
I .10+ x
i {ir
iy 15 i -10-
4 20- 7
s i 1571
B K
5 -30- 5 -20
£ -35- E
E O—O0 77K £ -25 O—O0 77K
= -401 o—e NFFI4N | *—e ULFF T
45— 3+
0.00 0.25 050 0.75 1.00 1.25 1.50 1.75 200 3.00 400 500 6.00 0.00 0.25 050 0.75 1.00 1.25 1.50 1.75 200 300 400 500 6.00
125 1%850 (hr) 1253850 (hr)
15 M OHEBOEL 10 S 0BBOEIL
)
3 Y
f g ° {
IL\ IL\
i iz}
il 34
£ E O
Q Q
) e .
0—0 75K 0—O0 75tk
o& o INTF T4 *—@UINTF 74
0.00 0.25 050 0.75 1.00 1.25 1.50 1.75 2.00 3.00 400 5.00 6.00 0.00 0.25 0.50 0.75 1.00 1.25 1.50 1.75 200 3.00 4.00 5.00 6.00
125 1%850E (hr) 5. 1%85R (hr)

1) AFIOEN CHAGE S B B A 2632 R O & (R & HEE, v -7 e LT1E20mg % 1
H 3 [k O#&% 595, THA,
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2) VT ELERRA (/—EF7. ALFS, AFOEYFR) (| FLFELEFRE (T
CRA, TULPOAEYIR) A FaAFV=IL (A YY=)L) [ AEVRE Y FEFHE
(RAYEIF (RPREFR) . ToRA4¥, TLPIEYIR)
<fEER>
SRE NBERER A 28 BlCEIT 5 Y T EA KN ILTF T 4 L OGO S ERE 2 M 5 4
— T MAENEAEIT T TR 0 A — =R AT o7 0 (AT F T 4 v0EE T
L8 HEIZ, —HEMR., BIEAL, 77 R, 27 0 24— — 2 THEE) .
FIROHRE X, B 1 HICVAT T 7 40100 mg ZHEEG- Lz, 2 Bogl, U N Fen
(300mg, 1 H2[E) OFEEERLL., £33 HIZ400mg 1 H 2[F, 5 4~8 HIZIZ500mg 1 H 2
Mlz#5 L, B7 Hol, —EHEMZ a A4 — —HzRtE L, BIEAIZS LT T 7 4L 100 mg
NIV NVTFTF 74N TF T REHEARELE-0OL, H8 HOMIZIZ, AT F 74V ITT T
YAROI LETHEG LghoTc hafh Uiz, F2HOWBREICLE 1 LR CHETRE L
2, U R FeELORDVIZY hFEALDT T EREEEG LT,

U hFENL B0Omg, 1 H2E) ICXEoT, AT F T 40D Couy 2 3.9 1% (290%) . AUC..AS 10. 5
5 (950%) ~EHEITHMUTZ (p<0.0001, Z0BIHT) o S BIT, T 23 3.1 KA EITIER
L (p<<0.01, Z3#or)  WMEHEEES (k) 230.06 /hr B U725, 301340 2 B4t
FELl, —H. AT T 7 41100 mg HaE 513V eV OEKYBIREICE LY RIS 2o T2,

UINTFT I AIVDEYEIRE/INS A —4

3 Tmax Cmax AUCOO kcl 1:l/Z
brgs B3R (hr) (ng/mL) (ng-hr/mL) (1/hr) (hr)
. 1 HH 2.04 321 1419 0. 183 3. 78

! | pgOROw o
JrT 7T XIZ8 HHE 5.57** 1063 *** 13278**** 0.127%** 5.45
o . 1 HH 2.25 325 1502 0.193 3.58

iR

7R 7TXIZ8HH 2.68 274 1342 0.198 3.51

Tuas Kot (XTI, Coans AUC 1T IEMTEIME, 10 1IFHFEEIE, n=14

FHp<0. 01, *FFp<0.001, ****p<0.0001,

Coaxs AUCw : KHED 1 HEIZKITT 5 7 XX 8 HHDIZLELRE L, FHEOELERE L,

Toxs Ketv tie: SHEO 1 HEE 7T XIL8 HHDEZRK, SEOIT,. 77 RIFHEL R L TAEEEEAY,

AMEB AR RRER - 2 12T, BB R A e 2 BB 207 Bl > V77 1 L 20 mg (69
) . 40mg (67%) . 80mg (71 #) A 1 H 3@ 12 HMKRAHELGL-EZ A, 80mg 1 H 3 [EKX
G £ TCOREMPHER I,

F7-. 80mg 1 H3FEHREEFEDI LT F 7 4 VOBREBEEIT20mg | H 3EHRGHEOKNFMHETHAE D
EN. AEFEIARRICB T AR 2 L—3 9 » PKFFTOR R LV R &SN,

REAL—Y 3V PKETILNSHESIN=VILT T I 4 IILDEYBEE/NT A —4 [HEFE MHEKER]

: 12 HICB %785 A — % O R fl + (R 4
LB 3 (TID) - . i H fT 7 f@L ﬁﬁﬁ%}
12 ﬁ[a /ﬁ;’\ D&[a—; @U; ‘max max ss, av min
AR 5 (ng/mL) (hr) (ng/mL) (ng/mL)
AT F 7 40 (20 mg) 69 106. 7£55. 6 1.0%+0. 42 59.6+£35.0 28.2%£21.6
LIVTF 7 4 (40 mg) 66 205.5%101.2 1.1%0.44 116.3%61.4 56.0+37.7
TIVTF 7 4 (80 mg) 71 503.54224.3 0.9=£0. 34 291.0%x150.1 | 145.9%98.6

1) ARHFNOEPN CHGE S A7 FEARPER S M E 32 AER OCHE (A 1%, B@EE, Sv7F 7 ¢b e LTER0 mg% 1
H3EREA#EE595,] Thd,
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Lo T, FHICE D VT 7 4 VoOBgFE &% 5 (58 2 TN S 2 AN OV TIIEE
ETAVENRNH D EEZ B, AFITIZY MFEASHERKE O HEEEDE LT-, 77, ¥L
FEILIX CYP3M LEMERZA L, 7o) FFEL AL CTHEATEFITH Y . AFITIX
U N FEAEFRFEOHFRAZERE L TWAEZE, EBIZFALTFTERL Y MFERL LT T
TANEDPRICE D VAT T 4 VORBENSEINT S Z ERHRESNLTNEZEnH D &
NFEAEERAIE O bR E LT,

A NTalFy— e T F T 4 EOHEERIZOWTIHRE LR T — #1372\, LovL7
NG, KERMERGE (FDA) O AIERIZBET 5 Draft Guidance *V (2B W THRAI72
CYP3A4 fHEIKEY L L CERF LN TWDRIEAID S b, A b T aF Y — iz o0 Tid, KW Ki 5%
ATHZE00 % U M ELERERERICAAIE OO 2L Lz (V-2 Z2NEEZOH
M 2.4) OEZM)

CYPSM FEEEDMEEEH Ki fE) &

HA 4 KiflE (M)
U R FEL 0.017
A NZaF— 0.16

SRRy NEaFRK (ZRZVELR, FrudRAv, FLPaby s ) LOMAEHRIZON
THE LIZERIR T — 213720, Ll s, a2 &y MEIY eV & FEIERIZHRV CYP3A4
FHEMERZ A L TEBY ., CYPMIZE > TR SN A AK &L ORI LD . REIO MAEHHERED b
ATrBENRHDLZ N, ARl ESRRZE LT,

£ 1) Draft Guidance : Drug Interactions Studies—Study Design, Data Analysis, Implications for Dosing,
and Labeling Recommendations, U.S. Department of Health and Human Services, Food and Drug
Administration, Feburyary 2012.

TE2) 5817 CYP3AA FLESE : 4T A X H 72 CYP3A DIE L OOFFIC LV, CYP3A DILE D AUC % 5 %
VIS ED XTI VT T A% 80%LL HIKT &1 5 3Al,

T 3) Kifil : PREEL, BEA ST EIEA & BER OBFIPED R,

1) ARNOENTHERSNZFEL AR (A 1%, TEE, TVFF 7 40E LTLER0 mgZ 1 H3ERR AR ET 5,1 THD,

VITL. 4t (M EoEES) I+ 55HA 106



3) sGCHRIBHl VAILIT bk (FTLIR)
<f#h >
VAT TT R EDOPHIZE Y BN cOMP JREEABER U EBEMHERMEZ R 22 L1 5 2,
Fo, VAT I T b (TTL8R) OFRAMCE (2017 £ 8 AET (5 3[R ) IZBW TR ED
PFHEERIZO VT T 7 4 ADFEH SN TN D Z & CCDS & DIEAVEIC IS E, VAT 7T MZET
LHIEEMUEZZE L ( [VI-2. Z22NE EZ 08B 2.6) OEEMR) |,

) AFIOENTHEGR SN AEL CHRE A 11X, HEE, 7 F 7 40 E LTCLER0 mgx 1 B3EENHR 515, ) TH D,
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(2) HRFE L ZDER

10.2 StREE (BRICSEEI S L)

SEIA %

RAEAR - BB TR

W - fEBRIN T

CYP3A4 BHEEHK
(mY RO~ THR
FUV, TEFFENL,
VAV = e (V=
Y hLren 7=

AFNO MIEPIREN LT 2,

RO AU RN AF VL
DRI LY . AHN O MAE R B )3
EH L., Cmax 1ZZNZF1 2.6 FLE
L5 L ., AUC IZZFNZ1 2.8

CYP3A4 [HZEIRIIARF O & HE
THBZNEDH D,

(THFYPRE v Tx=
o VT,
NN E¥E L, T/
IOV EH — L)

[7&) 2RO 1. 6 f21 8N L7z 86 87
[16.7. 25:H]
CYP3A4 FHE 3K AFN O AT PR E MK T 5, INHOEANT XV FE S A

BERIC L0 REORBMNMEES
LHBENLH D,

Reo s
(k52 07)
[16.7. 3]

(1) MEEFEMAERT 26 Th
WD,

(2) RAFN O IAFFPRIEEDMET L, Coay
KOV AUC BENZEI 0.45 5L
0.37 IR L=,

(1) A1 o> ZEFR =2 Z2 AR DA 55 203
EAbND,

@Ry Z AL VFEINNR
HIEFRIC L0 | AFN O AMEtE =
nNoHaBTNURH D,

LIRS

T hn e EOREAE O
THEAEHN 2 H58 L7 & ofE
&)5 52, 89) R

R D o A & OO
TOHOEWED B RAERE O MEK
TaRLELEOBENDD O,

ENPERMERRE T 5 2 & & foh
FRIZHNZ D728, Al &5 DRI
o JEWT SEFRIE T 0 B O A TEYRE NS
LELTNDI L EHRTDHI L,

FNXYF R

BEEAER DT 2823 H D,

AFN A EARAE R K 2 BEEAE
RS20, PP X 2 BEIE
AHRT L END D,

S AN €
(U771 Y)
[9.1. 9% 18]

i (RHifn%) DOEBRIEN G £ 5
ZENH D,

ARANIH N L AN 7 SR o
TEAEINEE D720, JFRICE Y &
HiMOFEIR &R DTN D D,

o, WA O il o
RER T N B % A RO SR %
Wik (RS ED) OhikE
EREAE R LTV 5 BE Tlk sl
7 EoHMmAFEHR LLF v,

7 AT MR

TIAFa U ERRIEIZ L D QTe IER
TER BRI D RBE N1 H D,

%I?Z:Bﬂo

FEIR L 7 I A m RO HFAIC
XV, Qe SERN B S D BEA
b L ORERHD ™,

VITL. 4t (M EoEES) I+ 55HA
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1) CYPSMPEEZE () RXAWA Y, YAFTY, FEAYFEL, 45)RQA9APY, TPk

LILEIL JvILEEZEE)

<fgFi>

SEN OB AR L. =) 2a~A 22500 mg 1 H 2EOREH GRS VT F 7 41100 mg
B.FETVAFT800mg 1 A 1 RIOKERE G VT F 7 0V 50 mg & HEIDFRAZ O S L
T &, VT T T A ND Cp S OVAUC 1, HURBE R & LR L CTENZEIL 1.5~2. 6 (5 LTV 1.6
~2. 8 fFITHIIN LAz 50 86 8T 9299 L = Z Lk TS OIRK L OPERIL, AH o i 55 e R
 ERIELBENRH LD, RE L,

TEYFEN, T )RR LIV T T v EOMEERIIRE LTV Y, Ll
W, KERMEKDR (FDA) OEYEMEAMERIZEIT S Draft Guidance ™V (ZFBWTHA 72
CYP3A4 [HESRED L L CRIFOLNTWEHEAID Y B, 7HEVFFENL, 7TV Aa~A 0D 2H|
WZOWTIE, FEARICE Y AT 7 0 0@ AUC % 5 (0L EINE A AlgEEid B ECE 2 &
Mo, PFHERE L TRE L,

CYPSM PREXRDHEEEH (Ki fB)

HH 4 KifEE (uM)
7RI e 0.84~1.0
VAN 3=t G2 57

LA T Ay YO TR 150 mg, 200 mg WRATSCE (ZABREEED)

7 1) Draft Guidance : Drug Interactions Studies—Study Design, Data Analysis, Implications for Dosing,
and Labeling Recommendations, U.S. Department of Health and Human Services, Food and Drug
Administration, Feburary 2012.

T 2) #A172 CYP3AM BHESR : X 4 T LD K 9 72 CYP3A OB L OUFFAIZ L V. CYP3A DIEE D AUC % 5 fi%
VIS ED XTI VT T A% 80%LL KT &1 5 3HAl,

H3) Kifif: BREEH. BAE /N ST E A & EBER OBIFPER TR,

[Z%&]

IUZDV’I’:/:/SG’QZ)

ME MR 24 Bl ) Aa~A 2 500mg XIT77®AR%Z2HANL6 HEET1 H 2[A

5 HRRRO#& G L, &581 (1 HEA) &#&E5#% (6 HH) 23T 57 4L 100 mg % HRIFE O #

B L., YATFF 7 4 VOERYEIRREAME LT, TOKE, VLT T 741D Cp KONAUCLIZ 1 H
HIZx9 5 6 HEOEELZ T T vRAEE Y A~ AV UFRBETHRERT 2 E2nEh

2.6 {5 KON 2. 8 fFICAHEIZHM LT,

KULNTFIAIINDEYHECRIZIIYURATLS S VDEE>

DILTF T4 IILDEYERE/NT A —4

Y Tmax Cmax AUCOO kel 1:1/2
DB g5 H (hr) (ng/mL) (ng-hr/mL) (1/hr) (hr)
1HH 1. 06 596. 4 1903. 6 0. 200 3. 47
J =z S
TIARYA L 6 HH 0.79 1245, 3% ** 4910, 7*F** 0.171 4. 06
- . 1HH 1. 00 638. 8 1893. 1 0.213 3. 26
7 7R 6 HH 1.17 512.3 1732. 3 0. 199 3. 48
Toas Kot (XBEITTFIIM, Cras AUC 1T EG(T I, 10 1IFAFTIIME, n=12
FEX L p<0.001, KBEO 1 HEICKT S 6 HBEDOEE(LRKE L, SRHEOLLRELE, 8o, 77 2R ROEHEE
LU LCTAEEEDY,

1) AFIOEWN THAGE S AU BRI MU 42 iR O & BN 13, T@E, 2777 v & LTLRER0 mg1
H3EE NGS5, ) THD,

VIII.
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DILTF T 4 ILERBY (UK-103,320) OEMFEE/NS A —4
) Tmax Cmax AUCOO kcl 1:1/2
DHRES: 5 H (hr) (ng/mL) (ng-hr/mL) (1/hr) (hr)
. 1HH 1.13 270. 3 904. 8 0.164 4.22
) B S B G ) ) : )
6 HH 0.88 169. 2 1099, 1*** 0.131* 5. 30
o . 1 HHE 0.92 276. 7 867.0 0.177 3.91
7 7R 6 HH 1. 17 227.0 769. 2 0.192 3.61
Traxs Kel VIR, Coaxs AUC I ZEEAT I, ty 0 IXFHFIEIME, n=12
* p<0 05, *** :p<0.001, £HEDO 1 BEICXT D 6 AEDREZLFR L L, SRHEOB(LEL K, SHotr. 7
FTEROFHEEE I L CTHREZEA D,

SAFOL

SMENMERERR 22 BlIC AF P 800mg XIXTF 7R &E 3 HENAS6 HAETLH 1[E4HM
ZEfERFICRR O &S, 1 HBE 5 HBIZU AT 7 44 50mg ZHEREO&KSES L, LT+ 7 40
DIEYBEEZ R LT, ZORE, VAT F7 40D Cp KOVAUC, (X 1 BHEIZXT % 5 HEHOZE

*:p<0.05, FEEO1HEICHT D5 HHDOMEZLRE L, EHOELRE Ll

i L CTHEERY,

ICRE T T ERIRABEE AT VU TR T D &, Z3LE Co 1T 1. 54 {12, KOV AUC,
13 1. 56 fFICA B LT,
(—EpEEPN &R
<ULNTFIAIINDEYHEICRIZTOAFOUODEE>
DILTF I AILDEYBRENS A —4
3 Tmax Cmax AUCt kcl 1:1/2
brAs s B5 R (hr) (ng/nL) (mg-hr/nl) | (U/ho) | (o)
o F S 1 HH 1.4 282. 8 882. 8 0.228 3.0
5HH 0.9 382, 6% * 1240, 9% * 0.197 3.5
e 1 HH 1.1 250. 4 665. 5 0. 270 2.6
77ER 5HH 1.1 219. 8 598. 2 0. 267 2.6
Tooxs Ket FEEMTEIIM, Coax AUC VZIEA TR, tyo 1 IFRFIERIME, FEAMBIEL n=10
¥ p<0.0l, HFHEDO 1 BRICHT 25 BHDLEZ(LRE L, SHEOBRE LR, 8o, 77 2RO
UL TCHEEEDD,
UITF T4 IILERE (UK-103,320) OEMEIEE/NNS A —4
3 Tmax Cmax AUCt kel t1/2
g g5 B (hr) (ng/mL) (ng-hr/mL) (1/hr) (hr)
. . 1 HH 1.2 110.5 345. 5 0. 209 3.3
VATV 5 H 1.1 115.2 407. 3% 0.178 3.9
e EE 1.1 98. 3 260. 9 0.176* | 3.9
77ER 5HH 0.9 88. 1 235.9 0.216 3.2
Thaxs Kol VEBEIMTEIME, Coas AUC VTGS, £y 1ZFRAFEME, R G S n=10

SWOIHT. 7T RO &

2) CYPSM BEER (FXHAZYY, Tz kA, YIF7UESY, ANUNRIEED, /1N

E42—IL%F)
<fEER>

R & LSO CYP3AL 58I L ARK & OO 2 S LTZBER T — #1372 VW ARANZELE LT

FFCETEESE CYP3A4 |

1 H3EEAHKRET%.] Thod,

) AFNOFEIN THAGE S A7 BRIt A 65 iE R O (BN |

7:rL
—RAxX

E LT,

CEoTREEND Z L 06., CYP3A4 Z#KE 4 2 3K & O ITAF O3
MEES L, AFIOMEFRENMETT28ZN0NH 5 2 E0LOHHERL

I, @, VT F 7 408 LT1E20 mg %

E7ae sy ks

(B EoEES) |

B D

H 110




3) RtE2aY (F39U7)
<fEER>
O = Fe Y UZBERERIETH DRt & AT ENIRMEN & fLERE OTREHE L L TERN LD
AETHEH SN TWD, N7 ROAFIZENEMER FE-NZA L TR0 | Ao
PP 2RI E I SE N E 2 B 5 72 ARH & OPFIIC 1 0 fER TAER 238583 2 B 2 413
b Z L BOFERICRE L,

<D$ﬂi£’ﬁﬁ%%fW%M’iofﬁ%ém CYP2C9 O TG LT, A&
X, CYP3A4 TR CYP2C9 38T H Z EMAI LA TN D

S E A DR AL OV T, A BE) //l/Tﬂ‘74/I/J:77ﬂZ?“\‘ﬁ{°H§&—’ﬂ? BH#E) IR
N2 PFRBGRER NCHE) VAT F 7 4 v E R Z PR GRIC T 2 K E e S
Batliz, V77 404 80mg 1 H3EKEOREZ 2 125mg 1 B 2 [B8]1% KE R OB
LTz, ST F 7 40D Cppy LOVAUC 1, HUMER H-F & LUl U C AL Z109 0. 45 5 KDY
0. 3T FHIZIAD LTe, F7z, RE U Z D Cp OV AUCIE, R G & i L TENE R
LA RONI 15 fEicsame 7z %

DINTFT T4 INDEYFEE/NS A—42  FHy (CV%)

BT AR C 7t
N?}:; SNT T T g AR H T TR VNTFT 4N RS2
n 6 HH n 16 HH n 6 HH n 16 HH
AUC. (ng-hr/mL) @ | 17 | 1719.7 (30) | 17 | 1846.5 (28.7) | 16 | 1607.5 (45) 17| 634.2 (35)
AUC., (ng-hr/mL) ® NC 16 | 2211.1 (31.5) NC 16 | 698.8 (38)
Coox (ng/mL) 17 | 580.3 (45) 17 | 585.2 (27.2) 17| 611.0 (44) 17| 274.9 (58)
Cos, v (ng/mL) 17 | 215.0 (30) 17 | 230.7 (28.8) 16 | 201.3 (45) 17| 79.3 (35)
Toax (hr) ¥ 17| 1.24 (70) 17| 1.25 (72.1) 17| 0.88 (68) 171 0.99 (50)
tyy (hr) ¥ NC 16 | 4.46 (28.2) NC 16 | 4.29 (80)
ke, (/hr) © NC 16 0.16 NC 16 0.16

a) AP, b) BT, o) FRFCTEH, NC @ HitEd

RE 2 DEYHENTA—42 : T (V%)

i b CH
Aﬁf;; R B+ INT T T4 NT TR VNTF T 4N RE A
n 10 HH n 16 HH n 10 HH n 16 HH
AUC. (ng-hr/mL) @ | 18 | 5203.5 (27) | 17 | 4355.3 (22) | 17 | 5337.2 (29) 17 6924.6 (32)
Coax (ng/mL) ¥ 18 | 1111.3 (34) | 17 1912.0 (31) | 17| 1278.7 (37) 17 1546.8 (34)
Cos. wr (ng/mL) 18 | 433.8 (26) | 17 ]363.0 (22) | 17| 444.8 (29) 17 577.3 (32)
Ty (hr) ¥ 1812.94 (32) |17]2.82 (31) |17 |2.71 (31) 17 2.85 (38)

a) AEE) b) BT

& 7o NSRBI i s i E R IS VT T o v 20mg 1 H 3[AE AR B H 262, 5~125 mg
1 B 2EZAFE LR, RePalb—2 a3 » PRGN RE & U ER O
SIVTFT 4 VD Cyp T VT T T 4 VBB B L Bl LT 0. 27 fFICi L, — 05,
VIVTFF T 40 20mg 1 H 3 [EIEOFAHERGRORE XD C, L, 1%, Rl X B S
& bl LC L2 R L7z %

ReLZ AL DUNT T 7 4 VOMFEFREDIKTIL, RE ¥ LD CYP3A4 NFFE X
Nz itk b0EXLND, VAT FHFT7 4 NMIL DR X o OMERREOEMX
R & o oPEEEENNEI SN2 LIk bDlEZLND, LTER-> T, AEUH
Y EDPFRIZ L0 BB PDEHE SN D FTREMEDN H D Z E MO OFHEEICERE LT,

) AFNIOENTERSNZEROHE A 13, TEE, A7 F 7002 LT1LE20mg 2 1 A 3ERA#%E5T%,] Thb,
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4) BREER
<fEER>

TAr Uy 5~10mg & HERHRA L T D AME AN DATE
ZeNEEERE G- L, %@2%%%;/»7+74wmmwxm77tféﬁﬁbtoKﬁ%b<if
?tf&%&@%%@ E N ONATENRE I T T 2

B I EE AR 16 (1S

EREILIZE 2 A, HpEE

VN = B N

ERT A—HF|Z

FOBITRRD BRI T2, @E)\u&()\i{i BT 2 UGHEH K OE s M DR izliﬁﬂﬁﬁcfﬁﬁi
T 7’ZT%1‘ CHARFRBICKRENWZ ERWES TS 25

L7eRo T, 7Lar v EoRERE DN _J:UMVVEW%%‘?@?%%%M%W)%:k75>E>

FTHE L7,

<TFLOCECOMEBRTHERIZERIEZTVILTFI740IILOEE>
MERCDIBHORAEL (KEHSMEEERESE. HEAN)

B et WS 3 1= PR i LaaER
(mmHg) (mmHg) (bpm)
o (AL —17.0+9. 7*% —7.9+5, gF** +1.2+4. 7%
NTT T AN Srfi —90.1+13.3%* —11.6+11.2* 43,746, 8%**
R VEAAE —8.7+5.4 —2.1%5.4 —0.7=%5.1
e STA —9.6+7.7 —3.0+4.6 —3.744.1
SEHIE SRR ZE, n=16
*p<0.05, ** 1 p<0.01, ***:p<0.001, EOW. 77 B ROEAEEE O,
5) o JEMTER
< fRER>
BAYERTSEARAE KIEIRIR D728 R v DY 25215 T B AME NJEF] 2 b 512 3 7kBR © %
Fhti L7z,

3BT 2B TIX, FX¥ Y4 id8mg a1 H 1E 2 #EMU EXEROES L, TO% L
TF 74025, 50mg XX T EAREZHEROKE L, Z0O#%b KXy v (4 XL 8mg) D
B A L. 7 BHREILLEROBBIZS LT 7 4% 25, 50mg IE 7T REREO&EE L-, %
DD 1OORERTIZ, FEY YT 4XE8mg a1 H 1[E2BEMU ERKEROKESL, T+ 7
4L 50 mg AIEEMICTHEIGHAKEG Lz Gto 2R B0 55, L7 F 7 1L 50 mg 5 TEHi
L7eRBRZ5ET L, AFFG L LTEROH 5 MATHREOZ(LDGRD b o T2 fER TIE, 20
G280 LTz) , 0% KXV v 4 Xx 8mg 5% 7 ARILL EfkwE L=k, v vT 7
4100 mg X7 78R AZHEREAOKE L, 612, F¥FY¥Y 4 T 8mg & 5% 7 AR
DL EMkG. . ST 7 41 100 mg XL 77 B R &2 BERE O &5 Lz,
SHMBRMOFERND, ¥V v DM IREHRS K OFEMBNHE T A —4% (AUCs, Cpoy LY Ty)
IEEBIIRR O bR o 7oy, IEROWREEIL, v 77 40 25, 50 KTY 100 mg & R
VU OUAERG ORER, 77 B RO GEE & Eelik U CEM B ONWEAT 0 IS A 1L K ONE a3 1.
JEITRT U, IRdE L 7=,
B, VLT FT7 41 100mg KON RXRY V20 dng 3G LT 35 5%, 1 BINCASALHAR £ 23 %8
WL, FRHy o oghiRdiban, ZOFEFEFRITEETHY, Ny LOMEEHRN
FNTH D EHEE ST,
Flo, VAT F T 4 50mg KON KXYV U 4mg HRIFFICEG L7ZBE 2 Bl CEEOSLOEI0D
FWVEME S MEDIK FAFED b,

FEENEDEFIZEBNTINT T 740 E REFY U ORI GIIEETMEN BRI TH 5 Z &R
W2 S ALTZ D3 JEZMEDR S WD D BE B W TD EWED B RIER 2 5 IEDIR T ARD bz,

L7eRoT, PFHICE YV MER T2 OFWOEME R EE2B 2 T8EN1H D Z B0
EEICHEL,

ELD R U AIRIZRBWO CRINARE KIETRREOM )G 2 A L T 7au,
1) ARHFNOEPN CHGE S A7 FEARPER S M E 32 AER OCHE (A 1%, B@EE, Sv7F 7 ¢b e LTER0 mg% 1

H3EREA#EE595,] Thd,
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DIWTFTANEFRRH YO VEHARELELED FXY YO U OEDPFE/NF A —4

. RPN o e e (9 B
YINTFT 4L 5 Rk VVTFT 4N+ TTeR+ | (%) #@%é%é%ﬁ
HE (n% R4 R¥r oy | gsEe | 7F orR
BESR 030 Z0 ORI -
25 AUCs”  (ng+hr/mL) 263. 90 260. 06 101 95 - 108
m
(mg Conr” (ng/mL) 41.71 40. 77 102 96 — 109
Tp”  (hr) 1. 80 2. 93 —1.12 | —1.76 - —0.49
5 AUCs”  (ng+hr/mL) 294. 68 261. 82 113 106 - 119.5
m
(mg Cox” (ng/mL) 44. 95 40. 3 112 105.9 - 117. 4
Tor?  (hr) 3. 00 3. 00 0.00 | —0.58 - 0.58
L00 AUCS”  (ng-hr/nL) 290. 66 275. 93 105 101.5 - 109. 3
(Zor)ng C 9 (ng/mL) 45. 41 43. 59 104 100.4 - 108. 1
Ty (hr) 2.78 2. 88 —0.10 | —0.442 - 0. 240

a) PR AT, b)

(IFREEE D7 & L THRH

FHE G FMTAE . ¢) AUCs TR Coa IZB W TUTFHERF 2 EEME DL & LT, T ITHBNT

VIVTFI4IWNERFH IV UEHRARS Lz ERMERVIRIAKRDE L

VT FT VT FT 4L . . —
Sl T roemyt o | sEo 95 fEmIxm
7S VR 5B 5 INT A— K + KEahs oo 7 (FIR - LFR) P
(n %0) INE AR
" sBP (mmHg) —19.91 —12.50 —7.41 | —15.74 - 0.92 0.0774
> | dBP (mmHg) —10. 64 —3.79 —6.85 | —11.90 - —1.80 0.0112
A
25 mg k% (bpm) 5.11 1.41 3.70 0.11 — 7.30 0. 0440
) | sBP (mmHg) —21.68 —15. 70 —5.97 | —12.76 - 0.82 0. 0804
AYA
| dBP (mmHg) —11.49 —5.89 —5.59 | —10.29 - —0.89 0. 0229
A
WR#E# (bpm) 9.51 3.04 6. 47 4.13 - 8.80 <0. 0001
" sBP (mmHg) —13.86 —4.54 —9.32 | —13.10 - —5.54 | <0.0001
> | dBP (mmHg) —8.00 —3.06 —4.94 | —7.89 - —2.00 0. 0026
A
50 mg R (bpm) 7.38 1.86 5.51 1.66 — 9.37 0.0079
(18) | sBP (mmHg) —20.25 —8.86 —11.39| —15.90 — —6.87 | <0.0001
N
| dBP (mmHg) —8.33 —4.06 —4.28 | —6.38 - —2.17 0. 0005
A
JR$E%L (bpm) 7.78 0.76 7.01 2.55 — 11.48 | <0.0042
" sBP (mmHg) —17.94 —10. 09 —7.85 | —11.14 - —4.56 | <0.0001
> | dBP (mmHg) —8.29 —3.96 —4.33 | —6.63 - —2.03 0. 0009
A
100 mg R¥E% (bpm) 8.43 3. 14 5. 29 2.67 — 7.91 0. 0005
(20) | sBP (mmHg) —21.91 —17.65 —4.26 | —10.32 - 1.81 0. 1577
AYA
| dBP (mmHg) —9.42 —4.89 —4.53 | —7.64 - —1.42 0. 0067
A
WRFEE (bpm) 13.13 6.92 6.21 3.11 - 9.31 0. 0005

sBP : ISHE S i

dBP : JRAEHAIMIE, a)

6) AILRIFFK
<fREH>

AFN & T _YF R & OFEAERNZ B9 % BRIR e OSERERRBR 7 — 2 13720,

AT A b) AR R EEOE & U TR T

cGMP ZHEIN X2 Z &1 & 0 B YERER SRR IER % 2 "9 LU F K & PDE5 % BRIV
PR LT cGMP O3 A2 M9 2 Z 12 L 0 MEIERIER Z2 "3 v 7 o v EDPFRIZE D
WA O M EYEIRVEFIC X DREEER N ER SN2 BZNNH DD E LT,

1) AR OENCTHGE S L tER N I EE 2 B L OHE (BRA) 1,
H3EREA#EE595,] Thd,

L@, ST -7 40 LTCLRE20 mg# 1

VITL. 4t (M EoEES) I+ 55HA
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1) EZSUKERE (JILT7YY)
<fRF>
S OFAREDS PDES 2B EICET 2 & BORSEMEILR, DWWk ORHRRE S VT 7 v A
NO Z3B5-LCWa Z & % /i, PDES BRESKIT, MvhiE N EE sl omfEz NS5
AREMERH D, 207D, bEb EaHmOBERRE T (FREREE, PURERE, MofERc
PE S I/ MRIERERL ) 2R LT 2 IEh ARG & f 5 (PAH) FBEEIC, PDES PHEIRZ 57
57 L LTCEFN~OMPBEMSEDL &, BIZEHMOY 27 BEHELBENRH D,
B PAH BB Z x5 & L2 AME B AR CRRO b5 & L, Sk 2 <580
S, BHIMOFERRIL, 7T EREE (1.4%) ITHRUATFTF 7 4 VEE (6.8%) TEWRERET
HoTz, FEAMBIEBIZEES PAHEE VT F 7 40 12.9%, 778K 0%) CIREFRMEM &
JESE (PPH) BEH (AT F 7 40 3.0%., FTER 2.4%) &Hig L TaBing<@Bd L,
VIVT T 4 MBRCB T 2R OBERIL, RO I KERE (vrr s, TR
~ o —/b (ENRFEE) %] 0P (8.8%) OFHF A (1.7%) LV bEWERTH -7,
BN PAH BB A kG L L= AR 7 v 27 7 — W GRBRIZB DT FESR & LT @GS
NI-FERIT, BN (FF72ROARETH. AT 7 4 V0FRE 1260 . INNEEI (FF &R
OFRBEA B, AT F7 4o ADERBETHD) THY, AT T 7 4 VIFABE TR ARD bl
LR2FR 9 FICiE, Y77 U RS TUVh -,
L7235 T, PAH BEICBWTAAIE B X IV KEFEETHL UL T 7 U U 2T A Z LI X
V. BHMEOHMOBBEERE L RIBENNH L0 E L (([VI-6. HEoERE2ET
HEFEICETAEE 9.1.9] OEBM)

8) 7 IASOUIEEE

<fgEn>

DR AR AT 7 —E5HEHEI FF) OEFKFERIZIB W TREDOQTRIRIEEEH RO Hiv
Tl D, MOQTHIBRIEREHZ2H 3257 I 44 e U EME BRoA) oftficBE L X le.
el O 110 10FHER) OBEICBWTEHEEME 21T > TE 72, AfM2eE3H, —BEFEAN
HATEER 2R 2 K OFFEFE S FNEENE N B A/ NRIERAR TR L0, R B, 73442 > offH
ML DIGAENRD DL END, RALOT I AF 0 o OHHEZRO RE L &R 5 BEHEN,
[RGB IR SN Z &A%, BM2EEFH10EIESE - B FEFRSEKE OB aEE LS
LR RIRD L BRI BB CRHEN RSN, TOME, 734X DRIV T,
KIE K CEUDRE T DT A KT A v ARENO R EME A BGER A 02 O o [E N & OFMEE
B, KE, EU, A=A 5T U7 KOH T F ORI EFEOFAERE R DIL, AAFNC L HQTHIIRIE
RV R EREBCEETERWVLODEK EAL MR Y 27 13RI NTE LT, —FCTEF L
DOMBEENRRBO LN TWNDLZ D, JHBEGICEDZ2XE2T7 0y RV A7 % ERS EEZ LR
felz, T2, 255 KO N0 10 R) oEMS T IAF e T2 adkR L. 110.20f
HAEE] OBEIZTIAXn 2B ds2 88T

BR2ELEFI0EHEE - AR AEFRSEF OB EENFL RS R A RS E L1

(https://www. mhlw. go. jp/content/11120000/000718931. pdf)
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8. Bl{EA

1. BlEA

P9 % 72 YR E AT O 2 L

ROBER NS 5D ZENHDHDT, Bz +oIATV ., 2BE

YRV gWit pe N S S e

(1) EX%EEER & MEAGEIK
FEEN TV

(2) ZDthoE!I1EM

11.2 Z0thoEIER

T, D T | R

5%LL Lk 1% LAk 5% A 1% A
e S P SRR (30.6%) . | SHREHE AL N R NS
HEW
i AL i £, 1 ETY 1 R
H I HAEARE, 8| Eek, B2, HREVHRMER | AP, #h

VUSRI ER . A
i, PAEE, U

=
3
s
<
&t
o
=4

FE R

v MR K ONER S, %k, SPA. PRIR
e

WAMGESEE TG, SRR, SR,

SR, BEOEREG:

ERIES
b >§ I T
\=f

i

L E (B, HET L) |
T, e, IRFEm,
SEREE, AU, A,
RS, bl

Rl . HREDATDRER, MR
M, HEOHD S, IR, &
B, EITEEE . St HE
KA, IR, AR, K
RN, MR, R
IRECHEAR, RS, #7)
P, R

H e OV i s HuG,

B2 & K OB T HL ik e Z OFEIE, B, LN EZNRE

M - BEIEE N U VR, fdE. T, FEEA R, EIE, R, M

A VAR AP, B

ol oiE, JR, IR, 77—
¥

PR ANHRAE

KB R R R E BRI

MK O o7 SREEE Fifi.

B K O FLBE I

FEIaZeehid, hidsim, Fese
PhESE

(HEYZ N ey IRTEI, ALT BEA0, AST 840,
~NEZa b URES. U o8B
B
<fg&n>

BHEERAZ DWW TR, BA KR OVNE PAH B A x5 & LIRS A 55/ LT,

DU

EI P RGP RER 1 3R M OWME T S N 7o B RERER 3 SRBRD#E R & &5 L 7=, S ERBR 3

RERICRT
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HAARKNOEE 51X, 20mg 1 H3 ], 40mg 1 H3[E, 80mg 1 H 3EOWTNNTH-7- (HAKRO
SNECRIT HAEAREIZ20ng 1 A3ETHD) .

IR

FEI PN B PRSBR 1 3R M ONE BRIE RIEER 2 SBROFE R 2 A5 Uiz, EERILRRER 2 3 BRI2EB 1T 2 KK D
WEEIT, 10mgl H3E, 20mgl H3[E, 40mg1 H 3[E, 80mg 1l H 3EDOWTNIHTH-7- (A
AR OFMENC R 5 AR B IARE 20 kg BO/NRIZIE, 20mg 2 1 B 3 [8], (K 20 kg LLFO/NE
I, 10mgZ 1 H3EITHD) .

PR Z2 TR OV TR, <TH B BURINWE IS8 B B K OV R A Al B — B > 2
<EBRRERXBREERVEBREREEEE—E>
BIERARRKE—ExR (Fe&RER) (A BRERKHR)
T2 Al X R BI%K 44 15|
Bl A FIR B % 25 131
BIERAREE 56. 8%
758 Bl FRGIEH | REE (%)
HIEE BILW 1 2.3
T 2 4.5
B )5 I 1 2.3
i3] 1 2.3
2R 1 2.3
JYYE, A BE C BT 1 2.3
AR PR AENG S 1. 1 2.3
AR 1 1 2.3
i E S R M OSSR S | SR 1 2.3
B & 1 2.3
RG] 1 2.3
K 1 2.3
178 FTY 1 2.3
AL 8 18.2
AR 1fn J 1 2.3
MER s, MO K OER@PEs | S 3 6.8
H R ORI Hg 1 2.3
Lol EUlES 1 2.3
PR RBEE BHEW 2 4.5
GIEbT] 10 22.7
R OVR S P JRIER 1 2.3
SHEER O RETEE | M 1 2.3
FENE 1 2.3
PR M O 2 i BER 1 2.3
N AP % FOR B RE IR T E 1 2.3
B I B OV TR Z 9 FENE 1 2.3
B IR e A A1-P 80 1 2.3
BNP #8111 1 2.3
ALT (GPT) 4/ 1 2.3
AST (GOT) #ghn 1 2.3
(= N & AR e BRI RER L 0 4E3
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BIMERREBRNRE—BEXR (E&RRF) (A : S EERREER)

R I R B 408 151
B AFBRHIZK 303 451
BEARRE 74.3%
»EE gl1E A HIEFIH | REE (%) 48 gl1E A HBGIE | KEE (%)
Bl 0D AMEE % 1 0.2 R B i MR i 1 0.2
Oo AME+ IR 1 0.2 JARAE 7 1.7
vyFLs 1 0.2 iR 4 1
L 43 10.5 HE DR 5 S 6 1.5
EES 9 2.2 R RS 16 3.9
ElSEES 3 0.7 AP RRRE 1 0.2
H b 1 0.2 PAETF 1 0.2
HAE TR 9 2.2 Al - AR v 1 0.2
I i 42 10.3 il TRy 1 0.2
I I A A 1 0.2 BT 1 0.2
WA TE S 2 0.5 FEARE 26 6.4
FEGAR Y —7 1 0.2 DA I . 1 0.2
PN TE S 3 0.7 SURA IR 1 0.2
1PN REIS 2 0.5 HNRE 9 2.2
P 1 0.2 B 4 1
FEEZ 1 0.2 FR 26 6.4
HIER R 55 13.5 A Ifn /8 P 1 0.2
BIER 1 0.2 FENELH 1, 5 1.2
535 1 0.2 HEM SR FRE 1 0.2
BE(E 1N 1 0.2 MR AR LS 1 0.2
RS 1 0.2 N 3 0.7
2L 40 9.8 TS 1 0.2
NERAS PR 4 1 =W 8 2
IR 0.7 BB R KO | B 8 2
% 4 1 it B kAL S8 s L 1 0.2
M i 20 4.9 B IERE 1 0.2
&Y SE Je OV | RS IR 2 0.5 Ba 14 3.4
A HRUE B XR 1 0.2 A58 O [ 2 0.5
B 1 0.2 fiNERan] 2 0.5
R RE R 1 0.2 s 28 6.9
JHERHE R p AFIE K 1 0.2 A Y A 15 3.7
AR PR 1 0.2 F 6 1.5
AR 1 0.2 ‘B 1 0.2
ANILEY 1 0.2 U B 28 6.9
B A A RS 1 0.2 AR 1 0.2
iR o> F 4k 1 0.2 G 1 0.2
R D JAE 1 0.2 Y 15 3.7
AR 38 J 2 0.5 2%5&%0 )~ 2 2 0.5
AR )5 1 0.2 I P 1FTY 7 1.7
R Bk R 1 0.2 iSRRI E 1 0.2
R 2 0.5 i A PR 1 0.2
AR 75 1. 15 3.7 I & 1 0.2
AR H 1. 3 0.7 & L E 1 0.2
e 4 1 L 54 13.2
IR AEAR 2 0.5 I 19 4.7
AR A PRk 6 1.5 ElRE 1 0.2
R RS 1 0.2 MR, MR | MRRGEAERR 1 0.2
AR g HH . 1 0.2 Ve B 55 ME P BEL SR 4 1
AR B 1 0.2 WHFE A LRk 1 0.2
e T b 4 1 MK 10 2.5
e S 2 0. I ) 8 2
FEMR S 9 2.2 RGBS W N 1 0.2
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BIEARIRINR—ER (FEAFRE) (A SEERKRHR) @EE)
i S HGI%R | FKEE (%) 4B SIE S IR 5] 3 %ﬁ%
ME g, MO ER R | BEEE VK 1 0.2 R REE RO | B 2 0.5
oyl [N EFhd 1 0.2 NSRS JEIERR 1 0.2
FE RS 1 0.2 TR LA HE 2 0.5
BHGH S 4 1 BRI R 3 0.7
£ 7 1.7 Ja g 6 1.5
5 PH 13 3.2 R AR 4 1
S 1 0.2 EXEVRY 4 1
H R OGKKEE | Hig 3 0.7 m}l3) 1 0.2
BE, hJELO| VIxhE 1 0.2 fi 1 0.2
AL A OHE BAfia 1 0.2 D EFIREKT 1 0.2
P15 2 0.5 K 4 1
ey 1 0.2 HEEN 3 0.7
5 1 0.2 W5 10 2.5
N DEMEAS 1 0.2 IR 13 3.2
S 2 0.5 e 5 1.2
@hiE 5 1.2 RS DIRWEIG 1 0.2
TRTERIR 1 0.2 I 1 0.2
SENR 2 0.5 RE[R 1 0.2
BENRMEAIE R 1 0.2 YR 6 1.5
IR 1 0.2 R R ORERE | Gh Y U AME 1 0.2
1R P TAD N 1 0.2 e Eo L AT a—/LIE 1 0.2
HFE 37 9.1 BRAER 4 1
[N 1 0.2 Y Sapitg=N 1 0.2
T IR AR BEAE G RE 1 0.2 SR 1 0.2
JET SRR 4 1 PNy Wb ESsld 1 0.2
P S AR 1 0.2 RGO TR | S8 1 0.2
TEIR 1 0.2 ik hes % 5 FEIE 13 3.2
SERIE 7 1.7 & IR 1 0.2
TREF K4 4 1 FLBE 6 1.5
ESiL 4 1 ZIThE 5 1.2
JOEE 2 0.5 Wi ESE 1 0.2
PR 3 0.7 TR 1 0.2
APRRAR 2% 1 0.2 FIThEE 1 0.2
R 1 0.2 B2 9 2.2
AiiJk 2 0.5 B & i 1 0.2
SEYR 166 40.7 S R B EUE 1 0.2
FE 1 0.2 BAYE, L OGE
Vamatiil 6 1.5 HRBA O AW .
RRAE 2 0.5 (S g oK y | TE TR 1 0.2
AR K OELE | B 1 0.2 — T EEte)
fE b EE 1 0.2 i R R A ALP #4711 2 0.5
FLARIE 1 0.2 ALT (GPT) ##m 3 0.7
LI 1 0.2 AST (GOT) #4Am 3 0.7
S 1 0.2 BUN 410 1 0.2
Ji2= HH 1fnL 1 0.2 INR B840 2 0.5
flE p 1 0.2 ~ES T 4 1
53 W 1 0.2 U BB 4
o e ESTEL 1 0.2 IRJE F5- 1 0.2
LSRN 2 0.5 U I R ] L 1 0.2
TN p 2 0.5 AR BEmR A T 1 0.2
s 2 0.5 L R AT B 1 0.2
AHRSE 4 1 IR B 4 1
FERME. FRME| L . - e 1 0.2
B Ot | IR : 0.1 EIRENE L5 1 0.2
A By [ N
Egg&gO& T O R 1 0.2 RN 1 0.2

SMETEM S N7 3 B L v EE
[ IFHFRBR (A1481140 #RBR) . RHIkFIABR (A1481142 3BR) . =R 2T /) — L EBR (A1481141 35R) ]
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EIERREBRRE—EXRY (BEFERRERAE) (BA: 265R%E)
B H HEMEAKERE
SREE 513K 3304
BIVE A% 0 FIRAE IS 448
BlIERE DRI H 638
BIEREDOXKBEEME (%) 13.56
BEERZEDIE BEERZEDIE
BEMEREDESR ¥A 51| 56 BRAE 151 BEREDIESE ¥A 71| F6 BRAE 151
XIS (%) XL (%)
BRYER & OF A HE 5 (0. 15) AR 27 (0.82)
Y RS 1 (0.03) iR o B8 & 2 (0.06)
Y 1 (0.03) ANE 1 (0.03)
Jili % 2 (0.06) RIS BE 1 (0.03)
RS 7 A L ARIERE X% 1 (0.03) AR 1 (0.03)
B, BEBIUHERHOSEY 1 (0.03) MR i i 2 (0. 06)
(FERBLUORY —728T) AR 72 1 1 (0.03)
TEE AR 2 5 1 (0.03) 7 3 (0.09)
KRB LY VI REE 22 (0.67) SEHRIE 1 (0.03)
A 1fil. 14 (0.42) FENG HH 1. 1 (0.03)
FRARME I3 P e 1 (0.03) DI 5 1 (0.03)
BRR 2 PER 1 (0.03) R 5 (0. 15)
LI ER IS iE 1 (0.03) IR E 7 (0.21)
IR ik 5 2 1 (0.03) AR oD 524 Jk 1 (0.03)
M SR il 3 (0.09) A MRS 1. 1 (0.03)
BRI EAR AR ERE 1 (0.03) R A PR 2 (0.06)
SEREE 1 (0.03) HB L URRESE 8 (0.24)
B BUE 1 (0.03) TS 1 (0.03)
REB L OREREE 15 (0.45) Hig 4 (0.12)
i fE = 1 (0.03) [FIHAME & F 0 1 (0.03)
1R PRI If S 6 (0.18) FR PR 2 (0.06)
KAV 7 AiE 2 (0.06) DS 42 (1.27)
2l RN Bl 1 (0.03) L HIED 1 (0.03)
FARIEOE 5 (0.15) EEREETa Yy 1 (0.03)
S 2 (0.06) DARE 6 (0.18)
Rz 1 (0.03) i 24 (0.73)
WHEZDR S 1 (0.03) LFER AT 1 (0.03)
PRI 138 (4.18) HERAE 3 (0.09)
JENER 1 (0.03) TR SR 2 (0.06)
Jibd . 3 (0.09) =P R 2 (0.06)
b IE 1 (0.03) BENR 1 (0.03)
FREMED F 22 (0.67) L MEAR R 1 (0.03)
AT F 5 (0.15) PRARME AT R 1 (0.03)
BRI 1 (0.03) MmAERE 62 (1.88)
SR 109 (3.30) AT 21 (0. 64)
JER SRR 1 (0.03) IR 2 (0.06)
N ALEN 1 (0.03) ENTINES 26 (0.79)
fEEHR 2 (0.06) A STPEAR 1 2 (0.06)
Heqh 3 (0.09) H I 1 (0.03)
EAG) 10 (0.30)
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BIERREBRE—BERY

BlIfERFDER

BlIfERFDE
SRR FETRE B
XITHE (%)

kAR, MZRE & UMERRIEE

41 (1.24

)

RUE SYLIRRE 1 (0.03)
Ik 2 (0.06)
- K] 326 5 (0.15)
Sl 7 (0.21)
W% 1. 6 (0.18)
(NI=3hd 3 (0.09)
R ME R AENE 1 (0.03)
R Ao R 2 (0.06)
Jfa7x 1 (0.03)
REHEE fiT 9% 2 (0.06)
i) 1 (0.03)
Jiti e H . 2 (0.06)
Jiti i, 2 (0.06)
Jiti e ifn A 4 (0.12)
Jii 7K e 1 (0.03)
Jifi AR JiE 1 (0.03)
R R4 2 (0.06)
MEE g i L 1 (0.03)
B RS 61 (1.85)
MEEB AR 5 (0.15)
JEEBIEA) 3 (0.09)
203 2 (0.06)
K 1 (0.03)
B 2% 1 (0.03)
50 1 (0.03)
T 27 (0.82)
HIERR 1 (0.03)
[ERER BN U A s 6 (0.18)
A 2 (0.06)
i 1 (0.03)
A LT 1 (0.03)
L 14 (0. 42)
A IEFRIRR HH i 1 (0.03)
A% 1 (0.03)
AR 2 (0.06)
P37 HH I 1 (0.03)
FFRERES 25 (0.76)
R 19 (0.58)
JHF A R R 15 1 (0.03)
i 5 (0.15)
KB L O TSRS 17 (0.51)
Jit B 1 (0.03)
A2 3 (0.09)
HTBE 1 (0.03)
ZIHLBE 1 (0.03)
g astiig 1 (0.03)

(BEGARGRE) (A 2HFRE) HE)

BlIfERFDIER

BlfERFDE
SRR FETRE B
XITHE (%)

ZITIE 2 (0.06)
Z O FEE 4 (0.12)
5 5 (0.15)
EAR 1 (0.03)
HEHERE L OSSR EE 13 (0.39)
s 2 (0. 06)
TR 1 (0.03)
P 5 (0. 15)
i3 1 (0.03)
SRR AR 1 (0.03)
B R 2 (0.06)
B A AN PRI 1 (0.03)
BB LOREESE 7 (0.21)
IR 1 (0.03)
B RE R 4 (0.12)
FRRRER 7 Y —EF 1 (0.03)
P PE B Rigtp 1 (0.03)
AR L CLERESE 5 (0.15)
RS IEES 2 (0.06)
ARIET- 5 Hiii 1 (0.03)
[EE 3L 1 (0.03)
H R faZ g 2 (0.06)
— % - EHFREEB I CRLGIHALOREE | 50 (1.51)
I S A R 4 (0.12)
- 12 (0. 36)
MM AEAIER 4 (0.12)
BA RN NE 1 (0.03)
LK 2 (0.06)
ER 1 (0.03)
B E OMAEEH 1 (0.03)
PR E 1 (0.03)
SEA 1 (0.03)
P& 11 (0.33)
B4 tnaes 1 (0.03)
TN 5 (0.15)
KA E 4 (0.12)
FEEN 1 (0.03)
JESRFE 1 (0.03)
L RERDREIRT 1 (0.03)
RIE 1 (0.03)
PRIRETT 1 (0.03)
BRRRE 54 (1.63)
TI=VT I RT AT =T — BRI 2 (0. 06)
TANTGXUBET I ) N T VAT 2T — 2 (0. 06)

B
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BMEARBRKE—ERY RBEEARERAE) HBA: 265HE) @S

EERZEDE EERZEDE

Bl DEL 8 71l FE IR AE 5 Bl DEL 8 71 FE IR AE A

XIEHH (%) XIEHH (%)
M e ULy 88 2 (0.06) IR E N 1 (0.03)
e 7 L7 F = BN 1 (0.03) fgttET b U O DFIRATF RN 1 (0.03)
M EAR T 22 (0.67) FHBARAR A 00 1 (0.03)
£ E5- 2 (0.06) PR 2 1 (0.03)
1. H SR BN 1 (0.03) fFlEsE B 1 (0.03)
DV R 1 (0.03) PO, B 1 (0.03)
LM QT LR 1 (0.03) BE, PR L ONESIHE 3 (0.09)
AT BRER B N 1 (0.03) R 1 (0.03)
y=INHEIJN T AT = T7—BHI | 8 (0.24) B2 T i s 1 (0.03)
~EZ v U 3 (0.09) BT 1fi e 1 (0.03)
RS 6 (0.18) BB X CWEHLE 1 (0.03)
A= T NI = R C A 2 1 1 1 (0.03) RIEERIERS v~ b 1 (0.03)

(MedDRA/J18. 0 @ PT T3
) EHMEHGNCRET 2 RE 2 HBREAE S LTEmB LTV D,

BMERAERINE—ER (MR : EINERKRFER)

R & ETlxT R 1%k 6 31
21 A R B 513k 3 5
BERREZE 50%
k] BlEF F IR 5 HIFE (%) *

e i 1 16.7
RIS MR F 1 16.7
4&;@%%%&0%5%& g X 6.7
DAKHE
B AR R A DR I S 1 16.7
o B S S OV L e P 1 16.7
R R PR E SR 2 33.3
AT N QLR E it A 1 33.3
R/ & N TR 0N i F] e I 2 33.3
i A5 e AL 1 16.7

MMERNHAT L CRELT 2EWEMIE. BRI LR OERE Otz rRke L TR
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MR - ERARERKRAR (ERARFEIERER. ERLRRAREHR) ]

BIERREBENRE—ER

EAZE— FHE— BRE- | T5ER* s | TSER* > | TSR
EFRASE A= EHEH EASE RS =SHREH
RNl RBIEK 42 31 55 77 13 f 19 4l 23 fi]
EERFIRBIE 20 1] 24 15 41 4 9 {5 9 {51 11 11
e ARER 47.6% 43.6% 53.2% 69. 2% 47. 4% 47. 8%
BEAZ— FHAE— BRE- | T5ER* S | TSER* > | TSR
El1EFA BERS# TS EHE# ERS hHAEH SHRE
BIgE (%) BlEE (%) B (%) BIgR (%) % (%) BlIgR (%)
Mg R VY R 2 (4.8) 0 1 (1.3 0 0 0
A 1 (2.4) 1 (1.3 0 0 0
i/ NSRS 1 (2.4 0 0 0 0 0
i 0 1 (1.8) 3 (3.9 0 1 (5.3) 0
R4 0 1 (1.8) 0 0 0 0
F7 )=t 0 0 2 (2.6) 0 0 0
HENR 0 0 0 0 1 (5.3) 0
D PEARIENR 0 0 1 (1.3) 0 0 0
% OGR BE 1 (2.4) 1 (1.8) 4 (5.2 0 1 (5.3) 0
it E IR 0 1 (1.8) 1 (1.3 0 0 0
JEE T 0 0 1 (1.3) 0 0 0
WERT 0 0 0 0 1 (5.3) 0
Hg 0 0 2 (2.6) 0 0 0
[FHAPE D F U 1 (2.4) 0 0 0 0 0
AR PR 8 (19.0) 6 (10.9) 10 (13.0) 1 (7.7 4 (21.1) 5 (21.7)
Bl 1 (2.4 0 0 0 0 0
FRARIE 0 1 (1.8 0 0 0 0
OUIE 0 0 1 (1.3) 0 0 1 (4.3
i A 1 (2.4 2 (3.6) 2 (2.6) 1 (7.7 1 (5.3) 3 (13.0)
A 1 (2.4) 0 0 0 0 0
BRI I 0 0 1 (13 0 0 1 (4.3
R 2 PR 5 1 (2.4 1 (1.8 0 0 0 0
iR D FEE 0 0 1 (1.3 0 0 0
AR 0 1 (1.8 0 0 0 0
TFEIRAEK 0 0 1 (1.3) 0 0 0
Al 72 1fn. 2 (4.8) 0 0 0 0 0
AR ifn /8 i 1 (2.4) 0 0 0 0 0
TR FLEE 7e ifn. 0 0 0 0 0 1 (4.3
5B 1 (2.4 1 (1.8) 0 0 0 0
HARE 0 0 1 (1.3) 0 0 0
HENRE) IR A 0 0 0 0 0 1 (4.3
A I A i 0 2 (3.6) 4 (5.2) 0 2 (10.5) 1 (4.3)
Tt 0 1 (1.8 0 0 1 (5.3 0
HETF 0 0 0 0 0 1 (4.3
vl 1 (2.4 0 1 (1.3) 0 0 0
Bl 6 (14.3) 7 (12.7 19 (24.7) 4 (30.8) 2 (10.5) 3 (13.0)
22 0 (1.8 6 (7.8) 2 (15.4) 0 1 (4.3)
TR 0 0 2 (2.6) 0 0 0
AR 0 0 4 (5.2 1 (7.7 0 0
T 0 0 2 (2.6) 1 (7.7) 0 0
PN SR 0 0 1 (1.3 0 0 0
HALAR B 1 (2.4) 3 (5.5) 1 (1.3 0 1 (5.3) 0
JZES 1 (2.4) 0 0 0 0 0
DRSS 1 (2.4 0 0 0 0 0
EES 0 0 2 (2.6) 1 (7.7 0 0
A E R B 0 1 (1.8) 0 0 0 1 ( 4.3)
53 0 0 0 0 1 (5.3 0
L 1 (2.4 2 (3.6) 6 (7.8 0 0 1 (4.3)

KEBR LR S MR BT 5 7 7 R R G ORIER 2 &t
[EFERBIMAERER] 77 B RSO VT T 7 0 A O 5 - 1638 K

[ EIBE LR R Mfkeak B (RIS [ 25 AR ABR O SE R AR BR) | 55 IARRRERBA 467~ & Rk 2B L 1o v v T - 7 g
OFGHIR (PfE) - K94, T4
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BMERRRIRNE—EXR (k&)
UhR - ERARERKRAR (ERARFEIERER. ERLRRAREHR) ]

ERE— FHE— BRE- | T5ER* > | TSER* > | TSR
L3 ERE hHSH BREH ERAZSE T HRE SHEH
Bk (%) Bl%k (%) % (%) B%k (%) B (%) B%k (%)
Mg - 4 (9.5) 3 (5.5) 8 (10.4) 0 0 0
[T N s e = N S il
%z BHFERCBSHMD | g o 3 (5.5 5 (6.5) 2 (15.4) 1 (5.3 2 (8.7
) E 1 (2.4) 0 0 0 0 1 (4.3
Ja 3y 1 (2.4) 1 (1.8 3 (3.9 1 (7.7 0 0
B 0 0 1 (1.3 0 0 0
I T7 1 (2.4 0 0 0 1 (5.3) 0
I 0 0 1 (1.3) 0 0 0
TR 0 0 0 1 (7.7 0 0
(=Y, 0 0 0 0 1 (4.3)
FEEL 1 (2.4) 2 (3.6) 2 (2.6) 0 0 0
JRYRIE B OVF A BUE 0 0 0 0 1 (5.3) 1 (4.3)
AR 0 0 0 0 1 (5.3) 0
B 0 0 0 0 0 1 (4.3)
G, R OLE S OHE 0 0 1 (1.3) 0 0 0
P15 0 0 1 (1.3) 0 0 0
R AR R A 5 (11.9) 4 (17.3) 6 (17.8) 1 (7.7 2 (10.5) 2 (8.7
Z;:géﬁ/k7/X7 0 0 2 (2.6) 0 0 0
ML e Y L e 1 (2.4) 1 (1.8) 1 (1.3 0 0 0
T 1 (2.4) 0 0 1 (7.7) 0 0
YRR M AR 2 ( 4.8) 2 (3.6) 2 (2.6) 1 (7.7 1 (5.3 2 (8.7
USHE R £ T 0 1 (1.8 0 0 0 1 (4.3
e 0 1 (1.8 0 0 0 0
A 1 (2.4) 0 0 0 0 0
JFHEREm A 5 1 (2.4 0 0 0 0 0
i SRR Bk 0 0 1 (1.3 0 0 0
1/ INERORE REAR AT A 5 0 0 1 (1.3) 0 0 0
N7 AT IF—P LR 0 0 0 0 1 (5.3 0
RED 1 (2.4) 0 1 (1.3) 0 0 0
R B O SRea f 1 (2.4) 0 2 (2.6) 1 (7.7 0 1 (4.3)
BARIEER 1 (2.4) 0 2 (2.6) 0 0 0
BT 0 0 0 1 (7.7 0 0
REHINAR R 0 0 0 0 0 1 (4.3
B SR B OV A kLR b 5 4 (9.5) 1 (1.8 2 (2.6) 0 0 0
BA i 1 (2.4) 0 1 (13) 0 0 0
R 1 (2.4 0 0 0 0 0
VY e 2 ( 4.8) 1 (1.8) 1 (1.3 0 0 0
PR R B 8 (19.0) 10 (18.2) 14 (18.2) 5 (38.5) 2 (10.5) 3 (13.0)
FFEME D F 1 (2.4) 2 (3.6) 2 (2.6) 0 0 1 (4.3)
SRR 7 (16.7) 8 (14.5) 11 (14.3) 5 (38.5) 2 (10.5) 3 (13.0)
E IR 0 0 1 (1.3) 0 0 0
AP B L 0 1 (1.8) 0 0 0 0
REREFEAE 0 1 (1.8) 1 (1.3) 0 0 0
R 0 0 2 (2.6) 0 0 1 (4.3
TR 1 (2.4 3 (5.5) 0 2 (15.4) 1 (5.3) 0
W 0 1 (1.8) 0 0 0 0
JER 0 1 (1.8 0 0 0 0
AMRIE 1 (2.4) 0 0 0 0 0
Sy 0 1 (1.8) 0 0 0 0
FEAPREE 0 0 0 1 (7.7) 0 0
R HRE 0 1 (1.8) 0 0 0 0
AP RR IR 0 0 0 0 1 (5.3 0
IN—F T fEE 0 0 0 1 (7.7 0 0

KEBEEFAFIAERRICBT 57 7 R R EMoORIER 28T
[EFALFBMARRER] 77 B RFEXI ST T 7 4 A OG- HIH - 16108 [H

(IR = ki (IR BRALR 5 A RRBR DO AL R AER) ] SRR A6 b Rk 2 @ L /2o v 75 7 1 v
OFGHIH (PIfE) « K4, 74
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MR - ERRERERR

BMERRRIRNE—EXR (k&)

AR (ERRAFESE DHARAR. ERRtER#EEER) ]

BEAZE— hHE- BRE— | I35t | TSR > | TS5ER*—

El1ERA BERS# hHEH =SRE EREE hHEE EHEH

IR (%) B (%) BIgR (%) Bk (%) BIgR (%) BlE (%)
B OVR BB 0 1 (1.8) 0 0 0 0
HER A 0 1 (1.8) 0 0 0 0

AR T O LA 1 (2.4) 4 (7.3) 5 ( 6.5) 1 (7.7 0 1 (4.3)
I 7 % 0 0 1 (2.0) 0 0 0
- NI 0 0 1 (2.0) 0 0 0
AL IR 0 2 (8.3) 2 (7.7) 0 0 0
PERRALEE 0 0 1 (1.3) 0 0 0
iR SIEES 1 (4.0 0 0 0 0 0
Ehit REE SR 0 0 0 1 (25.0) 0 0
Fiot 2L i 0 0 1 (3.8) 0 0 0

AR ik 0 3 (12.5) 1 8) 0 0 1 (12.5)
MR, ER K ONERR b 4 (9.5) 3 (5.5) 10 (13.0) 3 (23.1) 1 (5.3 0
Mgz ik 1 (2.4) 1 (1.8 4 .2) 0 0 0
e ] 5 0 1 (1.8 2 (2.6) 1 (7.7 0 0
£ 3 (7.1 0 5 ( 6.5) 0 1 (5.3 0
{KER T 0 0 1 (1.3) 0 0 0
5 PH 0 0 0 2 (15.4) 0 0
11 PENRBE 0 0 1 (1.3 0 0 0
il v o 0 1 (1.8 0 0 0 0
X 0 0 1 (1.3) 0 0 0
b &GEVEGIE 0 0 1 (1.3 0 0 0
MEEI sl 0 e 0 0 0 0 1 (5.3) 0
| RGEEERE 0 0 1 (1.3 0 0 0
FERG K OV Rk 5= 1 (2.4 4 (17.3) 6 (7.8) 1 (7.7 0 0
SIE 0 0 1 (1.3 0 0 0
Wi EAE 0 1 (1.8 0 0 0 0
7 LV X — MR 5 0 1 (1.8 2 (2.6) 0 0 0
TS 0 0 1 (1.3) 0 0 0
KLBF 0 0 1 (1.3) 0 0 0
9 FENE 0 1 (1.8) 0 0 0 0
B B 5 0 0 0 1 (7.7 0 0
AN 0 1 (1.8) 0 0 0 0
A eyl 1 (2.4) 0 0 0 0 0
B 0 0 1 (1.3 0 0 0

M fE 2 (4.8) 2 (3.6) 1 (1.3) 0 2 (10.5) 3 (13.0)
Mg E 1 (2.4 1 (1.8) 0 0 0 0

AL 1 (2.4 1 (1.8 1 (1.3 0 2 (10.5) 1 (4.3)

AR 1.+ 0 0 0 0 0 1(4.3)

M YL 0 0 0 0 0 1 (4.3)

XEEILFAFIARRRIC BT 5 77 b R R EHORITER 25T
[EBFLRBIAERR] 77 B RBESUL AT T 7 4 VOB 5HI « 1638 H

[FEIRR LR R MikmeatBr (EBRIL RS MAARER O IR AER) | B MARRERB A7) b RNk 2 @ L 12> v 7 )7 4 b
OFGHIE (PRAE) : 494, T4

TE) PERNCHRAE L ORI 2 RIEMNE, & MERO BRI LR OgSRE oz ni L LTHL
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9. BRRBRERBRICRETTHE

FEESH TV

10. BERS

13. BERS
13.1 fER

SNENZI VT, fEFHREIC 800 mg £ CHRIFR G LG 6, AFFHLIIEHE TR LALLLD
kﬁ%ﬁ%otﬁ\%@ﬁ&biﬁ&iiﬂbtomwgﬁﬁf IEFFR G, WAL, OF W,
HIERR, sk, HREE) ORBRITIEMLI,
13.2 W&

W EH G OBEOR R IEMFEIT e\, el AFITMSEE AR AENE <. IRPHEIERAMEN
OB L D7 VT T ZAOMREITHETE 220,

<fRER>
SMEEEERBRIC BT, @BEFER AT VT T 7 4 0% 800 mg £ CTHIEHE Lz & & BIVEA oM
EHEOLES LR TH 7203, FBLR L HEIEE OHEINAED b,

B ARG L LTHERAEINEI AT F 7 40 (O T 27588 100 mg LT 200 mg O [FE E &
Z W T AMNERG R RBRIC BV T, SR OSEEILZ NI 16% M X 82% L [RFEE TH - 7-DIZkt L, FHl
EAIE 200 mg ¥ 5-CHINT 5 Z & 03380 b iviz,

WER G OB, FRRORBEITZR VS, BEUIRHERIEEZITI 2 &, B, VAT T 7 4 DM
EAREARIL in vitro i BRIZHN T 96.2~96. 5% TH 0 1 JRPPEIERIL 144 B & T TR 12. 3%
[ A BT GFEAN) ] W0 BEICL D2 VT 7 v AOMREITHF TE 20,

E) AT 77 OENTHER SN HELOHET T, AL 1151@/w7%74wtbfﬂmg%m@éﬁ
117408 1 FFRRNCRR &G4 5, mmE 65wl b)), HEEDOH 5 EEF K O EEDOEEE (Cer<30 mL/min) D
HHBEIZONTIE, AFOMFEFRENHENT 5 Z ERFDHOLNLTVEHDT, %mg%%#mgkfé L, 1H
O¥EIT1EE L, BERRIZ 24U LTS L, THD,

1) AFIOEWN CHAGE X - ERr e R 2 AR R OHE (RN 13, @, VA7 700 E LT1E20mg &
1 B3EROHET 5,1 ThoH,
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. BALOEE

14, @ALDEE

14.1 EFRABEDZE
(LINFA )

14.1.1 PTP @2 DIEFNL PTP > — M B H LU TIRAT 2 X 545895 2 &, PTP 3 — R OFREKIC
0 S ER S EIE AT L, BT LA B 2 L CHEBRIA A& O BmE R A DHE 2 IR+
HZERHB,

(LIRFFH 0D 7 4 )LL)

14.1.2 7AI@EEEH< 0, HE (74 vn) ZEROHEL, BEHEZECHICRAT L L OHEETS
ek,

14.1.3 AFNIFDO LICOE THERZIZEIED EA#ET 5720, KR LTIRATETHS, 7.
KTRATDHZEHTED, 2B, AANTELEETORETIIRA SR &,
(LINFABEBRFS420v )

14.1.4 R4 uy 7ORETHELTEM LAV &, BBEFICRIA vy 7OEERMAL
BRNEOFRETL L&,

14.2 ERIBREHOIE
(LINFAEBBRAFS420v7)

14.2.1 ARA*

AFNOFREHIAK 60 mL Z M2 TRV Y-, S5k 30nL 2N TRV IBE Ty v 72
T 5, LHRIZOWT 90 mL OKZMAZ TRE TS LT T 7 4L E LT 10 mg/mL OFFHK 112 mL
b, eB, AEZO e vy THIEKD LAIMUOR TE BIZHR LN &y

14.2.2 #5608
RO r Y THIZK 10 RS 5%, ERICIEEZ®EY D52 L,

14.2.3 R0
L O Y TANT, 30°CLLF Tl L CTRIF L., B S0 AFILSN ORI LEZTZY
LRNWZ &y %o oy 7RI A S 30 BUNICHER L, BiEEOERITEET L L,

<fRF>

(LINFAH &)

PTP WD AN HIBOEEFIHTH 5,

HHGERE L 240 5 CERk 8 4E 3 H 27 HAH) KO 304 5 (CEEk 8 454 A 18 HAF) TPTP #fkxI Iz >
WT IZEDERRE LT,

(LINFAOD T 1)UL
LT A 0D 7 4 /v AR D EE & AR (EWFMRSEMERER) (B8 2R FE, ARSI
HOXFRE LT,

(LINFABERFZ/4>0y D)
VATFARREH N7 A v FSd 2MEG ik, BG, (RMFRFOER 2R L7z,

VIII.
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12. ZDMDEE

(1) ERERFERICEIIER

15.1 BRERERIZE D <R
1511%tTA%%ﬁkLfﬁmémkyw?f74w@$%%®5%#i’%wf\b%@%\
DZEIRIE, DEVEATENR, I, @V MR IER & O EE L DEREEN LT ST 4
NARGHIZEBE LTS, TNHDOELDLMERDY A7 77 72— LTWSLERETH-
2o < OFEGN, HTAT UIMATARICRD D, DEBITIEH L0, HITAR LICV LT
T 7 A NBEEHICRDO LN LD Lol TOMIL, VT F T 4V EFRG UHAT A% ORE
ML HEBBICHRESN TS, ZHHDIEFIZONT, YT F T v, T4, ARREBEN
HLTWLNERES, 26 OEROMAS O XTI ORI EREREE S 5008 5 a2
m#éxizi(%&bx

<fEER>

IW&U%@ Tém%&®§%ﬁikbf BHEPEAREREL LTER ST 7«
V(RN T T T8E) ICRBWTLAEIE, DIIRSE, DEMRTENR, M, — M f 58 VRS 25

%éhf“éo_ME®E%%%#Eﬁ\%E%®%ﬁ@ﬁ%%%®%ﬁﬁf%ﬁwo

[BE]
BHPETRLABREL LTHERASINEVLTF 240 N4 79 35) mREOFEREOFETH & LM
ERDEETEROWMEL LTHDADLAR—F

KENZEBT D ETBBHHERRREEE LTER Sz AT 7 4 MER OSETH

FDA EIRAER - A & —, F—L~8— (1998 4 11 H 24 Aff) ™ OEHK

Summary of Reports of Death in Viagra Users Received from Marketing(late March)through
mid-November 1998

1998 4 3 HRDAA T 7T (BHEHEREIEEKEE L THAIND AT T 7 4 v) Eifitg 98 4F 11
AMAIETIZ, 600 HTEMBZ DUGE (K 5,000 HTHEEFY) BNFHA SN TWDER, AT 77BNl
SNT-IRIZFEL Lic & FDA IS S V= KE O BEEIL 130 il Th 5,

Z OMIZ FDA IZIE, SME O BFE 55 il IEHRIRE S RN R 35 B, AT 7T OB AR
22 B ERE SN TWD, 130 BIOFETDOJREKIEL, A LA LD 6D 2 ], MAEFIZE DS
D 3H], LIEROAEEFRZICL DO 1T H], (9 B XIXZE DR A1 fi], OfF 1k 27 F], 0
EOJERZ A LTV b O 6§, Bk E 3 61), fldlle LSUIARB 48 il ShTnbd, £72 16
BiMm=truaZ7)t) o XIIFDOMOMBELERA L Tz EHELTWD, £/-. FZA - FEEERD
77 128 il 44 ] (34%) 2334 7 27T R 4~5 BRRILLN (MEAZ h SUIMEAZ B o 27 il & de) 12
AT EDIER DB L. Z O 6 flid A4 7 7 I IRAY BIC. S HINFHIZ. 56132 HEIZ

4D 3~T HIZIZFE T UL BBERREIR 2 HEBL U 7o, ARA 2> B3R SUER O B E TORFRIZBE T 5
FLHE D2 nb D, b LA OIE, 61 4] (48%) LHEINTWD

BN - WA B2 128 B 90 B (70%) 130 M R 720 LIEIKIMAE RORKR DOV A7 /07 L
Lol 2L ER - Tnie (EilEE, @AFME, BYE, FERMA. B, CEEOEE), 2o
iz 3 FNE, DEBZZWLIZV A 77 7 X —%H 5> TWARWILEDL LT, EHOMIIZTE
it D TR ENREE B OAFIED R STz, WRBOBEE - VA7 77 7 X =3l Lt Sz 12 6o 5
B 10 BIOFRTREFIZ, A2 LT E IR 2 HEUBETH -7, ZoOMiz 2 # (60 &%, 70
) IZRBWTU 7\77775’ DS . HIEEh L oo, XA T 7 IRA% LIS LTHE L
T DRENRH ST,
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Hr72 2 FDA s B AL U BT BN T v 75— s NN FNFKE D Freedom of Information
Request IZE D HDTHY | FDAICTHE LN AMNEDLHIZEZ DDA —L_N—UNEHINTE
Tre LTEMoTHR—LAR—=VICHETZZ E1INNA T 77 ORI LT FDA WRREZE X -2 L %
RTHLOTIEARVY, £, ZOWEZHIICEL T, RKOSICHEETI20ERNH D,

KEBYECR T B DRI T D 22RO EIE

GEIRFENCBT DU R T 757 7 B —DRAFEN, AT 7 7RABOECFIZE TR TR
PEAT A L 5008 R, MILERE~DY X7
HETUTTINTNAAT 7708, BEKE 2O ORRTE & OFKFHm

FEERICE Z o A EFEFRE L 0T, 5 SN ESIERIT D 2R

A SHTIEBNCE T D im0 E

NATTT7HBHALTOLEEERNEZ 5 F TOREM

HHEHNOHRHTE 2HAEFTRTH LG

O N & O1 BB~ W DN

15.1.2 3£HK) & ORI REIRITHA D N TIZ AR WR A EICB O THEDEARIERIE L LTl Sz

AR &Gt AR AR AT 77— 5 (PDE5) PHEHIZET 2 hilkEiA Tk, EAUTHIMETR
WAFELDIRA & 720 9 2 IEEPRAMERTERRE MR ARRE (NATON) ORBEAME SN TS, =
WO DEFE DL 1L, NAION OfERIN 7 [4Flin (50 mclh B) | BERIE., milE, SEkEE. &
BILSE, MUELSE] 247 LTz,
AMENZ T NATON Z 388 U 7= 45 R Lh o B0 (AR Eh IR AT & e L2 A S v 7= SE Bl EBR <)
Zextg b UCHEMS N H O IRAFZE Tl PDES PHEIKOE G (t,,) @ 5 {F0 MM
N (VT T 7 4 VOBEHK 1T BEANIZHEY) 13, NAION 3HL Y 27 23 2 512725 2 & sl
INTn5 ™, [8.3&H]

I

<fRER>

2005 4E 7 H 8 H, KEICEWT, FUHDEARIERIEL LTHERHINZ AT F 7400 O5AMT7 75
BE) %4 ¥e PDES PRSI R 2 iR A IC B\ T TR I FEBIR 2 ME AT i AR AP E (NATON)
KT DA OBIHRIIE SN2 2 A2 E 2 YK O K ERAMA S EEZWET Lz, KEA R
PR3 R (FDA) OFFAIZ X B & 2005 4E 5 A 18 HEBUE, /31 7 7 F IR X 2 i i AR e (T0N)
X 38 Bl e S, 25 6 NAION &2 SITIERNIL 21 il CTh -7z, I DIKT /R DER N
HoT-DIX 38 FIF 31 BT, ZDHH 22 FlEZE DR L TR Y, 38 FIF 19 G, AT 7
fRA% 36 RERILANIZHBL L T\ 5, 72, 38 Bl 29 112 NATON OfEREIA 7~ [4F#n (50 i k). ¥
PRI, T, EEIREEE, SAEMAE, BUE, %] OBFEENRS -7, ZoHEEZI. BERNICBW
THEFRBERE I L CHEBRREZTT ) BT, BIEARIERIE L LTSNV LT F 7 40 (8
AT 7 T) O SCEIC NAION [HFHOBFLE T o7, Fio. LT A OURA SCEIC G [RIER O 1 E M
ETAHZEE LT,

BPEFN A & NATON Tl FalIFLIAEARAE (B4R U 7o (AR FLIA [crowded disk]) | 4FEn 50 Ll I,
BERIE, e, EEAREE, SRER OB D) 27 77 7 2 =R’ GALTRBY ., Bk
REBEFEEMIBWTENAION OFRIEF T EIND LD THD Z LEAVREBREIND,

2015 4, SMETIHEM S 417z 45 KL o> NATON F8BLHMERER] [IGENARME A & L EAE  (PAH) OB IS
FRW] xR E L7eWEIZI T, PDES BLEHE 5225 2 OFEH| O M D 5 f5E TOHIMNTD
NATON JEELOD U 2 7 8K 2 512725 Z E Nl Sz ™, Ko T, YiFROMSEE BRI LT,
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A G- & NATON Z&IE LT BE 9~ 2 M7 A 72 BRI ANZRE S 71 TUV Ry,

—JF. BAKLOVINGE PAH BBEEZ &G L LIZENAO 14 ORI Tl g e PT) kW
NAION (FJEFE : LLT) ZRIBLLZEFITRD LN TR0 0D, AL UVNE PAH BE Z 3G L L
TEWNAOT T 2R R (A SMESTFRE Y, =R 7 e 27 ) — O 58 16 17
AN EBSSE RS AR ™ ¥) 12T, NATON Z R % "TREVED & 5 R I BE 9~ % S5 * 3 i
HINTEY, BEEZXT T 2REEL R L TARARECEHSRBD bz, ENORIERTEZIZIB T
NAION [ Z#iE S TR L3, ENFEIAERE > 9 Tix NAION Z/RIEd 25 afFEEo & 2 HE BEHE 40X
RO BILTUWRNAS, NATON (3 B UL B IS Z RAT U, RBIRFICIIBUR T U8k % 1
IFREMEN D Z LD, EEMRETHZ &L LT,

HAREWNIZEB VT, PAH ROBEBMEIDERSRFELE L THEH SN AT 7 41X D NAION &2
Wr SAVTZIERNZ 720 AY (2017 4 8 ABIME) . AAIRAZICRM R K T, HNMEEERH b
LA AFORAZ I L CIRBIEMEORZW 25T % L 5 AFILGINCBEITHRET 52 &,

K NATON Z /R 2% nlREME D & 2 R B E 4 0 PT -
BN, R PERNEE, KR, SRR, ATIRE ., R MEARARE . AR BRI SE | BLARRAE |
HENSENIRIERSE . MANEIRPAZE, MEREENIR MARSE, HEMTREZE, MAME ., MM PAZE, MR E mieiE, W
MEFRARPAZE, MERCEIRIMARAE, ZEAREIIE R, KT, 1B K3

BARU/INEPMH BEFZRMRE LT
ERS D 14 HERIZEH1TSH NAION Z RIS HEEEMED HHBRREEEROERE

A AN
MedDRAFEAEE ARFEE 7T vt AT WA N 3
(N=341) (N=201) (N=174) (N=60)
NAIONZ 7RIE2 35 B[HEMED & 5
N [ 4 7 (2.1) 2 (1.0) 4 (2.3) 1 (1.7)
FMET 3 (0.88) 0 4 (2.30) 1 (1.67)
FREF KR 4 (1.17) 1 (0.50) — —
n (%)
(%]

JEENAR 2 PERTER R MR 4842 E (NAION)

R MR ARERIE  (ION @ Ischemic Optic Neuropathy) (X, fR#FRRIZISIT 22 EEREEIC L Y FIE
L. HikiysEing o IRICEE T HEMREEDEERFKOO L SE ENTWVD ¥, ZORIEICH
T BEFITIEEZL OLORHIT LTV DA, (AIEEENIRSS A3 AR B & S 3 D BRI M v A e
FRIE (Arteritic TON:AION) & | MISHBIRAC X & 22 W FEEHARIS VLR M AR E (Non-Arteritic TON :
NAION) IZXBIEN TS, F7-. NAIOND Y 27 7 7 7 Z—% TKaFLEEIRE (B8 L 7= el
98 Tcrowded disk]) ], [50 mElL by, THERRIE). (@i, DE@BRER ), TRASMAE ] KOV [HYE)
L OBMHEREDY) 27 Ty s E— L@ LTS,
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15.1.3 I & DERIRFBAMRITIA 62 TIX 70 As, SRR T XU Z2 M EERE AN A4 2 & Lo PDES
FHEIKO TR E M OBRKRRIZIE VT, FRUCHESL TS, [8.4 2]

<fRER>

BHARARIEEIRE LCTHER SN AT T 7 v (O T 7 F88) eG54 Z28 MR PR EERE A
WEEINE D, ZOREFIZ, A0 RBUETIATF 7 A ARM S HREICEED, 202 BBIZIZEHED
Hig 0 EasHRE L TWD, ZORREIIREIEM L Lofe, AT F7 o VIRHZ#KGE LT, £
BEESDME T L, IRHBIEES 156 H BICH EORE BN »7-, 7L R=Y 1> | mg/kg/day @
1 % A%E, ABRIBEZITo 7228, BEINXEIE Lo 7=,

KERMEKLF (FDA) AFRA LR 0 KA L ORBEBRIZH &2 CTldRunm, KElxEETe
PDE5 PRI K 2 29 MEHERE (HIR Y RO WAL 22 b H D) BfilREIC 29 flEE Sh T
WmZ & &Y PDES FHEKOEERRBICES N THOEBIOMENRH 722 L #HE 2, PDES FHEZE
OKENRM CEEZ KR Lz (I, EEAREARNERE &2 0B 8.4 OESM),

15. 1.4 A1 & ORRBAGRITIA 53 Tidde < | BISHTH L 25, SEICB W TRERSCIRHARER
~AKIE G, AR E L L RES N TS, [9.7 B H]

<fEER>
MR A2 K O\BOARGS BRATIE 2 A9 A B pE R GEARIIM 30 A) 2 flickt LT, AT FH7 4%
WEIAME U 72 RET Al 23 8B L 72 &0 5 ARG SIS, BN ESES T (BMA) 12 K HlF 0Ltk
TFNVBH CHER SN, TDH%, BMA 77y —~ab v IR« JRITEAAL NEES (UIF,
PRAC) DEFEIZIE U T, 7 7 A V—tRIFIEREIR T — & . AFICHR, AFIDBEL S/ NEBFIZBIT
Z Jifi L 2 B9 2 B R B J OIS IR FE % D22 Ve T — # D@ iGN e 22 VR 21T - 72, PRAC D
W (2015 4E 5 H) % (ZBWT, EMA PRAC 127 7 A P —HBMBRH LT — 2 2B LI R, 7
7 A W —toOfEEmICFERE L. A L/ NERE I 20t & OREBERE N T 57201213, Bl
RTZET UV ABRRF4THD L Lz,
T/, NERBEICBT DM, 7 7 A kA= U7z E NS00 /N BN R i v i R A
%G & LT ERAR R 5 3R C 2 ]k CE N 0 flE iR e % O SR (FRE A EGERA) < 1 flsds
EhTnb,

(—H AR

BMARU/PNEPMHEEEZZXMRE LEERND 4RBRICH T HMEMICEEST 2FROREHE

MedDRAFEAGE A (N=893) /N (N=281)
ity £ 1. B8 S G DR 139 (15.6) 37 (13.2)
g 1. 106 (11.87) 26 (9. 25)

W% 1fi. 38 (4.26) 9 (3.20)

FH i 9 (1.01) 1 (0.36)

it H i, 0 2 (0.71)

n (%)
* M BEF SO PT « i, Wein, Hifn, g, i i R OV dn $RAE
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LAF ARG TE NATTIRAXE
15. ZDMDFE -
15.1 ERERERAIZE D <&k
15. 1.4 FEHI & ORFEERIZHA S TIiEAe <, #
IS T B D03, FENZ I W THRPER AR H AR
HIEAAA R, il 23588 L7z & s &
NTW5D,
i
RO AS 42 e OB BRAFIE 2 A 3 2@ e (WEIRMIM 30 ) 2 filicktL<C, v AT -7 1 v
ZE IS AME R U7 RRICHT M2 BB L7 & W ) ARG U E D SR E L L EERETH DL Z &2
b, EHOEGG a2, VAT A ORMCEOHITTHRH LT,

15.1.5 /NEZERIS & LB GRBICB W T, ABHELZ B 2 -8 H &R 5 REOL T RIT, KGR
AERERICH~NE o=, [9.7, 17. 1.5 B8]

<fRE >

/N VR P AR A s S R A R & U7 [ AL R R Ak ek 10 O RIS ERE LT,
ERS L RFE NAERER (JefTiRBR) CTARAIII T 7 AR FE Sz 234 Bl 5 5 220 FI28ERRLLFRE
IRk RBRIC BN LT, AT C7 7 v R 5 - BE L, e 7ilBr & Rl — o HEHRE IV,
AR OEARE, FTHEXIEHAEOWTNIEND T Sz, JefTaBR &k ORIk s (85
M S TR BRBAAAIRE N B8 4.7 4E (Ff) ] 2B L T, 42 BICHREDRED bz, M Z ettt =
2 U T RERDBME S NIRRT, 35 61 LK ERE5/55 61 (9%) . FHERE10/74 61 (14%) . &
FHEAE 20/100 Bl (20%) ] IZFEERRD LIV, @HEBRECHEEREmD o270, BHEEARF DK
PR (R 20 kg EOBFITIT 20 mg 1 H 3[R, {AH 20 kg LT OBEICIZ 10mg 1 H 3[A) F TH
BTHE0BENHY, TORIIZOHEOARPME L TGS (V-5 (4 2) [NE] EEEIt
RS IAHRRER (A1481131 3ABR) 75 OEWIMkG AR (A1481156 3BR, AMEAT—%) | OHEBM]),

LINFAREXE NATTSRAXE
15. ZDnEE -
15.1 BREREAIZE D < 1E#R
15.1.5 /NEZx S L Lz EMESABRICB W
T, ARHEZBZ - EHERGHROEL R
X, ARFEHER G ENEmNo T,
R
/N PAH BB 5t G e L 7e R GRS RICESERE L LEEMRETH L 2 &b, 3
FIDOBe G R Ra eI, L ANTF FOURM LEO TG LTz,

15.1.6 A & OREBURIZH S TIZRW N, AMEIZB W TAAIZ & e PDES FLERK 5#£1C, £
Iz, BREORIANRE SN TWD,

<mE>
A & DI IBIR T A CHAVA, AHEICH T RIS SRR & L TR S s s
TN AT I TED) ROSATFT (L E S ST, MBI BIRIEN L EE
B L L O SN VAT T 7 40 (LAFARE) A8 SUBEICED T, R (ED R
BESLTOS 0,
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(2) FEERPREBRICE D 1FHR

15.2 JEERFRERERICE D < 1EFHR

15.2.1 v b 1 » H#EMRBRTIX 45 KT 200 mg/kg B TIBMIEEIRK 252 HAL7Z & OHAEN
HDHM, 6 » AL OB AFIERER CIERRD bviehotz, 2, B =27 L RoOKOEMEMER
Br (6 wH. 12 » H) Ofm AR 50 mg/kg BEICISUNT, HEBHIIC R M AREME 2 55 MEBh IR S 73 22
SRz ORENDH D, L, ZNHOREDE h~OIMFEITEN S O L Hr ST 5,

<fRER>
Z v b CoOEAMRERR, RO —27 LR ToOEMEFELERBRICB W T, BIIREZEDFTANED b
722 Enn, AEEOBEIZOWTER#E L7,

15.2.2 3BT, A T = ARIIBEUMIEE OFMERmWEDORENDH LD T, RHIRERLT
DL EIITIRBHIREZAT ) R EEE L TR T2 &,

<fR&h >

KEVE R OO T » M, YC- T F 7 4 VA HEERIRNEE S (4 mg/kg) LIZRFORHE A — T
VAT T ALY BN ESRERE ZWE L. Y, ZoRER, Bh% 24 R TTIE. MO I EiR
DOFFREDFRD B, VAT T 7 4 VXITZEDOREIN A T = BRMEEF T2 Z LR Sz,
L7 o T, AFZEHICHRG T 25510F, HLEIOSC CTIRBMBRELZITO L, EELTHRS
THZE (V-6 (1) AOHE - BEERSEOH L HBE 9.1.4) OIESR),
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IX. FFERPREABRICRE ¥ SRR

1.

RIEHER
(1) Z3NFEEHAER

VI, LB 5 A ] 2R

(2) REMEEHER

VNTF T AN ZUEO B ER A~ A, Ty b, EAEY N, UTF xa, A X%

HAWTHRF L7,

1) FRHERICHTHER (Sy b, T9R) @

7 > M 100~500 mg/kg kAL Lz 2 A, H - & « WEKOAL#EA, £7-. 100 mg/kg LA I
TR TR, 300 mg/kg TEAFMIRER S OINHI A H 547z, 500 mg/kg THED T v MZEBWT 4
Bl 2 BINFEL L, AfFEI TN B2 M ) E BN RN A Dz, Lo, <~ 7 A2 300 mg/kg &
TROKSLTYH, BRESE, ~F VUL —LER, B8 A N F=—F - T T
VR BRERT A 7, iREE) R VR RIS BIIRD b o T,
AR OMEATENRIE I DWW TIE, 7> FEAWTY AT T 7 4 Ao BUEEFA 24 L
TWAENE I E, PIRMEICRESEZFERTHIZENRESINLTNS 1- B-ZrB T 2=)L)
BTy (m-CPP) & HERET L7z, JEMET » NI OBLIE IZ LV REIROITEN R & OMAT
AR T T EMnD, VAT T T 4 VERER O G 15 5% 06 mCPP BRI TR G EEZ N HEX
HOITENZ 1 BRRIEIEE LT,
m-CPP CiX 0. 25 mg/kg B¢ F 512 LV [RZFROATEY O R EL F T DR D FLHE & FEEUAEEE DHE I
BOOLNTZN, VIV TFTF 7 40 TIE 10, 30 mg/kg OB EG THERENETRE R, 2D
EMD L VLT T T 4 W mCPP RO AR MEATENRIRIER 2/ L TV 2 b D L E X Hihvb,
(— I AENEED

it HR VT 7 v (mg/kg) Fapic! m—CPP (mg/kg)
PRI 10 30 (AEFERIEIR) 0.25
O (9) 30+5 31+5 19+6 20+5 6.0+1%
FEBUBEE ([8)) 1.5+0. 3 1.7%+0.3 2.5+0.5 2.6+0.7 6.00.9%*

TEYME HFERERRZE . n=9~10
* . p<0.05, **:p<0.01 vs KHR., $HEDOR D t—HRE

2) FRIR - RIRBRICKT AR (A X, Ty b, BILEY b in vitro)

RHEA RO BG Lz L 24, 0.3 mg/kg LA ECARILRKMIE, 1 mg/kg UL ETRH MEHH

. WTRU B BREER FE AR Lies, fE R N ERICZRIEERD v o iz,

REEA XAZEIRNR G L= & 2 A, 0.3 mg/kg YA CENEMEIUFAR T (Tilt SOWS) OOEREEH K K

O/ N7 VA K D FAESOSOBEANH, 1 mg/kg L ETA Y 70T L/ =W X DT

BOSOMEL 3 mg/kg TEE b =12 XD FIERIEOIHIN A Bz,

REET v MT 3mg/kg ZFARNEEE L& 25, BRI TR SE, “RRALETR 0 H K OF pH It

LTRBILED Dol

F7o. ATy M DE T 107 g/nL BT O Hi0 & OB OBID 23 2 6 L7223

A XD EE R OREEE SRR & HIHEIZ I 4. TX 10 g/nL F TIXEEBIIR O b ol
(—EBE N
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3) BEMBRICHTHMER (XOX, Sy bk, xa) @
VAR ARE L2 A, 300mg/kg THEELOBK, £727 v M+ FEBAKRG LzEZ
5. 10 mg/kg LA B CTHERW OB, 100 mg/kg LA E TR MOEMA BT, LirL,
300 mg/kg DR OFHTH~ 7 ZAO/NBEERRICK L CTREIX /<. 72, 3mg/keg DEFIRNEZ S

TH 3 2 OBRIEIAE I L CREITR D o7z,
(—HAEPE R

4) FEHETBHICHT BER (BILEY R, 4 X, Ty b, 9YF, /in vitro) *©
ST F T 4 E10°~3X 107 g/ml OPREET, EE v MEHER - K& - REE - RERE O
A XFEH T EEE R OSFERNNEKIC L A IHE, 7 v MR E ORREEE KU X 2 IUHE
WIZ 7 v M7 L O XhRiHEIGO B #hiEs) 2 22l L7z,
(—H AN R

b) AMMBERICT B4R (r3) ¥
ST T T 4 iE, 0.3~3 mg/kg OFARNIRG- T, R = AF A O TR K 2 BER ARG 12
LT KT S o,

6) KERUVEMERBIZHTIER (Sy k) ®
VT F T 4V, 1~10mg/kg OFEAEE T, T v MREKOUR P EHRE P2 BNH] L7223,
HAERFMHIIRO e o 7=,

7) MERRIZKTBER (v b, DUF) ©
7 v MZEIRNSE G- L7 & 2 A, 0.3 mg/kg CTHIMFFRH % LR S 2 2 7 U 72 23 e R 1
T L RIS o T2, £7-. 300 mg/kg OROFEGTT v b OMBEEIZK L TEMIZA LR
I, 4.7X107 g/mL TUYFM/AMROT T /v "V UEE (ADP) » 227 —47 2« M/ MRS PE(BIR
T (PAF) |2 X DEHERISIZHRT 2 EBITRD 2o T,
(—EBHNEED

8) b hI/MMRERSEREICKT B4R (/n vitro) '
fERE R N D Z 1/ MR AE 2 T, ADP D I/ IMREEEE SRS IZ RT3 2 v 77 ¢ VEU TS v
TF74nE=ra Ty RPN U AJFRIC L A8 E R LT,
ADP 2k Db M/IMREER)ISIC, VT F 7 40 (1.0 pmol/L) (FHIM TIIHEE 5 2 /2 hv»
e, =bha 7y P MU U AOM/MOEEREIER O 16, #HBIIK T 872,

ADP [2& B E FIV/MRBERGICHT BDUILTF T 14 IILDEE

ADP 3538 M I/ MR R EE
ALE pmol/L (95%EHEXME) *
eV S 1.6 (1.4-1.9)
NLFF7 40 (1.0 umol/L) 1.6 (1.2-2.1)

* U/ MREESE I, £/ MOEEIC IS T 2 @i 2 0% FiE, Z /MOt iE 2 100% % & E 3 Lz
ek W TRIE Lz, 7 — 2 I38MFH EC, & L TER LTz,
ECso : BRRIIE D 50% DG e Z 9 (50% A 20k )
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3 umol/L ADPIZ&k B E FIU/MREBERKIZT S
— btV EF M) LOMNMURERERERICEZDVILT T 74 IILDEE

ALiE:

=ty RF Y T AOIM/MOEERZEERN 1,
umol/L (95%1FHEXH) *

TRIE
IVFFT7 40 (1.0 pmol/L)

2.4 (0.6-9.9)
0.8 (0.2-2.7) **

¥ kit L O ER T p<0.01 (Student’s t HiE)
ICs0 : 50% PR L

(3) ZEDHhDZEHEAER

UERR L

(ZE )
[F =Gy DA T 7T 8E - 0D 7 4 v DE, #hEd e (R RMATRH 21T 5 IS0 7R Ehid & 2 DR

PHSRIRWEE) 1T 2 Bikshd R e L UKGREZIIG L T o,

* M/ IMREEEFOS IR, Zi/MRIIIEIC 1T 200 %i#E2 0%, Z /MU0 2 @i 2 100%i3
& ER Lz il IO CTHE L, 7 — Z I3 10, & L TR LI,

(2) RERESMAR
D Sy rEATHARV6 » AEMRAER

2. EMHAER
(1) BExRE5SEMHHER
Bk R | v (@R Bt mg/kg™ (FELH) T 7 F Rk
. 1 (5) 500 (0/5) . 1000 (1/5) AR D—ERPASH, FEEN,
IR% | e (5) >1000 (0/5) HIEEB OB . R A
v e (5) >20 (0/5) e
2% E::—u» 7’-
iR I (5) ~20 (0/5) BE TR L
. 1 (5) >1000 (0/5) AR b D —ERPASH, FEEN.
SD & ** " 1 (5) 300 (0/5) . 500 (1/5) . 1000 (3/5) | BAEEZHOWA . KA
vk e (5) >10 (0/5) e
2% E::—u» 7’-
iR I (5) ~10 (0/5) BE TR L
R ERII VLT T T o VEBEEIE S L CEIR,
%k %k SD : Sprague—Dawley
(HNEE

-SDHT v b (HERER n=10/8F) 123 VFF 7 1410, 45, 200 mg/kg & 1 » AR O#& G L=k
. 200 mg/kg BECITIFEER LA S IFIRE & OHEM, NEEFLEDIFMEOIER, FORRE
JARE RSB BTz, 2 s OZALITAFEESRFE (UDP-GT) 72 &0 IR TH YD . FIEFN
ERITEWEEZZ O, Zofl, BEEBIREDRZBD 720, 6 1 A KO ARMERER Tk
D HIVTRIEH R LA & & 2 BT, 45 mg/kg BE TIE 200 mg/kg & FIREZRZEALANER D B ALTZAN,
FREE « BEEE IR L7z, 10 mg/kg TIEEEMFE 5N L= ZB{RIT A D72 o7, 200 mg/kg Bf
O FEERERAECHRENLLNTZZ Enb, EEMEREIT 45 mg/kg/ B EEZ HNT,
-SDFRT » b (HERES n=20/8F) (Z3 VT 7 /L3, 12, 60 mg/kg & 6 » ARG LIofER,
60 mg/kg FETIX 1 » HEER & [FRRICHTIRE &M, /NEROHEOFRIFROIER, FURERER
FEDORBERPFED HiLTe, T OFT RITFEEEFEICE S RS LTaLATEY , Wi
NOZE G BEFAER IR S L <, EmEEEIT 60meg/kg/H EE X BT,

(FENEEL
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2) 4AXBO1THA. 6 ARV 12 » AEHHER

B — R (MERER n=3/FE) ICV LT 7 40 5, 20, 80mg/kg & 1 » ARIROEE U7-fE5E.

&mymﬁfi%fﬁﬁﬁ Ma i, PEHE, AA| O EYREVERICHE S Do N, mEOK T
KOS LI ) “IRIZBIETH D a L AT o —/LOBMMRRD bz, ZOM, #ERE
AR G L DAL B SN hol=Z &b, BEEMEIT 80 mg/kg/H & & 2 bz,

s B— VR (MERES n=4/FF) 123, 15, 50mg/kg % 6 » HEIR O£ 5 L-fEE. 50 mg/kg FETIX

&5@%’%% THER T2 BTz, Z O, AR OMETEERICEE D Lo, IFEEEH

WZEE D ZIRIZBE TH D3 L AT o — L R OWHIEE & O INNERD S T-, JHELERR AT
ﬁfi%%%ﬁ&i%%%@% MBLINTEN, A X TIEERBEMCRD LN LHE/LT, Bk
AOIFFHEIZRNEEZ BN D, 15 mg/kg BETITH o L AT 0 — LEINNME 1 B3 B3,
ZDOMOFERE AR EF 1T Do T, WEMEREITEFMEZRBIETIRE 2 & 0RO b
W15 mg/kg/ H EE 2 BT,

=R (MERER n=4/FF) 12 3. 10, 50mg/kg & 12 » AR O#E L-fE%. 50 mg/kg TIE

BRI, FREEERSREFREDRBD b, EREREICEE VDB LR o7z
10 mg/kg/ AN EFEMEE L E X LT,
(FENEES)

(3) EfaEHHAER

(in vitro, <7 R)
AHEE 2 T2 18 IR 22 oR A BB, Wi SLE M 2 W o B n T2 BBk, & MU U RERE
W2 G R B R B N~ o A B REfie &2 AV 72/ MR BR & 55t L 72 SR W I b TH Y |
SNVTF T A ITERFHITERO bhieho Tz,

(FENEED

(4) MARMEEER

(7 vk, w7 %) 15100

SD%7 v MZ 1.5, 5, 60mg/kg %, ICR K&~ T AT 3, 10, 30 mg/kg Z#J 24 » A [F5&HIFE O # 5
LB, v b, =7 R & HICRA LRI BRBEAED SO T, £ OB ITHREE
R BRETENRD SN o1, ZDTENSIINTF T 4 MTHEIEEVEIT A2 &l L 7=,

(5) HEPESELE =M ER 87 38 105, 106)
1) Sy MBI BZIERVBERE TOMNLERECET 258 (ICH-Study1)

SD %7 v b (MR n=20/8F) THNFIUKI LI AT F 7 0 3, 12, 60 mg/kg % 1 CIEASHEL A
64 H X0 AZEHIM 28 U ClMED E&RTE T% £ ¢, MECIXABIAT 16 B X 0 ARRHIM 4 18 U Tk
fRe HECTRAOKS L, BHEW R ORI RIETREC >N TR L,
BEMMNETHNIT e <. —HIRBBIC S KR GRS 2 20T bivieiro T,

HED R R EZ IR BIIZRD SN Nn-o T2 2 LD, FEROMEEIC KT T B IRV E X
iz, MEOMEERNITHBIIRO b o Tz, KERRROZHERE LG/ (90~100%. 83
~100%) & xfHEHE (90%. 89%) & DRI BRI/ | MIRFHA D B AEE L OF R H &
BIEFRD DR o To, iR 20 HEIGVRIZRB W T H, AFR IR, R ER, BIRAREIZIZR
BIIH LT, SARBIETHIEMICER L7 REITRO 6ol
AKlOBE, FRRICHT 2 EEEEILE I 60mg/kg/H B X Bk,
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2) S MIBTHIHERMRUOEEZROREL VICBADOHEEIZRET 55888 (ICH-Study2)
SD RAEMET v b (n=26~28/Ff) (2% L ‘//v%“f7wv 3. 12, 60 mg/kg ZHLHRE 6 H M5 orihi%
20 HETCT 1 H LEREAOESL L, SEEOHAERICKIETREBIZ O THRE Lz, fHK (F) TiX
60 mg/kg Hfl ﬁEﬁ Eﬂ;ﬁt@tﬂﬂﬁu X BMAERDIKT & ZFUTPE D HAEROIKR TR =i, &
IR R =R 1T BOLNRPST=Z NS JBR~DOEZHEOEIFMER TV EEZ BN,
HAE I Cix 60 mg/kg ﬁiféfi& HAERRE O TS H vz, 30 mg/kg BEIZIUWNT HEREE7R
AFEROE T 2R LN, JBEELFESETHo2Z b, BEFNLRERITEVLDOLEEZD
Ni-, F7-. FHAERE LR LA 272 2 A, KRR, ZHE, MIEYM. FRKC
FEMOEETREDO LT, F IHAERICBOWTH AR, HAR, AFELOHAERKEICE
BIIRO Lo T,
AR OEFEMEEITRHA, F AR E D 30meg/ke/ B TH Y, F, HAERICKH T2 EEHEMEEIT
60 mg/kg/ H £ & 2 Lz,
Fo : BN (BRI 2RO H)
Fy o MEREEE 1R (RO ZRHMEDRERAE T D8 1 ROF)
Fo: MRS 2% (FRILORMEIC L VAL D F)

3) Ty b, VYFITHITHIE - RIRFKEICET 5588 (ICH-Study3)
SDRIEHRT v b (n=18~20/F) 1Tk LI /LT F 7 4L 10, 50, 200 mg/kg Z 4z 6 Hv 5 17 H
FTIHIEROEKLS L, FEEORIEIZERIETEEIZ OV TR LT,

FHATIZ 200 mg/kg BE CHREIEMNINE] . BEEEWCD D3 F80 GV, HIEE, AREITWTho
HlCBWTHEDERGIZ X %%iﬁ%m&ﬂoto%Efimmm&g#T%VQWEwﬁT
RO BTN, FETE. HABITITIEDE G-I X 2 BIIA LN T,

New Zealand White #T#R 7 ¥ % (n=18~19/%%) ’*ﬁWJ VTS T 4L 10, 50, 200 mg/kg TR
D&@LKF%Ti 200 mg/kg TRHADIKE K OEEF OB/ 358D B2, TR TIIEy
BHIZEDEBITRD N 5T,

ik\?/b\?ﬁ%%ﬁ IR DIEATAE A RO - B IRBBEERITRR O b o7z, AAl
OEFEMEREIX, 7 v M TIERHE, R E I 50 mg/kg/ H, Wﬁ%Tit%iamym eI

200 mg/kg/ H &z HivT-,

(6) BAIMILHR
AR L

() =0t %kEMN
1) 1kFHE
— i PR AR R B A M OV A # 5- F M R BR A 1 W TR R SR B & T T Ik 33 B
RinoToZ linD, VLT T 4 MTURTEMEIR e BT U RTEERBR T SE I L 72 o T,

2) EHE (BILEY L) P
BTy MBI DPUREAREZ2HNET T 7 40 7X 0 — IS ERIEE LTRS 2 ORIERED
MiEEHWTELE Y b PCA G EIToTE ZA, WTNORISHEEMETH U HURMEITRD b
o,
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3) MEICRIFTTEE (Tv b, 4X) P

R IETEEIZONT, T bD6 v H, 245 H, AXDO 15 H, 6% A, 12 5 AMKER
m&5&ﬁﬁ%fmﬂ%%@ﬁﬁwﬁﬁwr@ﬁﬁimﬁﬁ%ﬁoTméo
ZOREF, IRBMEPET R ITIRIC X 2 B Diie o To, REBEERSEAOFT R I3 o
*&%ﬁﬁﬁ@ﬁngfﬂ%ﬂFﬁVﬁ%ﬁ%ﬁ%%mAﬁ%ﬁ&%%%%ﬁ?%@btﬁ\
RN~ DRI D iz o T2,
F 70, BNES A U= A XIS VT 7 ¢ )V E RIS ST I TUOEIEEN K (BRG ; FE%
% 50 mesec) ZIE U772, 10~50 mg/kg OFR 0512442 I EE T ERG 1Z28{b3 A &
=3, O 1/10 'L F O M ARRE CIIZbIZA b2 o Tz, O ERG (ZE LD F BTz i
BEICHYT2HEE A X212 A F‘iﬁ‘im*&’@ L T HMEICIRERR 2 B I3 A B e o Tz,
L7235 7T, ERG OZUITKEZ L LI-HEICE 2 5 — O 2L CREICEVE A (LA KT
ﬁgki&WE%ZEﬂto&k\ﬁﬂif7%/@fk@ﬁﬁfim“%@@ HEE TH
LA X 12 H AMEEG L THREBE~OEIIA LN END  EUC L 2 FMFRE 2T
enWEEZ LN,

(FENEEL
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X. EBMFERICEHTSHE

1. REX5
B Al LT AEE 20 mg TS
LARFAOD 7 4 VA 20 mg  ALTZEEEN,
VANFARBM T A 21 v 7900 mg  ALTTEEE K b
(EE-EMOMFZEIZLVERTLZE)
HRRRSY © VAT T 4 VT TR

2. BxhHAR
L/NFA48E 20 mg
HhHAM - 54
LINFA O 7 4 JLL 20 mg
HhEAR - 34
LAFAZEBER LS4 207900 mg
BEHIME - 24 » A
(1V-6. BAIORFESMF TICBIT HLENE] OHESMR)

3. BRRETHRE
iR RATF

4, RN EDEE
BRE I TV

5. BERITEHM
BEMERLTA R HY
<TFVoLEBY AV
Z OO BETE -
LARFAGE - 0D 74 b JRBI R T4 v m o TR SN 5B T8k & £ ORH#H D7~ 1 RVT5TH005
(RMP DY R 7 F/AMETEE D 72 DITVERL S 7= 8 H)

[1-6. RWP OFZE ] LY XL % 2. ZOMOBEEE] OHEBMH
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6. R—m% - EE
[Rl—Hs5y : AT 7 T8 25 mg » $E50 mg, 0D 7 /L2 25mg * OD 7 o /LA 50 mg
[ zh 3K 7 RV AEE20mg, FT7 7 U 7 HE62.5mg » /NEHSESE 32 mg, KV —8E 20 ug, 71
P AU EE20, ¥ 72— RLASEGD pg, XTIV RLABE60 p g, FEH 72 —F2-0.5mg *
1.5mg., WA U Y REE 2.5mg, T A ERAWARK 10 ug. L 7m A FEHIE 20 mg -
50 mg+ 100 mg - 200 mg, 77 L S AHE0.5mg-1.0mg-2.5mg, V7 N F EHE0. 2 mg - 0. 4 mg,
AT AI v bEE 10 mg

1. EREAEERAE
200546 A 3 B CKE)

8. BERFTADFABRVEARES. EMEERHFFEAB. REMBFAR

5eds REEIREARTA B KRB FAEEIETEA B | IR7EBRAAGEA B
L RTFFHE 20 mg 200841 H 25 H 22000AMX00022 200844 A 18 H 2008 4£4 F 18 H
LT 20179 H 2T H 22900AMX00974 2017411 A 22 H 20184F1 H 29 H
0D 7 4 V2 20 mg
PR PR
/_. 3:% ﬂ%ﬁi 201749 H 27T H 22900AMX00972 2017411 A 22 H 20184E1 H 29 H
KNI 421> 7° 900 mg

9. MAERFPREM. REARVRAELEFEMFOFABRUEZNOAR
A% L7

10. BEERR. BiMERRAREABRUZTORE
BN FRRRARS FMAE A B C 2019456 A 11 H
FREAERE 7 Y —1 (B3N, EREREONE, AR VL2 2MEOMEREICBT D1 14 &
W2 TEHE S BAMNBAETONTIUCHEE Y LAV,)
INR RS ERR L

1. BEEHM
BN 10 4E 1 2008451 H 25 H~20184E 1 H 24 H (FbBymMHESKN) (&T)
NES BT H 201749 H 27 H~20234F9 A 27 H (F/0 5 IE )

12. HFELFHRICEAT 21EH
AN, AL ORI RIE QNS PR R HE 2 R D & [E A B R AN E D D PR F A% (AR 18 5
A SR 107 B) O—EAESGRT L7k 20 ARG R A Sor e 97 5 (Ek 20 45 3 A 19 BAF)
O TEERHIRNIZ EIRAED BTV DESRE ) IEEEY L,
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13. &£#Ea—F

N N A E AL E | ERIEES o — F | L M
Wi 4 HOT (9 47) s | P e oL T
INEREE R = — R Y] =2—FR) VAT AHa— R
LT A EE 20 mg 118280402 2190028F1021 2190028F1021 620006781
LT
125850902 2190028F2028 2190028F2028 622585001
0D 7 4 /b2 20 mg
LT AR
i 125851602 2190028R1028 2190028R1028 622585101

NZ A w7900 mg

14, RIRFGHT LDERE

25 RERIGRTLDEE
25.1 REH|DOBRE -

EUESEN

BRI S ILELE ) TH o Z &,
25.2 ARBGR TEEAR 4] OB AR T SN EHEITIE, RIS ORISR E LignZ L LT 2%,

X, FHHFHICET SHA
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1) Galie N, et al. : N Engl J Med. 2005 ; 353 (20) : 2148-2157 (PMID : 16291984)
2) FENERE © SME B RNERT & R Akt & U7 BB IAEEER (2008 4 1 A 25 HIKGR.,
CTD2.7.3.3.2.2)
3) FENEE - AR R SENERER (0D 7 1 L A)
4) fENEEE A FIRIEERBR (R Z7 4 2r v )
5) FENEEE : H AN B IR T 5 e A A k5 & L 72 S5 IR R (2008 4 1 A 25 H7KFR. CTD2. 7. 6
(A1481252))
6) Satoh, T. et al. : Circ J 75 (3) : 677, 2011 (PMID : 21304214)
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FENERE . AARNERERANZ xS L U7 a5k (2008 4F 1 A 25 AR, CTD2.7.2.3.1.4)
3) AENEERE . HARNERERRA 2 x5 & L7z Blal 8 55— A BArE I B3 2 Mt

12)
)
4) FEPNEER: BAR NN 2 x5 & U7z g 55805k GRGEAEH H £ 2008. 01. 25, CTD2. 7. 2. 3. 1. 4)
)
)

—
)

5) FENERL  SMEARRERR A x5 & Lo G-k (2008 421 A 25 AZKRY, CTD2.7.2.2.1.1)
16) FEPNERE: S E BN IRYE T & M ERE S &%t g & Liz=R 7 a 27 ) —/L & OPEH B 57808 (2008
1 A 25 &R, CTD2.7.3.3.2.3)
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RERMERAXE (KE) OBE

KE

Viatris Specialty LLC

(D REVATIO tablets, for oral use
@ REVATIO injection, for intravenous use
3 REVATIO for oral suspension

D 2005 4
© 2010 4
@ 2012 4

MBER TR

Adults

REVATIO is a phosphodiesterase-5 (PDE-5) inhibitor indicated for the treatment of pulmonary
arterial hypertension (PAH) (World Health Organization [WHO] Group I) in adults to improve
exercise ability and delay clinical worsening.

Pediatric Patients (1 tol7 years old)
REVATIO is indicated in pediatric patients 1 to 17 years old for the treatment of pulmonary

arterial hypertension (PAH) (WHO Group I) to improve exercise ability and, in pediatric patients
too young to perform standard exercise testing, pulmonary hemodynamics thought to underly

improvements in exercise.

REMURE

@Adults: 20 mg three times a day Dose may be increased based on symptoms and tolerability.
@Pediatric patients

(0O<20 kg: 10 mg three times a day

020 kg to 45 kg: 20 mg three times a day

(O>45 kg: 20 mg three times a day. Dose may be increased based on symptoms and tolerability.
@Injection (Adults): 10 mg three times a day administered as an intravenous bolus injection.

(202341 AH)
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RERMERAXE EE) OBE

B4 Be[E

E Upjohn UK Limited
D Revatio 20 mg film—coated tablets

ARFE4 @ Revatio 0.8 mg/ml solution for injection
®) Revatio 10 mg/ml powder for oral suspension

&R @ + @2005 £

i 32012 4
OXX©)
Adults
Treatment of adult patients with pulmonary arterial hypertension classified as WHO functional
class II and 111, to improve exercise capacity. Efficacy has been shown in primary pulmonary
hypertension and pulmonary hypertension associated with connective tissue disease
Paediatric population
Treatment of paediatric patients aged 1 year to 17 years old with pulmonary arterial
hypertension. Efficacy in terms of improvement of exercise capacity or pulmonary
haemodynamics has been shown in primary pulmonary hypertension and pulmonary hypertension
SHEENIEENER | associated with congenital heart disease.
@
Revatio solution for injection is for the treatment of adult patients (> 18 years) with pulmonary
arterial hypertension who are currently prescribed oral Revatio and who are temporarily unable
to take oral therapy, but are otherwise clinically and haemodynamically stable
Revatio (oral) is indicated for treatment of adult patients with pulmonary arterial hypertension
classified as WHO functional class II and I1I, to improve exercise capacity. Efficacy has been
shown in primary pulmonary hypertension and pulmonary hypertension associated with connective
tissue disease
Treatment should only be initiated and monitored by a physician experienced in the treatment
of pulmonary arterial hypertension. In case of clinical deterioration in spite of Revatio
treatment, alternative therapies should be considered.
D Revatio 20 mg film—coated tablets
Adults
The recommended dose is 20 mg three times a day (TID). Physicians should advise patients who
forget to take Revatio to take a dose as soon as possible and then continue with the normal dose
Patients should not take a double dose to compensate for the missed dose
Paediatric population (1 year to 17 years)
For paediatric patients aged 1 year to 17 years old, the recommended dose in patients < 20 kg
is 10 mg three times a day and for patients > 20 kg is 20 mg three times a day. Higher than
recommended doses should not be used in paediatric patients with PAH. The 20 mg tablet should
not be used in cases where 10 mg TID should be administered in younger patients. Other
pharmaceutical forms are available for administration to patients < 20 kg and other younger
B O E patients who are not able to swallow tablets

®) Revatio 0.8 mg/ml solution for injection

Adults

The recommended dose is 10 mg (corresponding to 12.5 ml) three times a day administered as an
intravenous bolus injection.

A 10 mg dose of Revatio solution for injection is predicted to provide exposure of sildenafil
and its N-desmethyl metabolite and pharmacological effects comparable to those of a 20 mg oral
dose.

® Revatio 10 mg/ml powder for oral suspension

Adults

The recommended dose is 20 mg three times a day (TID). Physicians should advise patients who
forget to take Revatio to take a dose as soon as possible and then continue with the normal dose
Patients should not take a double dose to compensate for the missed dose
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Paediatric population (1 year to 17 years)

For paediatric patients aged 1 year to 17 years old, the recommended dose in patients < 20 kg
is 10 mg (1 ml of reconstituted suspension) three times a day and for patients > 20 kg is 20
mg (2 ml of reconstituted suspension) three times a day. Higher than recommended doses should
not be used in paediatric patients with PAH.

(tablets : 2024 4F-4 A
injection/powder : 2022 4£6 H)
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HHi RLHUN AT

KE DU Pregnancy

(202341 H) Risk Summary
Limited published data from randomized controlled trials, case—controlled trials,
and case series do not report a clear association with sildenafil and major birth
defects, miscarriage, or adverse maternal or fetal outcomes when sildenafil is used
during pregnancy. There are risks to the mother and fetus from untreated pulmonary
arterial hypertension. Animal reproduction studies conducted with sildenafil showed
no evidence of embryo—fetal toxicity or teratogenicity at doses up to 32—and 65—times
the recommended human dose (RHD) of 20 mg three times a day in rats and rabbits
respectively

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of birth
defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease—Associated Maternal and/or Embryo/Fetal Risk

Pregnant women with untreated pulmonary arterial hypertension are at risk for heart
failure, stroke, preterm delivery,and maternal and fetal death.

Data

Animal Data

No evidence of teratogenicity, embryotoxicity, or fetotoxicity was observed in
pregnant rats or rabbits dosed with sildenafil 200 mg/kg/day during organogenesis
a level that is, on a mg/m’ basis, 32-and 65-times, respectively, the recommended
human dose (RHD) of 20 mg three times a day. In a rat pre—and postnatal development
study, the no—observed-adverse—effect dose was 30 mg/kg/day (equivalent to 5-times the
RHD on a mg/m’ basis).

Lactation

Risk Summary

Limited published data from a case report describe the presence of sildenafil and
its active metabolite in human milk. There is insufficient information about the
effects of sildenafil on the breastfed infant and no information on the effects of
sildenafil on milk production. Limited clinical data during lactation preclude a
clear determination of the risk of REVATIO to an infant during lactation.

FA—=ANZUTOMNE: | /5¥E Bl (202347 H)
(The Australian
categorisation system <BE L HOME>
for prescribing A=A T VT DS
medicines in pregnancy) B1 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other
direct or indirect harmful effects on the human fetus having been observed
Studies in animals have not shown evidence of an increased occurrence of fetal
damage.
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(2) NRIZEET HiBsiEER

AIZBITF AEH EoFEEo 197 /NS RO T15. 1 BERERICHES S ER) OHEOTEHIZILLTD &
BUTHY, KEORMCERLOEU @ SPC &3R5,

9. FENDERZFITHEEICHT HER
9.7 /NR

IRHAEREIR, FrAER, AR SUIKRE 8 kg RO K OVNE &Rt & U MARRBR L3506 L TV
vy, [15.1.4, 15.1.5 &H]

15. ZothoEE

15.1 ERERERIZE D < 1Bk

15.1. 4 3K &L OREBHRIFH B2 TlEe <, IS TH D23, FMENZ I TREEN AR AR R A~
FIBE G, MR Lz L dgiE S Tng, [9.7 2]

15. 1.5 /NEAx S & LIe BRI GREBRICHB VT, AR EZ B2 - HER RO TR, KRHE
B ERC e ~NE o7, (9.7, 17.1.5 B3]

Hit RLANA

KE OB CE Pediatric Use
(202341 ) The safety and efficacy of REVATIO have been established in pediatric patients 1 to

17 years old, for the treatment of PAH (WHO Group I) to improve exercise ability and,
in patients too young to perform standard exercising testing, pulmonary hemodynamics
thought to underly improvements in exercise Use of REVATIO for this indication is
supported by evidence from adequate and well-controlled studies in adults with
additional PK and safety data in pediatric patients aged 1 year and older. The safety
and effectiveness of REVATIO have not been established in pediatric patients younger
than 1 year of age.

During the conduct of the pediatric studies (STARTS-1 and STARTS-2), an imbalance in
the number of deaths was noted: 5/55 (9.1%), 10/74 (13.5%), and 22/100 (22%) in the
sildenafil low, medium, and high dose groups, respectively. The causes of death were
related to the progression of PAH. This safety observation in pediatrics was not
confirmed in a study conducted in adults designed to evaluate this risk (Study A1481324).
Given the beneficial effects on clinical worsening and death observed in adults with
increasing doses (Study A1481324) and the expected similarity of disease in pediatrics
and adults, a causal association for the observed dose-related effect on mortality in
pediatric patients is unlikely, and therefore, the available data support dosing in
pediatric patients >45 kg up to a maximum of 40 mg three times a day.

JL[E D SPC Special populations
(2022 46 H Paediatric population (children less than 1 year and neonates) (tablets/powder)
powder/injection) Outside its authorised indications, sildenafil should not be used in neonates with
(20244F04 1 - persistent pulmonary hypertension of the newborn as risks outweigh the benefits. The safety

and efficacy of Revatio in other conditions in children below 1 year of age has not been

tablets) ; .
established. No data are available

Paediatric population (injection)

Revatio solution for injection is not recommended for use in children below 18 years due
to insufficient data on safety and efficacy. Outside its authorised indications,
sildenafil should not be used in neonates with persistent pulmonary hypertension of the

newborn as risks outweigh the benefits.

Special warnings and precautions for use (tablets/powder)

In the long term paediatric extension study, an increase in deaths was observed in patients
administered doses higher than the recommended dose. Therefore, doses higher than the
recommended doses should not be used in paediatric patients with PAH.
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