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AA Aplastic anemia (FFAEARBMEE M)
AML Acute myeloid leukemia (2 8614 A M)
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c-Mpl fa o RARETF B IK (TPO-R)
EC,, 50%7H Zhi
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MAPK Mitogen—actiated protein kinase
MDS Myelodysplastic syndrome (&5 FUEFERE)
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MGDF Megakaryocyte growth and development factor (EAZERMEFHAL EIXK 1)
mu-Mpl AEALBR R T/ 2 ~ 7 A c-Mpl
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TMP Thrombopoietin mimetic peptide (F 2> RARTF LI AT ¢ v 7T FK)
TPO Thrombopoietin ( k&2 > ARFRT=F 1)
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ERIGETD 2 &, WREBRIERITER T CRFETHZ L,

14.1.4 1 XA T A5 2 B EOIFREUII TN &,

¥ O IVIL1L. @ FoE) omEsR
BREOREN

JEZENEIZB LTk, TIV.6. AIOSFERM TR T 2L EM) DESMR

8.l & DEEE XL (MEIFHEIL)

mMER L

9.
RN

10.84% - A%

(1) FENRELGES - 8F. NENERLGES - SEICHT 2FR -

M LN

(2) B% :

07 L— BT 250ng FHRLA - 134 7L

(3) PHER :
B9

(4) BHBRDME -
NATIV s BT A

T T FAITLEOBRET LI =T ABEE

R AR R = < PV 1) =

1A EH SN D EME
M L7g




12.Z Dt
AR



V. JAEICEAT HIER

1.30RER (TR
Ot ¥ 5 14 /MR 14 48 BT s
OB4AFRMAM

2MEERIIHRICEHES HFE

5. $MEEXIIHRICERET EE

(RS R M M/ MR D TR B R )

51 OB RIZ THERIEDHE LN VGSE, IRAEEICMERH L EEX D
BElERT 2 L,

5.2 /s, BRARIER SO ATHILY 27 BNEnE B2 bNABEIHERTHZ L,

53 BRI A RT7A VEORFTOFERESHZIC, AFOELGR#Y) &Hl S b B
T2 Z &,

(BETBRMEM)

5.4 T17. FRIRAAR] OHONEZRI L, REIOA N LR 2+ o3 B L7z &
T, HTOHERRMEAMBEOSRT A RSB, RAIOE L2358 & K S
nNoBREFICRETHZ LY, [17.1.4-17.1.6 ]

(fRER)

MRS M/ MRGR D T SR BERD

5.1 1BVEREREME /IR PEER BRI L3 2RI, EPNAMEIC i MR, H A <o H
MY A7 OFENSHIBrESND, HILY 2708372 JERVNLE L TV D EBE TR
WL 250, HiL) A7 OFEWEBE TIIIRENSLE L 720 | RIS —KRIGE L
LCRIBREAT B A NIZE RN TOND, HBIEEN &K OVESMGE KRR I B
TH, FEAEDEE (EHN @ 34 il 34 51 (100%) . S - 125 Fil 118 4
(94.4%)) THEARRBOSRERRTI IR MR ME ML/ R PESEBERTEE & L CRIE R 2
TaA RPEHESNTWe, F7o, 5T E N ERR SR O AH 5 5B 46 51 0 i/ Mg
CEHE %R ) 12, 7 7 B R EET 15,800+8,600/nL, AAKIHE T 18,400+8,300/
pL TH 0 | HIARENERRBROME S FIERETH -T2, 20X D12, HIHERN
L OVEMEEIR B O R EBFE 1T, ZDIF & A E CTHRKRBOSEANCRIE R E AT oA
NIZ X DIEEMTONTIZ L b 6T, REDIRB A+ REETh ST, 2O X
DI BE ARG L LB IHEN K OWMESMNERRERIC B W T, 778 RBICH LT,
ARBECTEWAEDIMEN RSN, £lo, RIBEREAT B A NIRG, IR RE A
THuA RPERERDEE T, MOBENRBEINLN, ERNNOTA KT A 12
BOTIHEEEREO 1 L LT, MEORITAHERE S TV, SIEEN K OV
AMERRRBR BN T, MO EICELL T 7R REHIL LT, AFIBECTEWERD
PSR SN,
PLED Xz, KANZ, thoiaHE (RIBREAT 1A N, %) 12 THO R R
BoN WS, ITEBEMHEICHEN D 5 LB 2 b5 BE IR KRR W
T, APEDNTRENTWNWD Z ENBRE LT,
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5.2 AANT M/ MRS EDFRE K OMEH OIRAE D, Hifnd U A 7 73 @ MR ML/ )N
B VLB BB I T RS EBEAOND 2 EMBRE LT,

5.3 2024 4 11 H 22 AT, /NREMERIENE M MRS PESRBER 1685 THTER OH]
] PBIVKR SN Z LITHY, [FROBRLL OREEH 21T -7, (B : 2024
11 H eGTRY)

(BEFRMAMm)

5.4 F/AEARRMEMITELEEIC L > TPERCIBRTEDPRE S RRLT-0, AFIOHEISH
HOBRITEE L, TEAIRIC 1T, BRG] OWNAZRIM L, AR OREGNS, A%
PER O etz +oBfE L BT, RFTOBDREITA FT7A4 2T LBENHD L
FA. RE LI, [V.5.(3)2.) DEBM]

3FHERUVHEE

(1) RIER U HE DR

CEMERF R /MR D 4 R B R )
HE, RALO 1L Eo/NRIZiE, v 7rexF A GEEFHHEZ) & L THlEE
b 1pglkg NG9 5, #&GRMGAHE., m/EL, BRI U TR 58 % T
WL, H1EREN&EEGT 5, £/, &eExhG a3 11E 10pgkg &7 5,

(BERBRMEMm)
W, A, I e AT A (B HEBZ) & LTHIEER G & 10pg/kg % K%
TG 5, EERE%, BEORBIOLC TRGEZEEHEM L, 1 EK RS
T5, £z, EmPeGEIFHE 1B 20pgkg &7 5,

2) BERUVHEDHRTERLE - 1R
MR RBR S IC B W T, AOMER O EMENHER SN0, HELOHRERZHE L,
(I1'V.5.03) EPUSIERRBR ] KO [V.5.(7) =Dl DIESM)

ARERVAEICEEY 5FE

7T RERUVAEICEEYT 5T
CEMER R/ MR 14 5B )
740 AENITERZZRO L 18R ELERE/NROMAETHEN T2 Z &,

RN T ELEIpaReS

50,000/pL A 1pglkg &S 2,

HilfLo> U 27 2K F T & 260 LS/ NROME L 705 &

50,000/pL~200,000/pL 5 HEHEDZET S,

200,000/nL~400,000/nL 1pgrkg w2,

KIS 2, IREEEL . 1/ MR ELAS 200,000/uL £ Tl L7=854
400,000/puL # WA E U TRERRTO R S5-& L V 1pgkg BE L., &5%2F
B35,




7.2

7.3

7.4

ARG T, MR EET HET (D &b 4 HBICH 0 HEREYE
T/ MRE A 50,000/pL LA E) | fi MR A mIEREE T D 2 L, MR
ELTSETH 412 1 %2 BRI/ M2 ET 2 2 L,

AFNZHIMD Y 27 @ WGEITER L, f/ Mz Bk 2 B CHEH L7
Wby

BB e UCGH 1Al 10pg/kg % 4 HAREFH G L CTH, K EERHIMmY
A7 ZBRECE D LU MR I L 72 o 723561 AFIO# 521 ik
THRE, WURLEEITY Z &,

(BETRMEAM)

7.5

7.6

7.7
7.8

7.9

7.10

7 a AR Y ARG E 7 v 7 ) o CRIBEOSA ., FAlE LCH
HEHTDZ L, 7 aRARY OBl OHIE, PilfpagE s ar ) v
NEH CERWEAICERB T 2L, £72, HHHEOEBE TR CEMERT D2 &,
[17.1.5, 17.1.6 Z]

A H-BRAAREIE ONC AR EIRFICIE, 8 1 B2 BRIz EST 5 2 &,
HEMER SN TWAHATYH, 42 1 R%Z2BZICmEREEZNET D &,
AR OG- EZHRET 25610, @HE, 11 b5pngkg 7O+ 2 2 &,

[Al— &% 4 EEG G L Cbil/Maom (<L LT, mimdEgF T
T, M/ NS ARN B 5-BR AR T B 20,000/pL LA BN, i/ Mgy 10,000/
nL DL ECAFIE GBI D 100%LL EHEI) 23380 LR WGEITIE, HEEE
[ R R

AFNITREZSHRO B, 6 ELEE/NEOHBETHER T2 Z &,

LIRANY - ARER Tk

200,000/nL.~400,000/nL BT 2,

RIS 2, IRSEEL i/ MRELAS 200,000/l £ Tl L2354
WIRFANE U TR o5& L 0 & LIRS 2 1+ 5,
400,000/pL # ek, REETOBE R spg/kg LT O & &%, ML/
50,000/L £ TR LB A IR mT & [F UG8 TR 5%
LTS L,

LIFToFRZz AL L L, 3 MERRHEAUE L, Hif 24712 4~8 B LL_EFfE L
S, BET L 28, 1REREEOEEICRDY, F—HET&EHEL
2B T ENER L TH Ly,

3 MERRIDOUEFD A %

N 100,000/pLL &l
/RS (BELFIRIE TR0 72813 50,000/l 42)
NES T R 10g/dL i
I ERE 1,000/nL #4

RS 4 W 3 MECRMOUEZMER LG EITIT, 4T L ICHIZREGED

BWEEZBET DL (BGED bnglkg LT OBEIZIIMREZZET 52 L),

BRIC 3 MERBEDOWNTNNTEDFEO bNTGEITIE, HEEZBRET L2 L

(KREFTH S 72 HE T, RERTORGETHAL TS L), 282 1 EEE
14—




711 UTOREETAAZKEG LTH, 3MERHEDOWTNOUESHFED LR

TUICHET 2581203, 1 RORGRITEZLT, KEMBEZE 1 BHRGIZRET Z
&o

Hlix. AAOB S 2R IET 57l WYRAEERTTY Z &,

s VI a AR TP 7 a7 ) O CRIBIROSGE - AR G-BA
% 26 B A

- BB CHORA 070G IemBe G2 & LT 1 17] 20pg/kg % 8 i e
85 LUT-HR

(FEER)
7.1

7.2

7.3

7.4

EWN O TRPRYE ML IR PSR B R X DIRIE A R4 VR 19 28\,
BRBEEO M/ IMREBITHBICHES L T RnR, LFToOEB S, 50,000~
200,000/pL (IZFE L7,

TIRMED 50,000/pL (%, HIMER L MM Y 27 ZREECTCE 5L L EEZ LD
& KREMEFE O TRFME LRI PEERBEIR D2 B i R T A R Z A
VW TORINTWAIRRENLEE LW ROV THDL Z ENLERE LT,
£7-. ERMED 200,000/l 1%, Hi3&Mi B M EREE R A TRRD B D AAI
1P HRE O i/ MR O 28 B K OB BE L Z i/ MRS B2 mTREME 2B 8 L, /MR
BoEF#@EO ER (400,000/mL) %z % 2 LI2 X 5 s &k O ie FefiE 7 &
DIER DI B A FRICIERETE D5 L~UL & LTERTE LTz,

Z OB AEO M/, BRI OB PE SR BER R A S & LI
FHEN e OV SRR AR . EIN & ORS = Ik i G-alBRIC B W TRRE L Te b
DTHY, WTHORBRICE N THREMEICKE ZRMBEIZED S TW RV, TR
W EMNER/NNEORHEERDLOBIET LI ENRYLEEILNDLTZOKE L,

P P R L/ SRR PR SR BRI FR A 2 bR & L T2 [N K QNS R ko 1 53R L
BNT, H#1EIOMEE TR EZRIE Lz, 72, D &b 3k L TAA
OHEBEN—EICHERF S, o H CES DR SN BRE 2BV T, 4121
[B] O BERE T/ MR A2 HIE L TR Y, ORISR, il AeE 22 £ i/ Mk o
SOFEIMTRE RS Btk ERE L R 2 A EFEFROBIUIRD b hotz, Lz
WNo T, M/AMRENRET D F Tik, mBEAFE G M ERIET 2 & &
L. M/AMENZE LT=GAIcB 0T, WMIEDOBZ% 4 BI2 1R ERE LT,
AR H OIS, AFICBVLCIERD BTV,

ARANO BT & B M IMTESEINC A 5 MRE U MARFEARSE D REL Y 2 7 2 BT
BI-DICEIE LT, 7ads, IBPERRFEME M/ R MESREER B % 585 & LI IE N K
OMFAMRARIRIC 35\ C L ARSE )RR ERRIE DR BB AL, AARE L 77 &R
HOMTELRBDRNSTZ,

PR T M/ R P SR BE I FR A % 5 5 & L7z [N R ONEA M R e ¢ -3 R
BT, B R L LCHE 18 10pg/kg % 4 8RS L C b /M 20,000/
uL BT T 5 HER#H  (20,000/mL AT Tdb 525, AAOH 5T L 0 H 17 <0 H i
VA ZBHTE D EBEZLNDBEER) ICBVTIE, AFIOREZHIE LT,
4 SR A TR IR AE OO Z M MEA VI S v, 4 IR S L T B AR b
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VBRI, ARG AR IET 5L EUIRAE AT O K ) ERERET 57
OIRE LT,

7.5 R IHIEIEARIGE O FAR BRI EE 2 xt5 & U7 [E B3 R R R 0 4 51 5
5. REMGEERIBEOF AR B M AFI1T5 LT, ATG+CsA 15X 1E CsA
PIEEDFRA L CARAZ G352 LIcL 0, BRMIZERO D 5 EMEIEIE SN
HTENRINTEBY, EELL,

7.6 BEAFIRIR COVRAR 0 7o BAE R BEE MR & k15 & U 7= Mgoh J OVE RS 3 [ i R
BR 70 & DN INHRIERIBIE O AR BYEE MBH 2 x5 & U7 [ERR I [E R
Bk, 1 R oMME kS GRfEk, AiMmERE O/ 282 31E LT
T EMNBRERELRE, £, AEPHER SN TWAEAIZB W TYH, 42 1[H%H

ZICHET D2MERNDHD EB 2, HE LT,

7.7 BRI CHORA 07 AR B MEE & ki85 & U FEE LR ERRER I B W)
T, BAtAHEA 10pg/kg & UCHE 1B P52 L, 5% &0 /MRS &
O/ ER & HEREG RIS, &% 5, 10, 15, 20png/kg CHEEMELZ,
7o, WEAMEAGBRICI VT, 1, 3, 6, 10ugkg WO HETIHE 1 A5 T &5
ZERMA L. ke 551 Kk O 4% 58 T/ MRS 2465, &% 1, 3. 6, 10,
13, 16, 20pg/kg CTHHMIE L7z, WTHOREBRIZIBWNTH AN - ZoMEICKE
RREBITERD DN TN N, b 0RO f&EfEICE S AFlo&E
ﬁé%ﬁﬁfé%é@ﬁﬁ%%1@@@@#nﬁﬁfé EERRE LT,

. FERHIBIERIGE O FARBEG MBS 2355 & Lz [EER LR AR R I

Téxﬁw&ﬁﬁ&%wiz SR PNHIEIEARIE IR O AR B B E 12k L

THEEMEN VNI EE 2 | BARE CORAT 00 AR BMHE EE & AR
RIE LT,

7.8 BEFIRIE CONRA T e TR AR BIEE MLBFH & ki 5 & U 7o st K OVE BR L [R] ERRRA
Br 70 & NS IMARIERIBIE O AR BEE MUBH 2 x5 & U7z EFR I A R
BRCRE LTI/ IMRERIC X 2 Be G- B o NE, 3 MERRM (MM, ~E7/
VIREE R O EREL) OB E S W HEOEBCSUIF IEOREIZ LY | TR

DORERNZBNTHAME - ZRMEICKRERMEITR D LTV RN &b, 2
5ORBRCRRE LI R SERE L,

7.9 BETFIRIE CRORA 0 e AR B M ABH & 5t 5 & U7 Esh & OVE BE L[] AR
Br7p & N REIHIRIERIGR O BAR BRI IMBFE 2 %5 & Uz EER LR R
BRCRE L7 i/ MR ié&ﬁg@ﬁ%ﬁE\SE%ﬁﬁ(deﬁ\ﬂ%7nt
/%E&U%¢%ﬁ)@&%K%dwtm%®MHXi$¢@%E’ . W

ORERIZIB N TH AR « ZRMICKERMEITEO TR &#6 h
5 ORBR TR E LT RIS EBE LTz,

7.10 BETFIRIR COORA 0 e AR BB B H % k5 & U7 Esh K OVE BE k[ R 5t
BR 70 & DN NHRIERIGIR O AR BYEE MLBFH 2 x5 & U7 [ERR I R R
B CRRE L7 i/ s ié&%%@%%%ﬁ\BE%%%(E$Wﬁ\A%7DB
/EE&U%¢%@)@&%K%dwt%%@ﬁﬁﬂi¢i@%ﬁ’ . W

DRERIZFBNTH AR - ZaMEIC K& 22l mh&’)EﬂTD\iﬁb\:kZ))% i
D ORBR TR E LT RIS EHIE LT,



7.11

WAZ, SREEMEIRIEARTIGR O AR RYEE A 265 & U7 E BRI R AR I
kb\fﬁfﬁuﬁﬁfgﬁuﬂ?@@b)m&) LR TR, 1 RG> D RER G~ LS
FfRAIER L Ch, MEREME MR SN D ATREMEA R SN Z L BRE LT,

BEFFIRIR CROIRA 0 7 AR B IR AR 2 x5 & U 7= sk K OVEI RS 3 (R i PR 5
BRI\ T, 20pg/kg (SHY &% 4 8 LLNIZ /RO 2378 6D B v 7= g BRI 9 41,
20pglkg % 4 WMEE L THIM/ MRS RRBO R oT2b D00 4 HAE#Z T8
W LA I MR BOS 3 8 D BT BRE 1L 2 Wl T~ 7=, 7=, 20ug/kg % 8 #H[H
HE G- L7z b OO/ MR ASFED BV - o iRE 13 6 51T, 2D H 6 20pg/kg
Z 8 ARERR G L2 b D0 3 MERRRDOWTNORIGEHF88 & v ik LN 2%
Y LBmE L4 THoT, kmHETHD 20pgkg =5 L’C?B +57 7 aE i
FIEZNR RO GNRNGEE . UIHRBOETHE O b -HE1Ci, ot
e SaNvI R - d Rl 75@@13@5 EEZ, RELE,
— 7. SEIEIEERIGRE O BAR BIEE MR 2 ki 5 & U 7o E L R ARHER I
BT, 2RO DDLT, AFlZD72< L 26 Bk L TS L,
ZOFER, FHIEIEE (FEEREEL —HE) *I2ES5< CR UL PR 2 #EK LT
WeBrE OEE 1L, 531-003 B D Weekl14 Tlit 41.2%. Week27 Tl 76.5%TH ) |
£ 72 531-004 ABR D Week14 TiE 29.2%, Week27 TiX 41.7% TH -7, WLWTFho
AR TH CR XUE PR &2 K L1248 A DEIE1E Week27 D3 E < . Week14 75
Week27 2/ TN L7 2 & 0D . AAFIDO B GAkE D B4 % Wt~ 2 Wi 1 3 3 5B
Bk 26 A A2+ EnEYTHDL EE X, BIE L,
¥V .5.(3).2) WA /I E L RIBGARER (531-003 3k, 7004 #BR) 15 1% S



5. ERR AR

M EBERT—2 NNy Tr—
ORADEHERFEEM/MURDEERR. RURAOBETRIEAM

W | WROM | WBES | WREK | gk | EORIR | At | e
‘ 20000109 | 48 (32) °
(3235 9N I
20040134 30 (24) o
- 20000137A 24 o ° o
20010218 16 e °® o
. 20000137B | 21 (17) °® °® °
20050162 12 °® ° o
20030105 | 63 (42) ° °® °
1T 20030212 62 (41) ® ® (]
ITP B 20060216 34 (22) ([ ] (] o
- 20030213 313 °® ° °® o
ke
" | 20060113 44 ° ° o
20040209 235 °® °
20050123 10 Y
Z Dfh,
20060131 | 234 (157) ° °® Y
20060195 | 22 (17) o °
11 531-KR001 35 °® ° o
11/1I 531-0027%1 31 °® °® ®
AA HBE ;
II/1 531-0083%2 17 o o o
11/1I 531-0047 24 ® ° o

MEENT  HATHE M L2 Br %1 531-002 #lBk « EEILERERE (HA 24 1, #E 7 61))

%2 531-003 FHR : [EFFILFERARER (AA 9 Bl wi[E 7 1, 15 1 1)

%3 531-004 Bk : [FERSILFEIRGRRER (HA 9B, #E 15 #)
FRONPN DOFAE « HLlee FRERER CTAHI D B G- S - iR 4
® : TAflixer S BR

O/NE DI F M /MR A £ BLR
(2024 &£ 11 A BERUHE=EMN)
A RO

(ARANTADRHAFEICEESE . NEOBIPERFFEVE L MR P SR BER T 2 @ i 23 7K

WENTEERLTHD)

(2) BRERZREEER -
1. BERREI/MURDEERREE Z MR & L ERRER

1) B E 5 a8

H AR A fEEERR A 30 1] 2 PRI AHKI %2 0.3, 1.0 XL 2.0pg/kg HIalZ F#5 L 72

DEEMROBEMNZ T TR L LTz, £72, BIRENTEDENGE K OEE )71




BEta T o7, ZORR, TRTORAFEGHTHCICESTZAEFERER, ZOMoD
HEDAEFRLOCEEOAFFERIIREE T, AEFRORBEGICT T vRH
EEIEFRO LN 0T, Fe, BAREMEICH, AANCEE L T, BKMICE
WoObHEEBIBE SN ehoTc, 2O ENnD, BARANIBWTAK A HE &
TG LB, 2.0ngkg £ TORARMENHER S,
2) REZ G5 HER Y

HA NN EME ITP B3 12 62 55K 1.0, 3.0 X 6.0pg/kg 418 1 [7] T 2
Bz FHeH- L, ZREROFEIMEEZBRE Lo, 70, 2 OB/ MBS TR 5
T HRBRE (T ke i 5- TR T LT,

ZORER, TRTOMAEHCTHAEEGNBIL LN, 1ZE A EOFER TEIEE D E
EThHY, BRERMEEZ2SHDOTIHRL, 6.0ngkg £ TORRMEDMER I,

[V.5. (3) HEPISEEZRER )
[VILL. (2) FGARFER CHESR SNU7-MHFRE | OIEBM

<£% . QT/QTc MFRIZk3 558> 19
TIEHIAEENREE 1T 3510 D QT/QTe IR DIt R & M AEERVE ] O AERI FTREMEIZ BE 4 2
FRIRAOREAT (CFpk 21 47 10 A 23 HEEFEATE 1023 % 1 5) | A RT A LIS
QT/QTc FFMFRER X IFEHE L TU 7y,
ARFN TR, EAZEREE o 1 i g BRI O A RTET % TPO = FIRIZ R R
AT DB L Fo_X7'F KRG X X7 ETH Y . BB F~DORFERMEN &
KHFEPRENTZD, QT HROIERZFIEE T4 4 F v FVITIFEH L 720
LEZBND,

(3) AERIGIRFRAER

1 IRMHREEL/NMUBRDEEBREEZ IR E LIEBRRAER

(WIEREEDKRET LERE] 1519

DERGRBROVEREGEDRET L EE
E N IFERBR ORI 582 Retd 2 BT, ENE IHERREZ EiE L7, 0
fEA. 1, 3 B KU 6pglkg B /ML 50,000/pL & # 2 - #iRE OFEIGIL, £
ALEAL 25% (1614 B)) . 50% (2 fil/4 fi) 3 LTV 100% (4 #i/4 1) THERAFR
Th o7, 6pgkg FED 1 FIOMERE TR\ TIBE O M/ MR O (980,000/uL)
INFRD BT~ 6nglkg ITAEHRG8 L L TREYIE E 2 b7, £7-. 1ngkg
L 3uglkg ﬁi@xﬁm\*ﬁiﬁmm;ﬁ%%tmﬁiﬁ“é L MREE BT EE O /MR D
i (450,000/pL LA E) 138O 0> 72 b DD, 3pglkg BET LD @ R EE 0D
ERBD LN,
YL EORGEIC IS & ENENFEREROBAH &% 3ng/kg IZRE LT,

2)ME% 5 2 3ug/kg (BN MHEERREKER)



E NS AR TlE, 3png/kg ZBAMBAEIC LR, AR TIX T 7 B RBECK
L CEWW i MR Mz B 58D bz b oD, 22 filH 6 5] (27.3%) THK 5%
FH (855 S H £C) (IOREIEYE (f/MiEk 400,000/mL VL L) #8825 i FE
2R M/ IREL D EEIAZRD BTz,
IEARNDHEIREE 1ug/kg & FIEIR S 2 3ug/kg DEREREERD LLEE
EPNA O EMAHRER Cix, #PIEH G & (EWN : 3pgkg, 5t : 1nglkg) OEWNT
X0 B HBIRE R O/ MEROHERSI T 72 > TWTR, 2Ok, [F—O &%
(B EFLE R L OMARSEELE R —) ZHVWHEMEI L 2 A, HEHE 10 AL
B D i MR DO HERS X RIRE T o 72,
VEFRSEDm/NMrOHTE
o R

60 -
50 +
40
30 +
20 +
10
o -

- TEE + R

B

\ I I \ | | | | | | | I I
0 1 2 3 4 5 6 7 8 9 10 11 12 13

A IAaRE (n) 22 22 22 22 20 21 21 21 20 21 20 20 21
EAMIENER (n) 83 78 78 78 77 78 75 75 74 74 74 T 73

4)MEIFSEDERE
WA G- &% 3ng/kg L% E L2 ERIRKRRICH W T, BEHRFWITIRIEILAEL 2
BB R 72 M ER D FEIMAFRD B 2 & D ER X O ZERIEZED U A
7 wERET S 720, AFIOEN ORI G &% 1pgkg ERE L, Hx DBEED
M/MREUZIS U CARIZE BT 2 2 LR R Y ThLH EE2 b,

(REAEDERFERML] 19

[E] PN 25 TR 55 R OV PN = 0k Ao ol B oD i s FH B 1 MBS = T B & [RIARR 1
10pg/kg IZR%E L7z, ENEIFERER ClX 10pg/kg DG S TR E X\ 2o
ey, EWNESIkG B T 44 FlF 8 1 (18.2%) T 10nglkg 23 # 5 S i,
10ng/kg 235 S 7= 8 il 5 41T, 10ug/kg & 5%/ ME A 50,000/pL Lk
Lo,

—J7. 10ng/kg ¥5-# 2/ M2 50,000/pL UL E & 72 & e o 7= 3 filf 2 51T
b, AFIEEEZ L, IR RIS ERE U7/ B 20,000/l %88 2 CHY
IMUT=72, AHIOFG-Z2ike UT-, o 16 CiIin/ M Isin4, ik
HORKRFT R BUGE L2 o2 2 &b IRBREFHEZE OB E IZIEWVARA D5
ik L7,



PLE, ERNESRk SRR IS LI gRE 0 9 5| e & 10pg/kg 3531
t&khk@%%ﬁf@dﬁﬁ@ﬁmw%m WD b, £, 10pglkg #5150
etk EME L 2 5 BERAEFRORBULGRO N2 2 L b, ERNORKEH
H% 10pgkg [IZRET H Z LI, )x&-«x74/k®ﬁ£ﬂ6 R EERD

2. BATRMBMEZZNR E LI-FRRHER
@55 5 I 1HERREER (531-KR001 &) o2

1)

2)

3)

4)

5)

R T 1

Shiak ., FEEM. T & b, WATRERE bR, H &k e AR
FENE - wElE

PSES

S NI IE ARG R I OB E 2 A3 28 E NFARBEE N (AA) BF
HIHA I EREm T - 35 B, Akfc 53 - 33 B, B 5 . 18
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4) F 7RI EYE
EREEHII R E OB E 2 A4 5 B, ITP B A 72 it LIS O i
DB LTz BH

IR EWEOBEMEREG A XA IR AT 5 B

- BfiRinARSE (BMiinte - J8AedE, —EMERNE MR IE, OATEZE) LR2WrEnic
N DB, FIRMARE (SIS MARE & ORI ZERE) OBEEA L <X
BOHEE AT LEBE, UTAZ U —=1 7 BRAaEE A CHURRE A S Hu sk
ARG INTWDLEE

« A7 ) —=2 7 BLAET 12 LN 2 52 ) 72 B

5) IR 1k

B 5 H1E  ARA) 3.0pglkg £7-13 7 78R &AM 1 Bz &5

FERE « Fio—/L T M 2Y 50,000 ~ 200,000/l (CHERFS L5 & 9 FHE
R 55 10pglkg

P 12 M

JEREL—v

/g () PO I T

< 10,000 Inglkg #4

=10,000 ., < 50,000 | 2 [ALEGECAFEOIM/IMEZOE AT 1ng/kg B (20 Z L I2HH)

=50,000 . =200,000 | [A U H &%k

> 200,000, =400,000 | 2 [A##E TLEFTLO M/ MELOSAT 1png/kg WE: (2 8 2 & 12HEE)

FOHOEEERIEL, ifi/MrEDS 200,000/pL LTI T L7z

> 400,000 BEHEHIC, Ipng/kg BE LTS5 HH

6) FFAliE H
W= R
- I/ MBS (Be555 2~13 il B 0K OBLE BIZHIE L7 i MY 50,000/l
PLEWCHEINT 25 2 &) @O 6z
W & 72 BRI TE B
¢ R—= AT A NS I/ IMEERDS 20,000/pL LA SN U 72985 E OEIA
IR O KB O 4 B (55 10~13 B H) (ZHIE U7zl Mk o S i
DR—=RAF A SO
- 1/ MRE )Y 50,000/L~200,000/nL T - 7= %k
YERHmIE B
- AEFSB L OGURRE RO FBIYLERFE
T) i
) FERICEI LTk, [@Phase3 Efficacy Set & xf5: & L 7= 30D M)
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M/ MREOS 2358 HALTZ BT, AFIFET 9.5+3.3 1, 77 BT 0.2£0.4
HThHv ., KFRETHE (P<0.0001 : Wilcoxon BN FIfRE) (C @l -7,

W =2 EIEEA A H

« R—= 2T A P B I/ MRS 20,000/pl DL BRI L - 4R E O EIA
7T AREETIL, 12 B 3 41 (25.0%) THIMEEASR—Z F A 5285 20,000/pL
VLS U 72, —J5, AFIBETIZ 22 #2161 (95.5%) TIi/IMRED ~— A
T A 25 20,000/pl BL BRI L, 7T B ARRE L g L CH EIC (P<0.0001 :
Fisher O [EfEfEFERE) SIETH T,

- /RS 50,000/mL~200,000/ul T - 7= %k
B H45 2~13 3 H T/ MEE .Y 50,000/L~200,000/pL (2 H00 L 7238 Hix,
7T Y REET 0.240.4 1, AFIFET 6.3+3.2 3 (WP b FIHE (R )
L. AETHEEICEMEAZ R LT (P<0.0001 : Wilcoxon BN IR EE) .

- R OKEO 4 FE GE5E 10~13 #H) (ZHIE L7 i Mo FEE
DR—=ATA )6 DAV E
TR O s 4 AR DM/ IMRELD FRHED N— 2 T A L Inb DB, 75
T AREET 2,300+6,500/nL, AFIHET 109,700+88,500/pL (W3 4L & )M 4%
e &, AR CHEICEMEZ R L7z (P=0.0003 : ANCOVA),

W2 MR E H

- AEFESREIVRN
77 B AREEO 12 19 11 61 (91.7%) K OARFIFED 22 #ih 20 1] (90.9%) (T
HEHRGONEEL, TN 46 (33.3%) K9 H (40.9%) TILIRBRHK L
DORFEBHENDEE SN otz (KRB,
WRE L BITTEBRO P IEICE > T EFERIIRE Lo T2,

& RARBEFRAETECETLVEEER FHEH (%)
77 R (n=12) AHFE (n=22)
AERZRIEL (%) 4 (33.3) 9 (40.9)
SF 1 (8.3) 5 (22.7)
9 55 0 (0) 2 (9.1)
o fie g 0 (0) 2 (9.1)
15 R 2 (17) 1 (4.5)
B i 1 (8.3) 1 (4.5)
I 0 (0) 1 (4.5)
okt 0 (0) 1 (4.5)
T 0 (0) 1 (4.5)
FEEIWED FE 0 (0) 1 (4.5)
S, 0 (0) 1 (4.5)
DY R A e 0 (0) 1 (4.5)
TN 0 (0) 1 (4.5)
55 Y P R K] 1 (8.3) 0 (0)
w5 1 (8.3) 0 (0)




77 Rk (n=12) AHEIRE (n=22)
Rk 1 (8.3) 0 (0)
JRgER Y —7 1 (8.3) 0 (0)
JER T SR 1 (8.3) 0 (0)
g 1 (8.3) 0 (0)
R PE D F 1 (8.3) 0 (0)
- PUSHRA
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O IEFT « M EFT O ITP B3 63 5l (RFIRE 42 1, 77 & REE 21 61)
QAN T © BAEARIETTO RN ITP B3 62 5l (ORAIRE 41 4, 77 v AR 21
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3) 7o BRIk
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- B HANCHIE Lz 8 Bl /MR E O SE¥)E 23 30,000/pl BLF T, —E
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- E R R T OB A AT 5 RE
S IEEMEOEMEER O B EEEEOBEOH 5 BE
5) ik 7 1k
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e G5 : 15pglkg
Fe 50 - 24 M
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/g (ful) *oE

WG (/M 50,000/uL BN 5 % )

10,000 538 2ng/kg 15

> 10,000 . =50,000 | 2 [alHFT 50,000/uL L FOHAIC 2ng/kg Hik (2 8 = L (8 5)

> 50,000 [ Uk L. LLT Of#i—Ichie S

MR 53] (/R A 1 T 1 50,000/pL BB IZEIN#:)

=10,000 fil 1pglkg ¥ &

> 10,000 . 50,000 | 2 [AlHEFE T/ O M IMEE DS AT 1nglke HIE: (2 0 = & 12H&)

> 50,000 . =200,000 | [7 U A& %k

> 200,000, =400,000 | 2 [ TAFLO M/ MELOLAIT 1pngkg BiE (2 8 2 & I12HEE)

ZOADOEEERIEL | (/MY 200,000/pL LRI T L7

> 400,000 B HE B, pglkg i L T 57

6) A E H
W = EEEEmE B
- P/ IiOS (RAER SR L CREHIFOR%D 8 D 5 H47e< &b 6
TR O M MR EE™)  3F8 8 b IV # R E DEIG
SRR MDY 50,000/pL BA R &7 H 2 L
W =2 EIEEAm A H
. aa{ZIKODJi[L/J\*)i}iﬁE (Rt i/ Ml SOS F6 T OV—1@ M il MR BOS - (R ifi/ MR RO
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- RERED AT S LT HERE OFIE
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7) il R
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i Al AN S AL o oLV AW 41 E 28
O hEe 7
77 2 A TIEW TR ORERA IV T H Rl MOS8 B v -7
D, ARFIEETIE 42 B 16 B (38.1%) (ZFFREIML /MG BT BT
(P=0.0013 : Cochran-Mantel-Haenszel #2&) .,
OGRS T




77 R ARRETIT 21 B 1 B (4.8%) (T, AFIFETIL 41 Bl 25 1] (61.0%)
WZRRGE I MRS D3E8D 5 7= (P<0.0001 : Cochran-Mantel-Haenszel /2 E) ,

W =22 EI A IR H

- 2RO /RIS DR © T R
O kAT
77 AR TIEWTILOHEERE 1T T H 2RO M/ MBS TR D H L7875 -
Tons, ARFIFETIE 42 B 33 1] (78.6%) (22K D M/ MRS BFRD BTz
(p<0.0001 : Cochran-Mantel-Haenszel # 7€),
OMAEAR AT
77 AR 21 B 3 41 (14.3%) (. ARFIFETIL 41 B 36 1] (87.8%)
\ZEARD M/ MB350 5 1u7z (P<0.0001 : Cochran-Mantel-Haenszel
E) o

« M/MRBUSDYE88 & v 7 H1[H]
O hEA T
M/ MRESATRD BRI, 77 2 ARET 0.2+0.5 8, AFIRET 12.3£7.9
I (WT LS FEE R ERE) & AFIRECEEE IS EZ R L7z (P<0.0001 :
Cochran-Mantel-Haenszel £ iE)
QAN EAT
/MRS TR B HIEIL, 77 2 ARET 1.323.5 #, AFIRET 15.2+7.5
W (WF IS VIE R & AR CIFE I mEZ R L7z (P<0.0001 :
Cochran-Mantel-Haenszel f#7F) .

- BARFEE AT S - R OEIE
O g 7
TRBRSER G-I R P S BERIFRIE D A T SR E ST, 77 B AREE & bR L C
ARBFETHF IV, T BvARET 21 61H 12 41 (57.1%) Toh 7=kt
L. AABET 42 il 11 6 (26.2%) THY ., F v Xtk (KFIIZ 7 ER) 1%
0.278 ToHh 7= (P=0.0175 : Cochran-Mantel-Haenszel #i /&),
OMRAS AT
TRBRSER G-I R P S BERFIE D AT SR E ST, 77 B AREE L bR L C
AARFETHZ D72 7T BAFET 21 fH 1341 (61.9%) T > 7=DiTxt
L. AKAEEC 416 76] (17.1%) ToOH ., 4> Xt (KJIIZ Z78R) 1T
0.143 TH 7= (P=0.0004 : Cochran-Mantel-Haenszel 7€),

W2 VR E H

- AEFSREIRN
O a1 T
7T B ARHED 21 Bt 20 1 (95.2%) M OARAFED TN TOHPBRE 1A FHER
MFEBLL, ZNZTH] (33.3%) K23 6] (54.8%) TITIRERIK L DKIR
BIRAEE SR oTo, FEHNTIE, 77 B AREETIE T8E] . NEREMDE
il KON TESHSAC AL 234 161 (4.8%) (ZREBLLT-, AFIEETIE 56
Jh) Db < 1L (26.2%) ICHBL LTz, WWT, THdR) 237 61 (16.7%)
NEFEMED F ) KLY TS NERZ L, 461 (9.5%) FELL T,
BROPILICE S A EFRRPAFIRET 16 (2.4%) ITRI LT,

45—




QM ASEA T

772 REED 20 B 19 61 (95.0%) K OARFIREO T X TOHBRF A FHEFS:
DEBLL, ZZE 46 (20.0%) KON11 6 (26.2%) TIXIRERZE & O KR EE
RN E SN2 h o Tz, FRBNTIL, 77 BREETIE 8] kb2 < 26
(10.0%) (ZRI L., =DM [EFSA N EIm . 551 RO TR of
T EGENE 16 (5.0%) ITRBL LT, ARAIRECIE T88%) Hxb < 54
(11.9%) IZFB L7, ®WT, TBEERE] LY TEHFESAAH M) N2 h
3H (7.1%) KO 24 (4.8%) IZFBLL T,

BROPILCE S T-HAEERGN T T RET 1H (%), AFRET 24 (5%)
WZHEL LT,

S INL Y

Q) iCET) k)

B GBAtAR I r R 7 a AT AEEPURDYE & 72 o T2 88RE A3 2 1. TPO
BHURDBEME & 72 o TR S 1 BIERD DA, W OWERE & FRyiik
XMt cdh o7,

@M ARSI T

BEHBIAEZRIC, 62 61H 4 il Tr X 7 a AF AFESHURDEME T, 5 61T TPO
FEATUEDFIET 5 7223, W OERE T b PRfiilizam2 - 7=,

@Phase3 Efficacy Set Z#x R & L =F =it DFFiE 2
AFNDOHINECONT, ENAOBMARRTT v ¥ ME SN2 R TOYERE )
OAERL S 4% Phase 3 Efficacy Set %5277 &R & D HlgIZ &0 FE4l L 72,
W& AR O B 46 813 3pnglkg, AN MIAEEER OB 4 H &1 1pg/kg ThH -
7= EPNER AR BB CILI MM T L ORI T O BB xR & L= olcxt L, WSS
T AH SRR C IR 2 AT U 7 /B & R T DB & &Rl 2 Ik e LT
¥, Phase 3 Efficacy Set (Z351F 2 MAMNE AR ITZ 1 & & 0FG L CTHEFT L7,
F7o. EWNH AR OB G (12 ) 1%, WA AR OB 5340 (24
W) &R THED - 72720, WEANE TR ORI 1L, EWNSIAERBRIC S
HTCHEGH% 12BME TOT—F 2 AWz, 2B, BiBmREE% 4 B O M/ Mg
BOTF—ZIIARAE L,
1) ERNEIEREROFEFMEE
() i/ RS 3788 B V72 18 5
ENA OB TARRER T 555 2~13 I B 2/ MRS (i) 50,000/ml
PLEIZHMT 22 L) NED LN EXIR LT,
BHH 2~13 B2/ MU S DR bz lEBuL, EN T, KAI#ET
9.5+3.3 1 (LAF., “FHME AR ) . 77 BT 0.240.4 H &, AFIFET
BAEIZ (P<0.0001) &fiThoT-, Fio, I TEH, AFIRET6.843.91H,
TEARHETO5+14HE, KA CTHRETH -T2,



M/MERIGNERDH 5 f-1E% (Phase 3 Efficacy Set, FHEHZEERE)

EHAS LEER b5y IR
P<0.0001
(Wilcoxon IRETAIME &)
T + AR P<0.0001 g+ ponpe
) 95+33 @ (ANOVA)
-
12 12
?10 %10, 6.8+3.9
VLY — Fi o
B &
-3 . -3 g
B B 1
D D
A 54 M 5-
- B -
] 1 0.5+1.4
] 0.240.4 ]
0 _ [ e s B 0 _
OIS 7OAFL F5bH OZ7OAFA Ik
n=22 =12 n=83 =42

2) EMNE MR OEIXRETHEIEE

(1) _R—=A T A B I/IMEEE DS 20,000/uL LS L 7958 #E OEIA
FENA O TARGER TR 555 2~13 B H O/ MRES 1 ETHR—R T 1 >
5 20,000/pL LA B3N U 7= kB E o BIS L. BN T, AFIRET 22 #ilT 21 4
(95.5%) . 77 REET 12 B 3 5] (25.0%) &, AFIRETHEIZ (P<0.0001)
EEThH -7, Eo, WA TH, AFIFET 83 #ilH 74 B (89.2%). 77 & AREE
T 42 10 1] (28.8%) &, AAIBECTHETH -T2,

(2) H& 555 10~13 ¥ B IZHIE L 72 i/ IMRE D SERHE DR — R T A b DZE L&
[E N4 O 55 TLAHGRBR CH 555 10~138 i B IZHIE L 7= i/ MRER O S5 E o~ —
ATA LD bR, ENTIE, AFIEET 109,700+88,500/nL (LT, -
PIE Y ZE) . 7T B AREET 2,30046,500/pl &, AFIRECTEMTH o 72,
£/, WS TH . AFIRET 81,800+68,600/pL, 77 EAREET 8,500+28,500/uL
L. AFIBECEMB TH T,

(3) i/ MRELAY 50,00~200,000/pL T - 7= i %k
[EIPN A 0 565 THAR R BR Cifi M2y 50,000/pL LA 200,000/mL LA K T - 72
ik, ENTIE, AFBET6.3+3.2 0 (LT, FIMEERERZ) . 77 2 AREE
T0.2£0.4 &, AFFETHEIC (P<0.0001) BETH-7=, £z, #EIT
H, AAIRET6.03.8 8, YT HAREETO05:1.2E, AABETEMTH 7=,

(4) BABIRIE ZAT - T BRE OFIE
[E A O 5 A FRBR CRUBRIE 21T > B ix, BN ik, AFIRET 22
Bt 26 (9.1%), 77 BARRET 12 41% 2 61 (16.7%) &, WL HITDHT
HO., HREOEGICHEREREZTRD b o7z (P=0.6015), S TIE
AFIBET 83 Bl 13 B (15.7%). 77 & AREET 42 il 22 ] (52.4%) &
AFEEE LR TT T ERBETEMTH Y . FHIRERE S BICENICHETEET
HoT,

3) ZDhDETEIER

(1) M/ IR B350 8D B N T- 9Bk 5 D EIE



ENA O AR T 5.5 2~13 1 B M/ MRS58 & 7= gk O E
Al BT, AFRET 22 9 21 61 (95.5%) . 77 B AREET 12 #i 2 4
(16.7%) &, AABECTEMCTH 7=, £7-, I TH ., ARFIRET 83 #il 73
(88.0%) ., 7 BARFET 424 7 4] (16.7%) &, AAFETHEETH -7,
SRS+ #6555 2~13 ## B O fi/ME2Y 50,000/pL LA EI28E8n42% = &

m/MrRREDERD b -#HEREDE|IE (Phase 3 Efficacy Set)

B P55 I HHRARR oty ANk
95.5%
(%) (%) 88.0%
100 — (21/22) 100 (73/83)
80 | " 80 |
§ 80 2 60
: :
Bao 16.7% 407 16.7%
i (2/12) i (7/42)
20 20
0-! 0-
OXFORFL Tttt OX7ORFL TSt

(2) /MRS A3F8 8 B3 % FTOHIRH
M/ MRBOGAZE S B0 £ TOMM (PRl X, ENOARFRECREG% 18
H., B OAFIBECTRESR SHEA ThoTo, B, ERNIDO T T 2ARRETIE,
M/ NS 388D B VTR 23 224 12 il 2 651 (16.7%) . 42 il 7 4]
(16.7%) EWT I 50%ICENZE LR ool OHEERFETH - 72,

M/MMRRENEESD 5h % E TOHRB D Kaplan-Meier 70y ~

1.0 4
0.0 - H O37O0AFLAR PERSE: 1pe/ke)
0.8 - W F5uAw
0.7 -
c 06
2 05
EOA—
90.3—
o 02+
0.1
0.0 - —
FSEAE () 42 42 42 42 40 39 38 38 37 38 3\ 35 35
DI7ORFAE(M 83 83 68 43 27 23 20 17 16 13 12 11 11
[ [ [ [ [ [ [ [ [ [ [ [ 1
0 1 2 3 4 5 6 7 8 9 10 11 12 ;&m
2) BB -
O E AN R Ak fatER 1720
1) RERT A v
RMIRkGE 54— 7 B
2)xf G

ENTHEhE L 7= OARA ORERIZSIN L 72k A ITP B35 44 5



3) TR ILE
- LIRS TITP 245 & L CHARTHEN L - AAIERRER ) 25T LIZEE
« A7 U —= 2 ZHIRNCHIE U7 M RS 50,000/l A 0 g
4) T 7R
« LRTOARFIOIEERTE T LARRIZ B B i 52 5 OoTh @h e e IS I 0 %6 R & 0F
FE ST R I R 2R B LS 2 DT fR
« UHTOAFIOIER TOFERBRAE T, v 78 2F A5x4 2 R RPrRssHE L
TR
5) BRIk 71k
B 50705 - ARKNE 1 Bz 5
WEIE G- & - AlaBROER M M I i MRES N — R T A 7B 20,000/mL UL
B CRRIRIE S 4 BRNIEIFRS) LB 1TaiaBRic B 1) DRk
METHSZEGT 5, AR TORKEGEND 12 282 T
AARBR OB Gk S N TR F 7 I ZATRRBR OO VAR AR P 2 i/ MRS
1A= T A )35 20,000/l LLESEIN L 72 0o 7= 47 BR 41X
3pg/kg T 5 BT 5,
FEFRE « RE/L— /L T/ LAY 50,000~200,000/pL (ZHER S5 X o 0
w5 10pg/kg
ok JEYE © 10pg/kg A4 G- LTI b b B9, 4 [mlH: T/ M)y 20,000/l
LUF WS Climirz ik L <, #BlssEidsr2 &L,

JERfL—

(1) 20084E1 A 31 HET

i/ (/plL) st s
<10,000 2nglkg Vi (FIH Y )
> 10,000 , =50,000 | 2 [Al#f5E CTAFEOM/IMEROYEIZ 2nglkg H R (2 3 Z & 121 )
> 50,000 . =200,000 ig%ig%ﬁﬂi’%@#u%f Ipg/kg L CTH LWy, 22 &I
> 200,000, =400,000 | 2 [E#HGECAFEO M/ MRELOS A 1pg/kg i (208 2 & (0

ZDOHOEGERIE L, /A 200,000/ul LLFIIK T L7z

> 400,000 BEHUERIC, nglkg Wk LCH 5 I

(2) 20084F2 H 1 HLIKE




/g (ful) xR

< 10,000 Ing/kg & (&)

=10,000 ., < 50,000 | 2 [ELE#RECA RO M/ IMEROE AT 1nglkg HR (2 Z & I2H &)

Al U R 2 ik, ek, TRBRIEREANSE OHIWT T 1ng/kg # L
250,000 , =200,000 | TH LW, ABRZEHEEAEL TIbay (Dadid 2@
(XA CH R Z k9 %) o

> 200,000, =400,000 | 2 [EE#G CAETLO M AMEE DA 1nglkg W& (2 2 & (2 E

D HOEEEZRFE L, (v IMEDY 200,000/l LUFITET L7
BHHUERIZ, 1pg/kg B L TR 575

* o o> ITP FRIEDBRAA £ 7213 5 K o TV IMEEANEN U 728513, v M 200,000/pL
DITFIIET L72BRC, RCHETAAlORGZ2HETLZ L L LT,

6) AT H
W =
- HEFES (WRRAEO Bhxate) OFBYERELK
W = 7R F KRG EE H
s MRS (=2 T A MR D 2 {5753 50,000/pl BL EI 0, ~—
AT A MIENIARRER OFHZ SN LT B TOR—2F7 4 EEH WD)
DFRD B AT HeBRE DEIE
c AT ) —= U P EROMH ITP EE RIBREAT oA R, 7THFF
TV EFL T A ORO#E) BT SILCOAHERE 2 5HT, Zh
b OFEEE P IEE XM EATRETH - - BRE OF S
7) i R
W=
- AEFES ERBEEOREEB L Gie) ORBIPERF I
AR Tl 44 17 40 1511 (90.9%) ITHEFEZRNFHELL, £D 55 25 4 (56.8%)
TR L OREBERNEE SN Lotz (RBM), HEICEST-HEHR
GUIRBLL 2o Tz, ZOMOEELAEFEFLRIL6 6] (18.6%) IZRELLED
DO, WTIHIRBRIKE OREBERITIEE Sz, o, IBROFILIZE ST
HEFERLRI L2 o T,

> 400,000*




* HARBEBEPEE TS RVAHFFES

RBEE (%)
(n=44) FHEE (%)
(n=44)
AEFEZRFEIEK 25 (56.9)

BV 13 (29.5) D T BR AN 1 (2.3)
sV 5 (11.4) 1EFTH 1 (2.3)
HHEW 4 (9.1) B i MR AR 1 (2.3)
[ElAME D F 3 (6.8) f T 1 (2.3)
B iR 2 (4.5) i R M 1 (2.3)
1 R A 2 (4.5) RIMEIE 1 (2.3)
L 2 (4.5) Vu g 1 (2.3)
JEFL A PR 1 (2.3) Eufes 1 (2.3)
FIPypE 1 (2.3) RIRTEER A2 1 (2.3)
B B R 4% 1 (2.3) FEEN 1 (2.3)
T2z 1 (2.3) W T A2 1 (2.3)

W AR FREEA 2R H

o M/ NG DS 38D B 7= BB 4%
AFNINBEEH ST E 44 BT 42 B (95.5%. 95% (5 4EH X[ : 84.5~
99.4%) T/ IMIEEAZED BTz, ZD 95 41 1] (93.2%) K X 36 5] (81.8%)
T/ MRELAY 100,000 KO8 150,000/l LLEIZHIN L7=, 7235, 13 1] (29.5%)
TIE i/ MR AY 400,000/ BLEIZEIIN L 72,

- OFH ITP SRIED R UE I ATRE T & - 7= #iBR
AIRBRBAAAIF X, WBRE 44 B 24 1 (54.5%) M3 OFA ITP Wik %2 %17,
19 5 (43.2%) 1% 1FEHE, 541 (11.4%) 1% 2 FE ORI Z 521 Tz, KAl
B 5-BAtA. 11 6 (45.8%) TIL 25%HE S, D5 H 74 (29.2%) T
I 50% B E SN, F7=. 561 (20.8%) TILHEAH ITP #EiEITH1E iz,

(5) BE - IRAERIGHER

(6) ‘BmMEA :

1) ERARERE (—REARGAE. HECRARGEHRAE. ERARELERRE). 8E
RFERT —FA—RAFE. BERTERERSBRONS !



(IEMER R/ MR D 1 B
HERTRATFOME =
(FEEARERZEOME)

BECARERE (RAERICEYT S5HE)

AHNOMEERE T TO 1) REOREWER OB, 2) BIVERZFEARBL O
. 3) ZEMROHNECHEL KITT LB 2 N0 EEROLE, 4)
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MK-CFC Hiskzm=—#%E L, EC, Z#H M L7,
t b MK-CFC fi3kan=—¥u%, v 710 2xF LKL MGDF 2k} U EKRFAIC
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¢ 5wl 467 + 21 479 + 21
1% 2 H 479 + 46 394 + 59
K54 4 A 570 + 33 522 + 27
B hit% 6 H 814 + 101 829 + 46
#5148 H 900 + 202 842 + 240
#5110 H 935 + 153 849 + 63
Bh1% 13 A 832 + 152 696 + 44
51 16 H 640 £ 121 479 + 30
51 20 A 390 + 19 400 + 64

PME EARER S, n=3
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1,000 K- @ Il WS-y PR / 1,000
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G- Lic b 2onr I 7 n AF LOMIEHIREHER LK DG H YR N T 2 — 2 T2
ToEEH Thoi,
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BNIEEFREM/MUBDEEREEICRERTHRELIZEZDHEREZ LD
A JORFLOMBERREHTS

(pg/mL)
1000
g —e—5ug/kg
—&—:6ug/kg
—A—7ug/ke
—o—:7ug/kg
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- T - T T 1
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HARNDOBEAARIE CRIRA 372 AR R AR (8 1) (ZAHA 10ng/kg % HilA]

X3 18] 4 HERAER FRE L L T oMiEhREHE 2R Lo, EyEiie 7

A=ZIFLUTOLEY ThoT,
HEXIEREERS LZEEZOOI TOXFLOMBETREEHTS

(pg/mL)
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-
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FEHRERE. n=8
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BAADBEFEABRCHRESA A LEBAETREBHENEE ICHAIXIIRERETRELIZEEZD
O JOXRFLQOMBEREYEIRE/ NS A —4

&’ﬂ_‘-% tmax Cmax AUCO*IGB t1/2 VZ/F* CL/F
(pg/kg) (h) (pg/mL) (pg+h/mL) (h) (mL/kg) (mL/h/kg)
" 16.3 7,080 372,000 s " .
EATIE 10 112.8 4,020 £968,000 70.6+20.5 4060+2480 40.1+24.4
16.4 5,810 305,000
4 # s 5
%R E 10 1197 13310 £175,000 108.5+32.6 | 7290+4910 51.4+42.8
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(3) hEL -
MU ERR L
4)B=E - GtAEDOZE .

MR L

2 BYEE TR /NT A —5 Y

(1) FRT 733

HAERRMREMEE 2GR e Ui, —RBIIGERRZFED 2 22 "= A hET VA

VN R R A B R
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(5) P TETE -
V/F*! (mL/kg) : 1610 ({E{ANZE) 52.9%)
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(6) Z0Ats -
LB L

3BERA REaL—3Y) fEIFY

(1) A
HAERRMRE MBS 25 Ui, —RBIIGERZMHED 2 22 /3= A hETVEH
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HEME Sprague-Dawley %7 » b (FIEI#G-KAER 7 H) 12, 10, 30 % 100pg/kg &
AAN YR 7, 9, 11, 13, 15, 17T KON 19 HEICKE TG L, HR7TXON19 HE (%
HIERE L 3 VL) ORHAMIE, MGk OEKRE 2 ELISA ([ THIE L7,

Ji Y T H O ASH DY FE VI RHAR M FIREE DR 50% T b . AKID—EBIL Fe-Rn & 41
T5EHESNDLIHECHELBIRT L EEZx 6N, £2, BHMELKORRMEFICE
175 AUC KO Cppp 1 EWT AL G- B O 395 eBIBIFR LA EIZHI L7z, 2FK
HORFN O FEIXERMZEN K E <. 4E4E 19 B BI2BIT 2 BHAMIE H O ARAEE O
Cou (KT B 2K ORKEED C,,, DEIEIT 11~44%ThH > 7=,

i ~DBITH
P - L 2

(3

~

(4) BER~NDFATIE -
VIL5. (5) £ DOMAE~DOBATIE] 22

(5) Z DDA/~ DFEITHE

<HBE.:T7v >

MM Sprague-Dawley 27 ~ b (& 5K 6~9 ifllilis) (2. PI-1EERIA % 300pg/kg Hlal
FRURAN B L. #5830 47, 12, 72 KON 168 W] (BHIE R 2 2 I8) (ZH 1) D Ak
HTRBIR EE 2 E Lz, 7eds. HURMRA~D 25T DR RE e A 2 0l 2720, &5
T2RERAT LD, 7 v MIZ 20mmol/L S ik FU 7 A& Gie/KE HHERIE-, B
[l FFIRN I G-1% 30 43 DU RBIREE X, FURIRZ RV T TR b Em <. W T,
ApavEm Sy, BN, BRE. R, PR, R, IVEROIRICEWEEZ R L, ofEkIC b
JREFRIZ A LTz, B REIR EEIX T X C MR T 5-1% 30 7005 12 R oIz i
EICE L%, oY Lz, W oML 5% 168 FFfiC W\ CTHlfkS I
BT DA REORTF IR o7z, 2B, MO L - & bikd oz, Fiz,
TCA Ry 1 BRI TR RE D 83.6~94.8% TH V. Mgt L=k (fig.
fidk, BN, FFRE, DB OWRER) (CAEET DB BED K 1T BTHERR AR DO AR ZE R
XEDTEDTHD I EDRBENT,



T v MO PT-ARRR R 2 BRI IR 4 5 U 7 1% ORI U RE TR L

PP TR BEE E (ng 2T AZ5% 4 4H24/g or mL)
30 % 12 I 72 ] 168 FFfi]

Il 780 195 60.4 22.5
e 141 290 91.2 21.3
1k 2860 1120 222 71.6
B ORBEE) 245 94.3 33.4 14.1
HHECRBR ) 1160 388 83.9 30.7
% 50.7 22.1 4.5 1.98
R e P 8 2580 512 284 48.2
RER 68.5 79.4 18.9 9.81
HE R (ZEFH 28) 51.3 83.5 28.8 8.3

DR 419 242 48.1 22.1
5 ik 1380 646 150 80.9
K 110 417 44.5 20

JIFl 1140 347 62.1 30.2
Jiiti 758 431 84.6 41.5
U >3 (5 E) 251 257 50.1 16.4
RION ) 45.6 70.6 22.6 8.73
IR B 778 397 76.5 30

[N 151 139 31.7 13.3
EE A i 167 146 50.6 19.3
1.9 5100 1910 379 152
B2 i (T558) 90.5 225 72.8 27.4
/NI 250 205 27.6 16.3
JIEL i 880 362 66.7 43.8
H 156 213 44 21.7
g fi 67.3 102 25 7.02
R 7710 150 96.2 49.5
T 171 376 95.2 38.4
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7 v M BT-AEIK 300png/kg & HEIFRNEL G- L, JRP L OEF B ZIE LTz, Z0
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MMkt CRAMMEBHFIEAR) . 2 (Rifnek, AmERE O/ MR K ORER IR M
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IR A AN IEF #PH A 2 5 & MARE T AR ZERRSE D U A 7 3095w REME
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T, PUBEE A ST Hin A & 6 o9 R E TAAOR GH k%, TICE
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(FEER)
1EVERFFENE ML/ IR A PESRBERT B 2 R & LT BN M OVBS M ERR RRBR . RN B
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BlfER
WROBEWER D BN D Z LR D DT, BEZ H3IATV., REDPRO bNIGE
(I3 G2 PR 5 7 R R AEEZIT O Z &,

(1) EXREIER & HEK -

1.1 EX%EEIER

11.1.1 MAIE - MAEERRGET
JiZERRIE (0.8%) . MEFEARMARAE (0.8%) ., CMHFEZE (0.6%). IMietE
FlR%E (0.56%) ERbH LN LN D, [8.4 B
) FEBUSHEE L, B PR M L IR B MR SR B D W) [E K GRIRE & C D AR

BRizHS<,

1112 BRLFV ) EE (1.6%)
BREL T 27V VBARRDLND I ERH Y BN D 5 i d AlhE
PR ® 5, MERROTERERE LBk 258 -6 1%, AFlo# L %4
ET52 L, 7o, BHCREBOMGED T2 DB B4R - Frke %o L%
EETH L, [8.3 5]

11.1.3 Wi (BEEARH)
AFlOEGHIEBICHMEZAET S Z E0n3H 5, [8.2, 9.1.2 5]

(fRER)

1.1 B VERRRE M (i R ME SR B B & %P5 & U 7 [EN & DA ER R BRI 2 35
VNT L AR SE SR i AR FE AR IS B T S A AR, AKIEE 6563 5 39 il
(6.0%) 12 69 138D B, [KIFEBIRNEE TE WA ERES IE N IR RR
IZBWTROD bR >Teb DD, WARKRERIZIBWT 19 61 (2.9%) 1
2T B LT, ZDH b, FEBEFREGE CERWEERAHEFLGIL 20 14
T, ZOWNFIL TEEFIRMARE] LY TIiZERNAE ] 234 5 4, DO
DS AR THARSE] . TR 38 E) . RIS 28k . TPIRIARAE ). TRER
AR mARSE | e Y TERARIMARSE | 234 11T, ECICE T HFEFEHFGL [
tEZE)] 11 CTh oo, —MRICM/IMREDS IEF #iPH o EFR (400,000/pL) %
Mz 25 & MARTE X IXMARFERRIED ) A7 BRKT L ENBETERNT &
Fio. AKAEE ORFEIRDEE T E o0 fARAE T AR ZE R E I BE 3 5
EELOTID ) HLEERAERERIT 0 HRESN TR, BCICESTH
EHEON 1 HREINLTNDI I ENHRE LT,
2B, AR CORA 0B AR B MAF 255 & Lizis kO
BRI EER R RBR IRV T, MARERIEICEET 2 A EFROBIITBO L
TV, SR RIERIGE O AR R MAFH 2 x5 & Uz [ERR I R
PREABR CIE, AR ZEE 12 BE 3 2 BIPE I 41 il 2 Bl (4.9%) I8 5
. NaRIE TR OARFEZE ] KON THNFEZE ] N4 1Bl CTh o7y, Wihb
AFE ORBEEHMRIITE SN TS [IVIL5.] DOESM]

<JBFC : 2024 & 11 HS&GTRE>
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11.1.3

2024 £ 11 A 22 AAFT, /NREBHEREFE M OB PEERBER IS 2 THE
J OV R AEMER SN Z L ITfE, fFEROBRE R O 21T > 7=,
P P R M L SRR PR SR BE R R A b B & U T [N K OIS ER R AR I 35
W, BT 7 U AT, RFIEE 653 Bl 12 1] (1.8%) 123 b AL,
WFRLIESNERRBR CTORIATH 72, TDOIH 116 (1.7%) TIEAH
EOREBMRITIEE SN -, 2D H, BEEREEERIISITHY .
%@WﬁuT%%%%Jﬁ7ﬁaF%%ﬁ%ﬁjﬁ1#f%okoik 7w
k& W FERRR BRI B W TR Tl d 223, B LR b T
WHZEMBERE LT,

Fio, EMHRIERIGREOBAERREG M EF 255 L Uz EEEER

V. MG F‘%V?ﬂj/ﬁﬁfJ&UFV%7)/WMJ@ﬁ£$%ﬂ%1
Bl (2.4%) IZROOLNTZ, ZOH2H TLF 7 U 8N GEERE) IIAKE D
KRR NG E TE 20 &y Sz, RIERZSEUEE L, BRI
BB PSR B B 2kt e & LT BRI & . AR EE 2 55 &
U 7z B IR AR DG R B W CHREBL L-RIERIC RS EH Lz, [[VIL5.) @
2]

ARFN T M IR FE AL 2 U S8 2 AT 505, A PRI L/ N P 28 B
P BB 1T L RAEE AN TTHE L T B 720, ARG F Ik X v /Mo
WIS BN FAEIND Z ENDERE LTz,

USSN %ﬁ%%f%%?+\EEETE%EE$%%ﬁ%&Lt@%&UE
BRAL[RI G AR ERBR 12 3BT /MR OFBLUTFR D Hi Ty, E70,
BRICEERIR BRI IV T, Al & ORRBFENEE TE AWV HIMBEEDHH
TN 3B 16 (8.2%) (25D HALTH, HEG-H LR O I/ M S
I ORBUIFE D LI TWR, SR EARTGR O B AN BRI A
Xt & Uz EER SRR ERBR IO X, T/ ) 1334 (7.3%) .
HIMIC BE T 2 A EFELRIL 144 (34.1%) ([ZERO LN, WFhoESE
AHIE ORBEERITIEE SN TN D, [IVIL5.], [VIL6.(1)] DIEEH]
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FRgE & R, %O FEIE FBJE, BRRHm, &5
[ FEMER S, Sk, %
fk e HE
Bk R BEERE. A, DU | B, A EASRIOIE. A%
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T4 TV DEA~v—
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(FEER)
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SEBEERAERMER VBERREEREE &
AHNDOERNAOERRRBRIZ B 2RIER (FARAER T 2 5Te) X, TiLo@Eh ThH D,
O SR R M/ MR A 14 K BER

OHRFERETOERN - BIERRER

e = HEERFE CTOEMN - EIERREER
G EMER KRR s R &
22 A PERIA 5 S 4514 46 607 653
RIEMBEBUEGIE (%) 29 (63.0) 296 (48.8) 325 (49.8)
FEBFE 66 854 920
- = SEBBI (%) o
7% BEMERA4% E—— o—— & & (%)
MEH LV VIREE 0 39(6.4) 39(6.0)
2 ifn. 0 5(0.8) 5(0.8)
FRAEAR R I 0 1(0.2) 1(0.2)
BRI E 0 1(0.2) 1(0.2)
R 0 10(1.6) 10(1.5)
SERTERIR i 0 1(0.2) 1(0.2)
B, 0 1(0.2) 1(0.2)
R AL SRR PSR B 0 2(0.3) 2(0.3)
4 Bk 0 2(0.3) 2(0.3)
1 BRIE A E 0 1(0.2) 1(0.2)
B TP BRI S 0 2(0.3) 2(0.3)
JIoR 0 2(0.3) 2(0.3)
MV g 0 8(1.3) 8(1.2)
I/ IR i 0 7(1.2) 7(1.1)
DEREE 1(2.2) 10(1.6) 11(1.7)
RLE B LE 0 2(0.3) 2(0.3)
9 o P4 0 1(0.2) 1(0.2)
Do B 0 1(0.2) 1(0.2)
DT ZE 0 4(0.7) 4(0.6)
B 1(2.2) 2(0.3) 3(0.5)
Bk 0 1(0.2) 1(0.2)
EB S UREBEE 3(6.5) 7(1.2) 10(1.5)
[mlfiEyE D F 3(6.5) 5(0.8) 8(1.2)
RITRE R 0 2(0.3) 2(0.3)
ERpEE 1(2.2) 15(2.5) 16(2.5)
Eais 0 1(0.2) 1(0.2)
]! 0 1(0.2) 1(0.2)
FIPIRE 1(2.2) 0 1(0.2)




RBEGIE (%)

7% BElMERA4% e —, g & & (%)
FE B 1. 0 1(0.2) 1(0.2)
IROfEE 0 2(0.3) 2(0.3)
AR il 0 1(0.2) 1(0.2)
IR 5 FEAE 0 1(0.2) 1(0.2)
RN 0 2(0.3) 2(0.3)
B4R PR 0 1(0.2) 1(0.2)
W 0 1(0.2) 1(0.2)
JEHUE 0 1(0.2) 1(0.2)
PRI A 0 1(0.2) 1(0.2)
FLIRIE AT 0 1(0.2) 1(0.2)
T 0 1(0.2) 1(0.2)
Bk 0 2(0.3) 2(0.3)
BaEE 3(6.5) 62(10.2) 65(10.0)
T A R J 1(2.2) 4(0.7) 5(0.8)
[i-201) 0 11(1.8) 11(1.7)
REERIE 0 4(0.7) 4(0.6)
PR 0 1(0.2) 1(0.2)
fEfi 0 3(0.5) 3(0.5)
T 1(2.2) 12(2.0) 13(2.0)
H Pz 0 1(0.2) 1(0.2)
LR R 0 4(0.7) 4(0.6)
W i 0 1(0.2) 1(0.2)
TR R R AR 0 1(0.2) 1(0.2)
7 PA] H i, 0 1(0.2) 1(0.2)
I AEH 0 1(0.2) 1(0.2)
3 i 0 1(0.2) 1(0.2)
O PEPN H 0 2(0.3) 2(0.3)
LTI 3(6.5) 25(4.1) 28(4.3)
H O FEIA, 0 1(0.2) 1(0.2)
TEL 5 . 0 1(0.2) 1(0.2)
LyFr s 0 1(0.2) 1(0.2)
BIAPS 0 1(0.2) 1(0.2)
UNEN 0 1(0.2) 1(0.2)
A 0 6(1.0) 6(0.9)
£ HBEEL L UREHAHkRE 11(23.9) 117(19.3) 128(19.6)
T IIE 0 8(1.3) 8(1.2)
F T AN R 0 2(0.3) 2(0.3)
s 1(2.2) 2(0.3) 3(0.5)
GRS 0 8(1.3) 8(1.2)




RBEGIE (%)

7% BElMERA4% e —, g & & (%)
ERESEi 0 1(0.2) 1(0.2)
57 3(6.5) 48(7.9) 51(7.8)
L 0 1(0.2) 1(0.2)
7 0 2(0.3) 2(0.3)
Bk 0 2(0.3) 2(0.3)
O O K 0 1(0.2) 1(0.2)
A B PR 0 1(0.2) 1(0.2)
A T o PRRIR 0 10(1.6) 10(1.5)
TESHBALALBE 0 3(0.5) 3(0.5)
TSR AL L 0 14(2.3) 14(2.1)
TEESFRAL H if 0 2(0.3) 2(0.3)
RGBT 0 4(0.7) 4(0.6)
TESHBALZ SR 0 16(2.6) 16(2.5)
TR 2 0 2(0.3) 2(0.3)
TEEHBAL SRS 0 3(0.5) 3(0.5)
TSRO AR 0 4(0.7) 4(0.6)
Sl 0 1(0.2) 1(0.2)
1B & 6(13.0) 5(0.8) 11(1.7)
e 0 1(0.2) 1(0.2)
KMV 1(2.2) 13(2.1) 14(2.1)
FE I 0 12(2.0) 12(1.8)
FEN 1(2.2) 12(2.0) 13(2.0)
FFREEREE 0 2(0.3) 2(0.3)
A 0 1(0.2) 1(0.2)
FH AR ifn A2 g7 0 1(0.2) 1(0.2)
RBEES L UFERE 0 13(2.1) 13(2.0)
KR 0 1(0.2) 1(0.2)
WA e 0 1(0.2) 1(0.2)
A 7T 0 3(0.5) 3(0.5)
TRFE S 0 1(0.2) 1(0.2)
SHATE S 0 4(0.7) 4(0.6)
WHEH 7% 0 1(0.2) 1(0.2)
RIS 0 1(0.2) 1(0.2)
LR i e # AR 2% 0 1(0.2) 1(0.2)
ERGE R 0 1(0.2) 1(0.2)
BE. PESJUVLBEHE 0 10(1.6) 10(1.5)
P4 0 9(1.5) 9(1.4)
B4 0 1(0.2) 1(0.2)
ERPRARE 1(2.2) 20(3.3) 21(3.2)




RBEGIE (%)

VAY = () 0,
248 BIER% —— prp———— & & (%)
225 vt D77 0 1(0.2) 100.2)
;i;ffgi{.&%? S/ hTe 0 100.2) 100.2)
Mz L7 =8 0 2(0.3) 2(0.3)
I LA K SR RESR N 0 1(0.2) 1(0.2)
I E 5 0 2(0.3) 2(0.3)
RE E5- 0 1(0.2) 1(0.2)
DX 0 1(0.2) 1(0.2)
L ERERE O IN 1(2.2) 0 1(0.2)
WS iEE=Epill 0 1(0.2) 1(0.2)
DA 0 1(0.2) 1(0.2)
TSR 5 0 1(0.2) 1(0.2)
FAZERHE N 0 1(0.2) 1(0.2)
ML N 0 1(0.2) 1(0.2)
1 NREE N 0 3(0.5) 3(0.5)
PR HVEE F B 0 1(0.2) 1(0.2)
ik Ui 0 1(0.2) 1(0.2)
kAR = 0 1(0.2) 1(0.2)
R 0 3(0.5) 3(0.5)
RN 0 2(0.3) 2(0.3)
REBBLUREES 0 14(2.3) 14(2.1)
7V 3 — LA 0 1(0.2) 1(0.2)
BRI 0 7(1.2) 7(1.1)
FBRIRGE 0 4(0.7) 4(0.6)
.7k 0 1(0.2) 1(0.2)
i ) 0 1(0.2) 1(0.2)
e DRI I 0 1(0.2) 1(0.2)
KB U v L fE 0 2(0.3) 2(0.3)
BERRS L UEEHEBES 15(32.6) 101(16.6) 116(17.8)
ESIEpLA 4(8.7) 37(6.1) 41(6.3)
ESIIPN 0 1(0.2) 1(0.2)
I 5(10.9) 6(1.0) 11(1.7)
e 0 6(1.0) 6(0.9)
34 0 2(0.3) 2(0.3)
RAH R 1(2.2) 0 1(0.2)
DU A e 1(2.2) 0(0.0) 1(0.2)
FEEH PR T 0 1(0.2) 1(0.2)
pE 0 13(2.1) 13(2.0)
i B OR 1(2.2) 1(0.2) 2(0.3)




RBEGIE (%)

VAY = [ 0,

248 BIER% —— prp———— & & (%)
s e 0 1(0.2) 1(0.2)
GPAKISES 1(2.2) 4(0.7) 5(0.8)
i A R 1(2.2) 4(0.7) 5(0.8)
i A& IR 0 11(1.8) 11(1.7)
53 R AR [ 2(4.3) 1(0.2) 3(0.5)
1 PR 0 27(4.4) 27(4.1)
I F8F— 0 1(0.2) 1(0.2)
FHHIE 0 1(0.2) 1(0.2)
BRI 0 1(0.2) 1(0.2)
utlisara 2(4.3) 15(2.5) 17(2.6)
JideSeA 0 1(0.2) 1(0.2)
i el D S 12.2) 2(0.3) 3(0.5)
E2 kg L 0 1(0.2) 1(0.2)
BB AR 0 1(0.2) 1(0.2)
W R HT AR 1(2.2) 0 1(0.2)

MREREE 17(37.0) 132(21.7) 149(22.8)
= 0 1(0.2) 1(0.2)
AR R 0 1(0.2) 1(0.2)
i . A AR 0 1(0.2) 1(0.2)
R 0 1(0.2) 1(0.2)
FEMED F 1(2.2) 15(2.5) 16(2.5)
TR L 0 3(0.5) 3(0.5)

ﬁEF 17(37.0) 95(15.7) 112(17.2)
4 PR 0 1(0.2) 1(0.2)
RIS 0 6(1.0) 6(0.9)
%ﬁﬁa& 0 1(0.2) 1(0.2)
HE R 0 5(0.8) 5(0.8)
JT R 0 5(0.8) 5(0.8)
K= 2 —m F— 0 4(0.7) 4(0.6)
BEIRC 0 14(2.3) 14(2.1)
MRS BRI 0 1(0.2) 1(0.2)
TR R AR SE 0 1(0.2) 1(0.2)
R 0 1(0.2) 1(0.2)
EEES 0 17(2.8) 17(2.6)
BN 2 0 1(0.2) 1(0.2)
o5 SRSy 0 1(0.2) 1(0.2)
oReY 0 4(0.7) 4(0.6)
T B 0 1(0.2) 1(0.2)
AHRE 0 10(1.6) 10(1.5)

86—




RBEGIE (%)

248 EMER4% —— prp———— & & (%)
EWLlia 0 1(0.2) 1(0.2)
Ry 0 1(0.2) 1(0.2)
BH L UREES 0 2(0.3) 2(0.3)
AR 0 1(0.2) 1(0.2)
PRA A i 0 1(0.2) 1(0.2)
EERB L VIEES 0 4(0.7) 4(0.6)
FLEER 0 1(0.2) 1(0.2)
i 0 3(0.5) 3(0.5)
EIRER. MIERE & UHERRIES 1(2.2) 20(3.3) 21(3.2)
N 0 4(0.7) 4(0.6)
RNz Bz 5 0 1(0.2) 1(0.2)
IR K] 0 4(0.7) 4(0.6)
5 VP PR K] 0 1(0.2) 1(0.2)
S 1(2.2) 2(0.3) 3(0.5)
! 0 2(0.3) 2(0.3)
1 SN S 7K I8 R 0 1(0.2) 1(0.2)
1 PN SER 0 2(0.3) 2(0.3)
JifiZEAR S 0 5(0.8) 5(0.8)
SR 0 1(0.2) 1(0.2)
BEHS LUK THBES 2(4.3) 61(10.0) 63(9.6)
B 0 1(0.2) 1(0.2)
it A 0 6(1.0) 6(0.9)
IV 0 1(0.2) 1(0.2)
DS 0 1(0.2) 1(0.2)
T UNAF MG 0 1(0.2) 1(0.2)
PR R S 1(2.2) 0 1(0.2)
i B2 g 9% 0 1(0.2) 1(0.2)
P2 i W p5 0 1(0.2) 1(0.2)
BEIR H i, 0 5(0.8) 5(0.8)
HTe S 1(2.2) 2(0.3) 3(0.5)
HLBE 0 1(0.2) 1(0.2)
HIirk 2 0 1(0.2) 1(0.2)
MR R 0 1(0.2) 1(0.2)
E2ARE 0 3(0.5) 3(0.5)
BT 0 1(0.2) 1(0.2)
SR H 0 4(0.7) 4(0.6)
AR S 0 2(0.3) 2(0.3)
FEE 0 1(0.2) 1(0.2)
Z 9 0 15(2.5) 15(2.3)

|
(0]
J
|




v = HBEHIE (%) X
7% BElMERA4% e —, g & & (%)
BHZ D FEE 0 1(0.2) 1(0.2)
SRERE 0 2(0.3) 2(0.3)
% 0 14(2.3) 14(2.1)
HLBEVER 35 0 1(0.2) 1(0.2)
BEIR 2B 0 2(0.3) 2(0.3)
3% 0 2(0.3) 2(0.3)
Z 9 EEMEEE 0 4(0.7) 4(0.6)
by 0 1(0.2) 1(0.2)
B /N Ei 0 1(0.2) 1(0.2)
B B R 0 1(0.2) 1(0.2)
BRI PR 0 1(0.2) 1(0.2)
WL 0 1(0.2) 1(0.2)
EAR 0 1(0.2) 1(0.2)
A BT 0 1(0.2) 1(0.2)
87 BE 0 1(0.2) 1(0.2)
mEREE 2(4.3) 21(3.5) 23(3.5)
TR AR ML AR E 0 5(0.8) 5(0.8)
JHAL 1(2.2) 3(0.5) 4(0.6)
1 0 1(0.2) 1(0.2)
ETY 1(2.2) 4(0.7) 5(0.8)
T I 0 1(0.2) 1(0.2)
AR 1f 0 1(0.2) 1(0.2)
RABEER A4 1(2.2) 0 1(0.2)
A A8 FERRE 0 1(0.2) 1(0.2)
FRCTiasAl 0 1(0.2) 1(0.2)
RAEMERRIRS 0 1(0.2) 1(0.2)
AR F AR5 0 2(0.3) 2(0.3)
RIEVEMARPEFR RS 0 2(0.3) 2(0.3)
[ AE 0 2(0.3) 2(0.3)
F AR IR S 0 1(0.2) 1(0.2)
EIERIZ DWW TIE, MedDRA/J /N—7 = 2 12.0 FiAGE (PT) %A L CHE5H L7,
Fio. VREGITR—EIWER PT) »EHEH %561, 16I1& LTHERH Lk,
Q¥ EFEAMERE (REERICEAT %)
BERFTHRAETZFDKR
LR NERRAT R B 1775
RIE 45 D BURE Bl 469
RIER S DR BHIE 26.42%
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Lz, TORER, WIEkG RO 2 Bl OWERE T, AANTK9 5 RFPLIRAR
OB,
ZOHH 1HITIE, H&E5H 36 HLE, RANTT 25U Har (FFRENE
7mU), H&EET9EE _iﬁﬁ’ﬁﬁéﬁﬁ#W# WD HAVERERZ I L7 A3,
1k 4 % A% OBBREE CIXTHRPEIIRD b o7z, o 16Tk, B5H
117 38 BICARFNZ 3T 2 HRHUR 7 want# 4 5 A% OBHGAE IRt
RITFRD B oTe, Zaun 2 61TH TPO HuURIFERO bilZe -7,
7eB, ENORKRER TIL, RAFNSKT 2R RITERITERD it T,
it\lW%%%bﬁ\#m\7HX%A#%kiU¢WTOﬁ¢®@$K%@¢
HHERERIIHIL L o7z,
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(2) JEBGRRERERICE D B3R -
BRE I LTV
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X. JEEREREBRICEEI SR E

1. R

(1) EnFEHER -
(VI SEHEHBUCBET 0 THE | OHEM

(2) TSR 2 .

DIDMERICHT HFHE (Hh=U4HF)L)
ARHICT LA R — R T A v X —% DA =7 A L (bR 2~
3 ki) (2. BRI 500, 1,000 KO 5,000pg/kg DAH 245 3 PTIZ B[] HR N 4%
H L, DEXST A—% (RR, PR, QRS X' QT k&) . IME FRaEd, IUhE L
ONZFEIME) e OMRIR 2 SR o~ T 5% 10 A & CHIE L7,

fH1E QT MiBg OO HE HIZIE Fridericia O (QTc=QT/(RR)"?) % FHv 7= 500pg/kg
PO 1HITHRYE 1 A% D 3 Ats £ TERIED EF LD OB A B 6
N, BT TH Y | KA E L OEHRITRN LD EEZ BT, T
DARFNEHFAZ IO CIE, AP AREIHE & el 9 2 e, DA% ORIR 213852
SNZ2hole, LDERRETIE. WTNOARBESHICEWTHLERER, O
K OLEX T A — X T EF#BEANOMEEZ R LTz,

2) FIRARRICHT HELE (T b)
e D Sprague-Dawley 52D 7 > & (BGEHY 7 ) 12, BHAIX 10, 30 KO
100pg/kg DA 445 8 PRICHLEIE T 5- L, — IR &Uﬁ%ﬁﬁ R, BEREMEL
SRETHNE, BREDHEICKTTEBII OV TRE L,
— OB R OMTENE b, (RIR, FEREBIZSRGIHME, ARES ROFBILEHEIZE N
T, ARG ORBIIBE SN2 o T2,

RIS HEE (h=U 1))
T =7 AP 26 M RE K T REGFERRICIB W T, B4R IE 500, 1,000 &Y
5,000pg/kg DAFNZIE 1 IR Tieh L, &IEFILOES 1, 10, 83 H#ZIZMLIK
HA (BFDIELOIRIEH A3IE) K OMERE DA E R Uiz, EORES, iR
A R O EN AR AN O BIT B S o 7z,

(3) ZDith D EIBEKES -
BIRHEERER (SEF® ©
DNDOZERICHT 2$EE T T 74)L (invitro )
TRLCRT 63 HEHOZFIEE LU 4 v F v xR DA MHRBRICB W T, 0.2
BLO2.0pmol/L w7 u ZF AE, WTFNOZHKBIOA A F v L&D
AT LTS 50% L EDOMHEMR 2R SR 0o 7,
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HRMTEYEEE

Adenosine, Non-selective
Adrenergic, Alpha 1, Non-selective
Adrenergic, Alpha 2, Non-selective
Adrenergic, Beta, Non-selective
Dopamine, Transporter

Dopamine, Non-selective

GABA A, Agonist Site

GABA A, Benzodiazepine, Central
GABA-B

Glutamate, AMPA Site

Glutamate, Kainate Site

Glutamate, NMDA Agonist Site
Glutamate, NMDA, Glycine (Stry-insens Site)
Glycine, Strychnine-sensitive
Histamine, H1

Histamine, H2

Histamine, H3

Melatonin

Muscarinic, M1 (Human Recombinant)
Muscarinic, M2 (Human Recombinant)
Muscarinic, Non-selective, Central
Muscarinic, Non-selective, Peripheral
Nicotinic (a-bungarotoxin insensitive)
Norepinephrine Transporter

Opiate, Non-selective

Serotonin Transporter

Serotonin, Non-selective

Sigma, Non-selective

ATFAA R

Estrogen

Testosterone

LA FvrIL

Calcium Channel, Type L (Dihydropyridine Site)
Calcium Channel, Type N

Potassium Channel, ATP-Sensitive
Potassium Channel, Ca2 + Act., VI
Potassium Channel, Ca2 + Act., VS
Sodium, Site 1

Sodium, Site 2

thU Ayt Dv—

NOS (Neuronal-Binding)

TaREGS oDy

Leukotriene B4, LTB4

Leukotriene D4, LTD4

Thromboxane A2 (Human)
BRERAF/HRILEY

Corticotropin Releasing Factor, CRF
Oxytocin

Platelet Activating Factor, PAF
Thyrotropin Releasing Hormone, TRH
R/EERTF K

Angiotensin II, AT1 (Human)
Angiotensin II, AT2

Bradykinin, BK2 (Human recombinant)
Cholecystokinin, CCK1 (CCKA)
Cholecystokinin, CCK2 (CCKB)
Endothelin, ET-A (Human recombinant)
Endothelin, ET-B (Human recombinant)
Galanin

Neurokinin,NK1

Neurokinin,NK2 (NKA)(Human recombinant)
Neurokinin, NK3 (NKB)

Vasoactive Intestinal Peptide, Non-selective
Vasopressin 1

=1

Acetylcholinesterase

Choline Acetyltransferase

Glutamic Acid Decarboxylase
Monoamine Oxidase A, MAO-A
Monoamine Oxidase B, MAO-B

F 72 BlAcore® (i~ 7 X RN ERE) 2 AW —RIEEER X 4 7 1A
N A BRI T DREAERBRICB VT, B 7 v 2AF Ak, TPO-RIZH L
AREE R LN, = AR F /R, JBREK 2 n = — ROl R - 80K, Bk
BEFRNVEVSFERBLOT 0T 7 FUZRZE (3T MR ICX LEEAREZ /RS
2oz,

2) Mm/pMrOEE (I/MMREERER) BL VST FILnERER (invitro)
I/ MEEEERRBR OFE RIZLL TIOR8 Y Th o7,
F7-. Ipng/mL OREEICE VT, b MEEROIM/MMED TPO Z %A (TPO-R) BLW
Janus kinase 2 (JAK2) OF vV b2 &R LT,
TPO-R B L O JAK2 DF v U VEE{EA TPO-R T D ¥ 7 /UBZEIZIB W TH
DR EEI A D Z EDRRE SN TS S Z &b, 1 FuaxF AL, TPO &[H
BIC, b FEEDREROBWHER KD TPO-R 2/ LT, TRy 7/ F A 2iniET 5
ENEZBNT,
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A JOXRFLHEATTOE U/MRESED ADP RERIGHE

(%}
70
] *
60 * *
1 ﬁi 1 BBAMEADP
50—: i 2 BMAREADP
40 3 MBACREADP+OIZOAFA 1ng/mL
~ B 4 BEXBEADPHOZZOAFAL 10ng/mL
§ 30+ 5 MESCREADP+OIZ/OAF A 100ng/mL
3 6 ERAMEADP+PEG-rHUMGDF 100ng/mL
20 7 WBMEADP-+HFc-Leptin 1,000ng/mL
104 8 MMREEADP+TMP 100ne/mL
3 TifE-HREEE, n=10
0 1 T 1 *P<0.05 {vs ERAMEADPHEMIRIN. One-way
i 2 3 4 5 & 7 8 ANOVA by Dunnett's test)
(%}
70—
—O— AR
60— —e— O3I70AF 4 1ng/mL
—a— O370AF 4 10ng/mL
50 —a— OE7OAFA 100ns/mL
; 40 RS E. n=T~10
¥ 30
20
10
G T T T T T TTTT T T T TTT1
0.1 1 10
ADP {(umol/L)

3)TPO-R 2RI 9 S IES MK ICxT I HBFEER (in vitro )
7 I 7'u AF AOBEEBEIT HHEERMO A EAZB O T 5 T, ZRET
{Z RT-PCR 752 X » TPO-R ® mRNA DIk H & T2 ME— oD [E T BRI Am
P Td %5 Hep3B (b MiFhg2I A HIN) 69 12kl 2 HEFEIE M & MGt L7z,
Hep3B Ml Cr 2 7o AF A8 L O TPO (2 X Z2HIEEMEITED Do Tz,

2. FMHHER

(1) BEE 5 HMHRAR

Z v b OHE R TG EMERER (%58 100, 300 &8 1,000ng/ke) (BT, W
NOBEGFHZB W THRECITERO LT, —HREBROREIC S ARG L 58X
BOLNRN-oT2, o, WTHORSEHIZENTYH, f/MKRPLD O &ENE 9 A

TROLIL, FH 16 HICHEE Lz, £, Rk 37 2 —2% 024 (FRiEERBC),
~EZrECHD)EK O~ 7 Uy NHOEOEME, FHRIMEREFEMCV) & OV
FRinER M AFEMCH O EE) 25, METIX 100pg/kg PLE, #ETi 300pg/kg UL Lo m

IR ATF LAEERETH 9 BIZRO b, Mg TIE, M ERE ((REKL) ORMEN

1,000pg/kg BEORETIR D v, #hEM A 300pg/kg OIENF TN 1,000pg/kg O M1
TRO LN,
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D ESRIC KT DRI OW T ORI & L CEES = =7 4 PO A
FRIRIN 5B (& 58 : 500, 1,000 } ) 5,000pg/kg) 1BV T, WFo&GREC
BOWTHRECITERD 6T, —HOREBROMEREIC b AFIE 510 X BTG b7 h
> 7z, PLT @&z QNS 4 i/ MREFEMPV) OAAEE R 23, W O ARF B 5L
BOWTHHETKO10 HTRD NI,

L7=moT, AFDOZ v b OHEIRZ T 512 X 2 OB &1 1,000pg/kg % EFRIY |
71 =7 A PO HRIERIRN 512 K 2B O BB RIS 5,000pg/kg % EAD &5 2 bz,

(2) REEHRESEHER -
Ty b TATFNROT =7 A PN % T BG4 e L7z, Ehi L7z
g G- mtE RO — B A2 RITRT,
TRTOEBPYREICEDNTAF O G LY PLT OEfEsB0 bivic, £7o. M/ od
MAEAICBE T 5 & B X BN DR MERR ST A= D2, Ml O RKBUE R OBES &
i, WONHHEIZI T D ERZERINARD bz, 7 v MIBWTI ERROZEITNA
T, KE&E K O E Ot B iE T B BARHEL 25580 HAVIZA3, 4 W ORFEHF % (21X

[FEMEZ 7~ LTz,
S e 5 AR O — 5

B RRE PG5 W58
L - LU oy s W Lk (ngfke)
Sk 4 JEH B, B#RAY | 10 mM FRRE | 1 B F:0,10, 30, 100
7 i 3l FRU A, FHIRIN : 100
5wiv% YL e
4 A B, Bk | =L 0.321 & F : 0,500, 1000
T AT ¥ 3 [ pH5.0 5000
AR : 0,5000
T YL 4 3H B 0.321 0, 100, 300, 500, 5000*
H=7 A% 1 3 e
_ . 13#MM | BT 0.25 0, 100, 300, 500, 5000
A= ATV e | E 1

% 0 W=7 A FE 0 KO 5000pg/ke

7 v hO 4 BB E R G EERBR I WO TARAIBE GRE Tl 14 TEO R BN GRD B
2o 2D 9L 10pgkg BEOHE 1 BITBRIEDIEL TH - 7208, TNLSMIAFI O E
WCEELTWS EE 2 LT, HEEMIC OV TORFERAE CIIERITEE TX 2o
72D, M OL 3@ HERED OV T T4 METI/ IR BAREED 3~4 %I
ML TEY, £, MEAOTLDORIMBRIHET LD LI TWD, Leno>T, AH
B 502 L HE O i/ MEE, BRIMFFOLREIZ X BT 5 A b L A KOO
FrARZEA (&M 2L OFEN L > T D ATREMENR B 2 biviz, 7B, LR
OONTEHEICEBWTH, MBI A S L-SGA 23T i%éil,fb\f;b\ N
T HTFNVR N =T A F BN T, AFRGEY TORTITRD bNRd o7,

() E=E=MHHER
127 AF NI FEIEGLTH D0, @5 OBGEERBRIIER S LTV,
B, BRI T RATFAIT IV BOATHER SN TEY , TS T0EX2 7
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553

L CIEAZ/EH4 % Al HE?

LMo T, 2271 AF A7 DNA B L WL AR % ko512 %t
RiX7pnEE 26D,

R A YNGRV AN

(4) BNATRIEEER

= X

R TR AT LI FEERLETH D720, @H O AJRPERER X505 S LTV,

BB, v ITOAF LT IV BROBTHERSNTEY , ARG F0EF 1T

K% G TR, L7zi-> T, 1 7' 1m AF A5 DNA B L Ot ARk oy 2kt
L CHESEEAT 2 MERIT Vv EB 265,
(5) EEHRAESMHHER -
AEFERSAETERBRIZIE T v N, v U AKX R, AR A RO
—BERT
F A ERER A TERBR O —E
I WRE | SR g | DR T
(ng/kg)
OZREERVERETO | 7 b | M ACHECAT 4 BB ~FHET | 0, 10, F, 1 : 10pg/kg/ml
W AT 5 (HMEDTIRAE T 12) 30, 100 | F, it : 10pg/ke/lal
R M+ ZPLRT 2 3 ] ~ SRR e 0 A AR RE K OV
13, 14 & 15 A& T WIRRE  100pg/kg/lAl
H 3 [H
O - JRIERAICBET 2 | 9% | 1R 7, 9, 11, 13, 15, 17, 0, 10, F, it : 60ng/kg/[Hl
?ﬁﬁﬁ@t&)@)ﬂ%&“ﬁ? 19 H 30, 60, F ﬂﬁ‘ : ]_OODg/kg/IEI
BV 100
OFF - JRIERAEICHETS | 7> b | 1EIET7,9,11,13,15,17, | 0, 10, F, I : 100pg/kg/M]
HRERO T2 D D FH B E 19 H 30, 60, | F, k)2 : 100pg/kg/[l
i 100
OFF - JRERAECETS | 7 b | 827,911, 13,15,17, | 0, 10, F, i : 100pg/kg/[nl
AR 19H 30,100 | F, iz - 100pg/kg/ml
O - JRIRFEAEICET D | ~ 7 A | iF8£6,9,12,15 H 0, 3, 10, | F, i : 30 pg/kg/ll
LA 30, 100 | F, kY2 : 30pg/kg/Inl
OHAERMEUCHAROR | 7 v b | iR 6 H~F3L 20 Xix 21 | 0, 10, F, R
AN RHEDOERRIC HoM. RAICEE 30,100 | #5209 ; 30pg/ke/lHl
B 53R RHAHRE ; 100pg/kg/[A]
F, 0 - 30pg/kg/lE|
F, I : 30ng/kg/In]
@ : BB O AFERERE K OIS A~ D ARAFR 5O BIXRO bivie o7,
@ : BRI A K OEKFICAFI DR S v, BEBITT D22 DR Eanz, £7-.

) S OV V2 D I/ MRER D i E 3788 B A7 23,
o NoY A WA/ RECN
@ @ AFNOFBEH T H 5 M/ A IERITEM TH 72 2 L b,

B 5. D

TN LISMT BBV K OMR VRIS AH

S\ 72 5

Yot &Il U ARUBRIT SN L 72 o 7, REED) M OVIG VRIS A B - D 52 381358

Y AWAVIEESY
@ : BEE R ORIRL

NV NUESSEAD) 7 1
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® : BERBIERFE O & ORENMIZ 31T D AR EH NI 233780 Tz,
® : AFEGEEO Fy BEW) CHERMB O b T RIERENRO biviz, -, F,#H4R
Tid, AR O ROHEMNN 100ng/keg #ETRRO L,

(6) BFTRIEEEAER -
JRPTRITEIERRBRI TSN L 72 o7, T B ROV D RCT R OBRIRIN # G-I #5¢ 5wtk
RBRIZ BT 285 R OWREMBTFIMAE TIE, m I 7 e A F L TREENE L &G
L7e 2 SIS KD RBERIEA &5 2 b D EBMERIEVEZAL2SF80 Bz iy, MlafsEic
£ D SRR 2R 2 At IR0 b e o 7z,

(7) ZDHthD4EHEH -

DR T REREHR (TVX)
AAFNZ B L TRE Lz~ 2 TlE, B 70 AT LEAFUROEA TR 5% 1~2
BETHRD L, EASNEFURIL e U RARZF AT F RIMP)ICREST 5 H D
MEERTHoT, o, B I TR AT AEEGHENELESNTH, BABOERE
T PLT O¥EINCEEBIIZRO o Tz, — 5, ARH RS Tl /o8N 53
59 L7,
L b, REP G X DHURPEAEN KB ER AT S5 Z RGN E o7, M
IR C B o To~ 7 AFFEO BT, AAlIZEICER S Licga . WEN: TPO I
T BHFIHURITEA SN W EE X BT,

2) $AE R ZE R MEEER (in vitro )
b MBI =7 A PUERE L O b EAZER B SRRk & T R A o kR
LREDO SRR OO DR E FEM L= & 2 A, & MRk CEBE. RAM,
v 7 4 —a— k. g, BRI, M) BLOh =2 A4 PRI TRICE N THAR
R OFEE IR CTE o7z,

IEFNFONCIEEME B NS AR B L T D TPO 28K 1 /a4 729 50~2,500
ThDEREIN TSI 6670 G b ) RIS K 2P0 RE I 1 AR Y
720 10,000 LA EOFEAEINMLE L SN TWDHZ & L0, M/ MECERER FIZ38H
L TV D ARANO#E G L M L PR E TN ARETH D & B 2 b, Bk
ST, RBIOMBA RS E R T 5 Z L IIARFEETH D LT iz,
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X. BEEMEIEICEY 5IEH

1. 385X 5
B H TR

) EE-EMEOLTZEICIVENTLZ L
ARG 7 L

2. 55N EARS
AN : 36 i H

S EENRETHIE
Jrik © 2~8°CITIRAF

4 RN EDEE

20. BRIk EDEFE
AFEPAEMZ IO L TIRAFT 5 2 &,

) VL1 @ EoEE)] oBELBRoZ L

5. BB ITEHM

BEMERLTA R /el

XTOoLEY bV (HAGE - J5E)

Z DO B ANTER
- I — METEEZEGINTODEE S A~ (BYERRRYE fL/ MR8 P SR B9 )
s L— MR FEERGE SN TOWDEERE S A~ (FAERBMEEIM)
[XT.2. =DM OBEEE ] DOHESM

6.F—Hi5 - FRHE
ERERS . — P AFORBILR,

7 ERRREFAE
2008 7 H
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8 BLERTARFABKRVEARES. EMALRFEFAB. RxkMIKFEAR

W5e4 RS e AR A H TR FEAG AR R AE A A WoeBintE A H
T 201141 H 21 H 22300AMX00437000 | 201143 A 11 H 201144 4 18 H
250pg R

OMEER FHBEM, FAARVABEEENEDOERBRFZONE

HOH

FEHH

eI

ZhRE X205

MEX O &

201946 A 18 H

BEAFIBRIR CRRA 0 e PR AR R 1

(BEARCHEFR T+ EHBERRMERM]
WHEL. AR, v 7 r2F A (BEEAEZ) & LTk
58 10pglkg # TR 595, &5Rm%, BEHEOREIZIE T T
BehEAZEEEm L, #81EE TG 5,
F72. EESEITE 18] 20png/ke &5,

BRE X35

LK O &

202349 H 25 H

FHAEAR BLE#
—BEHO TBEARE TR 5720 ZHIBR

[(BEFBRMAM]

WHEL. AR, v 7 2F A GBEGEFEZ) & LTk
58 10pglkg # TR 595, &5Hm%, BEHEOREIZIE T T
BehEAZmEEEm L., 1 EE TG 5,

F72, EESEITE 18] 20png/ke &5,

—HEEO [BEFRECHRAR70 2B

MEX O &

2024 4F 11 H 22 H

(IS M4 F M /D ARE D T R TR

W, AL LU Eo/NRIZIE, v 2 FuxF A GlElaH
Wiz) & L CHlafes i Inglkg %/ FHe5-9 5, 5B,
IR, ERIZIS U TG a4 M Eigm L, 1 EE T R5
bo Fio. EFRE5ETE 1 10pgkg &9 5,

— TR A 1B R

10.5EERE. BHIBRRARFABRUVEDOAE

[ M4 Rt M/ MRB A 14 KBS ]

A FWmMEN A 2022412 H 21 H

FEAAER  TERY, EREREONE.,
KE2QHEFEIFAMOBAETOVNTIICHREY L) t@mEi, [4hE
SUTEh R THEROHE] ICEE TR )o 7,

M. BEEHME

AN N OV 2VE DO TR SFIZ B D 1A R 14

121 FE M /AR A 52 BER

10 4= (A i B2 3K )
201141 A 21 H~20214F1 7 20 H

BEFRMAMN

5410 # H
201946 H 18 H~2025 44 A 17 H
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13. &% 1—F
I 0 A I .
e = | WIERRS TR gorepmms | 7 NERS
\__.]\“
7T — b
T 3999430D1024 3999430D1024 120480301 622048001
250ng AR
14 RigfEF LDIE
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RERMFXE (NPLATE® : 2022 F 2 A)

B EESYES

1 INDICATIONS AND USAGE

1.1 Patients with Immune Thrombocytopenia (ITP)
Nplate is indicated for the treatment of thrombocytopenia in:
+ Adult patients with immune thrombocytopenia (ITP) who have had an
insufficient response to corticosteroids, immunoglobulins, or splenectomy.
- Pediatric patients 1 year of age and older with ITP for at least 6 months
who have had an insufficient response to corticosteroids, immunoglobulins,
or splenectomy.

1.2 Patients with Hematopoietic Syndrome of Acute Radiation Syndrome
Nplate is indicated to increase survival in adults and in pediatric patients
(including term neonates) acutely exposed to myelosuppressive doses of
radiation /see Clinical Studies (14.3)].

Limitations of Use:

- Nplate is not indicated for the treatment of thrombocytopenia due to
myelodysplastic syndrome (MDS) or any cause of thrombocytopenia other
than ITP /see Warnings and Precautions (5.1)].

- Nplate should be used only in patients with ITP whose degree of
thrombocytopenia and clinical condition increases the risk for bleeding.

+ Nplate should not be used in an attempt to normalize platelet counts /see
Warnings and Precautions (5.2)].

RERUVAE

2 DOSAGE AND ADMINISTRATION

2.1 Patients with Immune Thrombocytopenia (ITP)

Use the lowest dose of Nplate to achieve and maintain a platelet count > 50 X
10%L as necessary to reduce the risk for bleeding. Administer Nplate as a
weekly subcutaneous injection with dose adjustments based upon the platelet
count response.

The prescribed Nplate dose may consist of a very small volume (e.g., 0.15 mL).
Administer Nplate only with a syringe that contains 0.01 mL graduations.
Discontinue Nplate if the platelet count does not increase to a level sufficient
to avoid clinically important bleeding after 4 weeks of Nplate therapy at the
maximum weekly dose of 10 mcg/kg [see Warnings and Precautions (5.3)].
Obtain complete blood counts (CBCs), including platelet counts, weekly during
the dose adjustment phase of Nplate therapy and then monthly following
establishment of a stable Nplate dose. Obtain CBCs, including platelet counts,
weekly for at least 2 weeks following discontinuation of Nplate.
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For Adult Patients with ITP

The initial dose of Nplate is 1 mcg/kg. Actual body weight at initiation of
treatment should always be used when calculating the initial dose. In adults,
future dose adjustments are based on changes in platelet counts only.

Adjust the weekly dose of Nplate by increments of 1 mcg/kg until the patient
achieves a platelet count > 50 X 10%L as necessary to reduce the risk for
bleeding; do not exceed a maximum weekly dose of 10 mecg/kg. In clinical
studies, most adult patients who responded to Nplate achieved and maintained
platelet counts > 50 x 10%L with a median dose of 2-3 mcg/kg.

Adjust the dose as follows for adult patients:
- If the platelet count is < 50 X 10%L, increase the dose by 1 mcg/kg.
- If platelet count is > 200 x 10%L and < 400 X 10%L for 2 consecutive weeks,
reduce the dose by 1 mecg/kg.
- If platelet count is > 400 x 10%/L, do not dose. Continue to assess the platelet
count weekly. After the platelet count has fallen to < 200 x 10%L, resume
Nplate at a dose reduced by 1 meg/kg.

For Pediatric Patients with ITP

The initial dose of Nplate is 1 mcg/kg. Actual body weight at initiation of
treatment should always be used when calculating initial dose. In pediatric
patients, future dose adjustments are based on changes in platelet counts and
changes in body weight. Reassessment of body weight is recommended every
12 weeks.

Adjust the weekly dose of Nplate by increments of 1 meg/kg until the patient
achieves a platelet count > 50 X 10%L as necessary to reduce the risk for
bleeding; do not exceed a maximum weekly dose of 10 mcg/kg. In a pediatric
placebo—controlled clinical study, the median of the most frequent dose of
Nplate received by patients during weeks 17 through 24 was 5.5 mcg/kg.

Adjust the dose as follows for pediatric patients:
- If the platelet count is < 50 X 10%L, increase the dose by 1 mcg/kg.
- If platelet count is > 200 X 10%L and <400 X 10%L for 2 consecutive weeks,
reduce the dose by 1 mecg/kg.
- If platelet count is > 400 x 10%L, do not dose. Continue to assess the platelet
count weekly. After the platelet count has fallen to < 200 x 10%L, resume
Nplate at a dose reduced by 1 mcg/kg.

2.2 Patients with Hematopoietic Syndrome of Acute Radiation Syndrome

For Adult and Pediatric Patients (including term neonates)

The recommended dose of Nplate is 10 mcg/kg administered once as a
subcutaneous injection. Administer the dose as soon as possible after suspected
or confirmed exposure to radiation levels greater than 2 gray (Gy).
Administer Nplate regardless of whether a complete blood count (CBC) can be
obtained. Estimate a patient's absorbed whole body radiation dose (.e., level of
radiation exposure) based on information from public health authorities,
biodosimetry if available, or clinical findings such as time to onset of vomiting
or lymphocyte depletion kinetics.

—119—




KEFRMFXE (NPLATE®: 2022 F2 A)

RERUVAE

2.3 Preparation and Administration

To mitigate against medication errors (both overdose and underdose), ensure
that these preparation and administration instructions are followed. Use
aseptic technique. Only administer subcutaneously /see Overdosage (10)].
Nplate is supplied in single-dose vials as a sterile, preservative—free, white
lyophilized powder that must be reconstituted as outlined in Table 1 and
administered using a syringe with 0.01 mL graduations.

Calculation of Patient Dose
Multiply the patient's weight (kg) by the prescribed dose to obtain the
Calculated Patient Dose.

Calculated Patient Dose (mcg) = Weight (kg) x Prescribed dose (mcg/kg)

Reconstitution and Dilution of Nplate Single-Dose Vials

Reconstitute Nplate with Sterile Water for Injection, USP. Do not reconstitute
or dilute with Bacteriostatic Water for Injection, USP or dilute with
Bacteriostatic Sodium Chloride Injection, USP. If the Calculated Patient Dose
is less than 23 mcg, dilution with 0.9% Sodium Chloride Injection, USP is
required to reduce the concentration of Nplate (see Table 1).This reduced
concentration allows for low-doses to be accurately calculated, and consistently
measured with a 0.01 mL graduated syringe.

Table 1. Reconstitution and Dilution of Nplate Single-Dose Vials

Calculated Patient Strength* Reconstitute with Dilute with Normal Final Concentration
Dose Sterile Water** Saline***

125 mcg 0.44 mL Not Required 500 meg/mL
Calculated Dose
greater than or equal to | 250 mcg 0.72 mLi Not Required
23 mcg

500 mcg 1.2 mL Not Required

125 mcg 0.44 mL, 1.38 mLL 125 meg/mL
Calculated Dose less
than 23 mcg 250 mcg 0.72 mLi 2.25 mL

500 mcg 1.2 mL 3.75 mLL

* Vial contains overfill to ensure delivery of labeled vial strength.
** Add Sterile Water for Injection, USP directly to the vial.
**% Add 0.9% Sodium Chloride Injection, USP directly to the vial.
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Gently swirl and invert the vial to reconstitute. Avoid excess or vigorous
agitation: DO NOT SHAKE. Generally, dissolution of Nplate takes less than 2
minutes. The reconstituted Nplate solution should be clear and colorless.
Visually inspect the reconstituted solution for particulate matter and/or
discoloration. Do not administer Nplate if particulate matter and/or
discoloration is observed.

Calculate Volume to Administer by dividing the Calculated Patient Dose (mcg)
by the final concentration of prepared solution. See Table 2 for final
concentrations.

Table 2. Administration of Prepared Nplate Solution

Calculated Patient Dose Final Concentration Volume to Administer (mL)

Calculated Dose greater than or

500 meg/mL = Calculated Patient Dose / 500 mcg/mL
equal to 23 mcg

Calculated Dose less than 23 mcg 125 meg/mL = Calculated Patient Dose / 125 mcg/mL

Administration of Prepared Nplate Solution

Administer Nplate only using a syringe with 0.01 mL graduations for accurate
dosage. Round volume to the nearest hundredth mL. Verify that the syringe
contains the correct dosage.

Discard any unused portion. Do not pool unused portions from the vials. Do not
administer more than one dose from a vial.

Storage of Reconstituted Solution

Reconstituted product with Sterile Water for Injection, USP that has not been
further diluted can remain in the original vial at room temperature 25°C (77°F)
or be refrigerated at 2°C to 8°C (36°F to 46°F) for up to 24 hours following
reconstitution. Reconstituted product with Sterile Water for Injection, USP
may be held in a syringe at room temperature 25°C (77°F) for a maximum of 4
hours following reconstitution. Protect product from light. Do not shake.

Storage of Diluted solution (after initial reconstitution)

Reconstituted and further diluted product with 0.9% Sodium Chloride
Injection, USP can be held in a syringe at room temperature 25°C (77°F) or in
the original vial refrigerated at 2°C to 8°C (36°F to 46°F) for no longer than 4
hours prior to administration. Protect product from light. Do not shake.

KEWRMSCE (NPLATE® : 2022 45 2 A%G]) OFEMIT TReaSsHMoZ &
https!//www.pi.amgen.com/~/media/Project/Amgen/Repository/pi-amgen-com/Nplate/nplate_pi_hcp_english.pdf

SmPC (NPLATE®) OiffliZ FitzzMoZ &
https://www.ema.europa.eu/en/documents/product-information/nplate—epar-product-information _en.pdf
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F—A NZ U T D435 . (An Australian categorisation of risk of B3
drug use in pregnancy) (2022 4F 5 A database)

2E RO

j‘~2 N7 U7 @535 : ( An Australian categorisation of risk of drug use in pregnancy)

B3 : 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 shown evidence of an increased occurrence of fetal damage, the significance
of which is considered uncertain in humans.

<% KEFAXBIZHETLHEH>
Hig FLHANA

8.1 Pregnancy

Risk Summary
Based on findings from animal reproduction studies, Nplate may cause

fetal harm when administered to a pregnant woman. Available data
with Nplate use in pregnant women are insufficient to draw conclusions
about any drug-associated risk for major birth defects, miscarriage, or
adverse maternal or fetal outcomes. In animal reproduction and
developmental toxicity studies, romiplostim crossed the placenta, and
adverse fetal effects included thrombocytosis, postimplantation loss,
and an increase in pup mortality (see Data).

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

R NN SO U.S. general population, the estimated background risks of major birth
(2022 42 1) defects and miscarriage in clinically recognized pregnancies is 2-4% and

15-20%, respectively.

Data

Animal Data

Inrat and rabbit embryo—fetal development toxicity studies, no evidence
of fetal harm was observed at romiplostim doses up to 11 times (rats)
and 82 times (rabbits) the maximum human dose (MHD) based on
systemic exposure (AUC). In mice at doses 5 times the MHD, reductions
in maternal body weight and increased postimplantation loss occurred.
In a prenatal and postnatal development study in rats, at doses 11 times
the MHD, there was an increase in perinatal pup mortality. Romiplostim
crossed the placental barrier in rats and increased fetal platelet counts
at clinically equivalent and higher doses.
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8.2 Lactation

Risk Summary
There is no information regarding the presence of romiplostim in human

R ERAESCE milk, the effects on the breastfed child, or the effects on milk production.
(202242 /) Maternal IgG is known to be present in human milk. The effects of local
gastrointestinal exposure and limited systemic exposure in the
breastfed child to romiplostim are unknown. Due to the potential for
serious adverse reactions in a breastfed child from Nplate, advise
women not to breastfeed during treatment with Nplate.
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H i LA
KE D s fF S 8.4 Pediatric Use
(2022 422 A)

Safety and effectiveness have been established in pediatric patients
age 1 year and older with ITP for at least 6 months evaluated in two
randomized, placebo—controlled studies. Long-term safety in the same
population using Nplate for a median duration of 3 years was also
evaluated in a single arm, open-label study /see Adverse Reactions
(6.1), Clinical Studies (14.2)].

The pharmacokinetics of romiplostim have been evaluated in pediatric
patients 1 year and older with ITP /see Clinical Pharmacology (12.5)].
See Dosage and Administration (2.1) for dosing recommendations for
pediatric patients 1 year and older.

The safety and efficacy of Nplate in pediatric patients younger than 1
year with ITP have not been established. Serum concentrations of
romiplostim in pediatric patients with ITP were within the range
observed in adult patients with ITP receiving the same dose range of
romiplostim.

The use of Nplate to increase survival in pediatric patients (including
term neonates) acutely exposed to myelosuppressive doses of radiation
is based on efficacy studies conducted in adult animals. Efficacy
studies of Nplate could not be conducted in humans with acute
radiation syndrome for ethical and feasibility reasons. A similar
response to romiplostim is expected in the pediatric and adult patients
based on the mechanism of action of the drug and pharmacokinetics of
romiplostim in pediatric patients 1 year and older with ITP /see
Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].
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