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B&EE BENE
AA Aplastic anemia (FFAEARBMEE M)
AML Acute myeloid leukemia (2 8614 A M%)
ADP Adenosine diphosphate (77 / > > =Y V&)
c-Mpl fa o RARETF B IK (TPO-R)
EC,, 50%7H Zhi
eTPO Endogenous thrombopoietin (AP kr o ARARTF )
hu-Mpl FEAE AR 2 B R c-Mpl
12] P E U SR
IgG Immunogroblin G (& hg&E a7 U )
1L-3 Interleukin-3
IL-6 Interleukin-6
ITP Idiopathic thrombocytopenic purpura (FFF&HE L/ MIIBD 4R BER )
JAK2 Janus kinase 2
ka O E A
K, it Bt 7E %
kd firt At AR 2K
MAPK Mitogen—actiated protein kinase
MDS Myelodysplastic syndrome (&5 GUE FERE)
MK-CFC Megakaryocyte—colony forming cell (EAZERmHTEREAMI)
MGDF Megakaryocyte growth and development factor (FAZERMEFHAL EIK1-)
mu-Mpl AR BR AR TR %~ 7 A ¢~Mpl
PEG- Pegylated recombinant human megakaryocyte growth and development factor (PEG
rHuUMGDF {LEE Rz b b BRI RN )
PISK Phosphoinositide 3-kinase (IRA 7 7 F VA J ¥ h—)b 3-FF—F)
SCF Stem cell factor
STAT Signal transducerand activator of transcription (37 ) /AR VLRGN )
TMP Thrombopoietin mimetic peptide (F 2> RARTF LU I AT ¢ v 7T FK)
TPO Thrombopoietin ( k&2 > ARFT=F 1)
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1.8R554

(1) #04 -
1 X7 L— R T 250ng FHEH

(2) F4 :

Romiplate® for s.c. injection

(3) BFROHAE :
e 4o I 7eAFL L0, [7L— k) /MR (platelet) 23EETH 5,

2.— &%

(1 #& (@%i%) :
nI7rAF A (B %L (JAN)

(2) 8 (@& -
Romiplostim (Genetical Recombination) (JAN)

romiplostim (INN)

B)RTL (stem):
—stim : colony stimulating factors

3BELXNITRHER
07 AFL (B Z) X, 269D T 2 VAN R T 2=y F 25F0

O SN X NI ETh D,
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1.5

(1) FIR DA
IR L T2 R84 (A REA]D) TH 5,

(2) HEIDHER KR PR
HEOBL (TR
TP O (fFR)

(3 HA—F -
L

(4) HEN DM
pH : 5.0
R&ETE 1 (500pg/mL)

(5) T Dt
B RSN

2 HEI DK

(1) BRIES CEMHERS)
BARES CEMHERSD)
134 7L H:
07 AF A GEla T z) 375ng &A™
712 L. ABIOREGIECHESE . 134 7729 0.72mL O7ES KIS L7-1E
W O0.5mL PICEENH 1 I S mAF A (S THIRZ) 13 250pg TH D,

H)AANL, EHEEASORSIRER O GEROBREEZBRE L, 154 7406 250ng
RN FRER mA MR T D72 OICIBERE I TN D,

R UHmA

NEE
NEE

w4
D-~v>=hF— 30mg
R gl 15mg
WA (1 341 7 v L-ExFV 1.2mg
AU Y _— ]k 20 0.03mg
A L i B
(2) BREFDRE :

BEARRNA

(3) &8s -
BEARRANA
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2) THEHE
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Bk PRAFZR1: PRATH R PRIFRE FER 2
EHIRFR5R 5C 36 & A BT AL T IV HiA
0.25, 0.5, 1, * 9 & H AR LIRS )31
JIBEFRM Y 29°C 3. 6. 9. HF AL T IMUBAE AL & 7257
12 5 A <6 E TITEBA
0.25. 0.5, 1, « 1 T A AR L AR5 D3
SR (L) 37°C 3. 6. 9. HS AL T I MUBREIN & 7o 7z
12 & A < 0.5 (5 H £ CIIBEN
- . SR DIEINEE DN A B 3
et MR B HEEET 7 (120 7 1xh) HTARALT IV ;\/éjgyj\
h/nt). 5°C 7 AN
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- 3 HUARRMR LR 8 L
SegereEakEr | 2,0001x, 5C | 1, 3, 5, 7H H T ANA T IV Bk L 2o T2
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2,0001x. 25°C 1H H T ANAL T )L HiEA
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ESFI DR E
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PSSO DT LRI L, AAOSGHREITLLTO LB LD, 134
TNBT DG TE L ERKKEILX0.5mL Tho,
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AL TR
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B, RONA TIOR3 8 TR W INRIER IR 72 BRRET 5
Tk, BRI, SUIEGRRO DIZIRRITE A L w2 &,
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14.1.4 1 XA T A5 2 B EOIFREUII TN &),
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V. JAEICEAT HIER
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Ot 1% 5 14 /MR A 14 48 BT s
OB4AFRMAM

2HMEERITHRICEHES HFE

5. MAEXR (I EICBEET 5FE

CIEMEF R M/ MR D 14 R B R

51 DGR THAREBG LR NGE ., IIREICHER D EEZ bD
BEIERT L,

5.2 I/, BEAEIERN S A THIMY 27 BN@EmnW e EBEZX LN AR TEZ L,

(BAETRMEMm)

5.3 [17. BEIRAAE ] DBEONEZ BRI L, RFNOF M V22t 2+ B8R L7z
T, WO FHERBMEEMBEOBIRT A REBEI, REN OG- 0358 & fk S
nNoEEICHEE T2 L9, [17.1.4-17.1.6 ]

(fRER)

CIEMEER M M/ MR D TR B R )

5.1 B PERERME M MR PSR BEIR 263 A 1R, EINAM S f RS, g <
MY 27 OFENSHETSND, HILY 27 08372 FERNEE L TV D EBE TR
WBIER L 2B, WY A7 OFWEE TITIBENLE L 220 | — R —RIRIR &
LCRIBREAT v A RIZEDIERENMTON D, FHIHEEN & OWEIMGE R RBR I 80)
TH, FEAEORE ([HW : 34 Fld 34 6] (100%). #EH - 125 B+ 118 B4
(94.4%)) TERARFERSEATARPERFFE M M MBI PESRBER TR & L CRIE R A
TuaA RBEAS TV, 72, 5T E N EERRER 0 AHK) £ 5Bl AART O i/ MR Ek
CEHEHERER ) 1. 77 B ARET 15,800+8,600/mL, AFIE T 18,400+8,300/
pL TH Y . FINFEUEIERRBROME S ZIEREECTH 7=, 2o X iz, FIAEEN
B OMESMEIRRBR DO B 1L, ZDIF & A L TR RBOREEATICREIB R E AT 1 A
NIZ X DIRERT OIS b T IREIRP A+ BEThoT-, 2D X
70 BE RS L U B IUHEN K OMAMNEARRBRICB W T, 77 BARREIC LT,
AEBECTEWVAEIER RIS NI, Fo, BIBKREAT 1A RICRIG, UTHEIEE A
TuA RPEERE R BETIE, tMOBENBEIND N, BRNNAOTA KT 4 1
BOWTITEERRID 158 LT, MHEORITAHERE STV 5, S IHEE N &K OVE
SRR BN T, MO EICELL T 7 7B RRECH LT, AFIBFETEWERD
PEPRENTZ,

PlbEo X5, RFNL, oinE (BIBEREAT oA K, %) 12 THOREN
BoNRWEGEE, UIEREMECHER S D L& 2 b b BE KT D ERRABICB
T, AR RENTNAZ EERE LT,

5.2 ARFN T i/ MR E O FREE J OVEGE OWRREN D HIfLod U A 7 3@ B MR 1L/

B O MR BR BT AT RE BN ENOEEL,
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(BETRMAM)

5.3 AR RMEMITEAEEIZ L > TPROIBRTEDBRE SRR L0, AFI OIS
BOBRICER L, TIRASCE 17 BRIRAGEE ) OWNEZRIN L, AFlOFREG%, A2
PR O Rz + B LTe B ORI A RIA V2B RTDIMERDH D &
BA. RE LI, [V.5.(3)2.) 0HBH]

3HERUVHEE

(1) AZERUVHAEDMHER

(MR L/ RN R
\BE, RANIZIE, eI 7eXTF LA (BlarHfiz) & L THREERE & 1nglkg 2K T
Beh59 5, BHBMR%. M/, ERICES U TG E2 M e L, 1 [EE &
595, £72. E& 5 EITA 118 10pgkg &35,

(BEFBRMEML)
W, A, e AT A (B Z) & LTHIEE G & 10pg/kg & %
TEET 5, BEEFMG%, BEORBIOSC TR EZEEH L., @ 1 FE TG
5, £, a5 EITE 1 18] 20pgkg &35,

(2) RiERVAEDRERRE - |RI -
BRI IR W T, AAMER OB Shizd, HiEROHEZRE LT,
(I'V.5.(3) MESUSTRRTABR ) DHSH)

ARZERUVAEICEET 5FE

7T.HERVAZICEET 53R
(EMER RS/ MR 1 B
710 KRNI TERZSRO L, 1R ELER/NROMETHENT5 2 &,

JIIRANiE- ELE RS

50,000/pL A 1pg/kg ¥R 2,

Mo U A7 28T T& 21 Ly Bii/ N MRO & L 722 &
50,000/nL~200,000/pnL 5 TS EET S,

200,000/nL~400,000/nL 1pg/kg T %,

RS 5, R, /MBS 200,000/l £ TR LG4
400,000/nL (SRS UTHRERRTO R G B LD 1ngkg B L, 54
B35,

7.2 RAKE L, M/AMEDNLZETHET (Dl &b 4l HERESE
T/ MRE DS 50,000/pl. LA E) | i/ EERIET S 2 &, /MBI L
ELEGETH 42 1 Bl% BRI/ EllET s &,

7.3 AFNIHIMO Y 27 REWGEIcHEH L, i/ WeE EFET 2 B CTFEH L7
A




7.4

EEGaE e UCH 1A 10pgke %2 4 BEERGHRS L TH, K EEKZRHImY
A Y FERRECE D LU/ I L 72 )y o 72356013, AFI 052 ik
THRE, WHIRLEEZITH Z &,

(BETRMAM)

7.5

7.6

7.7
7.8

7.9

7.10

7.11

7 a AR Y AR E 7 v 7 ) CRIBEOSA ., FAlE LT
FEPFRT DL, 7 aARY OBl OFAE, PiliRaaE 7 =27 o
NEHCTERWEAIZEEBE T, £2, HHHEOEBE TR CEMRT D2 &,
[17.1.5, 17.1.6 Z]

AFN P G- BR AR ONC FH EFAEIRICIL, B 1 RlE2 BZICmEREZET 2 2 &,
HAEDPHEFF SN TWAEETYH, 4BIC 1 A2 HLZIZMEREEZREST S Z &,
AR O®EELZRET 25510, @HE, 101 bpngkg 7O+ 2 2 &,

[Al— &% 4 EEER G L Chil/Mcon (&L LT, WmimdEgF T
T M/ S AHN B GBI AATRT> B 20,000/ LA BRI, X/ M As 10,000/
pL LU CARAFIR 5-BR467 5 100%LL EHEIN) 23588 BV WIGEITIE, HELE
BT 5L,

AFNITREZSRO L, R ELER/NEOHETHEMATHZ &,

LIIRANY T ELEIPRES

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

IREEA 5, IRIERL, i/ MRES 200,000/pL E TRA L2546
WIEEI & U ORI O #5720 i LI G- 2 M 5,
400,000/nL # 7k, IRERTOR GRS spg/kg LA O & &%, /MR
50,000/uL & TR LIz A RERAT & 7 UG /T 5%
HELTH LW,

LIFToFRZ AL E L, 3 MERRIEA U L, HEifl 2472 4~8 B LL_EFfkE L
S, BETL 28, 1REREEOHEICRDY | F—HET&EHEL
2B TENER L TH Ly,

3 MERRI O ED H %

T 100,000/pLL &
tn/ RS (BELF IR TR0 72813 50,000/ i)
ANES T YRR 10g/dL #A
i kSR 1,000/pL #A

WER% D 48 3 MECRFOSGEZ MR L2 HAIIE, 4 BT L ICHEICEEED
WEAZET D2 L (HED spg/kg LT OGEITIIKRELEZET 52 L), W
BZIZ 3 MERRFEDONTNNICEALRBO DN LEICIE, MEEEETHZ &
(REFTH - HEITE, RIERTORGETHBMLTH L), 282 1 H&R5
I ET 256020, 1 RoREEIIEZ T, BEMREEZE 1 BREGIZRTZ
&
UTORRETARAZRG L TH, SIMERRHEONTNOLE LD LI
BlE. AFNOE G2 IET 570 8, WURLEEZITY Z &,




s L7 uARY CUTHNARIRGE 7 1 7 ) O TRIBIROGA - ARG B G
#% 26 S
- AR COORA T 7056 Btz b & LT 1 18] 20pg/kg % 8 JH[#H e
B U7 RER

(FEE)
7.1

7.2

7.3

7.4

7.5

FEIN O TREFEVE ML NSO PESRBEIR B8 (2t T DIRIE AT A KT 4 %) 10 2BV T,
TR B O M/MRENIAMICHE SN TW R0, LLFO#EBENS ., 50,000~
200,000/pL IZ7%E LT=,

TRRAE D 50,000/l i X, HfEm &L OHIM Y 27 Z[ERTE S LLEEZ LD
T KEMEFEO TR LR PEERBE R O 2 B e NIRRT A K7 A
VW TCREINTWAIRREEMLEL LW FRO LV THDL Z ENDRRE LT,
F7o. ERMED 200,000/l 1%, FRREME L MR HEERBER BT TR H AL D ARAIK
1 55 D 1/ MRER O 28 B K O L2 /NGBS -3 2 AIREE 2 B8 L. /i
BOIEF#F O LR (400,000/mL) %z 25 2 L2 X 2 iedE & OunFeZefe e s &
DI DI B A2 FRNCERETE 5 UL & LTRRE LTz,

Z DR B RO MR X, SRR R I R R SRS R A kS L L2
FHEIPY K O R IRRABR . BN M OVIES R ke P 5B I B W TR E L Tz b
DOTHY, WTHORBRICE W THLREMHICRKERMETRD STV, 1A
B EVER/NEOHEERDEIBET DL ENZYBEZILNDT-OKE LT,
12 PERETRENE . MO VESEBE R B3 2 xR & U 72 [EIN K QA = ke 4% 5- 5B 1
BWC, 1 EOMEE Tl IMEERIE Lz, 72, D7 &b 3k L TARA
DOHEN—EICHERF S0, HoH CERN*DFFR SR 2BV TiE, 412 1
Bl OHEE T/ MR ZHE L TR Y . ORI, i LI iE 72 & i/ Mr B o8
SATHIMZAE NS etk FRE E 2 2 A FFROBBUIRO bilenroTo, Lo
Do T, M/MREDNLZET HE Tk, EAFER SN IMEENET S Z L&
U, M/ E LT AIclBnW i, MIEDHZ % 4 I 1B ERE LT,
SAEE H DRI, AFNCBOWTITERD BTV AR,

AHN O $ 5T K B i/ BN AL 5 A dE XM AR FERRAE DR EL U R 7 Z 88§
HIDICRE LTz, 72d, @RI/ MO MBI B A k5 & LT-ERN KL
OEAMEARRBR IZ W T, IMAREE ST AR EARIE DR BLE G 1T, AFREE 7T &R
RO TEERO -T2,

8 P R M L/ SRR PR SR BRI R 2 b e & L T2 [EIN K QMg R kot 1 - aiR L2
BT, k&G L LCH 11 10png/ke % 4 k&5 U< b i/ Mgy 20,000/
uL LU T CTh 2 #8R#E  (20,000/pL LA FCh 525, ARAIOEEAZ I 0 H i g <0 H i
VA7 Z#BETED LB ONDBELZRS) ITBWTIE, AAlOEEZ Ik LTz,
4 JAIRF T BN IR RGO 2 G MEA I Sy, 4 RS L CH RN RD b
RWBFEIZIE, AFloREEZHIET 57 8 @O RAEZ1T O K ) EERRET S
RIE LT,

FEMHFRIERIGR O AR RMER MEE 2 x5 & U7 [FE BRI R BRI Bk O 1 R 5>
5. REMGEERIBEOFAR B M AF I1Tx LT, ATG+CsA 15X 1X CsA



7.6

7.7

7.8

7.9

7.10

BIEEOA L CARRZ B T2 281280, BRNICERO® 5 EMEEIE S
HTENRINTEBY, HELL,
BETFIRIE CROIRA 0 72 AR BMERINBH & 55 & U 72 gt J OVE BE A [ G AR 3
BR7p & N RE IR RIERIGR O BAR BRI BHE 2 55 & U7z EER LR R
BRICE\WTC, 1 RIoMEE CimEkEx ORMER, AfmERKE ON/MR) 452 JIE LT
T2 ENDRELE, ¥, HEMERIN TV DAL EICBW T, 4l 1 FIZH
LZIZET H2MERS D EE X, BRE LT,
PEAFIEH CROIRA T AR B M A 2 x5 & U EE LR ERRBRICB W
T, BsHEE 10pg/kg & UCHE 1R MG 2 L, 5% X0 fi/MRES &
Uﬁd&@kﬁ$$%%hﬁ . &% 5, 10, 15, 20pgkg CHEEMELZ, £
. AN R ARBRIZ BT 13 6. 10pgkg DWW O HETHE 1 B F#5
%%%L fikfoe P G- 3 K VR ¢ 5-30 C i MR BOG A FEAR 1T, &% 1, 3, 6. 10,
13, 16, 20pg/kg CTHEEMIE L7z, WT ORIz wf%ﬁ%i weMEiC K E
REEITFEO BN TN Enh, ZALORBROHEFREICESZ, AFlo#
5%%%ﬁ¢6%é®%ﬁﬁ%1@5%mgf0%ﬁTé*&%&Ebto
FZ, SRR IEIEERIRIRE O T AR B M B & k5 & U7 E LA R ER I
féﬁﬂ@&%ﬁ&%%iz SR IR ARIG R O B AR BEE M EF Tk L
THEBRMENKE L E 2 | BEFEER CORAN 02 mARN RMEE IEE & R
RE LT,
BEAFIRHE CRONRA 0 2 AR B RS 2 x5 & U7z Yigsh K OVEI RS 3 (6] i PR 5
B 5O ﬁﬁ%%%&%%%@ﬁérﬂiém$%%ﬁ%&Ltl%AH% o
B CERE L 7= i/ MR I ié&ﬁ&@ﬁ%ﬁﬁ\3@%%m(@dﬁﬁ\m%7mﬁ
VPREE R O ERER) OB E S W HEOEECSUIF LRI LY | TR
ORI THHEIE - LMK 72 RRE] mué?’)%ﬁ/b’(b\iﬁb\:ki))% i
B ORBR TR E LT RIS EHIE LT,
BEFFIRHR CROIRA+ 0 7 AR B AR 2 x5 & U7z sk K OVE RS 3 (R i PR 5
B 72 & QNSO I RIERIG R O BAE R BRI B & k15 & U7 EFR LR R R
B CRE L7c /IR C L D ¥ G- E0FRFE e 3 MERRM I/ MiEk, ~E7/ et
VIREE R O ERER) OB SV HEOEECSUIT IEOREHEIZ LY | TR
DORERNZBNTHAME - ZRMEIZKERMEITRD LN TWRNZ &G, T
D OB TR E LT- IS EHE LTz,
BETFIRIE CROURA 0 e AR BMEE MBS 2 x5 & U 72 gEsh K OVEI RS 3 [ i PR 3
Br 70 & NS IMARIERTIDIE O AR BYEE MUBH 2 x5 & U7z BRI A R
BRCRE L7 /IR BRI X 2 B G- E o NE, 3 MERRM (M, ~E7/
VIREE R O ERE) OB SV HEOEBCSUIF IEORHEIZ LD | WwWTTh
DORERIZBNTHAME - ZRMEICKRERMEITR D LTV RN &b, 2
5ORBRCRRE LI R SERE L,
B, SREMHIEERIGEO FAR R MEE 2 x5 & U EEEIERERR BRI
kwfﬁmm&mwﬁﬁw WO LN BETIE, 1 EEREND R~ RS
MEZIER L CH, MERFEHEDSHERE S D ATREMES /R SN2 2 E D BEE LTz,



711 BB COORA T EAERN R M A 265 & Ui B ONE B 3k R g R 5t
BRI\ T, 20nglkg (S B 4 W LINIZ /MRS 0SB 8 & 7= g5 #E 13 9 1,
20ug/kg % 4 BMEE L CTHIM/IMBIERRBO o200 4 Ha#E 2 T8
T LA M NS 23 78 w%mt%%ﬁisz%otoit mm@g%SEﬁ
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RERTYH CR M IE PR ZiERk L 7= 9838 OEIE 1% Week27 DN E < . Week14 705
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A% 26 HEZ AL LT D LNBEUITHD LEZ, RE LI,
¥V .5.(3).2) M IT/IIRH [ B[R] B A AR BR (5317003 AR, 004 3BR) 1k D&M
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%2 531-003 7R : [EFEIERERAR SR (HA 9 6, #E 761, B35 1 41)
%3 531-004 35 : ERSILFERRRER (A9, ##HE 15 f#)
FEIMAN OFAE « Helst HRER CARIN G S = s 2K

@ : G SR

(2) BRIRZEIEEER -

1 EHRRE /MR EERRBE TR & L =ERREER

1) B A% 53 ER 12

A AR MR A 30 il 2 %R ICAK| %2 0.3, 1.0 T 2.0pglkg HLAIR F 5 L 72 B
DEEMEROBENE T TR Ll Uiz, £7-2. BRI BNEE K OS2/
Bt 21T o7, ZOER, TR TORAZEGHETHTCICE>TAFEFER, TOMO
BEEDHEFRKOEEOFFRRIIRBET, AEFZORIEEICT 7 2R

LETRBO LRI,

7o, BRBREMEICS, AFNCEE LT, BANICE

WObhHEEIBEIN ol ZOZENE, HARANMIBWTAHKZ HE
THE LB, 2.0pglkg £ TORABMENSHER ST,
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HARNBN &M ITP B3 12 6 &2 X5 A K] 1.0, 3.0 XL 6.0pg/kg % 1 [A1T 2
IR TG L. ZEROEELZRET Lz, £72. ORI/ IMRROSDR O 5
T BRBRE Tk e 15 5- TR T LT,

ZORER, TRTOMEHTAEEGNBILLIN, 1TL A EOEG CTHEIEELNER
ETHY ., K ERESE 25 6O TIER <, 6.0ngkg £ TOAEMEDHER S L7z,

[V.5. (3) HEICEEZRRER
[VILL. (2) FGARFER CHESR SNU7-MAFIRE | OIEBM

<%% . QT/QTc k@i xt3 52> 19

[FEHIREENREE I 51T 5 QT/QTe FIFRDIER & i ANEENRVEH O AER) FTRENEIZ RIS 2
ERRAURHM CERK 21 47 10 A 23 HEERFARE 10235 1 5) ] A KT A 2HS<
QT/QTec FFMFRER X FEHE L TUr7Ry,

ARFNEI R, B ER S o 35 1f. SRR O AR R7E 9~ 5 TPO 2 BRI R R
FEAT DB R Fo- X7 F RlE 2 X0 ETH Y | RS~ RN S
HTFEPREINED, QT RIBOER #5234 4 F ¥ 2 WIIEA L7z
EEBEZBND,

(3) AERIGIRFRAER

1. EMEREEL/MURDEEREEZ TR & U-ERRAER

(WIEREEDKRET LEE] 51319

DERHBROVEIR S EDRET EETE
FEINEE ARRER O Y)al % G- B4 Ratd 2 BT, ENE DMHERBRE ZiL7-, €0
FEE 1. 3B XU epgkg DI/ MREL 50,000/pL. & 48 2 -4k ERE OEIE L. £
ALEI 25% (1614 #1) . 50% (2 fil/4 fi) 3 LT 100% (4 #i/4 1) THERAFR)
Tholz, 6pgkg BEO 1 FIOPERF BV CEE O M/ MOB (980,000/uL)
DD LT, 6pgkg IIME#FRGEE L TREYIEB 2 bz, 72, 1pgkg
B & Bnglkg #ED M/ BN R A g3 5 & i & b (Tl EE o i/ Mk o ¥
i (450,000/uL LA E) 13587072 O D 3pglkg BET LD @ MREE N
RO BN,
PLEDRGHRIZIEES & | [ENGE MAERER OB 4G H &% 3ng/kg I[TEXE L7,

2)#EI% 5 £ 3ug/kg (ERNE MABERKRKEER)
FEINZE IAHRRER Tk, 3ng/kg & BAAH EIC L7fE R, AR T 7 2 R B
L CEWW i MEE Mz R 5RO bz b oD, 22 filH 6 5] (27.3%) TG4
B (55 3 HE £ T) ITIRIEEEHE (/) iEk 400,000/pL UL E) A % % i F
TR MM/ EL DI FR D BT,

IEARNDHEIIREE 1ug/kg & FIEIR S = 3ug/kg DEREREERD LLEE
EPNA OB MAHER Cix, #PIEH G & (EWN : 3pglkg, 1S 1nglkg) DIEWNT
&0 B H-BIGE S O M MR DOHERR T 72 > TWe i, 20k, [F—o H &R



(B ERS L OMRERIEHE ) 6] —) ZHWHEREI L7z 2 A, &5 10EHLL
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EPRSIEE®R (n) 22 22 22 22 20 21 21 21 20 21 20 20 21
FAWIHERER (N 83 78 78 78 77 78 75 75 74 74 T4 T 73

4) BRI S EDRTE
WIEl % G- &% Spglkg & a%iE L7 ERIRERBRICI W T, BHZREIICIREIEHEL B 2
2 22 M MR B OB NN ZRD BTz Z &G IMARAER K O FERIELE D Y A
7 % AT 5720, AFIOENTOYEER 5 &% 1nglkg EREL, Hx OBEHFD
M/AMRENZ S U CARIZE TR T 2 2 RR Y ThDH EEx b,

(REHAEDERFERR] 19

] PN 275 T AH SRR S OYE N = BTk e sk R oD e v 01, ViR IR e kiR & [RIAR IS
10ng/kg (Z3%E L=, ENEIFEFER Tk 10pg/kg 2345 S 7= BRE 1TV 72 -
7203, [ENE kG RER CiX 44 Bl 8 il (18.2%) 2 10ngkg 35 X iT-,
10pg/kg 2365 & 7= 8 il 5 311 C. 10ng/kg #5442 1fi/ MR EAS 50,000/pL LA 1
LRAY

—J7. 10pg/kg # 5% (2 /MREAY 50,000/l LLE & 72 5 722 0v o 7= 3 fild 2 I C
b, RENPBEGZ R, H R EEEICEE L 72 i MicER 20,000/nL % 68 2 CHY
MU=, AENIOE-Zfkk: Uiz, o 161l M4, ik
HEOMKIT A BUE LR o722 &b | IRRFFHEEOHLEIIEWAF OF 5-
ik L7,

Uk, ENESMGRBRICSI L-RE 0 5 b, Ke & 10pgke 23 &5 31
72lE & A & DR Tl RO 3580 B vz, £72, 10pg/kg 5K
Lt EMEE L 2 2 EE A EFRORBUIRO RN o722 b ENORKE
B 10pgkg IZHETHI EIE, VAT « XX T 4w FOBENOEHKEEZDL



2. BETRMAMEBEZEZNR E LI-ERRER
@55 I 1HERREER (531-KR001 &XER) 020

1) RABT VA1
L, FEEMR. 7 & MMb, WATHER Ml H & E AR
FehE i
2) x5
FPZMHIRE AN R M MRIBAE 2 A T 2 E AN AR RMER M (AA) B3
WV B - 35 1], ket 551 : 33 (5l KI5 - 18 #il
(2 VEMEAT RS4RI - 35 1], VRBRERFH RIS L 7T cr R4 « 33 i)

3) 7L
< IR R OVERERAIZ LD . AA OREERZBIN e STV 5 BHE
- SRR AN T B
(12— oy~ Xy ko s e >0 > (ATG) &v 7 nm
AR A (CsA) & DPFRIRIELZ LIENZZIT 22 & Db 5 EE)
- /R E= 30,000/l O i/ MR B E O B

4) FE7pBRAENE
s BHELF 7 U 0 Grade2 UL EO B

5) #BRITIE
B 5-051E MU EREAE ], Akfei B, RGO L. 901 AT
TIEFEAAK 1. 3. 6 XL 10ugkg BEOWT NN T X LZEID AT,
TNENOMELZME 1A 8 MM FEE LT,
P ENENOEG T, TREOXGZ FE i L7,

|
i
=
z



<H=EHREHIL—IL>

P RIS (Week1~8)

1. 3. 6, 10pglkg WD E TR G2 5hh, T EFEITA AT

ARe i 54 (Week9~52)

ReE AR 20ngke & LT, 432 LR
FEFEIEL, AERESRICHED 1 BB S B3 E

< Week9 [ZI/MRRIEAF 5N TLENEE >

B A 1 o 2 4 e
<BIEHEERN 5 4 BRICI/MRRIEHNED DG NEE >
L)

<MU/MRRIEHERSH b f=5HE >
MRS 2 #EFF 2 &9 0 HEXITEE

Ei# 58 (Week53~156)

RITRE 510 0D e e 50k & TR By 2 AR Bk & L7
Be G RIE, M/ MBE ZHERF T2 X 0 HEFIIERISHE 1 B o i s
<FEAENOHENDELHH S NIIGE>
Bt 2 % P B R 6 RO R R
<F—FAET 8 BEHE T MBI BLEBE*THH=HE>
438 Z &
(Bnglkg #5121V 4 Bk CRUERPI CTh o 728 aid, G52 P1k)

¥ S MBRERODEAEFE
- 1/ EEC . > 50,000/uL
c~EZury (Hb) #RE : > 10.0g/dL
- GFHRERSC . > 1,000/uL

ASRER
ESCIESSES-
1ng/kg 3nglkg
3ug/kg 6ng/kg
6ng/kg 10pg/kg
10pg/kg 13ng/kg
13ng/kg 16pg/kg
16pg/kg 20ng/kg
20pg/kg -
6) RFAmEH
W 2T I

« Week9 |Z i/ MR % 7~ L T2 g o Bl &

W =22 EI A EE H
- M/MREOE 2R LT #kBRE oBIG (W &REH . Week1~12, Weekl~
16, Weekl1~24, Weekl~52)
- dfn/ gL S B U 72 R O BIE (DI SIS, Week1~12, Week1
~16, Weekl1~24, Weekl1~52, Weekl~104, Weekl1~156)




< FRMLERBOS KO8 AT aFHERBOG 2 7 U 7o iR O FIS (W1 S 3FAfh 51
Week1~12, Weekl~16, Weekl1~24, Weekl~52, Weekl~104, Weekl
~156)

- SMERRBOGE R LI gRE OFIG

PR TE H
- HEFRG K OFIER ORI
Pl I T RAFLAPARKL OB b AR AR=F > (TPO) HUkDREL

7) AR
W= EEmE B
- Week9 (Z i/ MRS 7= L 7o R E OEIE
Week9 (2317 D I/ IMRBUS 227~ U 7o REE U OV OFIGIE, 10pg/kg B (n=10)
TIX 761 (70.0%). 6pg/kg B (n=9) TIL 36 (33.3%) ThH-o7-, lngkgif
(n=7) & 3pg/kg #t (n=7) TiL, Week9 Tili/MRESR % 7~ L 7= #5RE 1358
HiLienoTz, 10pglkg BETOM/IMBOR 2R LTCEIE DN R b oo,
B =R FIR R I
- M/ IMRBUS 2 U 72 BB E O E S
(FHH EaPh, Week1~12, Weekl~16, Week1~24, Weekl1~52)

I3 SRR L R B & R L T2 R U OV OB A 1E. 1pglkg B
(n=7) KO 3pglkg B (n=7) T4 34 (42.9%). 6pg/kg # (n=9) TIiL 6 #i
(66.7%) . 10pg/kg #f (n=10) TiX 10 (100.0%) Toholz, Z Dk, Mk
R OV #5581 C i MRS 2 FREE I G- B 2 i U 7o k55, 1~6ng/kg #
TR 2~ L= #E8RE OFIE 1L B L7z, Week156 & TIZ /MG &
R LTEHIRE B NZEOFIEIEX, 2T 33 #iH 29 ] (87.9%) Th ol

« I /AR i 2> & BERY U 7= g BR R OB
()31 E2F 4, Week1~12, Week1~16, Weekl1~24, Weekl1~52,
Week1~104, Weekl1~156)

P A TP L2 SRR L 2> S BERE U 7= BB A OV OEIA 1. Spnglkg BE
(n=7) T2# (28.6%). 10pg/kg Ft (n=10) T 2% (20.0%). 1ug/kg # (n=7)
KO 6pglkg # (n=9) TIX0H] (0%) Thotz, Dk, Migif 51 K OE B
P 5 W) C Ul RS 2 FERE I 5 - B 2 FHE U 7R 3, & C i/ IRl 2~ & B
L 7= W OB IT R Lz, Week156 % TIZ I/ MR > & BEDL L 7= B &
B ONZEDOFEIT, 2T 3341 13 4] (39.4%) Th-ol-,

AFIREH5-AT 8 W ATAE & L i/ MR % 52 7 CWO = #8RE o548 1%
3ug/kg #t (n=4) T 2 #l (50.0%). 10pgkg # (n=6) T 2 ffil (33.3%).
1pg/kg # (n=5) KU 6pgkg #f (n=6) TILO0Hl (0%) Thol, LDk, fik
et 53 K ORI 531 C i MR BOG & PR IR IS P G- S 2 iR U 7o/ 2R & Tl
AN 2> O BE U 7= 3R O EIAT EH L7z, Week156 & T I/ M EiI 7>
SEEML U 7B S DB AT, 2T 21 Bith 13 41 (61.9%) TH Y. 10pgkeg
BT eflH 64 (100%) THHoT-,




« ARIMERFOE R O AT AFHER O %o L 7= B OBl
(O3 B3, Week1~12, Week1~16, Weekl1~24, Weekl~52,
Week1~104, Weekl1~156)
WE R BTN ) AR I ER SOG Z2 oR U T2 8BRS B e OV OB G 1X, 1nglkg BE
(n=7) TOHl (0%). 3pg/kg #f (n=7) T2 (28.6%). 6ngkg # (n=9) T
16 (11.1%). 10pg/kg # (n=10) T3 H#] (30.0%) TH-o7=,
HHERSZ R LB A B R O OFE AT, 1ngkg BT 161 (14.3%) .
3ng/kg #EC 3 4 (42.9%) . 6pg/kg BET 4 B (44.4%) . 10pg/kg BET 6 61 (60.0%)
ThoT,
IRIMERS R 2 OV AT AF P ERBOG % 7’ LT R 3 % OV O FIE X, 1ng/kg BE
T 1f (14.3%). 3pglkg # T 4 ] (57.1%). 6pgkg # T 5 il (55.6%) .
10pg/kg BT 741 (70.0%) Tholo, ZD%, Mk 58k R BI# 58] Ciin
IS 2 FERR I 3 - B 2 G U 7RG R S G- RE CORIM BRSO e Y/ X34
BRI 2k LT OB G 1T EH Uiz, Week156 £ TIZARMER &M O X
AR EREOG & s L 72 BB B OV OEIA X, 2T 33 6l 29 5] (87.9%)
THoTl,

- I ERAIE 2R LR E OEIE
FIHH SR T i BKR SS 2R LI BRE 1S, WTh oG THLRO b
mholo, FOK, kG &k OR S G-85 T MR & R i 5 %
FHE U7 . Week 17 LLRRIC Z M ERA G & 7R L 724035 23558 H AL, Week156
TIX 2R T 33 B 561 (15.2%) (2 ZMERSSDNGRD S iz,
BRT, —ETH ZMECRRS 2R LEBRE I 1L pITHY . ZImERRNIG &
R ETOHMOP AL, 127.0 H (43,288 H) TH -7,

W2 VEREAT I H

- AEFES K OENEH DR BRI,

O H AT
AEFRIX, 1pgkg #T 7 619 3 61 (42.9%) . 3ngkg #ET 9 il 5 i
(55.6%) . 6pg/kg FET 9 il 7 4511 (77.8%) . 10ng/kg #ET 10 i 4 51 (40.0%)
WCHRBL LTz, BEHRERICHEEA IC8EL LIz B8, Ing/kg #EC TS )
25 245 (28.6%). 3nglkg BFET g7 KO THHIWW] 234 2 il (22.2%) .
6ng/kg FET 57 23 3 1] (33.3%) . [ ) KON TASHRSE ) 2345 2 1] (22.2%)
Th o7z, 10ngkg B TITHEBBNRE LA EFEFLRITZBO ONRNoT2, &
HEOHIMI > CTRIAEAN ERH LEERITRD LR T,
BITEMIX. Sng/kg BET 2 ] (22.2%). 6ug/kg #ET 141 (11.1%) (ZFILL
7o FGHITIX, 3pngkg BT AW 2 261 (22.2%) KO T9H57] 731
Bl (11.1%) . 6pg/kg #ET (571, TAEAR) . @D £ 234 161 (11.1%)
Tho7T,
IS E - TmHEERITRD SR Tz, BERAEESL T épg/kg T TH
Fge ) 1B (11.1%) (ZHB LD, A& ORRBERITEE Sz,




QBRI ) A A
AEFRGIL, KT 35 61 32 1 (91.4%) IZHEL LT,
BHRERITTIX, 1pg/kg BET 7 HIH 7 41 (100.0%) . 3pg/kg # T 9 #ilH 7 i
(77.8%) . 6uglkg #£T 9 #I 9 ] (100.0%). 10pg/kg & 10 #l+ 9 #
(90.0%) 1ZHBL LT,
FLRTIE, AR T, T ERGERYE ) R b%< 16 6] (45.7%) IZHBL LTz,
WNT DRI 2861 (22.9%) . T ss ) 25 7 41 (20.0%) . [P 23
6 (17.1%). MHIEARE) KON TZHZ] 4% 461 (11.4%) Tholz, #&
HBOBIMI > CTRAEAN LR LEFRITRD LN ho Tz,
BIWERIX, 24T 35 filF 36 (8.6%) IZHREL L=, BHRERITIEL, 3ng/kg #t
D 9 I 2 6] (22.2%) KO 6pgkg #ED 9 FIHF 14 (11.1%) IZHRH LT,
FHLHNIL, BT, TFRm) 23361 (8.6%). [H57) 28241 (5.7%) ., #
D E N B 16 (29%) ThoTo,
IS E ST HEFR L LT, 3ugkg BT U] 23 161 (2.9%) (23
L7228, AH L OREBIRITEE ST,
T, TOMOEERAGERELR L LT, 3png/kg BT [REWEL: TP ERIRAE |
Fe O THsBSe) 345 10, englkg BECT TREES ) 28161, MEEE) KOt M
BERRAERE | 23 161, 10ng/kg BT TEARE) KOV THEMCRIEE) 23 161, TR
~N=T ] BN LH TEOS ] 23 1 BNCFNENIEE L=, KA & DORE
BRITIEE STz,

cHue I uAFAHEEOH e o RAET T (TPO) RO FEA
pio 2 7 n AF AHURIE, 10pg/kg BEO 1 41T, Week25, 41 K OGRBR#E T I
WAPUENEETH > 725, PRFRIIOTR oSBT HRETH - 77,

bt TPO Huikix, 3pgkg #ED 1 # T, Week25 (2B W THE S HUARGIETH -
7o F7z. 6pgkg B0 16T, FIEIEEFI)HRERE TR E TOT X TOHRE
KR CRE A PR EThH - 7, FRgtRiL 2 1 & b EMETH - 7=,

- 25 SRR AINE (AML) SUSESEREREGER: (MDS) ~OBAT
AANOF 5% 51572 35 B> 9 26 B T AML } X MDS ~DOFAT DA M % 78
L7z, 26 67 10 5111 Week156 £ TIEERZfikfe L 7 gBRE C. 24 b OHBRHE
fv@iz&ﬁﬂ%ﬂlﬁl*&%ﬁé ) 3 I S o, AIBBRTIX. AML XX MDS ~
BAT LT 3B bvie o 7z

.'§|’=,’]I/]]I7FEIEII3’x ERPREXER (531-002 EER) 2120

1) RERT VA
ERSIEFE, FEEM. EIRN A SRR
FhaE - AR, §EE

2) X5
S HNHEIR R SRS AT S MR RIE S & 70 & oW I MR IBE 2 B 5 B A
AR OVEE N AA B3



KON REM ., K O 2PERRAT G831 il (HARAN 24 ], 5E A 7 41)
3) E/pEiRJLUE
« FHRRFRY K OVEBERRATIZ LD . AA DREEZEIN /2 STV 5 EE
s A LLIET X0 ATG % & Tett itk s 1 a— AL EFER L7z H 050
DOOETARINTHoT2BE ., UL CsAITARINTHY . D ATG A & 72 5720
B
o I/ REC= 30,000/l O i/ NIBAME D B

4) F7ebRohHE
HFEiLTF 7 U 8 Grade2 UL DB
B OIFER LD 2% O B
- BRI O YL AR TEE DR S B
5) #BRTIE
B 551 - i/ IMREOG K QNI MREL & B ERER RIS, AAIOM&EL 5, 10, 15,
20pg/kg CHEEFEE L, M 1R 52 W MG LT,
FEFRET © TRl — VSRR L7,

<HA=EHAEHIL—IL>

Week1~4

10pg/kg CH5-BAMG, AERENIA T

Week5~52

I A 20pg/kg & LC, 42 & ICHERE
JHERREIL, FRIZEW1 Ewafot%gmiﬁg
<IMM/MMRRIEHFRD 5NzHE>
FH % R
(TREREATEE M SUXIRSR > LS Al S w0 B &P L7350, 1 BB L)
< 4 BEH L TI/MRRIEDZEBD DNgh > =55 >
1 BeP o A
HEFROREL, BLENRSINDGEICIE. FHEMER)
XM/PMREICUTOE S BEEBHNRO SNEESIEDEICKE C THIRIZIEE
a) iM%k > 200,000/uL @ 1 PERSRE
b) 1f/MEEC> 400,000/l : 5k
O Hhilreg o i/ MRE < 200,000/l : 1 B L <515
@ % oM/ MRS 50,000/nL : [FH & TH 5
< 10~20uglkg DAET 8 AL LEE L, Bl L =ML REHF TH>HE>
1 BB ol
< 5uglkg DAET4BELULEHRS L, Bl L CEZmMEREAREHZHE TH>HE>
TR3E

¥ = IMEREROE A FHE
- ffi/ B > 50,000/L
c~EZ vy (Hb) B : > 10.0g/dL
< fFRERSR : > 1,000/pL




6) FHlhiE A
W R H
-+ Week27 IR R MR FRISOG™ (ML IMRBOS . AR ILER BRSO RS DV g
) EoR LIZERE 0BG
W& EEAT B E
- BEH AR TR (Weekb3) B SUZIIKRFHIBG % 7~ LT- R E OEIS
- R BB b IR PRI UG 2 773 £ TO MM
- WllEl G-A 8 NS RIEH & L C il MR L & FE5E L TN 2 #EBRFE T o iR
i 107> B oD Bl A SV it/ Sl i B DO Ik A R L T iR E o EIA
- Week27 IKf i L O 5 HI[RTHE TR Y (Week53)  IRf sl i/ IMREOIE . AR MLER L
S ST BRSO 2 7 L 7= B OBl &
) MR FHI B 00 2 ) i H v

/R 20,000/pL PA EFEIN L7- & & . ST/ MRS 10,000/pL LA ETH ) ~—
ATA NS 100%LL BRI U7 & & Sk 8 IR REeE L C i/ kg FE
{Kﬁo

NEZ B EUREE | 9g/dL R OWRE O~F Vo v LA R FRILEREI 72 LT 1.5g/dL L1 L
BNz & &, T, ARfEREgm B oORD (8 HREKE L - BRI BT
fifiifn 2% 800mL LA B ,

IR ER S 500/uL A OHERE O LT EREDY 100%LL B L7 & &, k., GFdEk
HAs 1,000/uL Al OPEERE OLFHEREDS 500/ul LA EHM L7z & &

W =72 AR TE
- AEFRL L OFENEROFBLRDL
cEBERE (BBEOMIEE L LT 7 U 2 Grade* DA{LEE)
- AML/MDS ~DO#ATEIE
% Bone Marrow Pathology (2nd edition) (ZJ& %
W R
cPia R T RAFAFUER O b a AR AR F L (TPO) Hilkopadg
7) AR
W =T
- Week27 W 5 iR A SOG (i RSO . AR ML ER S Je QNG ER SOGE DV N4
D) ZoR LR OEIE
Week27 RS MR FHISOG (/MBS . ARILEREOS . AFHERBUS DV huh»)
DFRD BT R 1L, 31 Bl 26 B (83.9%. 95% 5 HE X M(CD):66.3, 94.5) T
B olz, 95%CI O FIREIL 66.3% TH VD . HONUORE LIZBEEFIEG TH D 15%
Z ko7,
7p¥. HARNTIE 24 HilH 19 61 (79.2%. 95%CI1:57.8, 92.9) , #[E A TIX 7 B+
74 (100.0%. 95%CI:59.0, 100.0) TH -7z, MED 95%CLITE 2> TV, i
KR ROS D F DN BREESIIRETH D B2 bz,




W& AT P

- B G MR T EERR AT (Week53) WS MIEFAI NG & o U - #BRE O EI &
Weekb3 IRt il Z MK 7RI BUG & 7 L 7o gkl 31 il 25 65T, & 0EIA X 80.6%
(95%CI: 62.5, 92.5) T - 7=,

- 1RBREER BB AA DN D MR ) SUR & 73 F T M
TRBRIR I B hA ) D MR ARG & 33 £ TOHIM %2 Kaplan-Meier 75 CHEE L 7=
LA, hfE (95%CI) 1237 H (36,44 H) Thoiz,

STRBRIERE 5B kA7) B MR G 2 79 £ TOMIRIE,

Dayl 7> b M/ MESS, ARIVEREE, RIS O W g =~ £ TOHIM & £ LT,
- MIlEl & BoAi 8 3A fIC Al & U Cf /I vB i i 2 S L C O 72 BB C o it /) B i i
5 OB i afn /N I O Y o L i R OB E
HIlEl$ 511 8 M IZAiAHE & U C i/ Ml i 2 525 L CW R E 16 il 5 5
Week1~27 O I CifiL/ Mg, 7> & o B S0 i/ S, & oo 2 7= U 7 gk
Fix 12 61 (80.0%) ThH-7=,
F 72, Week27 LARE THr 7= (2 1/ NS 7> £ OBERR S 13 i/ M i S ool b %2 7= L
THBRE IR O LR o T,

-+ Week27 W5 % OV 5 1L T REIR A (Week53) FEAU /MRS, ARIMER S
XA P ERIOS Zos L - R O FI &

Week27 FEpiCld, 2¢5RE 31 G0 5> B, i/ IMIEISEDS 20 1] (64.5%) . AR IfLER
FOGHS 23 1] (74.2%) . G ERBOSS 12 61 (38.7%) (25D BTz, £7-, Week53
REAR Tl M/ IMRBUE2S 20 Bl (64.5%) . ZRILERSORAS 21 1] (67.7%) . A FHERI
I 15 5] (48.4%) 1ZRBD Hivlz,

Fo, SMERSSNFRD DT HERE 1L, Week27 BTl 31 il 8 il (25.8%) .
Week53 FFCTld 12 5] (838.7%) ThH -7z,
W = R B
- AEFES K OENEH DR BRI,

AAHNOP 5% 1T 7= 31 Bl 29 B (93.5%) ([CAEFGEARI L, 17 6] (54.8%)
WZEITER A3 LT,

FLHNIE, AHFFERE LT, [EWEER) 2R bHE<, 1341 (41.9%) 1ZRBLL
Too RWT, T ERIERY:] 28 861 (25.8%). [FE H 66 (19.4%). [HH
23561 (16.1%) . [Tl KO TR 234 461 (12.9%) (2B L2, BIEH
LT, TEER) RO THEEHE) AR bE <& 461 (12.9%) (IZHBL Lz, RWT,
(7T7=22T ) b7 AT72T7—F|, 747V DFEA~—HN., BRI,
MURBR ) 234 2 61 (6.5%) IZFEBL LT,

B, AEFROFEBEIGIL. BAROHERE T 24 Flh 23 #i (95.8%) . FHEDH

BRE T THIT 66 (85.7%) THV., FFRETH-oT=, HbE BREALT-AEFEL
. Wy [ EREER ] (BA : 9 (37.5%). §&[E : 461 (57.1%)) TdhH -7,

WL ST BERERIIRD LN o, FOMOEELAERES T TRULIE )
KON THHER ] N4 161 (3.2%) \CRBL L=, AAIE OREERIZIEE Sz,




A CESiOMEE X XL F 7 U v Grade DZE{LE)
1/7”7 > Grade IZ22W T, 2HlO#ERHE TX—2F A L TD Grade 780 TH -
W2k L. Week53 BT 11T B U722, AEESR L LMW S ho 7%,

PERIRAEDORE R, 2 B CARAE 57T Y R B B bz, 161IL, Week27
RER T G—/3y RSB L0 YR B 03580 Hav, /o25ia 9 fifar, 7 Yuta
REN (3, 4, 14, 16, 17, 19, 21 FYAMKOHEM) 23 1 MIITHRE S 7z, 4
*w%% U682kt L. Week 53 i CIXROEEENBO SN hoTo, £
m@1@1@4w&mﬂ%6hﬁ#ott@W%M6f%%%$¢L D
%@ﬁﬁf%é%ﬂ RO LN, G RoYEofER, /250 20 fia
¢\7%%@%@%%#4@%L\7%“@%@%%&05% SRR T CTATERIN
) OXREN 1Ml SNz, /-, X insitu A TV XA B— 3 9k
DOFER, 7T FROAERE (£ VI—17) B50%0fMIEThB SN, WTIhok
HETHR—RAT A U CIHPEAKRF IR bz o7,
ZOMIZEHiRA TREITR O bk oT,
MABBRTIL, WP L IBRIFLEMISIC L 0 BRIERO 220 L5 Ll S,
- AML/MDS ~D#ATEIE
F—H Ty A TEEE (201846 H) TiE., AML X% MDS ~OBIT1 R S
TR EIIERD R Do T2,
W
Pl I e RAFAHARE O e U ARAEF . (TPO) kD pEE
1 BlOBIRE TG R OB G OBEFRF R THir 2 7 0 2 F LHERRD b
7oy, HRHUAI R TH 72,
Fio, 1FloO#EERE T, #H%O 1RESTH TPO FUANRRS b=, Ffipt
NE =X SR

ZtKﬁIJODﬁHHE IAGE S NCBEIMEIC &V Be p7z0, TV IEROHE] OHEZRT 5F,

O’%’]I/]]I*EEIB’" PREXER (531-003 &BR) 22

1) RBRTY A
E3] S N =1 N (CEZ N VR Ficd
FhiE - A, wE, B

2) X4
G PIHEEARIBR O AA B
B R DFRMT R G, S OV RVERRAT R GEF1T 6 (BARN 9 6, wEE A 7 6,
BB 15
3) L B ALUE
- MIERAE N OVEIRAEZR ST D, AA LR SR
« ATG KLY CsA I X 2 BURH AN LEE &HIW S 783 (NSAA* O B 1M LC
TIEL TS Z L & MH)
TRBRFE MR IS S X | SAA™ UL VSAA*® L M S N7 R % T0% L LML A

NHZ &b LT, BEEHT NSAA I S E OB &L 4 AT & LT,




4)

5)

lEES e

k1 JEEIED AA %2 HIED AA %3 : FHEIED AA

F 7R bRo LT
ATG. CsA. XiZ Alemtuzumab 2 K DIBERERAZ A4 5 HEH

- BRELF 2 U 8 Grade2 UL EOBE

ﬂ“@@%%%iﬁ2%ﬁ@$%
BEAMI DY ORI CTRE DR bR
R 5
551 D 4 WRENIAHF 10pg/kg OEEMES L, B 1R FHEREGLE, £

D% 0~20nglkg OHFIPHTHERIE L 7=, wEWRIX 26 B & L, EE
P 5% BT D YERE IZ OV T, Week30 O BEBRAK TRERA K ICA
Flamkhg Lz, HREEEMIL Week53 £ TE L=, Weekl14 LI 4
T [EEE U CRh A HIE AL e ([EIBRAEE R — ek Zs) #V IZH-S3< CR & 742
STEHAER, BREEEZHR LZEE 2HIC1FOREGICELETHZ L L
L7z, F7=, OFHEE LT, 7 XTOHERE T, ATG 2 A5 055
HGHG 5 HREL 72> CsA % Dayl 7264072 < &4 Week26 £ TG L
7zo ATG X, 1 H 1[5 2.5 mg/kg & AR UL 5%~ B o HEES K
500mL TAMR L., 6 FLL L2 TRARIC AT EHE L7z, CsAlX, 1 H
= 5 X|¥ 6mgkg ZBMEHEE L, 1 H 2BEEOHESG Lz, CsA IO
Tix, Week26 LUEIZIRBR B L EATSE S RS &4~ 5 & TH G- ATaE
L7,

D RRRV—VICHEV IR LTz,



<HERHIL—IL>

Week1~4

10pglkg THeG-PAR, R

Week5 LA

A 20ng/ke & LT, 400 2 LI H R
FHEFHE 5 B4 (ng/kg) : 0. 5, 10, 15, 20
i/ MCER 200,000/ A ¢ 4 30 2 &2 1 B g o8 R
(T HFFRDFEB U 7255 L TRERAE 2 [5 Aili 0 ]y CHY St 35 RF)
400,000/uL #A : [ HICIRER
<BEXITAKRE>
SRR 7%
200,000/pL A @ 1 BePEeE (G- 5% spglkg D% A 13IREE)
400,000/pL 8 : B HITARSE
- 7Zet (FEFES)
HEFELNREEL U254 1A 5 FE R O W CREMMARSE ST 1 BRI R A AT HE

<HKEHOBEH>

- MBI S AR DB A
200,000/pLs ATl : RZEREL D 1 BeBS NP CHIBH (IRSEIRF D $2 5- 578 Spglkg DA 1E1R] 5 CHERH)
50,000/uL A FIZE T L7z B A ke & [R5 C B

c BEMICIES RO BE
TRBRAH Y BERT N 2 B VE D IR G 720 & L7356, IRIEREL D 1 Be Pl R CipBl (RIERF D & o3
5uglkg DA 1L IR & T )
HE AT U K &9, TR Y EEAT O 1 LD &

<EERREOER>
- Week14 LIEE, CR™V L7200 4 MEHER SV 72356, B EHRZ 2 MEIC 1 ARG ICEH
 CR ZHfEFF CE WG ATl 1 e 5-IC

6) RFAfhiTE H

W EEAHME A
« Week27 (2B W TR RENE (ERRIEHEL —HkZ) V(285 < CR XX PR
Zeon L T2 9RE O ElS

W 7 FR G H
- Week14 ([ZB W TRh B HIEIENE (FEIBSEHEL — %) 183< CR XL PR %
LT RE OBIG
« Week14 K TN Week27 (23 CERRILHETD [Z3-5< CR 2R LT-#RE 0FEIS
- Week27 F TOKRHiRe I35 1T DRI AL (FERREHEL — k) 1ITkD
< CR XX PR & 725 £ TOHIM
- Week27 & Clouife L CRhFHIEENE (EFREEL —HE) 128-5< CR XX
PR & 725 7= i KD B
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FERE « Fio—/L T M 2Y 50,000 ~ 200,000/l (ZHERFS L5 & O FHE
R 55 10pglkg

P 12 M

HERfiL—

/g () b S I T

< 10,000 Inglkg 4

=10,000 ., < 50,000 | 2 [ALEGECAFEOIM/IMEROEAIC 1ng/kg B (20 2 L ICHH)

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

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

FOHOEGERIEL, /MDY 200,000/pL LTI T L7z

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

6) FFAi E H
W=
- I/ MBS (Be555 2~13 il B 0K OBLE BIZHIE L7 i MY 50,000/uL
PLEWICHEIT 25 2 &) RO 6z
W &7 BRI TE B
s R—= AT A NS I/ MRS 20,000/pL LA SN U 72985 E O EIA
IR OKHE O 4 B (55 10~13 B B) (ZHE U7z f Mtk o S i
DR—R2F A b DB E
- 1/ MRE )Y 50,000/pL~200,000/nL T - 7= %k
YERHmE B
- AEFSB X OGURPE AR OFBIYLERFE
T) i F
) FERICEI LTk, [@Phase3 Efficacy Set & xf5 & L 7= 30O
LD L
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/MR BOR 23588 HAVTZ BT, AFIFET 9.5+3.3 1, 77 BT 0.2£0.4
HThHv ., KFRETHE (P<0.0001 : Wilcoxon BN FIfRE) (C @l » 77,

W =22 EI R EE 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%) THUIMEEAR—Z F A 525 20,000/pL
VAN U 72, —J5, AFIEETI 22 #2161 (95.5%) TIi/IMEED ~— A
T A 25 20,000/pl BL BRI L, 7T B ARRE L i L CH EIC (P<0.0001 :
Fisher O [EfEfMESFEIRE) SIETH T,

- /RS 50,000/mL~200,000/ul T - 7= %k
B H 45 2~13 3 H T/ MEE2Y 50,000/uL~200,000/pL (2 H00 L 7238 Hi,
7T R REET 0.240.4 1, AFIRET 6.3+3.2 3 (W b FIME + HEEUER )
L. AETAHEEICEEAZ R LT (P<0.0001 : Wilcoxon BN FIfR EE) .

- BRI OKREO 4 B GF5E 10~13 #H) (ZHIE L7 i Mo FEE
DR—=ATA )6 DAV E
TR O fcé 4 TR DM/ IMRELD SPERHED N— 2 T A L Inb DB, 75
T AREET 2,300+6,500/nL, AFIHET 109,700+88,500/pL (W3 4L & )Ml 4%
e &, AR CHEICEEZ R L7z (P=0.0003 : ANCOVA),

W MR E H

- AEFESREIVRN
77 B AREEO 12 69 11 61 (91.7%) K OARAIFED 22 #ih 20 1] (90.9%) (T
HEHRGNEEL, TN 46 (33.3%) K9 H (40.9%) TILIRBRIK L
DORFEBHENDEE SN otz (RBH),
WRE L BITTEBROPIEICE > T HEEFRIIREA L o7z,

& RARBEFRIAETECETLVEEER FHEH (%)
77 REE (n=12) AHFE (n=22)
AERZRIER (%) 4 (33.3) 9 (40.9)
SF 1 (8.3) 5 (22.7)
9 57 0 (0) 2 (9.1)
o i 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)
TEEIWED F 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)
55V PP R ] 1 (8.3) 0 (0)
w5 1 (8.3) 0 (0)




77 Rk (n=12) AHEIEE (n=22)
R 1 (8.3) 0 (0)
JRgER Y —7 1 (8.3) 0 (0)
JER T SR 1 (8.3) 0 (0)
=R 1 (8.3) 0 (0)
[ PE D F 1 (8.3) 0 (0)
NN

AKFBED 3FIT, R—=ZAF A Llcr I 7 2AF L E0Na I 71 2AF AT F
RERGy ~OREGHUR DG Ch o7z, 2D OWERFE TiE. M/
L. ML R AHEFRQIIRI L e olz, BEHBHBIC, 2I AT LK
OB 7B RAT LARTTF R ~OREGHE, N HRFESEETH 7
WERHE LB Do T,

RAID IR S ISR L) R e, (V.8 MEROTIE OWEBHT 5%,

@55} 5 MARER PR EAER 1
DRBRT Y1
Lk R 7 v # MU EHEMR T 7 7 A xR
AABEB LT T2 REEC 211127 X DED FiF
FhiE : KE, HE, 7R, ATUFBLIORALS
2) % %
O iEFT « EIRE T O ITP B3 63 6l (RFIRE 42 1, 77 & REE 21 41)
OMAEAKEIT « P ARITO A ITP B35 62 5l ORAIRE 41 1, 77 & AREE 21
i)
3) TP
- ITPIZKT 2IREA D7 &b 1FEE T L, FERSGRIC 18 bl LB
« BEHRNCHIE L7z 3 Bl o /R ER O SEYIE Y 30,000/ul LT, —E G
35,000/pLs % H z 72 A
4) F 7RI E
CEREH R OB 2 AT 5 HRE
EENE O FEMEER O B EEERE OB DO H L EE
5) Bk 7 1k
Be 5795 ARK| 1.0pglkg £72137 7 AR 20 1 A THR5
FERE © Fid/b—/L T/ Mgy 50,000~200,000/pL (ZHER S b X9
m e - 15ng/kg
e 5 HAR - 24 AR
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/g (ful) DI

WG (/R 50,000/uL B IZHIINS 5 % )

10,000 538 2ng/kg 1

> 10,000 . =50,000 | 2 [alHFT 50,000/uL L FOHAIC 2ng/kg ik (2 8 = L (28 5)

> 50,000 [ Uk L. LLT Of#i— it S

HMERF R 53 (/R A 1 T 1 50,000/pL BB IZEIIN#:)
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> 10,000 . 50,000 | 2 [AlHEgE T/ O M MR 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)

> 400.000 TOHOEGZARE L, /MY 200,000/l BL R I R L7z
’ BEHEHIZ, 1pgkg i L CRS5EHE

6) FEAME H
W = EEEEmE B
- Bl IO (RS L CREHIMOR%D 8 D 5 H47x< &b 6
T O M MR EE™)  D3F8 8 b IV # R E DEIS
SISO = M NRERAY 50,000/ul LA E L7205 Z &
W =2 EIREEAmE H
« RO MRS R IME S S & O M i/ MRS (e i MR i
DROH LT, BHH 2~25 W HIZ, /MG 4 [BIELE)) 2BF8H Tz
PeiRE OFIG
o M/ IR D3FE D B 4L 7= HIfH
. ﬁ?}éiﬁ(ﬁﬁ\ﬁ’tﬁﬁéhﬁ%ﬁ%%@%ﬂé\
LA EEmE B
ﬁ$$% (R R AR A O B H A8 I L OPURPEAE = T)
7) ik A
) FERICEI L Tix. [@Phase3 Efficacy Set Z %4 & L= A2
LB L
W = EEEEmE B
- Bl MRS GR D AT gRBR T
O AT
7B ARRETIINTOBERE 1B T H EHg i/ M S EER D HiLZe o 7
2. ARFIRETIL 42 B 16 B (38.1%) (ZHift /NS 3iR D BTz
(P=0.0013 : Cochran-Mantel-Haenszel ¥ 7€),
OMHEAEAT
7T R ARRETIT 21 B 16 (4.8%) (T, AAIRETIE 41 Bilth 25 41 (61.0%)

WCEHGE L MRS BTz (P<0. 0001 Cochran—-Mantel-Haenszel #i 7€) .




W 2RI H

« 2RO IS D3 ZBE & i 7= YR
O hEe 7
7' Z 2 AREETITOTNOHERE IZBW T H 2RO M/ MR EERD S L7 hh-o
T ARFIEETIE 42 B 33 4 (78.6%) (2R D /MRS AT B A7z
(p<0.0001 : Cochran-Mantel-Haenszel 2 E),
QAN EAT
77 B ARRETIE 21 B 3 41 (14.3%) (2. AFIFETIE 41 6 36 6 (87.8%)
WCRIRO I/ IR F8D B A7z (P<0.0001 : Cochran-Mantel-Haenszel 1
E) o

* M RBOSHIE8 D B 472 H ]
O hETT
M/ MRESAFRD BRI, 77 AT 0.2£0.5 1, AFIRET 12.3£7.9
B (WS I SRS & AR TS & EZ = L7z (P<0.0001 :
Cochran-Mantel-Haenszel £ 7E)
QM A S AT
/MG ASTR BT IEIL, 77 2 RBET 1.83+3.5 . AFIFET 15.2£7.5
B (OFb FEE AR ERE) & AFIRECERE IS &z~ L7z (P<0.0001 :
Cochran-Mantel-Haenszel f#7E)

- BARIEIE D AT S T g RE OEIS
O HEAT
TRBRIES G- W1 R P S BERIFIE D A T S Vo RRE ST, 77 B ARBE & b L C
ARFBECTHEF D72 7T vREET2160F 12 6] (57.1%) Th o 7=DITH
L. AHIRET 42 1 11 61 (26.2%) THY . A v Xt (KAIZZ&HR) 1%
0.278 ThH -7z (P=0.0175 : Cochran-Mantel-Haenszel &E)
OMIEAEA T
TRBRSER G-I R P IS BERIFIE D A T S VR B ST, 77 B ARBE & bR L C
AREBECHZF D7, 7T AT 21 I 13 61 (61.9%) Th o=kt
L., RFHEET 41 FIF 76] (17.1%) THO ., 4 v Xtk (KA ZER) 1%
0.143 ThH o7z (P=0.0004 : Cochran-Mantel-Haenszel & 7€),

W2 VR A E

- AEFESREIVRN
O a7
77 R ARRED 21 0 20 1 (95.2%) K OAKAIRED T~ TOHBRE A EHFS
WIEBE L, ThTh 74 (33.3%) K123 4 (54.8%) TITIRERIE & DK
BIRNEE SN2 ole, FELHNIL, 77 B AT T8, NEFEAE
il ROY TESH A AL 234 161 (4.8%) (ZHRBLLT-, AFIEETIE 54
) Aib < 1161 (26.2%) 1ZHBLL72, kWT, THiE) 23761 (16.7%) .
NEFEIMED F ) KON TEST ) ERZE ., 46 (9.5%) FEELLT,
BROPILICE S T HEFEFELERAFFET 16 (2.4%) ITHBLLT-,
OMAS AT




77 RARBED 20 B 19 i (95.0%) K OKAIFED T X TOWRF A EHEFSR
DRI, ZNZE 46 (20.0%) KON 116 (26.2%) TILIRBRIE & R EE
BN E SN2 -T2, FERBNIE, 77 BREETIE HER] b %< 264
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¥, Phase 3 Efficacy Set (Z351F 2 MAMNE AR ITZ 1 & &2 0F6 L CTHEFT L7,
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M/MERIGNERDH S f-1E% (Phase 3 Efficacy Set, FH{EHZEERE)

EHAS LEER b5y IR
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Mm/MMRRIEDEESD o -#HEREDEIE (Phase 3 Efficacy Set)
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0.6 -
0.5

Proportion
o
B
|

0.3 -
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B OFEEE P IEE IR EATRETH - - BRE 0F S
7) i R
W=
- AEFES ERBREEOREE L Gie) ORBIPERF I
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* HARBEBEPEE TS RVAHFES

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

BV 13 (29.5) D T BR AN 1 (2.3)
[esN? 5 (11.4) EN) 1 (2.3)
HHEW 4 (9.1) B i AR A 1 (2.3)
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B 2 (4.5) o s S M 1 (2.3)
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ARFIRFEBAEAR 5 B AFRRNCAFI O 5% Btk U ic & CORER 2 %t 5 &
PSEnEa 5,
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LR MERRAT SIE RIS | 1,775 )%
AHNERRAT SEF %R | 1,600 1)
LERMEFRNT RIS 1,775 BlD 5 5 469 BINZEIVEA RO b, ERRIE
(4] A GEARZENTI0LE) 1EFE1DEBY Thot-, BIERAREES
=4 F ST R 1%26.4% (469/1,775 fi) T v | KRR E TORARRER (ENHh 13
= ’ RERGER) (BT BRIEMEIEIS (49.8% (325/653 ) L0 m<
TRino Tz,
LEMRNTRIZ 1,775 Bl 5 6, FEAPHEEA THD (Mgl LY
VORRBEEORIEM ) IS T HEIWERIE 13.9% (247 #1/1,775 1)
RO B, EARESRITAMEREEN 54 #, /M EDR) 29 #1], &
1 28 Bl CTH > 7z, W HAKGRRFE TORIURILE LR TR E20&
WERWEEZTEY . B TR IE R LW L7,
[Z4f) GEMIRNTRIBIER O 5 b, RKFORE ZH1E L7001 1,139 flTh
& RHAEE D KA G IR L MRIDIE D TR DN o o DI% 4.2% (48 Bl

1,139 #4i) . BN 2D > 7= D% 80.4% (916 41/1,139 f4]) Th-7- (F
FEORENREZ DL 15.4% (175 $1/1,139 31)) ), F 7=, KK 5 h
IEBRICHMFRORENRD HNT-DIE 6.2% (71 41/1,139 #il) T,

ZD)BAKEDRREBBENEC TERWEEER T 124 1314 TH
ST, RANIOUSHSLEIZI O TARE OG- 71 1E 1% O i/ MR & OHY
MIZDOWTEEME L TRV, BRE S CBINOR S IEAE &k L7z,




BECARERE (REERICEYT S5HE)

HIMWERAT R GHERNZ I 1T D /L (x10Ymm?) OHER TR 2 D &
BY Tholo, /MO TFEMEX, ARG RRGH (=R T A V)
T 2.79%104/mm?, #&5-BiA 4 BT 9.31x104mm?3 TdH ¥ . LAEIE 5B
hh 8~104 MIZFVT 10.56~12.44 OFIFH THER L7-, Frdskii /i
(B3] VO PEERBER OTEM AL T584228%h « /MDY 10x10Ymm? PL k

THIMER A2 FRD 72 285 - i/ MEEL 3x10Ymm? LA Lok
PERMED 2 (500 ECHIMAEIR 2B D7 ERESNTND I EMND

U NFEFE M OB SR BEIRTRIE DS BT A K 2019 4B/ . AAFID
EW TR ORMBEIZ /W EE 2D,

W1 A TFEFRS) MICE SRk O v SRS B 2 FIE
AU/ R SE, mARSE - ARZERE, Him%%) 24 L7,

X2 RFNOFERILEGNCIT D, PIERG 17 AMNICR ST LY ERL
o L IR E K O I B F 5 & S5 L 72,

3 Ak 28 4 3 H 31 H FE CTICAKIE G- 23 B ke S AV I fEB 4 i A Rl G &

LT, &M24E7 A 27 B CHREEOINELZET L,
£ 1 Be AR ISR T B R RIER

P RIIVE R 25 o Fl B
s BUIE il FHEE (%)
MR XY R FEE 67 3.8
21 28 1.6
1/ NI SiE 12 0.7
TR R PR 78 4.4
Jibd 4 i, 10 0.6
fibifE & 11 0.6
FEEREO 0 15 0.8
GV 31 1.7
1 A5 R 42 2.4
T I 16 0.9
R R A2 10 0.6
JITREE R P 36 2.0
iR e 12 0.7
JiT R 17 1.0
B ¥ K OV R kR o5 49 2.8
F&95 17 1.0
B R dS L O A R Rk 42 2.4
B iR 12 0.7
GRS 12 0.7
—f% - REFEER L OGS OKEE 56 3.2
(R 22 1.2




~ RIE A% ORER
RIME RS ORH -
FEBUE Bl RBEE (%)

BRI A 164 9.2

1f, LR R S T S B 14 0.8

I TR RSN 20 1.1

i MR E R 29 1.6

1 BREHE AN 54 3.0

i/ NN 14 0.8

MedDRA/J version 23.0
2 2 /P (X10Ymm?) DOHER

20 36 52 104

VN N:RAY. Nz PAY. N2 PAY N:=PAY 12
Bshl | 1Btk | 286k | 4B% | SBR | my | mg | me | B® | 6E

JEfE | 1,561 | 1,325 | 1,247 | 1,273 | 1,077 948 812 622 536 156

fufif | 1.40 | 2.80 | 4.00 5.60 7.10 | 7.80 7.40 | 830 | 8.65 7.30

/ME | 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 0.10 | 0.00 | 0.10 | 0.10 | 0.20

R AR 12 35 1 B R P S O R BRIl — 13 :
| TVILS. & I A BUAIE R B B OB A 3 ) (SRRl T @RI T e /M |
| B SR BO QR A (R B % D) |

L DA B

(HERERERABOME]

ITP 124 5 BAA/MERAESE SN 2AH ERREREHORS L AMEORHEE
L Uizt —7 Vit

Y ITP I\ ZfE 5 M/ IRIBAME 2 A3 25 A AN 2 5SS AH R % G-Ik
DEEMEERTT 5,

RERT YA Zffanedtlml, FEXHR, FEEMR, Mkmes 5

ITP (2 D M/ MBAME 2 A9 2 AN A AR N BE

KB AGRBRETC ITP 25642 & L C HATHEN L= AFIDOFRRREZ 52 T L
TR
S ?é’g‘)w 10 B~ 28 4E 7 A (BERE OBLE O RKBIENE T L
BSEIR BB EBR T O 0 B 2 50T, /MRS, RIS U TR G&
Ak - & A EE L, 1A TS5, £ % 5-EIE 18] 10pg/ke
L35,
I AFIBE 5 W ZIRBRIE O RLEIRGE A% TR O F 128 0 b 5 &

T, HRBIEHIRITRREG ALY 3% ET,




ITP 28 5 BAANM/MUBRADERE (ST 2F7FRAMBEIREHROREE L AMEDREER
M& Li=d— 7 UHER

TREREGIEL #9 40 151

< EEGHMEE >

AR H Hoadis (R OBARNC BRI A ET) ORI

e GBI E 44 151

WENEMHT X GIEBIEL | 44 41

ANERRAT R SIEBIEL | 44 1

(4] RS AN e BEPRRBR ICAT L 72 39 Bl oD H b, AFI D AT B LA H R
- WZBWT 46N 4 EORIERNERD bivi-, 3 LRIER IR ME

Za—uaRF— i, RERBA LT U IR L ETH o7,
M1 KFRATO M & & te, KRR H DI T RUENR S IRR B & L ik L 7=,
BN IR e % B PR AR I AT L 7RI 89 i T o 72,
Bl A R U R E
HEAHMTICNE LZRIER D 5 6, BEERGEROIRMCFHED MEH Lok
Bl b TP 2EERRWEMIT 89 5 109 ., THITXAWEEZRAIERIX
167 {1 233 . FHRITE RWIFEELRRIEMIL 239 61 38 1 Th > 7=, 7%,
JEYSEH S 1372 o T2,
FEARERORMCED EH EOEE) 2o FPRITERVEERD > B, X
ARFERITHREL 10 L FIE SN TCRIERIZ TR D B0 Th o7z, HIMmEREHE
N, R EREEE AN SV TR, BHL LTIERI O T5% 08B RE AT A Rz 0f
ALTEY, IPAREORBIZLDAEERE W EE XD, TOMONTHOF
TEFRNZBI L CTH ., AH & OB IR REFNIERE L TNz &b Bk
RCHTT 70 L e IR AR L I TR &l L7z,
# A EOEE] 25 PR TE RV EAREHER

RIME RS ORE mR = R
SEGIE | g | REGIER | R | ERE | K
G 365 618 167 233 239 385
133/ & N TS SR 1 = 22 26 12 13 10 13
1 RGE D RIE 7 10 0 0 7 10
JIF HELE R 44 45 12 13 32 32
B RE S 18 18 3 3 15 15
JiT R 19 19 4 4 15 15
I K QYR RS 21 23 14 15 7 8
| B HE R 10 11 7 7 3 4
—f - REEER L OB GEALORRE 21 21 18 18 3 3
| B 16 16 16 16 0 0




RIME RS ORE ER = e
SEGIE | g | EGER | R | ERE | K
R A 155 236 22 27 133 209
TI=VT I NTUAT =T — BRI 11 12 1 1 10 11
TANRGXUEET R ) NT AT = T —EHIN 9 10 1 1 8 9
ifi H LR I, /K SR 3 N 14 15 0 0 14 15
T T ER A N 10 12 0 0 10 12
I P ERER D 10 11 4 4 6 7
B TP RSN 20 25 1 1 19 24
F i BRACE N 56 58 1 1 55 57

MedDRA/J version 23.1

2) ARBEHLELTERFEOABRXITERLI-AE - HBROME .
(R TESF F M M/ DR A MR BETR)
[V.5.(6) 1) i FHRGREFRA (—Mefl PR A, e P RO A . (6 Rlf L
) . REIRTEH T — X N — A, BEPOER AR ONE ] OES R
%2022 4F 12 A 21 H A CHGREAMfRBR
(BRFABETHRFA T LEESRMERAM)
3L 2 PR REH I Z 3 1T 2B EE ML 2MEEFIEE & LT, BUF Ol

ZFERTTH D,
HECAREAEOME
B BEAAR M CRRA 0 2 AR R M H 25 51T AFI O R

o T, TikegErE), MERERRHE ). DEMREET) OFREBLR
DUZOWTHRT S5 Z L2 RN LS TS

AT 15 el EwrE

XREHE BEAFIRIR COURA 0 e AR BB R B

AT ESEBIE | 200 B (L EPEMRAT S SE B
KA T R OIER I THEEOWEL EI 2 RGO ~B
135

BlEHIM 52 (14F)
S IRE 7RG T U, M AT B R I OVE SR L B R D %
BURBUZDWT, AFIE GBIA%RRE 2 TELICHET S

(7) 20t
LR L



VI. EMNEECEY HIEHEE

1 EBZ2HICEEHHILEMXITILEYE
TR URNRT FT I TR YRR T v LA VR, VA R RS

R BEEOH LB ORI REF T, BFORNLELZEZRT D &,

2.XBER

(1) EREML - 1ERHR -
TEFIEBAL « EAZERCRATBEHING, 1 i sl K ONE it i SR e
TR - AR, EEERCRATEGMIA I C EZEA U, o/ MoEm A 2 895, %
o AN, bR AR F URRRICHEE L, ERHEsE5 28T B
ERCRABEHIE D5 & O bz fedE 3 5,
&S BIT, H RIS A K ONE M AT AR L. 200 & Ml OB 5 K
OrfeafetEd %,

EMDAD=ZXLE A VRRIF > OERERL 2230

L ZE3Edn Bk m
HIERAAR

@ o AKTF S

. —_— %, —_n MR

/ & B i

e O P——@—®

penbgin)io)

TUZISZFIR T INER
Hahs

»
[ = >
v

B/ NEFER BYUZ/NBR
UL ISR % LS
BN '._ D =)

TEHRBEE EHMREE /\

TPO-R
(TPOEBE1F)

D

:
s » .
frilRbey
L]

TPOB L {F(FEIRE T DAIEE
WEOHEST, KIFRHMEITBEE “ :
MHEMERICBRRLTNS. v

TPOL @IS DTPOS AT m’m m -

[={N HIEEW@J7TMEE%7‘J‘“ (AKT) m -
SEMEENB T EITEY UIMRD \ V4

BERDTHSRROMKEE ([ suoensitamcee W

hEETN3




TPO &RtRkICE X 7' ZAF Lh TPO ZBRDOHMASN B A A ANTHREET D Z L TRAMNE
DNLIHEE 2 2L SN O > 7 FIURER K 2 LT 5 LB A BTV D,

(2) E &= RAT1T HEBRRAE >0 %2 -

1)in vitro |IZE |+ 2 Fif&

OB EEFEBRAE FRUTD R c-Mpl (TPO Z8K) 27 5iEEHE
AARE LR 2 B R RO~ 7 &2 ¢-Mpl (hu-Mpl & O mu-Mpl) % [EE(L L,
hu-Mpl %O mu-Mpl ([Z%}F %5 17 X 7 1 XF A KO TPO OftA % BlAcore® 2000
(K77 X8 HNMITIERE) 2 VTR L7,
hu-Mpl & O mu-Mpl (Zxt9 5 1 2 712 AF L KO TPO Ol (K, . feHE
S (ka) MOYRBEREEHR (kd) Z2RIR LT, @I 7mAF L0 Ky lX, mu-
Mpl (Ztb_T hu-Mpl D SR EECTH-7=, £7-. 272 AF LD K, Id hu-Mpl
E mu-Mpl D ELEHIZHONTE TPO D Ky IR TIRIETH 72, 7T RAF A
D ka XD kd ., hu-Mpl & mu-Mpl IZOWTLEL7=E Z A, ka TEENFEZET
ol
PLEXDY, v 7mXF AL TPO (2 L, hu-Mpl & O mu-Mpl (2% L s BT
PERETLHZEBHLNCR ST,

[hu-Mpl BT mu-Mpl IZ%9 2 RFI R U TPO OFEE 4]

o7 AF A TPO
Ky ka kd Ky ka kd
(nmol/LL) | (mol'Ls™) (s1) (nmol/L) (mol 'Ls™) (s
hu-Mpl 14 5.72x108 8.13x102 33 7.6X10° 2.49%102
mu-Mpl 3.5 1.61x107 5.563%102 66 5.0x10° 3.26x102

QEHOEMFEHEDM/NMRIZK T HFEE M (in vitro )
b 7y ROV X DI 2l MR & G E S v sE (1) ik TPO, K UJE
Tk OB X 7 AT AL TPO f7E PSR Lz, I/ MRICHE & L7z 291 #55#% TPO
BA2NEL, &i/IMRIcBT 5 21 = TPO OfARE2RH Lz,
W OBEWREIZBWT S, 2] 4253 TPO O f/MICKT 2 fEEaRIZ, v 7 r R
F L} XNTPO OFMEIEF L TR T Lz, BREEOn 2 7o 2F LK TPO ©
W, iR & 12T 425 TPO D& & e alc@#i Lz (Kt MMivMECTOT —
X)), B 78 AF AT, WTROEBYFEO M/ MW T Y, 12T 1 TPO L o
AEHIZBVT TPO IZH_TEBEZMLE L Lz,
kX, #EoEmEICE N Tr 2 7 2AF A% TPO & R/ IR o TPO
ZRIRICHAT D Z ENHLNE ST,



E ~in/MRICEES LT 125 128 TPO MiE#fh

(%) -®-TPO
120 kE b B-O0370AF4

100 &
B0

60—

Bt 00 Wi

40

20—

L

i
o T I T T 8- ?&

0.1 1 10 100 1,000 10,000 100,000
FEHMRATMRE (DM)

R E#IKHERMAE (MK-CFC) aO=——®EIZxtd B4R (invitro)
b FRAY I A S CD34 Ml 2 Stem cell factor (SCF). Interleukin (IL) -3.
IL-6 (W3 d 100ng/mL) &N 1~1,000ng/mL @1 2 7 1 A5 A T EAZERESSE
R IR (MGDF) Z &0 U 72 S i3 - E g d ¢, 37°C 12T 14 A M ER#1%.
MK-CFC ik am=—#%HE L, EC;, #H I L7,
t h MK-CFC fi3kan=—¥u%, v 710 2xF LKL MGDF (2%} U EKRFRIC
BN Lz, aa=—Fkicddsm 270 AF LK RMGDF © EC,, 1T 1.14 X
0.52 nmol/LL T&h > 7=,
PLEX Y, v MR R CD34 BittEfifuss 5 o SCF, IL-3, IL-6 (Z X % MK-CFC
ko m=—Faicxt L, v 7 e 2AF ATRERFICIEEER 2732 038 5
T o7,

Ef&ka 0= —RWRIzxdd 54ERA
70—

60 —
50—
40

30—

=10 U EEm
(EERE read 00S2/)

20

10—

0 1 3 10 30 100 3001000(ng/mL) O 1 3 10 30 100 3001000 (ng/mL)
O 70AFA MGDF

) EMMEERRIZE T HEE
DEFEI D RIZH T 5 MM/MMRIEMER



=B

BDF, Rt~ v 2 (85 9 lin) 12, HARSE 10~300pgkg D v X 71 AF L
Ze BLIE R SUTERIRN I G- U T, AR TR 2 day0 (28 5%, A A & 5% 16
AETHE L, ZodB, 1B 200LE 5LFD>4 SO T 7 A—T120F, 177
=T T EICARE BICERILT 2 Z 22Xk D | BB MO K S 7o, ARFIE
H4#% DM/ OB %2 FIXNZ/R Lz, PLT,, 1%, BW&SREEICBWT, HEKF
FIZHEEIN Uz, 72, Rl—HARICB T 2l MO HER (3 5 58I ) TRIEH
BRC. RISE—727 B R OSEL S B M BRI E & LTz,

PLEXD, I v XF AFIEE~ 7 2% LI IMSSEIMER 2 7~73 2 & B 6
role, £lo, ZFOERIZE T ROEIRNEG-OWTHIZB N THIZIER%ETH D 2
EDRB LMo T,

HEIKT - #IKNZREEOM/MRBOERE (XIR)

{x103%/pL}

8,000 — 8,000

7.000- ~7.000 o % ET
—B-O370AFA 0ugrke A

6,000 8000, nxymazs douke M

St 5,000~ DS70AF4 100ug/ke WA
—¥—OE70AF 5 300ug/ke BRA

4,000 - 4,000 ~O--A370AFA 1Dpg/ke BT
~-A—-O3I70AFA 0ug’ke BT

3,000 3,000 -C--O370AF4 100pg/ke BT
—7-O370AF5 300pe/ke BT

2,000 2,000 skt igmesE, n=5

1,000 —1,000

o I | I [ [ I [ I

0
6 2 4 6 8 10 12 14 18 18(R

Q7 hTHIL, h=H A4 FILIZH I+ 5 M/MREMER

FNENSICORENED =27 A4 v (Bt 3.56~5.45%) KOT 7PN (EE 1.5
~2.575%) T, lmgkg O v I 7 u AF LA BRI TS L, /M Z & 501 X0
Beh54% 20 B CTHIE L7, BIERIR b o/ M OHER 2 FRtlor Uiz, i/
5% 10 Bk Kk ERD . h=0 AP AL TIEEEGH% 20 B, 775 FLTIEES
% 16 BICEG-RMECEE LT,

PLEX Y KRNI =7 A PR OT 7 ATk U IMREEIIEH 2773 2 & 39
LTI o7,



BEREOI/NMRBOEE (h=V 4L, THTHIL)
=7 AP T AT
I/ (x10%/ mm?) i/ (x103/mm?)

G-l 467 + 21 479 + 21
Fh#% 2 H 479 + 46 394 + 59
5% 4 H 570 + 33 522 + 27
Fh5#% 6 H 814+ 101 829 + 46
F51% 8 H 900 + 202 842 + 240
#h54% 10 H 935 + 153 849 + 63
5% 13 H 832 + 152 696 + 44
Hh51% 16 H 640 + 121 479 + 30
5% 20 H 390 + 19 400 + 64

I EAEAER . n=3

@m/MrIEMER (TP ETFILTHR)

ITP & [FEERIC, /RIS 2 B EHUAROEAIC LY | i IRBEEEAN S Z Y 1/ Mk

Y& 2% WIBF, Rt~ 7 2% ITP 5L~ 2 & LT,

ITP &7 /b~ v A TIEREZ FEl % f/Mrisid & FIE Uiz~ w7 A0k U 2 il T
L, Zhtho~y 2z [1] PBESEEE (R, /RS BRI —RFRTE R |
/RIS 2 5 L7 i) & [2] P (MR, f v IE & i =148

LZRWMER) 1200 ARA 2 BAE R TG Uit Mgz e L7,

AENZ PG LT BB ARIE T RO L 5 I 5208 U T/ Mioa BT IR
LUBICHERF UTe, E IS EEAR b RIS AHI O35 512 0 i/ Mk 5 38T

PRELEIZHERF L T,

PLEX D . RENTHERE 0T 2B & &3, ITP &7 /b~ v 25 Ui/

DR LT/ MR I ER 2 7R3 2 L A B i o Tz,




m/MREBOHFE (TP ETILIIR)

(x10°/pL)
3,500 8,500
—o— Fi&E548
-V EEEE61
3,000 — 8,000 “m EBRES
< EBSE7
2,500— 2,500 — EHEES68
M XX ~o- EEET
& 20004 g —2,000
B b1
160012 az\ , E 1,500
pAm ¥ hf E
1,000 K- @ Il WS-y PR / 1,000
B oA Faun %/g
_ Oha O E
500 " “O_O,Ol ‘v o 500
0 IF'TTTTTTTTTTI <><|> FTT T 1T T T T T T T T T T T T T T 0
20;1222324252627%2930& 3233343536 3738 3940 41 424344 454647 48485051 5250 (GA) Bk
23] O37OAFA
EE5HM

@MI/MREBA ISR HHEER (EREER / METRBFEEHEING <~ R)
TRZEIRIEA | TR L0 2RO B AR B LB MH~ 7 A ~O 8 TH5
(&0 RO QR MLERER DB 25t L CHEEE &2 7R Lz,

(3) YERFIRIFRT - Frinkef -

AR R L



VI. EYEREICEIT HIER

1.0 REDHER

() ARELEDLMPERE
P - Y 2

(2) BRIREABR CTHER SN M FRE -
U2 MR S 1 i/ ARG A 1 SR B R )
1) A% 558 °
TR N2t G & LIZE NSO HE T FHEREBRTlX, AFIR T 55150 i AR B3 E & X
NIHREB LOT —ZIFRERNTH Y | e T A —F DRI TEeh ol
2) REERGHER Y
T8 PR FEAE L R R PSR B R (4 151)) (ZAH 5~Tpglkg A 1 [EISKAE R T 5
L7z b &onr 7 a 2F LOMIGHIREHER KOG HEYERE T 2 —Z I T
LB ThHoT,
BeH-% 12~24 BRI C,. 25388 B AL, ty, 13 47.6~116 B[] TH - 7=,

B R M/MUR D ERREEICRERTREL-EEDHEBREC LD
A JO0XRFLOMBEFREHETR

(pg/mL)
1000

g —e—5ug/kg
—&—:6ug/kg
—A—7ug/kg
—o—:7ug/kg

K g B 3 B

0 12414817219611201144116‘8
BRI (h)
BHSREM/ MRS EREEICREETRELEEZDHBRES LD
O JOXRFLOMBEREYEE/ NS A —4

5 H(ufke) b (D) Cunlpgiml) | 000 t1(h)
5 24 310 28,500 116
6 12 501 217,400 47.6
7 24 98.4 13,900
7 24 221 16,400 58.8

(BEFRM&EMm] *

1) EER S HEBR R U RER S5 HER




HARNDOBEAARIE CRRA 372 AR R AR (8 1) (ZAH 10ng/kg % HilA]

X3 18] 4 WK FRE Lc L T omETREHER 2R Lc, By 7

A=ZIFLUTFOLEBY ThoT,
HEXIEREEZRS LZEEZOOI TOXFLOMBETREEHTS

(pg/mL)
10000

--0- HERE
—e— RS

1000

-—
-
s===T
-
-

R i B

100 {

FEHRERE. n=8

10 —_— -
0 24 a8 72 9% 120 144 168
BFfE (h)
HAADBRF AR CHRF A LGBEFREENEE CHEAXIRERTRELI-EED
B JORFLOMBREYEE/NT A—4

&’ﬂ_‘-% tmax Cmax AUCO*IGB t1/2 VZ/F* CL/F
(ng/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 £268,000 70.6+20.5 4060+2480 40.1+24.4
16.4 5,810 305,000
4 # s 5
ARG 10 1197 13310 £175,000 108.5+32.6 | 7290+4910 51.4+42.8

PRI (RS (n=8)

¥ HRIEICBT D BT O mEE, # k5 4B, #4 n=7

) REHLEHREE (MEFD S TEE)
AARNDOBEAFRITE CORA T AR R MG T L, &5 1~4H (I
AH 10pg/kg 2 1 A1 TG L, #5884 5~52 1 B I /MRS & O ERELC
i U A 5~20ng/kg i 1 BE TG L& &0 I 7 a AT Ao e
BIILLTOLEBY THoT,



BAANDBF AR THRT TR LGBEFRRMENEEICLITS
A JOXRFLOMBEFREHETR

(FIE+HRERE)

(pg/mL)
1,000
8004
o i
& 600
=a)
p-] b
= 4004
200
0-¢ T T T T T T T T T T T
1 6 " 16 21 26 31 36 41 46 51 56
BE
RE|D %515 %k
bl 1 2 4 5 9 13 17 21 27 41 56
Bil%x 23 8 24 8 22 23 22 22 21 20 24
a) : TG FIEBNE, ARG 4 B BRGE I O M35 i & vz,
REIDZREEHT (ug/kg)
i} 1~4 5 9 13 17 21 24 27 31 35 41
R | 100 | 14.2 | 165 | 169 | 168 | 16.8 | 16.4 | 16.2 | 16.0 | 16.0 | 15.5

(3) h&EE -
kg L

4)BE - GHAEOZE .
Mg R L
2 EWRE RIS A —4 36

(1) FRT 773

BAERRMEAEMEE 2R E Lo, —REIUEREZHED 2 23— A FETLZ

7 R BB

SR ARG IR ARER  (531-KRO01 5kBR) K& OGS I /I AH [ B 4L R G PR #BR (531-002, 531-003,

531-004 #BR) T 82 B HELNZMIET 1 I 70 A F MERET — % 206

(2) RUEREFEH
k, (/hr) : 0.178 (fE{ANZET) 61.2%)




(3) HERERETH :
B¢ A

DHoITIVR:
CL/F (mL/hr/kg) : 35 (fE{RPNZEHE) 40.4%)

(5) P TEE -
V/F*! (mL/kg) : 1610 ({E{ANZEE) 52.9%)
V,/F*2 (mL/kg) : 2970 ({EKRNZE):HE )
k1 e =k A2 MBI D BT Do AR
%2 KM= R A2 MBI B BT DA
(6) Z Mt :
BA)- L AP

3EHER ORKEaL—3ay) @ifF»

(1) BRAT A% -
AR R MBS 5 S L Lo, — ORI A S 2 =0 S— b AL hEFAEN
V7 R S B RE AT

AN TARER R (531-KRO01 3lR) M OV I/ I AR [ B L R G PR 3R (531-002, 531-003,
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HEME Sprague-Dawley %7 v b (FIEH#G-KAERE 7 H) 12, 10, 30 & 100pg/kg &
AAN YR 7, 9, 11, 13, 15, 17T XOV19 HEICKE FHEE L, HR7T X119 HE (%
HIERS L 3 VL) ORHAMIE, MG &k OEKRE 2 ELISA ([ THIE L7,

Ji Y T H O ASH DY FE VI RHR IS FIREE DR 50% T b . AKID—EBIE Fe-Rn & 41
T EHESNLIHECHELBIRT L EEZx 67, £o, BHMELKORRMEFICE
175 AUC KO Cppp 1 EWT AL B G- B O 39 5 eBIBIFR LA BICHI L7z, 2FK
HORFN O FEIIERMZEN K E <. 4E4E 19 B BI2BIT 2 BHAMIE H O ARAEFE O
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e Sprague-Dawley 27 ~ b (&5 6~9 i) (2. BI-1EHEIK % 300ng/kg Hlal
FRURAN S L. 858 30 47, 12, 72 KON 168 B[] (BHIE R & 2 I8) (20T D #ilifk
HESTRBIR 2 E Lo, 7eds. HURMRA~D 25T DR RE e A 2 0l 2720, &5
T2RERIAT LD, 7 v M2 20mmol/L S ik FU 7 A& Gie/KE HHERSE-, B
[l FIR N I G-1% 30 43 DU REIREE X, FURIRZ RV T TR b Em <. W T,
AIRavEm sy, BN, BRE. R PR, R, JNEROIRICEWEEZ R L, oI b
JREFRIZ A LTz, B REIR B IX T X C O T 5-1% 30 005 12 R oIz i
EICE LI, BTl Lz, W oML 5% 168 BFfC W CHlfkT I
BT DA REORF IR o7z, 23, MAOHE SIS - & bk oz, Fiz,
TCA Ry I BRI TR RE D 83.6~94.8% ThH VD . Wt L7-#lik (fig. M
fidk, BN, FFRE. DB OWRER) (CAEET DB BED K 1T BTHERR AR O AR LR
XESTESTHD I EDRBENT,



7 v M PT-ARRRAR 2 HEIRP 4 5 U 7o 1% ORI P i R L

PP TRETBETE E (ng 2 T-AZ5% A 4H24/g or mL)
30 % 12 5 72 FEfH] 168 Fffit]

Il 780 195 60.4 22.5
e 141 290 91.2 21.3
ik 2860 1120 222 71.6
B ORBEE) 245 94.3 33.4 14.1
HBECRBRF) 1160 388 83.9 30.7
fibd 50.7 22.1 4.5 1.98
B e P 8 5 2580 512 284 48.2
IRER 68.5 79.4 18.9 9.81
HE R (LEFH 2R) 51.3 83.5 28.8 8.3

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

JIFi 1140 347 62.1 30.2
it 758 431 84.6 41.5
U > (55 251 257 50.1 16.4
P ORI 45.6 70.6 22.6 8.73
PR B 778 397 76.5 30

[N 151 139 31.7 13.3
EE A i 167 146 50.6 19.3
JIIRTE) 5100 1910 379 152
B (15 50) 90.5 225 72.8 27.4
/NI 250 205 27.6 16.3
JI ik 880 362 66.7 43.8
H 156 213 44 21.7
Jia fi 67.3 102 25 7.02
R 7710 150 96.2 49.5
T 171 376 95.2 38.4

(n=2, “FHfE)
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Z v MZ 300pg/kg O 58T 12T TRk L 72 ARHI 2 BRI IRN B 5 L 72 BR o 1y iR
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THERENTHD Z 20D, ZORFHIIZFEICRT T X —BIC LD 0NREET25 5
z b,
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ROt A 4 BIZ 1 RE BLICFEML, 2 TOMEROFIER KO ERRED O
o EEesT 52 L, [11.1.2 2]
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M GRfmER, BifmERE O/ OMEEZ IS 252 & & L, [IVIL6.(1)), VI
8.(1) DIESMH]
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FEPNHIIEARTAIR O AR RUEE AT 2 3t 5 & U [ERE LR AR REBR Cix, BhiL
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0L TLF 7 U N O 16 (2.4%) AR E ORFERBNGE TE R0 EH
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ToDIZERE LT,
TRME AR L/ D PE SRR BB & e 5 & U 7= [N S OISR R BRI 38 ¢, i
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(1) EXGEMER & HER

1.1 EX%EEIER

11.1.1 MASE - MARFERET
JiZERRSE (0.8%) . MEIHSEHARMARAE (0.8%) ., CFEZE (0.6%). [MietE
FRZ% (0.5%) SEnbHobhd Z &b 5, [8.4 2]
) FEBUBFE VX, B PR R R RS PSR BESR D KRR £ C D BRI R |2
#£5<,

11.1.2 BHLF V) VEE (1.6%)
BHEL T 27 U UBARRDLND I ERH Y BN H 5oL d AlhE
MDD 5, MERROZREEE U MEKBD 2RO - HE1L, RAlO#K %2 H
ET5Z L, £, BHCREBOMED - DB HEAMR - Rk S0 Elis
ERTH L, [8.35H]

11.1.3 Hi (GEEAR)
AHNOFGHIEZICHNZAET S Z 08B 5, [8.2. 9.1.2 2]

(fRER)

1111 B PERFRS P L/ N P SR B9 R 2 xR & L7 (BN K O S R iR s

VNT L IIARSE SR AR FE AR IS B T 5 A AL, AKIEE 6563 51 39 il
(6.0%) |2 69 58 B, [RIEBIRMNEE T WA E L E N KRB
IZBWTRD Lo b DD, BAMRKRRERIZIB VT 19 6] (2.9%) I
2THHBILT-, 2056, REBFREGE CERVWEERAEFGL 20 14
T, TONFIT TEBEARMARAE | KOV TRiZERIE] 2% 54, TOAHFEZE)
S AR THARSE], TR/ 38 E) . R Z8kE ) . TPIRILARAE ). TREE:
AR MARAE | O [ ARIMARIE ) 2345 11T, EICE-T=AEFHLT D
MEZE)] 11T olc, —MRICM/ RIS IEF #PH o ER (400,000/pl) %
Bz 5L MARKEITMRERIED Y A7 PR T 5 ERHEETERNI &,
T, AAIE ORBEBIRPEE TE WV IARAE XM Ae e E I B+ 5 F
EEL IO ) LEERAEFERII20MHMESNTEY, HEICE-TA
EELN I FRESNTNDZENLRE LT,
728, BEFIRIE CROR A0 e AR BME M AT 255 & Uiz & OV
BRICEERIR BRI IV T, AR ZERRE I BE T 5 A FEFROFBIUIE O bl
TRV, FEMEFERIER O AR R MEE 235 & Uiz ERES LR
PREABR CIE, Ae 28 E 12 B 32 BIFE A 41 Bl 2 6l (4.9%) I8 5
. NFRIE TRPEOAFEZE) KON THEFEZE ) % 1Bl Th oo, Wihd
AHE ORBEEMRIIBE SN TS [IVIL5.] DOESM]

11.1.2 & PERFRS P ./ R PR SR B9 R 2 x5 & L 72 [EIN B O ER R AR L2 s
WT, BHELTF 7 U AR, ARAIEE 653 Bl 12 ] (1.8%) 12789 B AL,
WFRLIESNERRBR TORIATH 72, TDOIH 116 (1.7%) TITAH
EOREBMRITIEEENR -7, 2D H, EEREEELRIISITHY .
%@W%@fﬁ%ﬁﬁw$H$F%%ﬁ%ﬁjﬁ1#f%otoit 7w
k& W2 R R R BRIC B W TRl Tidd 2 23, BB L3R b T
WD ZENDRERIE LT,
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* fRIAIF 1(0.06)




S DB EII#FJ%%(%E%E@%EEM&
* FPRER 1(0.06)
* FRE M RE 1(0.06)
* PR 17(0.96)
A UG e 1(0.06)
* SR PERT IR E 1(0.06)
RES LUK FHEES 49(2.76)
it A 7(0.39)
* IKIE 1(0.06)
* i e 1(0.06)
* B 4% 1(0.06)
HTERE 2(0.11)
* B2 T H i 2(0.11)
FUIR H I 1(0.06)
FEZ 2(0.11)
Z D FEIE 6(0.34)
* WL 1(0.06)
ES7 8(0.45)
% 17(0.96)
kB FI M 1(0.06)
LIRS 6(0.34)
* BE R ZAE 1(0.06)
BERRS L UHEEHERBES 42(2.37)
B i 12(0.68)
GRS 12(0.68)
PERi 2(0.11)
MR T 2(0.11)
i A& IR 2(0.11)
i PR 6(0.34)
kAT 1(0.06)
*k E LRI 1(0.06)
utisara 5(0.28)
sk [ P 2% 1(0.06)
* U U~ T I 1(0.06)
* B O e 1(0.06)
DU PR A e 1(0.06)
BH L UREES 16(0.90)
s 1M JR 2(0.11)
* 7K BHIE 1(0.06)
sk JL— T R 1(0.06)
* P P 3(0.17)




S RZ DI EIJWH%(%E%E%%@EM&
kR4 2(0.11)
* AR MR 6(0.34)
kMR R 1(0.06)
iR, EES S UEAESDIKE 1(0.06)
KR AR END 1(0.06)
* IR E RA 1(0.06)
EERB L VIEES 3(0.17)
s FLVE RS AR KO 1(0.06)
* H ki 1(0.06)
A 25 AT 1(0.06)
—fi% - £2HEES L UEREHLOKE 56(3.15)
sk Jifa A P 1(0.06)
s 2(0.11)
* TS 6(0.34)
BRI V7 1(0.06)
%57 1(0.06)
B 1(0.06)
A 7T YRR R 1(0.06)
TESHFBALALEE 1(0.06)
TESHBAL i 1(0.06)
TS 1(0.06)
(N 22(1.24)
TN 2(0.11)
A M V7 e 5(0.28)
FE 9(0.51)
* Z25R5E 1(0.06)
L RIE SOIE S B 1(0.06)
* M8 1(0.06)
ZERIRBAL L i 1(0.06)
TESHBALIENR 2(0.11)
* LI RE R R 1(0.06)
ERRIRE 164(9.24)
kT T=UT I N TUAT =T — BRI 8(0.45)
* 7 T —EH 2(0.11)
kT ARG XUERT I ) N T VAT =T —EHN 7(0.39)
s L HE FEER AN 1(0.06)
kA E VL E M 1(0.06)
kLT E Y L E N 3(0.17)
kML A LS A BN 1(0.06)
kL7 L7 F R AR FF—EHIN 2(0.11)




S RZ DI EIH’FJﬁ'—i‘?(%E%E@%EEM&
kI L7 F = B 2(0.11)
G SR O R AN 1(0.06)
1. AP kA 1(0.06)
sk 1. LI ik SERE SR B N 14(0.79)
kAU o AR 1(0.06)
kI U oo AN 3(0.17)
kI R U A 1(0.06)
s LA R RGN 1(0.06)
* I AR EE SN 2(0.11)
* C — RSP [N 3(0.17)
* GFREERECE M 9(0.51)
ky— A IV T AT =T —EHIN 4(0.23)
~< b7 Uy Mg 1(0.06)
- =R oS %) 2(0.11)
* U o SERE D 4(0.23)
s SR RS R EE N 1(0.06)
* EAZERIE 2(0.11)
* ELZ BRI 1(0.06)
* ELRZEREE N 1(0.06)
k HLEREHN 5(0.28)
* A EREOR 9(0.51)
* A R ERE AN 20(1.13)
/RS 1(0.06)
ML N 23(1.30)
* [f/ RS 6(0.34)
NIk e % 1(0.06)
K MEPRAR M EREHEN 1(0.06)
* R EHN 2(0.11)
* [ 1 BRI 7(0.39)
* [ EREEE N 54(3.04)
LTI ) 3(0.17)
B REER A 1(0.06)
1/ NS N 14(0.79)
kI B—D — 7 N 1(0.06)
kA ER E Sy SN 2(0.11)
k ARFEEREE M 1(0.06)
* IRFERA 1(0.06)
kAT VA Y RAT 7 2 —BHN 4(0.23)
* HFUZ LR 1(0.06)
* JFEESR 5 1(0.06)




S RZ DI ﬂﬁm%gﬁggﬁﬁﬁﬂ&
* JHERE SR AN 1(0.06)
* BRIl Em 1(0.06)
* B HEERAFEAE 1(0.06)
% HL A~—70 — AR 1(0.06)
kT AL L XA 1(0.06)
* AR A 1 - 1(0.06)
BE. PES I VLEEHE 6(0.34)
* AT 1(0.06)
sk RBR-EE 4 1(0.06)
kRIS I i 2(0.11)
* BIE H 1(0.06)
FALE I L DR 1(0.06)

BIEFNC DWW TIX, MedDRA/J N—3 5 o 23.0 HoAds (PT) M L THEE LT,
F7o, F—EFNCBW TR OFESENEEEEE L CTWAGEIE, 1HlE UTHEH L,
ko MR EOEE)] MO FRITE 2RVEIER - YYE



O F AR THRF+ALBESTREEM

[ZhAEE AR ]
68 - HEES : : ﬁ%ﬁif@@m-ﬁﬂﬁﬁﬁﬁ :
B ERR R ER (E R £ R B PR AL BR & &t
22 A MERIATG o S 4514 35 31 66
RIVEFIZE BUEGIE (%) 3 (8.6) 17 (54.8) 20 (30.3)
FBUEL 6 35 41
= HEHIR (%) o
A% ElfERS BAGERR | EEcRmERR | C O
BRlEE 0 3 (9.7) 3 (4.5)
R E 0 1 (3.2) 1 (1.5)
T 0 1 (3.2) 1 (1.5)
B 0 1 (3.2) 1 (1.5)
—i - £HEERVESEHLOIKE 2 (5.7) 5 (16.1) 7 (10.6)
W TT 2 (5.7) 0 2 (3.0)
R 0 2 (6.5) 2 (3.0)
A 0 1 (3.2) 1 (1.5)
TR 0 1 (3.2) 1 (1.5)
TESHEALE SR 0 1 (3.2) 1 (1.5)
FREEREE 0 1 (3.2) 1 (1.5)
iR e 0 1 (3.2) 1 (1.5)
RBEERUFERE 0 1 (3.2) 1 (1.5)
g S 0 1 (3.2) 1 (1.5)
BE. PERUVLEEHHE 0 1 (3.2) 1 (1.5)
B ififi 0 1 (3.2) 1 (1.5)
ERRRE 0 6 (19.4) 6 (9.1)
223 a7 0 2 (6.5) 2 (3.0)
T4 7V D FA~—H 0 2 (6.5) 2 (3.0)
T?igigégyx 0 1 (3.2) 1 (1.5)
i/ INBEGE N 0 1 (3.2) 1 (1.5)
REBRUXERES 0 1 (3.2) 1 (1.5)
e DR IfLE 0 1 (3.2) 1 (1.5)
HERRRUESHEBES 3 (8.6) 5 (16.1) 8 (12.1)
i A 0 4 (12.9) 4 (6.1)
1 e 3 (8.6) 0 3 (4.5)
DY 1K 0 2 (6.5) 2 (3.0)
SRR 0 1 (3.2) 1 (1.5)
R 0 1 (3.2) 1 (1.5)
MEREE 1 (2.9 6 (19.4) 7 (10.6)




RBEGIE (%)

AR EIfERS mnERER | Emcmmrem | C 0 0
GV 0 4 (12.9) 4 (6.1)
FEED 1 (2.9 1 (3.2) 2 (3.0)
FEERANPRLIER 0 1 (3.2) 1 (1.5)
BERURBES 0 2 (6.5) 2 (3.0)
A RTEIR 0 1 (3.2) 1 (1.5)
R RE PR 0 1 (3.2) 1 (1.5)
RO 3. MR UHEfRIE S 0 1 (3.2) 1 (1.5)
1 0 S 0 1 (3.2) 1 (1.5)
BERICOWTIE, MedDRA/J /N—2 5 2 20.1 FiAGE (PT) A6 L THRFL 7,
F7o. VESICR—EWER (PT) AE¥dH 55613, 181 LTHE LT,
@R EIGEERGECHEFREEM
[ZhAEE AR ]
S8 - HEES _ﬁ%ﬂ#i'ca)@m - ﬁﬂﬁﬁﬁa‘z\iﬁﬁ i
EFE 4R 003 FHER | EFX[FE 004 5XER & &t
LA MERRATL R S 45155 17 24 41
RIEMFEBUEGIE (%) 5 (29.4) 3 (12.5) 8 (19.5)
FEBUFEK 9 4 13
- = HEBI (%) o
AR BlfERS ERE 003 5 | ERER o E®m | ©
BaES 0 1 (4.2) 1 (2.4)
BN 0 1 (4.2) 1 (2.4)
RBEERUFERE 1 (5.9) 0 1 (2.4)
MHEEZE 1 (5.9 0 1 (24)
ERIRRE 3 (17.6) 2 (8.3) 5 (12.2)
Y‘?’;gigtg;n‘/x 2 (11.8) 0 2 (4.9)
722 St 1 (5.9 0 1 (2.4)
Saraits, (AT Edde 1 (5.9 0 1 (2.4)
JiiT el ) I R = =Y 1 (5.9) 0 1 (2.4)
TR RE AR A 2L 0 1 (4.2) 1 (24)
JE s~ —H — k5 1 (5.9) 0 1 (2.4)
LF 7 U HEN 1 (5.9 0 1 (2.4)
UGE [ A A S 0 1 (4.2) 1 (2.4)
HERRRUESHEBES 1 (5.9) 0 1(24)
B i 1 (5.9) 0 1 (2.4)
IR REE 0 1 (4.2) 1 (2.4)
FEED 0 0 1 (4.2) 1 (2.4)




EIEFICOWTIE, MedDRA/ /N—2 = o> 24.1 HoksE (PT) %245/ L CTERH LT,
T/, VEGITHE—RIER (PT) 285D 2561, 1H1E LTHE LA,

OB ERRICRIZTZE
BREIN TV

10.8ERE

13. B85
13.1 JEIR
I/ EASE RN U, ke it EZRIE O A IHEEZ A L2 BENNH 5,
13.2 JLE
AFOFGZFIE L, /M EE=42—325 2 &, /MR EIE Lz #%IT,
M7 RER O EICEET 2] ISV, AAIOEREZBEET 2 &,

(fRER)

AP O B GIZEAT D IEHRITD 72N b DO, WER G XD M/ MESE NI S AefE
XATMARZERRFED Y 2 7 38 DT O IE LT, 7035, BMERRRE ML MR SR B B
ARG L LIZENEERBRICBWO T, 10pg/kg £ TOHRGEE K FH G L TARM & b
LTCWDD, ZENEiEZ 55 EOMARERITZ2RV, ARk i 5Bk Tld, &% KT
23nglkg NG SN0, BEMICHEEE R A2 FLUTRD e o7,

Flo. BAERBMERGMEE 25 & Uoigsh R OEBRILFE R Tk, 20pg/kg £ TO
BeHEEZ R TERG L CHARMEZHER L TOVDIN, TNEB2 58580 BRI,

MNERALEDEE

14.BALDEE
141 EXEFRARBOIE
1411 AANL, 1EENEID OAL TATHY . EHHK0.72mLIC X W Ef L, 1E
eI & 572912 0.01mL X1 0.1mL AV HEHEREE WD, EE K
PSSO LD T LN &y RFOFHREIFLUTOEEY ERDHH, 134
TSIV ETE 5 KEEIX 0.56mL Th b,

KHN DGR
. EH K 0.72mL TEME L 7= .
L =R N I = Gap e
LA T A ROEER VisifE 0.5mL PICE END & AR
375pg 2501g/0.5mL 500pg/mL

14.1.2 A TVEFRNTIRF U, BE SUTRM BRI T2 2 &, lRED LT
Eo WH L AFNT 2 UNICIRIFT 5, IEMRERITECENTH L, BEAD
FEE KROASA TV N E E TORWDNEIRRE R 2 BRBRET S
T L, PRI, UIEAPBO DNTWRIIMER LanZ &,




14.1.3 WBREBAIRIT, iR (25°C) XITWERF (2~8C) L. 24 FeDANIZ# 5
ZBAT D Z &, IRFRBIEIRITER T CRFTHZ L,

14.1.4 1 34 75 2 BN EOFFEREUIITDRNZ &,

14.2 A HREOEE

1421 AHIOFEGIZEE L TR (mL) Z3HET 572012, T4 0EEZED 114
Zh8E (ng) % 6 JHEKOHE] IZEWRETT 5, fl2iX, (KH 55kg D&
FEHNE G5 1nglkg CTHREZBMGT 2856, LERBEO 1 R 551X 55ng
Thd, TNEERERROEEIRE (500pg/mL) THIS &, B&EICERET
NREMEE (mL) NEHESND, ZOHAE, HERIT 55 (ng) /500 (ug/mL)
=0.11mL & 72 %,

14.2.2 1[E1%4729 0.56mL # 2 52551215, BEO AL T AL MERE (ml) %
RTHZ &,

(FEER)

141 AFDEENCHE I NS X ORE LT,

14.2 REIDREYNEEG- S ND Lo E LT,
12. 2 DMm0EE

(1) BREREAICE D C1EHR

15.1 BERERERICE D C1E#R

15.1.1 1B MERE R M /A M SR BE R BB A b G & L 7S R R BRI I 35 T
291 flH 2 f5il (0.7%) 1T, ARFNTxHT D FFRPULADRFRD HILTen, £ D%
OIBEFHAE TIXWTHORERF b FFHURITRD Ty, el ENER
IRABRIZ W T, AANTKET 2 FRFURITEE D BTV, AR RMER
MR & x5 & Uiz s iR e e ONE B S R EE PR AR BRI ) T ARANZ %
T2 FRIHURIZER D 51TV,

15.1.2 1@ VEREREME M/ RIS PESE BT BB 2 kPG & L oSN IR R IC BV T &
MARNEE DR BLFE D B ATz,

BB IE RRE GERERE T TIE, TR OEITICEE O AN E B A R ~B1T
THZEDMOENTWD, BRERIERIEGREEE 255 & U oo R R
2RV, —BMEOFEROEME | AMEEEE A R ~OBITRED bz
EDOWENDH D Y,
) BB R IERE R RS ~ OB 513, ENIMZB W KGN TH 5,
(fRER)

15.1.1 [IRAFSCE 861 DI W THFHUADEAIZE L THEEMIE 217> TV 5
T EREEE 2, BRI OB TSR BT BB A x4 & LT EN I O
SMERARGRER . BN BEE MR 2 x5 & U7z sk K OVE BRI A R R 3R
BT D PFHUEDOFILR DU DWW TREH L T2,

15.1.2 1@ MERPRME /IR PR SE B FR A 2kl 5 & U 72 [EIN B QNS PR R BR L 2 3
WO, & MER S X% MDS ICBIE T 5 A FERIL, AFIEE 653 B 5

08—




(0.8%) . HKfHHE 138 filrf 2 ] (1.4%) (3B L, ARHFEE L RBEERECE
WTRBRICHEERZETRD b oz, —F ., BRERERE (MDS)
&, AHNOAEGRHEISE Tlx7e < . AR MER O LRI LTy, MDS
BEZXGR L LI NRIRERIC C BB A D WHO 435149 2 T
P L7 & Z A, 2MEEHtEafE (AML) ~OBIT 3 i, —ilfkoFEk
FIR G INAS 4 B, 12 VEEBE BLERTE B s 23 1 BIZER D BTz 9,
PLEDZ &pne, EEEE K O MDS @ AML ~DOBATIC B 5118 2 5%
ELT,
<BZE  ABRE [EBEHFREL/MMEOEEBR] >
FE AR BRI B ek S, RIS Sz 537 BlOMBRE I B W CHiR R A 2 £l
L7z, ZOfER, ARG ER D 2 FlOBERF T, RANZ3H3 2 HFHLiR3 R
OO,
ZDHH 1HITIE, &5 36 1 H LR, AANTKT 25U TS b (FFENE
72 L), #EH 79 W BICIIARFN T 2 R AHUADSGR O bR Z 1k L7223,
1k 4 % A% OBHFHE CIXHRIPEERO b oz, o 16T, 55
117 #8 BIZARFN KT 2 FRPUR N2 =2, 4 » A% OBERAE T finbt
BITRO LN oo, ZHh 2 6ITH TPO HLiRITFED bivie o7z,
723, ENOEKHERTIX, AANZH 2 FRHURITEERD Hiv T,
T2, BN ERIDT, fin 2 7 a2 F LAHAE X OW TPO Bk o A o B4
HHERERIIHIL Lo 7z,

(2) JEEGRERERICE D 1EHR -
BEIN TN



X. JEERERFBRICEEI SR E

1. R

(1) EFEHER -
VI SHEHBUCBET 5 THE | OHEMR

(2) TEMEFEIREAER 7 .

DIDMERICHT HFHE (Hh=U4HF)L)
ABNZT VA R — R T A X —ZWDIANTEHEE =7 A v (5 2~
3 ki) 12, BRI 500, 1,000 KO 5,000pg/kg DAH 245 3 PTIZ B E]HR N 4%
H L, LEXSRT A—% (RR, PR, QRS KO QT M) . ImJE (EiE, HET
NS S ORI 2 SRR ) o N T 502 10 A & THIE L7z,

fH1E QT RiBg OO HE HIZIE Fridericia O (QTc=QT/(RR)"?) % FHV 7= 500pg/kg
HEO1FITHRE 1 %MD 3 A% E THRIED LR & OB OBIN A i@k IciR o 5
NI, B TH Y . KL L OB TRV D EEZ bR, Z O
DARFNFE GHEAZ I T, ABFAHPE 2 i3 2 fE, OO ORIR 2 ki3 8l
INpnoTe, LEMBRE T, WTILOARFRGEICH W T H.OEREE, D
K OLEX T A — X T EF#BEANOMEEZ R LTz,

2) FIRHRRICHT HELE (T b)
e D Sprague-Dawley 52D 7 > & (BGEHY 7 ) 12, BHAIX 10, 30 KO
100pg/kg DA 445 8 PRI HLEIE M5 L, — R &Uﬁ%ﬁﬁ R, HEREMEL
SZRETHNE, BREDHEICKITEBII OV TRE L,
— OB R OMTENE b, (RIR, BEREBIZSRGIHIE, ARES ROABILZHAIZHE
T, ARG ORBIIBEI N2 o T2,

IMERICxHT HEE (h=U 1))
T =7 AP 26 M RE K FHRGFERRICIB W T, B4R IE 500, 1,000 O
5,000pg/kg DAFIZIE 1 [BIKER Tieh L, &IEFILOES 1, 10, 83 H#ZIZMLIK
T A (BRFE R OIREE T AE) ORI DAL Z it LTz, EORER, ik
A R OB N AR ORI B S L2 Do T,

(3) ZDithDEIBEKES -
BIRHEERER (SEFF®
NDOZERICHT 2$EE T T 74)L (invitro )
TRLCART 63 HEHOZFIEE LS 4 v F v Mk DA MHRBRICB W T, 0.2
BLO2.0pmol/L ®u X 7 u ZF AE, WTFNOZHKBIOA F o F v L&D
AT LTS 50% L EDOMHEMREH 2R SR> T,
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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 Dr—

NOS (Neuronal-Binding)

TaREGS oDy

Leukotriene B4, LTB4

Leukotriene D4, LTD4

Thromboxane A2 (Human)
BRERAF/HRILVEY

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 XE LR IERE) 2 AW —RIEEER % 4 7 1A
N A BRI T HREAERBRICB VT, B 7 v 2AF Ak, TPO-RIZH L
BAREEZ R LN, = AR F U2/ R, JBREk 2 v = — ROl R -2 810K, Bk
BEFRNVEVSFERBLOT 0T 7 F U2/ K (3T MR ICx LEEAREZ /RS
oz,

2) Mm/pMrOEE (I/MMREERER) BL U T FILnERER (invitro)
I/ MEEEERRBR OFE RIZLL TIOR8 ThoTo,
F7-. Ipg/mL OREEICE VT, b MEEROIM/MMED TPO Z %A (TPO-R) BLW
Janus kinase 2 (JAK2) OF vV b2 ER LT,
TPO-R B L O JAK2 DF v U VEE{EA TPO-R T D ¥ 7 /MBRZEIZIB W TH
DR EEIZHH D Z ERRE SN TND® Z &b, 1 FaxF AL, TPO &[H
BIZ, b FEEDEROBIWRER KD TPO-R 2/ LT, Ty 7/ F A 2iniET 5
ZENEZBNT,
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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 S IES MK ICxT I HIBFEER (in vitro )
7 X 7'u AF AOBEEBEI T 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 i
T 5 Hep3B (b MiFhg2I A M) 49 12kl 2 HEFEIE M & MGt L7z,
Hep3B Ml Cr 2 7o AF A8 L O TPO (2 X 2HIEEMEITED Dotz

2. FMHHER

(1) BEE 5 HMHRR

Z v b OHE R TG EMERER (%58 : 100, 300 &8 1,000pg/kg) (BT, W
NOBEGFHZB W THRECITERO LT, —HREBROREIC b ARG X D8I
BOLNRN-oTm, o, WTHORSEIZENTYH, /MKERPLD O &ER’E 9 A

TROLIL, F16 HICHEE Lz, £, Rk 37 2 —2% 024 (FRiEERBC),
~EZrECHD)EK O~ 7 Uy NHOEORME, R IMEREFEMCV) & OV
FRinER M AFEMCH O EE) 23, METiX 100pg/kg DL E, #ETix 300pg/kg UL Lo m

IO ATF LAEERETCHE 9 BIZRO b, Mg TIE, M ERE ((REKL) OFMEN

1,000pg/kg BEORETIR D v, #hE M A 300pg/kg OIENF TN 1,000pg/kg #E O 11
TR LT,
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D ESRIZ KT DRI OW T ORI & L CEES =7 4 PO A
FRIRIN 53R B (& 58 : 500, 1,000 } ) 5,000pg/kg) (BN T, W o&GEEC
BOWTHRELITGERO LT, —HOREBROEREIC S AFIE 51 X BTG b7 h
o7z, PLT @&z OV 4 i/ MREFEMPV) OAEE R A3, W OARF B 5-REC
BOWTHHETKO10 HTRD NI,

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

(2) REEHRESEHER -
Ty b TATFNKOT =7 A P % T BG4 e L7, Ehi L7z
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KEFRMXE (NPLATE®: 2022 2 A)

1 INDICATIONS AND USAGE

1.1 Patients with Inmune 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 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 meg/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 mecg/kg.
- If platelet count is > 200 x 10%L and < 400 X 10%L for 2 consecutive weeks,
reduce the dose by 1 mcg/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.

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 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 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 meg/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.
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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 mL, Not Required
23 mcg

500 meg 1.2 mL Not Required

125 mcg 0.44 mL 1.38 mL 125 meg/mL
Calculated Dose less -
than 23 mcg 250 mcg 0.72 mLs 2.25 mLy

500 mecg 1.2 mL 3.75 mL

* 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 meg/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.
KETAS C#E (NPLATE® @ 2022 4F 2 RG] OfFMIZ TaiasRo b
https!//www.pi.amgen.com/~/media/Project/Amgen/Repository/pi-amgen-com/Nplate/nplate_pi_hcp_english.pdf
SmPC (NPLATE®) O#F#II Tz oZ b
https://www.ema.europa.eu/en/documents/product-information/nplate—epar-product-information_en.pdf
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Gak|
F—A NZ U T D435 : (An Australian categorisation of risk of B3
drug use in pregnancy) (2022 4F 5 H database)

2% HFOME

F—A N7 U7 ®5%E : ( 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.

<£ZE . RERIXEIZE T HEH>
Hig FLH A

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

AR Bl S developmental toxicity studies, romiplostim crossed the placenta, and
(2022 42 1) 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
U.S. general population, the estimated background risks of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively.
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Data

Animal Data

In rat 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
AR B S at clinically equivalent and higher doses.

(2022 422 H)

8.2 Lactation

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

milk, the effects on the breastfed child, or the effects on milk production.
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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KE DU CE 8.4 Pediatric Use
(2022 %2 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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