% % 20264FE2 H Lz (560)

% 20244E12 H 2T (5550, MR OHRAT)
Bk SRAE
HRHHEARE : 34

Y5

BIRW 7T RY A7) 2 2B R (PRAR) EB 5
TS T
L F 8T

Es0.2m

HAEEmm D EES

87219

HRES BR5ERALA

$¢0.2mg | 22800AMX00702000 | 20164F11 H

$£0.4mg | 22800AMX00703000 | 2016411
$£0.8mg | 30800AMX00069000 -

I TFIE 0.0

TS5

E%EO.Bmg

Uptravi® Tablets

Zis

i) EE-EMEOMTEICLVMEHTLZ L

2. B2 (ROBEICIBELEVWZ &)

2.1 KA KSR U iuE O B O & 2 B

2.2 EEONEELY [9.3.1. 16.6.2&1]

2.3 i IRFISEM B2 AT A MiEEREOEE [(RKH O
MAEPERIERIC L D . WikEZFERT H2BEN0DH 5]

5. RPEEX IR RICEHET 518
(hEEL @)
5.1 KHOFHIZH 720 Tld, IFDOBEFTA FI4 v %%
ZIHRGOERERET AT L,
(B Eh AR it = I [EE)
#5.2 /NBTIE, WHOBSREG S 2 5 A 1 RN IZB 2 46%

3. fARL - MR

3.1 #2mk

Woe s

77 N7
0.2mg

77 NT Y
04mg

k%7 hT U
08mg

ARG

15k
R AR
0.2mg

15k
LA A4
04mg

15erp
L AN
08mg

wImFH

Wi th = R bk,
HIFrroNary,
BibF% >, 275
VAV /4 S
YA, MUE
uayrFErry,
< = A =
Ertira—2,
vy xu—X%,
Jav¥L sy
a—), D-~ v
= k=

H = R bk,
HIVFroNary,
BibF4 >, ==
Bibsk. A7 7
VUEER AT
A, FUED
B VAN
b oy 7o
Ertirno—2z,
e7aAu—X%,
Jaov¥Lryrsy
a—), D-% v
= h—

= TR bk,
HIVFroNary,
BibF% >, A7
VAN S a4 N
YA, MUE
uayrFErsy,
vt fe¥xysuo
Enrtira—2,
e/ xu—2A,
Jav¥Lrysy
a—), D-< ~
= h—

PR ORI L T2

#5.3 /NETI. FRFEME S il 0 AR P il v M 358 % O° 5

RO RBNT A i Bl MR 2 3 i A 474 o0 Bl 8 R Al 25
MUEFENS BT 2 FRE Je L AEPEIHEL L T e,

(GIHRHERRNEIC X 3 A BEARE ISR - BRL 2B

Mz ZEAe MRS LELE)

5.4 WHOMRE/ M2 7 A T ROV IZBIT B G R OE4

PRI L T e,

*6. AERUVAER
it 2 A e i =5 1L FE i)

WE, EAIZELF 87 e LTLHO. 2mgZ 1 H2H &
BRGSO 5. DBEUZMHERE LTS, THL
Lok TLERE LT0.2mgd oA H# £ THE L
THEFRH R Z 8T %0 B, EMEIFIN]L . 6mgk L.
WFROHRICBWTYH, 1H2MABISRIRS T 5,
WE. 2R EoY IR, kLRI E LT
TROBMMGHREZ1IH2E ARSI T 5, ZEM2MH
BLaMNs, THU EOBE T, TROMEIE TR
mIECHE L CHEFIREZRET 5. B, TROREH
HIIEZRWZEEL, WTNOHBEIZBWTH1IH2M &
BRI 5T 5,

ki B 46 H & B R e
(11m] %) (11m] ) (11m] )
9kgll I
kgl 0.1lmg 0.lmg 0.8mg
25kgb) I
50kgkii 0.15mg 0.15mg 1.2mg
50kgbh I 0.2mg 0.2mg 1.6mg

3.2 HE DMK
Wi s v7 7 T ETERE | %kY T TR
e 0.2mg 04mg 08mg
MHRIOf gl AT [SKich
TR MDD T 4 VT —F 4 ¥ 7k
ikl —F ®261 ®262 ®263
EQ1] € ‘
HHp LT 0.8)
T —
B (mm) . . 71
JEE (mm) 34 34 34
& (mg) 140 140 140
4. FHEEX IR
O AR Fh = M E fE

ARV ARBRANEIS X I3 S BBV (C7RTF - B3R L 2184

M2 ZEAS MRl MEE)

HWHE BAIEE L F 2878 LTIHO0. 2mg% LH2H &
BEOEG P OMIGT 50 DEMTHRL 255, THU
LokETInE & LT0.2mgd D Kiif & £ Tia L
THEHFFARZIET b0 2B, REMARIELEL. 6mgs L,
WENROMEIZBWTS, TH2ZHARISEIRS T 5.

O HEABEABEIC X I A RARRICET - BRELULE
14 1M A2 ZAS M Bl S I AE

7. BERUVHEICEEY 53R
*7.1 BG5BT, TRHEORWERD®Z (&GS TEY,
FHMNRIZBWTIRIEL S Z (RO Twab 2 enb, i
BOREZ HrBE L e b MEICHEOWHMZIT) 2 L,



*7.

2 NAEMCHED B ) ET %01, RASUIRTES0kg
Pibo/ARCIZERN E LTIIO0. 2mgd 2R § 5 2 Lo
RIS 2061, MR TICSH UL Lo RKE
EHF, AEMEHRL 200 WHE 6 Lo

B 3HUERG 2o Lo a, FERIRHICIE I iET & 4K

WHENS OG5 2 EZEBT5HZ L,

A BERPILT a1, EROBEICEEL 20 0%5

RN 2 2 Lo

5 RO FEEEF I, THIRNEE L T % fiA

L. &GMHEPHERBOER, RHROREZZET
52k, [9.3.2, 16.6.2&H]

.6 /NEHO0.05mgdE LA G DR THH LW &,
T ARESOkg R O /NBITH 59 B W Aid, MERRT RIS H]E

§ % TIZ/AEH0.05mefe # M § 5 2 &0 MEFEH D
0.2mg#eé. 0.4mghHe & 00.8mgfe & I\ T B e 3 &
1Z1d, 0.2mg#E. 0.4mgHe 2 0°0.8mgHE il bl h & 2 TH G-
THILENTE S,

. BELEAWEER
ARFNE TR g ML A SR M A 2 A A v M

FESRE DIEH 0 e HE S SR A § RO & & T
H¥szt,

2 KA OFGAT X0 MK IE OB gD A S N 7235 IR

PAZEVERC B O RENE 2 B % 2 Lo MiIRPAZEMIR B Y
REbNgailid, ARG E2PIkd s L,

B AFNIMAEILRIEA 26 5720, AR OHEGITE LT

AR & ) B A R 20 B TR
Wi B IRME (HEIEAIE 508, SRHSILE , LR
WIEOHFMBHIE, FHMERERES) 5200
E AT Bk

A HURBEERB R E D S5 b D 2 e 03H 5 DT, KAFKL:

PSS U CHUIRIRBR B A 2 S5 5 7% L Bi% 2 +
DIATH T ko [11.1.35H]

b B EESHODLNEILDHDHOT, HEH OER

SF. fEBRE B ) B OBRIEICIEH T HRICIER T 5 L9
BHICT BT 2 2 Lo

 BEOEE*BET5EEICEAT IR
A AHE - BEREDH D EE
A1 EREDEH

M2 BT SR BLNDD 5 AFNIMEILRIEH
2l o

1.2 HIEEENC Z DRED H 3 BE

HIMEM 2 RS 2 BZNDD %o AFN M/ REEESIH]
EMzET 5. [10.228]

2 BREEREERE
2.1 EENEBEE (eGFR : 15~29mL/min/1.73m?) @ &

3EE (BMHPDOEEEED)
RADOMPBEEN EAT L LB OONTVD, T2,
BN OBBEERNRE LA RO REE L IREE L7
WRREBIIFER L TV v, [16.6.15 ]

.3 FTiErEEEE
3.1 EEOFEEEE (Child-PughZx 37 : 10~15)

BHLawZ e KAOMPRENIE LS EAT2B5Th
Bhbo (2.2, 16.6.22H]

3.2 BEXIIHhEEDIFEEEE (Child-PughX 37 :5~9)

AHNOMATRED LA 50 [7.5, 16.6.22 1]

.5 1w

TRl ORI L T B W REME D & 5 Pk 2iE, R Lof
DSt Z L2 W SN EICORZGTTH T L,

.6 #&Z3LIF

B EOHRER O HARBEOAREZZEE L, KALOM
ez MEs A2 o BWRE (v b) T
~EATT B EBME SN TS,

18 &=

9.7 NBE
< Bty & B 14 it = [ FE 2
*9.7.1 KHAKRER, Frald, LB, 2R U AREIKg R

WOME R E LA R ez B L Lz ER
RETEE L TWiv, [15.2501]

BB BAEG N S RRAEE ICEKE - BRELU BN
MmizZEie MRS MEE)

9.7.2 MREE MR L LA R Rt RiE L Lo
PRERBRIT SN L TR,

9.8 EkhE
— A, AEFARREAME T L T 5 2 A%\, [16.6.4F 1]
10. HE(EH

ARHN e ORANOEACH I TH L BATF VANV F =N T 3
F (MRE-269) 1ZCYP2C8: CYP3A4IZ L Y & 5,
¥ 72, MRE-2691ZUGTIA3:UGT2B7IC Xk Y vz a v
Hashs, [16.45H]
10.2 FAEE (FREICEETZ 2 &)

HH) 4455 FEAEIR - $5iE 5| B - faRiN T
FEEVER % 4 9 % 3 58 EE O IE R ASE A HAC FEE/ER %
il CHEBENDED L, (WEHRTHI LENE

ANV AEEPUH] (DRSS L CEARAN 2 515,
TYIVF T vy v\ ENET AYARIL
BRI ERN  ExHogss s
TIIET Y UE,

I ZZARTS B
FIRRH
TOARY TG Y
v Ei. E2 L&

PRELH]
ifg
YUt Al IO fERRYED K| AR F 1 din vitroT
TIVT 7)Y |TEBENDED L. |M/IMKEEIIHIE
LA 57 1) EHCTe ra s HEGSA720,

vuFF -\ RO MR SR LR
MBS IR E R | 2T 2 &y BE | 2T 5 2 &

AT 5 HH DOREE T HICBI|EZEZ b5,
TAE ThHZEL,
Fruv¥v v

TOURY T T Y
Y Ei. Bz Lk &
AL
FEATu A M
SEH]
&

[9.1.2&:0]

CYP2C8OMHEMEM| 7B FZ7 LV ED|CYP2C8% B %5

AT 5 HEH] PERT. RAOWE LI LIZED, &K
7 0¥ R 7 UV E HEACE D Cnax Jo OF|H OIGPEAC B D
veE Sl AUCH BN L 72 & | s b
FI7Ivuar A | OWENDH L. KAllEEZLND,
E2 oOYEHHRIZI NS D

[16.7.2% ] WA % BB A

ZiE. AHOWE %
EETHIE, Th
5 DR OFEH- A
KH % IG5
WZix. AFETHLM
WA LTS %
BybsZE,




A

FRRAEIR - $5 8 07

Wy - fabrir

oYy b

<)%
[16.7.5Z%:H#]

ARAN DML H BB A 1
A L7zt OWEND
0. KA OREIVER A
BB BENDD
60

KA O A B R
Td» HCYP3A4
R, REIDGEE L
7 5 0ATPI1BI,

OATP1B3J U°P
¥y vy e HE
THIEIZED,

AR O I P T A
FRTBEEZS
na,
CYP2C8D i A e H | ARFI DIGTEACHE I D | CYP2C8 % 7535 3
AT 5 HEH AUCHE T A B|aZ LIk, K
V77 ¥Y Y S ENDD S, F & O PEAR S
[16.7.6& K] ORBRE S N
LEEZLND,

1. BIfEA

ROBWE D H bbND I EHHDLHDT, BlgEr 54T
WV, BEAED SN EIE RS BT B % LEY %

WiEZ1TH T &

1.1 EXLEIEA

*11.1.1 EME
WEOMERT URIMFE (3.6%). EIEEIIE (0.7%)
) BHODONLIEDNH D,

11.1.2 Him

Wi (S (1.6%). #@EmIN (0.3%) 5] 2 5bh

52 EHDH 5

*11.1.3 FIRIGHEER S
FUR IR B RE S5 (FUIRIBRBS B JTAEIE (0
BT (0.4%) %) BHobNLI WD b, [8.45K]
*11.2 ZOMOBEIER

*

*

7%) . HUARBRBRBE

5%LL E

0.5~5%

0.5%A 1

FEAD]

a* | Tl

IFEEE BA F

M ¥y
[T
Al-PESN

SR RTE R
i, BB,
2T

EVIRZN
RN ERES
Ji

* | AR

i ]
(23.6%)
i A e
(13.2%) .
OB
(12.1%) .
B fid

WA, B A
REMETE, SIS
AR A
PP, B
il SN TR
T

B LTRSS
JHETE, WA
W57, AL

Bl

PR R

R

k| Z DAl

(R A T 3 M
BAINTIES) &
Ty WEJIAE,. K
57+ MHERANPE,
RERA

7 | P

\\\\\

B, LI
g%, Rl &
g, £ 7
VI FERER
B iRE. A
LSS E AN I
RN
F R ER B ol
FRIVE BN

MR
JA R
JVE VR
A, i
HiE

13. BEHRS

13.1 fER
A 2 11003 . 2meH G- S N7z B I — @0 BLL D358
BlLizbowmEdres GHEAT—%),

5%LL Lt | 0.5~5% b 0.5%A%m |HEAH
ik 21 PR ZMWEANESO
M. MM Y v
A
A3 BRI Y A
iR fiE. Bk
AR | 5 I |, IR o | SEIRAL, BRIE
Y (58.3%) | F . BHESANER W FHEE
FEIPE D |, IR, ASHR
Fwn SE. PIEK, K
FHURR, FER
HR {1287 ZH. B
MR MG i1 3
RN
I8 [BlEPED Ty | HIE
B | LIECh, R IR OB
(12.3%) B, OAE,
FHEAE, O
S A
Ry BRLVE.
LEMQTIE
K. kL e
(DY e > B -
IR - A E
) EN)
I B WP R, BB RS E, 1
I ik JPE N A AN
e | T S N e N I m D7 N
(37.9%) MEAS K., 238 Eik, etk
i) NNBU RS9 A ki=s )4
(27.2%) | BRI, A R
iz} I | Bk ] 553
(15.0%). | H %
JiEEh]

13.2 &
R R AR X v RANT 7 VX7 EERIIB T2,
FENHAERTdH 5 REVE IRV

14. BRLEDEE

141 FEFZMFFOEE
PTPREDOHEAIIPTPY — b » SO L TRAET 5 &9
R8T 5L, PTPY— bORREKICE D, WOHAHRAE
TEREBEATIA L, HISIEZ gL U TR &5 0 B
BAEPHEZ BT 52 2D 5,

*15. ZDMHBDIE
15.2 FERRPREABR ICED < 1B
A X ZBHWFEREICB VT, BRI OREMIEHISER T
5. B OMEEEB ORI L 5 L E 2 SN b EE
wo5Nz, [9.7. 18]

16. EYEhHE

16.1 MeRERE

16.1.1 BERE%ES
TR A BB L L F 32870, 2 % 00. 4mg % A I HL AR 1%
HL7zE & Lo 7 ROTEEACEMRE-2690 SEW) B RE /<
FA—FRITFTEDEB) ThHolze L F /87 L IMRE-269D
Coas L FAUCo-iE, WD R E & il 2Y,

(ng/mL)
10 TLF ST 10 MRE-269
8 8
i
6 6
&
b
i !
2 2
0 0

0 2 4 6 8 10

120 2 4 6 8 1012 14 16 24 36 48
IRE ] (hr)

L F X702 00.dmg%x PR OR G HZOL L F 27 J
MRE-269 0 IfiL 42 v i £ 3 72

[J:0.2mg. @ :0.4mg (Pl + AR, n=6)



B L F 87028 0004mg % AR 1%
L7z& EDOEYBRE T A — 5

Chnax tmax tiz AUCo-
(ng/mL) (hr) (hr) (ng+hr/mL)

L FINT

02mg | 330081 | 1.75 (1.00,2.50) | 0.849+0.133 | 8.59+2.64

04mg | 855+1.33 | 150 (1.50,200) | 1.03=0.26 188+29
MRE-269

02mg | 406+094 | 450 (250, 5.00) 10540 240+55

04mg | 740=1.23 | 350 (2.00,5.00) | 7.84+243 45.7+89

n=6. VI = BEHERE tmadTULAE (/M f6 )
16.1.2 R1EHRS
e N B PEGHIC L L F 2 285°0.2~0.6mg % 1 H 200 £ % I AH &
135 L2 &, £ L F 87 L UMRE-2690 & H# IRHEIC 51T %
BN T A =TI TEDOEBY) THoTze ELF I NTRY
MRE-269 i3 i 8 13 2 5-3 1 HIZ 12T H kg E L2y,
tLF I 8702~06megx L H20 KBRS Lz &0
EHIRREIC BT 2 Y BE T A — 5
Chmax tmax tie
(ng/mL) (hr) (hr)
L F IRy
02mg | 298+0.85 | 150 (1.00,3.00) | 0.855+0.204 | 6.53+2.36

AUCo-12nr

14 55 (ng+hr/mL)

04mg | 871079 | 150 (1.00,1.50) | 1.38+0.62 175+35

06mg | 10730 | 150 (150, 250) | 1.89+053 248=37
MRE-269

02mg | 424+081 | 300 (250,4.00) | 107+37 228%58

04mg | 102+16 | 275 (2.00,4.00) | 11.2+40 60.5+8.0

06mg | 124+20 | 300 (250,5.00) | 7.89+236 | 69.7+12.3

n=6, FIGMH = PR, tuadd YLl GR/ME, fRKAE)

16.2 WRIY

16.2.1 N1 ATRLSEY 7«
TR AN BPELSEINC & L 3 228570, 2mg % 225 5 |2 Ju] IR R 4 5
L7zl & ¥LXFIRT70eH2) 75 v ARPEFREDGA%E
OB EIHIZZ N ENIT.OL/hr K 11 TLCTH o720 72, &
L ¥ 3870 dmgx Z2fEIRG I BRI 5- Lz L & L F 287
DRI NA F T RNA S T 11349.4% Th - 722 FHEAT— ),

16.2.2 REDOTE

(1) s
e HE R N B YA L ¥ 38270, dmg % 22 I T2 OS2 #£30457 12
WO G Lz e &, 2R L L TE L ¥ 287 OCnald
32%. AUCo-«i315%M&F L 726 MRE-269? CmaxlZ7%. AUCo-o 1
12% T L7220,

(2) =i
e N B 12801 & L 3 328 70, dmg % 22 I Je OV A1 (2 B ]
RO Lok &, 2L B L CTE L F 2787 D Crnaxdd 35%fIK
T L. AUCo-i310%348K L 726 MRE-269® Cmaxi348%. AUCo-oi
27%MT L7220 BHEAT—%),

16.3 #%
UC-t L F 337 L OMC-MRE-269D [lILiE & > 73 7 12§ B fli4 %
13, 0.1~1ug/mLOFPECTWT N D 98~99%Tdh - 72,

16.4 X3
T LF IR, BIEERNTH VR VEET I FEMASMIK S X
L EEACHPMRE-269% A0 L 72o MRE-26913 % O 4 8 5fE o
AL R 7 2V 7V 7 1 VIR AR S s
MARGEICIEANVKEF I VT AT =Y, AL H I
CYP2C8J. OFCYP3A4%HY, Z vz u v BIAI12I3UGTIASK O
UGT2B725 125 L Tw72Y, [10.21]

16.5 HEift
TR AN EE6HIIC L L F 2 7827°0.2~0.6mg % 22 IH (2 T RE T
PG L2k &, 504805 0 F TIRPICIEREBIARIIHRE S h
3. MRE-269F 2D 7V 7 u Vgfaake LT, &5 00.22
~0.27%H s L 7zY,
fEERE AN B GBI MC- L F 38 70 . dmg % IR 135 L 7238
£y 55168 M F TG SN R D 12% 28K 12, 93%
HIEICHRR S Y BHEATF— 4 ),

16.6 BENERE*HT5EE

16.6.1 BEZEE
EEOBEEHBESH (eGFR : 15~29mL/min/1.73m?) J U fHE
BWASBINCE L F 2870 dmgk R Lz & &, EEOH
Bk EE Tl EHERA L L T L F 387 DO Cnax L FAUC-
1. 76512 MRE-2690 Crnaxld 1. 448, AUCo-l31. 655123 L 720
$72. L F V87 JUMRE-2690 I i I S 03I K & 7
M 2o 729 JHEAT— %), [9.2. 1]

16.6.2 fFlEEEE
W O RE s 86 (Child-Pugh X a7 1 5~6), W&o JifhE
EHZH) (Child-PughR 2 7 : 7~9) J OVTR BE o JiT- i 52 H 3% 251
(Child-Pugh 2 2 7 : 10~15) I IIEHERASHIC L L F 287
0.2~0.4mg% WG Uzo B O IR B3 ISR A &
HIEL T, 2L %3787 OCumu 2 FAUC-«A3205 12 L. MRE-
269D Cinax L WAUCo-» 2 K & BAHEIZ A o720 F72, L F IR
7 o O'MRE-269 i3 Hh FE il A8 43312 b K & e s ld 2 2o 726
FREEEE O BFREE B TR A L I L T, L F 337 DCrna
F2M5 8Ly AUCo-wo i3 445 LLEACHEI L 720 MRE-2699 Crnax 2 K &
Zh#EIE 7 <. AUCo= 3265 0L BB L 720 720 L F IR
T OMRE-269 il v It A1 433131 35 Il L 720 EE DN
M B3, AR O PR E R & R o i R o 6n %
RLU7275 &L % Y87 L OMRE-2690 Ifit 4% i It 4 1 43 4 12 24%
WML 729 BHEAT—%), [2.2, 7.5, 9.3.1. 9.3.2&8]

%16.6.3 /N2

ZIN V3 0 Jily 8 R P Al 2 L A R 6B 2 L 208701, 0,151
0.2mg#x 1 H2M & H ARG Lz & L F 287 KU MRE-
269D EFARIEIC BT LY IRE/ ST A—F I ZTRDOELEBY TH -7,

JNR O IRV 5 U e B I L ¥ 208701, 01531302mg%
TH2m RO 5 L7z & & OB FIRBIC B 2 W EhE 5 2 — 5

K 1] Crmax tmax ti2 AUCo-120r
54 | (ng/mL) (hr) (hr) (ng+hr/mL)
ELF Y
kgl I 237, 0771, 931,
oskgkit | O1Me 297 1981y 965
25kgll I 273, 0.888, 874,
SOk | O1o™8 510 L5 1 ey 129
k 149, 0.824, 457,
50kgbh - 0.2mg 170 1.89 120 6.03
MRE-269
kgl I 344, 2.86, 178,
oskgkil | O1me 379 4011 a0g 285
25kgl I 4.96, 268, 454,
Sokgkil | O1O™8 109 292 | 56 482
. 2.39, 274, 148,
50kgbh I+ 0.2mg 281 3.90 395 171
BAREGFCTn=2. MHME tmaxtd P YAl
16.6.4 SEHE

T HE B PE6B] (65~T74%) 12k L F 3870, 2mg % 22 |2 HL
R G L & &, e dEmina 6 (20~265%) LIl Tt
L % 387 Jr OMRE-269® Cunax J2 IFAUCo-oo HME N 3 5 W[ H338.D
SN MEEEER 6] (67~74/%) kL ¥ 3 870.4mg%1H
2010 H M ABEEZS Lz e &, miEht L F 287 L U'MRE-
260D ERE ST X — F IXEHEIE S lEnE 6B (21~297%) L FMLL
7R L7V, [9.82]

16.7 E4HEEER

16.7.1 In vitrosXEg
L F Y85 L O'MRE-26913. OATP1B1 2 0*OATPIB3®D LR T
HHIEIRENT, Foy ELFIRTIEPHEY V%87, MRE-
2691ZBCRPOIE TH 5 Z LoavRrshrz? ¥,

16.7.2 7AERT LIV
TEEE RN B 226012 L & 32870, 2mg % 1 H 210110 H R #% 14 5-
L. CYP2C8D M EEMZHT 5220 7LV E#F54A0H I
300mg (n=21). #%55HHA» 5100 HiZ75mg (n=20) #&F0H%5
L7-& &, HAG LKL T, L F 22837 DCnax e "AUCo-12
. $e54H H T3S RO 4518 L. $5-10H H T10.98
R OT. METH o720 FEEIZ. MRE-2690 Cinax S (FAUCo-1213
540 H TR 7R R 02,265, #5100 B CIXL. 95 R U2, 71512
MUY GHEAT—%). [10.251H]



16.7.3 L7478
FRERE N PE20601 25V CYP2C8D HERTH 2 75 A 7 4 70 YL
(EIPARAKFE) 600mg#w1H2M9H BREOHKS L, 540 HICE L
F Y870 4mg % HIERE S L7z & &, Bk G L i L T, &
L% 387 DCmaxld 1. 415, AUCo-»132. 05123 L 720 MRE-269
DCmaxl33. 645, AUCo-<Z11EFICHM L 7210 JFEAT— %),

16.7.4 JILT P>
TR A B VELTEIC £ L ¥ 2370, 4mg % 1 H212 H MR T4
L. #&58HHICT VT 7 Y 20mghk BEOKEG Lz &, L ¥
287 Ji O'MRE-269D S RIS AT T IV T 7 ) ¥ O5g BT AD
SNehotze VT 7)Y OEWHEICRITTELF 7D
BIED SN o2 GHEATFT—5),

16.7.5 AEFEIL - U hFEIL
R ABPE206IC T EF UL - U b F EOVEA$E400mg/100mg
ZIH2E12H MRS L, #5100 HIZE L% 28270, 4mg% B
RIS Lo & &, BURIRG L IR L T, 2L F 2837 DCnaxld
20785, AUCo-td2. 24451280 L 726 MRE-269® CmaxiE1.33f%.
AUCo-lZ1.08f5 12 m L 722 SHEAT—%). [10.250H]

16.7.6 Y77 EY >
RN B PE19B1 12 CYP2C8DFFEAI TH 5 1) 7 7 ¥ ¥ ¥ »600mg
Z1H1IM9H B#EO#5- L. &5 7THHIZE L F 2870, 4mg % Hin|
RIOG L2 &, G LI L T, 2 L F 287 OCuaxdd 1.8
5, AUCo-wl1. 35128401 L 720 MRE-2699 Cumax (& 1. 3F51ZHEIN L
AUCo-»130. 526512 L7210 JHEAF—%). [10.250H]
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(79 EX)
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i #) Dmorbidity/mortality f X ¥ N AFEB T 5 T TOLHE D
Kaplan-Meier i (FAS)

IN—1Z5% B X H % 7~ g

7£) morbidity/mortality £ «X > b DEFE : JETC. BlEIIRME N L
SEREAIC & B ABE. BlAEAH - OB R ZL BN & 223 2 Bl B AR Al =
MEHEDEAL, 7O A4 7) VA OFIRN/ K TS - B
[BERAE OB, UIH BT (657 AT HiHE AT 510 > ©15%
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17. BREREKIE
17.1 AMERUZLMEICET 235
(BB Bt B =5 I FE i)
17.1.1 EAFE THEHE (RA)

2 7 A0HAL, (/N & &) IBMRAEIG &5 U E G HESE 58 ]

*17.1.3 EREIHERER (NR)

B MR BB & LTy 27 L 1578 A i oD i Bl JIR 12 i e 100352

JEE BT BGRBR & Uy BAR A Bl IRV M 2 o i R 3751 & s
L2, L FI870.2~1.6mgZx 1 H2I¥: 5 L7zo AR MEFE R
i HH TH 2= T4 ¥ 516K F TOMM MO 2t
CEIfE + B iR 2, Poefi) (X, -122.9+115.2, -120.9dyn -
sec/cm®TdHh . FEICKT L7z (WilcoxonfF 55 ML % 52
P<00001> 13) .14)0

BIE 38 BUBUE12100.0% (37BIF376H1) CTdh o7z EREIEM
X, BEE27H0 (73.0%) TR FUE K176 (45.9%). E.L14%50
(37.8%)\ @WIXL1261 (32.4%). WiE7H (18.9%). fKiE, Bof
. R 1Z2TH £661 (16.2%) . WURFESHE (13.5%) . 5 Gbif.
i %461 (10.8%) TdH -7z,

N—=2 54 7555168 T TolimEEKIto%1L (PPS)

BF6H 2 RIT, L F3870.1~0.8mg (hHF kgl 1-25kg Ak
). 0.15~1.2mg (k#25kgPl F50kgAim) X 130.2~1.6mg (fk
H50kgbh k) Z1H2M%S L7z, EEFFEIEH THLHR—AF 4
v 516K F TOMIMAEIEIRHOMAEII TR LB TH
Dy &ER] (n=6) OEILE CE¥ME £ Bk FEAE Pyef) &,
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B S BUBE 12100.0% (661661) TH o720 EREIEM I,

WEm:561 (83.3%). HEfAH (66.7%). TF3#i3Bl (50.0%). %

Wl fERE K260 (33.3%) TdH o7z

N=2 74 ¥ H5EG16HE £ TOMLERTR RO 2L

[#5 Batii > 0L )
p— oy | T BEEARE | (B OB ()]
Lt 0% i
v [ EOBUEFIRE] | [95%fE X 1)
P,ﬁé:iil)
prspey | 68322373 | -1229+1152
671.3 -1209 79.7
| 5603+2387 | [-1845,-595] [74.0, 86.0]
P15 16781 oL1 200001

SEABIEL - 3361, 1) WilcoxonfF 54 NHAL AR 2

17.1.2 B EMAERE (RA)
7T R T EE LGB & LT B R S 0L 0 R
115661 % 5512, 79X UFt L F 3 870.2~1.6mg% 1 H2ll
5 L7
AP 3 BRI E H T d % i ¥ ®morbidity/mortality £ X > k2%
BT LI TOMMICBIT L7 RBEICHT L F V87
DA — FHIZ0.60 (99%EHEIXE : 0.46~0.78) THH. L *
YR THEIZ T T 2 RBE L LI L Tmorbidity/mortality 4 X >+ @
BB EAEIE T S84 (P<0.0001, Flar s > 7Kg, A
JKHELZF0.005) 1) 10,
RIVE 78 BUIIE1389.6% (57581H51561) CTd - 720 4 RIMEM 1L,
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50kgbh I+
12.90 1548 258
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Y870.2~1.6mg% 1 H2ME#H S L 72
AAEEESHIIE H T A MM IO R— 2 5 1 % 520815 F
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AT D221 (FAS)

B HPL (dyn-sec/cm®)
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L. Z0%)) (ECoXI3ICs) XL F I 87 L KL T18.1.1T
1315~33f%, 18.1.2CldfdEmEid o 7219 2,

18.2 EMEET I v MIXT B1EH
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1t%4 1 2- 14— [(5,6-Diphenylpyrazin-2-yl) (propan-2-yl)
amino] butoxy] -V- (methanesulfonyl) acetamide
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