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ALT Alanine aminotransferase TI=UTI ) RNTUAT 2T
APTT Activated partial thromboplastin time TEMHALER Sy b v IR T T A F ]
AUC Area under- the concentration-time curve of L P TR
the analyte in plasma
AUC,. B BB ORF[E 1% 7 & et o 7 U o T
fil &£ TMDAUC
CIBMTR Center for International Blood and IS W B B TS o 2 —
Marrow Transplant Research
CL — BHI VT T A
Cmax Maximum concentration of analyte in plasma | Fx e L5 H 5
eGFR Estimated glomerular filtration rate HEE AR ERIR A &
HC Historical control EA RNy rar ha—L
hERG Human ether-4-go-go related gene t " g%%ﬁﬁﬁ JUAAT ST
RVIBART
HMEC Human microvascular endothelial cell b Mg N R AR
HSCT Hematopoietic stem cell transplant 18 I R AR R A
NOAEL No-observed-adverse-effect level HE T
OAT Organic anion transporter AT =42 8T UV AR—F—
OATP Organic anion transporting polypeptide BT = R R Y XS TF R
OCT Organic cation transporter fMehF A T AR—Z —
PAI Plasminogen Activator Inhibitor 7T AR )= TEMAAHIA T
PT Prothrombin time A= N = I Vg S
SD Sprague Dawley -
SOS Sinusoidal obstruction syndrome PRI PA ZE e A
tie Elimination half life EEE Sy
| 1 o el themaximum pasm |y g s
t-PA Tissue plasminogen activator HfE 77 A ) — 7 AEMHACK T
UGT Uridine diphosphate glucuronosyltransferase EI; ;E R S o
VOD Hepatic veno-occlusive disease JF r L F R A 28
vWF von Willebrand factor THy T oL 7T RAF
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TLEMICRLE X, 1986 F2A # U 7 T EFIRIMARIE 15 M QN Az RIS IR Al & LT
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1. BRF%E4
(1) #4
T 7 7 A7 U ACERE 200mg

(2) *#4

Defitelio® Injection

(8) BFDHAEXE
Defibrotide ([ZHZET 5,

2. —H4
(1) ¥4 (@%%)
T7470F RF MY A (JAN)

(2) 8 (@Mm4E)
Defibrotide Sodium (JAN)
Defibrotide (INN)

(8) AT 4L
-tide : TR PESTTF N

3. BEAXRIERERX
Y LAg

4. BFRRUHFE
BARSAA

5. {24 (%) XIFXE
AE  THGHIEEREORY) FAXFVRX 7 LAF RF MU A (55FE : 13,000~20,000)

6. EA%A. A4, KBS,
1BER Ay FE 5« NS-73
CAS &&= : 83712-60-1

CEBS
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T & 7 —1(99.5) D TEIF Iz
AR ) =) FE A ERT 20
DAFINANLKFY R EEAEET N
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3) WEBEEE F 7o I3 L O VR
L7

(3) B
25°C. FHRHEEE 60%. 4 BEILRTFEOSRM T Tk, £ 10% DKM RO iz,
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1. Eifz
(1) FIRORXH
13147V (25mL) HFIZT 7 47T Kb Y T A 200mg %5 H T 2 KMERIK

(2) BFDONER UMK
PAR - PREE A~ 18 (O D VERA 7277

(3) #Aa—F
BEARRNA

(4) EFIDOYH
pH : 6.8~7.8
I#5EE  0.67~1.29

(5) Dt
AT EEUHTH 5,
2. HEIDOHEK
(1) A CEMRS) OEERVFHME
kS 2.5mL
Wy - S R Ay 7747uF R IR T A 200mg
(1 A T i) ‘ 7B MY U SRR 25mg
RANF| KT NY U A W
i i &

(2) BREASORE
LB L

(3) mE
BB L

3. FIEMAOHERRUVEE
M LR

4. N
AR BN

5. BAY HAIREMED &H % Y
Y LR
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%Eﬁ a)
RAF 5C+3°C & T 30 » A %f?
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a) HIEHEE : MR, MERRRER, pH, &, HERR HEWE, = K vy, REMEMK T, BE, » 78, &,
Rense et
b) HIEEH : MR, MEREER, pH. o, HIERER EHEWE. N, orE, B
c) WIEIHE : Mk, MeEliBR, pH, ., MR HEwE., o 1=, €5
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I, 5% 7 R 7S T AR AR 2 T 4~20 (577 IR %,
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EBHBIEH LA, JFHI2~8CT 24 2B 2722 &,
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ik N> 7 25°C+2°C./60=5%RH, B : 4mg/mL P 4mg/mL
ME . RV e =)L) 72 W] FER . HBICEA LT R HRRICES LTz
T4 AR=FT LY Y | 25C+2C, 60+5%RH, EEE : 20mg/mL JEEE : 20mg/mL
Mg :RKY) Ty 72 BER R HRBICES LTz FEE BURICEA LT
TR LR 2 IRE Lz & S ORAEIZ. TEOWBY THD,
T I 74T )AFE 200mg HFRRLEBERDESVDOLREM
ARG R
Ktk Bt T R T 2 T
A 3 B A F AR A WA
o 7 B o O
S AH Y 9 3 B A F AR SRy WA
v 7 R o B A A
Lo NF2 i AR WA A
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BER & DIREW DB « BE L OBEAMEIITROBY ThH D,
TI27AT VAT 200mg FIRBEEARLEDEEVDORRESE

s Cil Sk . iy
AR (ma/mL) A A% SRER I L7228 B
& GHRLER) | 24 W
. 4 1A WE Y 50mL 1w T AT
if@ﬁiﬁ{ﬁzfl) N S A a7 7T AD EEFa—7
20 Lk Lk 227757 AD it > b
N =7 11 D
\ - 4 e e T o
7 R RS CVLHZ7H—ZEX (FUFRL—RAL)
20 A e FNTa—Tay VYIRS

H# 1) 50mL >V PN THIT 24 BEfRIFR, EEF=2—7, @Rkt > b, BT =TV EIACEER L.
U URTTCER (10.0mL/MEE) Lz,

A RIE DR IR K ORE R NS D LEMIT TRD LB TH 2,
T 274 T)AEE 200mg FRBRDKTEM

TRAFSEIE AR B TRAF IR AR A
5+£3°C 5%7 U LS 4mg/mL 48 [ e
5+3C 5%7 R U PSR 20mg/mL 48 IE e
5+£3°C 0.9% =5 A B A IR 4mg/mL 48 [ e
5+3°C 0.9% 5+ A A B A3 ik 20mg/mL 48 I [H] HE
25+2°C/60+5%RH 5%7 R U PSR 4mg/mL 6 ¢ e
25+2°C/60+5%RH 5%7 R UHEERIR 20mg/mL 6 RFH] A
25+2°C/60+5%RH 0.9% =4 A PR R HE IR 4mg/mL 6 HEH] Blikey
25+2°C/60+ 5%RH 0.9% =5 A B A IR 20mg/mL 6 ¢ e

. F L DB (MEBIEFHEL)

TIHV, 7ukIRN, IFXVILA IaTs ) NABET TN, ALY T T A
o N aAvAA YU EORAICEY . AMELEOBRRD RTINS Y,

. RH

LR

&% - A%

(1) FEVDELGRS - K. SMESRRCESE - ARICHT H1ER

Y LW

(2) B%

2.5mL X2 /XA T )L

(3) PREE

BAISAA

(4) REBEOHE

— R ELE

BT T A T v (AARER T —MERBIEER R T T 2B BRIECEE) - AU T A8
77 A

=N Sl = A ) = WU
R/ Gk S
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V.

1.

2.

3.

AEICET 4188

MEER TR

4. MEEXITZHER
Fr#aREAEMEIZREE (FFDERAREAZEE)

<fifEEn>
WK DA SCECIE, E IS e ia & (HSCT) #% O Zldas 4% £ 5 mEIAE O 48R B
FEIEMERE (SOS) IZIRE ZAL TV D23, AL R IR £ 12 HSCT it & FE 32 FAET
% SOS X°, HJE SOS LA D SOS b i & TN b,

MEER TN RIZREET BFE

5. MEXTHRICEHET HEE
AN, FBEIEENRT D200 H 2 IR FAZEERRE ORI AT 2 Z &,

<fiRzn>

WK DOYSHSCETIE, #IEIZEAE SOS IZBRE LT\ %23, SOS IFEIELT 2 & BIEERDOE
EERFEERTHY, ERNSAOT A KT A 29 1280 ThH, BIELSD SOS 12 H IR AL
BERBENEENTVDL I ENRENTNDZ D, ERBGICEBT 22W0ia 0 I0R &
DR RBROMEREZME 2, BIELT2B8TNob5BE L EDT- SOS 2l &+ &LEX
TRE LT,

RERUVAE

(1) RERUVAEDRES

6. FERUVHAE
WE. 77470 F KPRV UAELTI[E625mgkg % 1 H 48], 2 KT TEIRNE -
T2,

<fiizn>

AANL, 5% 7 R UMEFHE ST BRI R 2 VT 4~20 (54IRT 25 2 &,

AENT, WL LT=T A e TRET2HDE L, 5%7 B UBEESE SUT BRI LS O ik
RMDOFERHEE LR T4 L THERE LW ENEE L, Al L EREAT ISR, A
FOBGRIBICT A V& 5%7 RUBESGR UIAEBRBHEIR TT7 7 vy adT 2 ENZEE LY,
(vl 1 1. @A LEDOEE] OEBM)

(2) RERUVHAEDRERE - RN

AF 25 J 0N 40mg/kg/ B 0 2 & A VT L 72 B e BRI I8V ¢, EAFR L OVHSCT #
100 AAEFRTHEZBEMZITRD b o Tz, BN CIIA EFLREBIRITWAE CRBRE T
ol BWER., BEERRIER L O M BE RS O FHEN, 25mg/kg #EX D & 40mg/kg #ED
FROTNCEDoTe, ZORERN D ARKOHELEH &% 25mg/kg/H (6.25mg/kg % 1 H 4[7]) &
L7z, F7o. EMENEMATIC LV . ARAIZ 2 FEFDNT CHEIFIRN &G LT & & O R i
P (Crma) K OVMSEF PR — BRI AR FiEifE (AUC) (3 I BARTA DGR BTz, i
12 BRERI L . BREMEIIRD SR -T2 2 LD AAlE 6 BHEE 2 & 2 BT T
RN 5T 528 &L=, (IV. 5. (3) AEMIGERRR] OHESBM)

. BERUVRAEICEET HIE

1. RERVHAEICEET HFE

T VAR, JRAN 6 Bl Z &2 —EOJE THIRNIR G35 Z &,

1.2 KA OEGIE, 21 HFLL L2 B2 E LT, PR PHZEIEBRE OB & OEIR AN BIE 9% &
THkfE T 2 A3 ITJRTR PAZREE MR O 18fpe K OYER I NI AAIFHIZ L D) 27 2 EE L T

W DR 2 EE I 2 & [17.1.1, 17.1.2 ]
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<fa>

ARFN ORI 2 R R & <. ERMIIRRD b o T b KHlE 6 IFE 2 &1
—EDHE THARNE G52 L & Lic, AFIORGIZ, AFRGICED V27 2EBE L L

T, SOS @ﬁﬁ@’?iﬂkﬁﬂ“ JEHE L7z L ERHETT D E TRETHZ L & Lz, SOS BE %

XT% Lz Eukxuﬁgﬁ

B H2ARFN O 5B b RfEix, SOS NEET2E T 14 UL Eokb%

HELEL 72352 19.5 A, 21 BU LOFEEZ LT L7 T 21~31 HTHY . Ko B IX
SOS NEET 5T 21 AUMLERGZMkE L2 b, B2 E L THRIK 21 B OS24

R I DY e

5. Ennﬁﬁi%ﬁ
(1) BERT—2/1\vo5r—o
Higf | 7z —X HERES P HEEE M HERIE X4
EWN | 14 |[FMU-DF-001 |HA NGRS  |HEEERABMEIC T 5 HE| 77 & R P
3mg/kg # 8 f B LR o EyEhae, ek EER
6.25mg/kg £ 8 15 KOS % il 32357 R R
75 AHE 4 4
% IIFH |FMU-DF-002 |HSCT #% SOS 3 19|SOS &I 289, |4 —7 1 F~1 P
15 M R EhRE [ Fifi 3 B TR R
A | 1 |IRI-151612 SME R A B (R A BRI T S F—T TGl P
RN S - 3 41 5157 7 RS- kY
EO&E 341 U A H A G R O SR
DF VOD-2012- [#FE A KIS R &8 KB RAEETICB T E|[4A—T T~ S
03-PKRen # 6 1 WEhae, 2k O ikE
;‘:ﬁ—@lﬂ;yﬁﬁ
R P E LR M| EE B REE IR A e A — T T ERE(ii]
R ERE 6 BERORER BT S
fEEERR A 6 SEYEhHE K OV2E Pk
R09-1425 AMENRERERR A 52 61 (TR IS B QTe MifR| 7 > & Ak S
OB IRYEhE R 0% |7 T ' R & OGYE IR
APk ZHEEMR (B RIEIE
B
AFEA W7 o A f—R—
W ILFE 99-118 HSCT # (Zli#st4:|EIE SOS BE KT 5 A6%h| T & 2k ERE(i
k9 ) BEIE SOS B [ & OV ek F—F 5L
149 P ke [ Rl 38R R
AT
%5 1IHH [2005-01 HSCT # (Zlas A 4| EfE SOS BF KT 5 48%0 |4 —7 v 7 ~r i
k9 ) BEIE SOS B [ & OV ek HC R
AFNEERE 102 41, &
AN INarbnm
—/L (HC) Bf 3241
2006-05 HSCT % X3 Ab528 % (S0S BTt 2 AR A —7 v 7~ Bl
% SOS B 1154 51 |Ovze 4tk WRT 7 A
Z O |CIBMTR HSCT #% (Zhgigs 42| EmiE SOS BT ITk4 56 %)|CIBMIR 7 — & X—X| HE
% 9) EiE SOS %% PR R OV 4 e LAY
AHN 5B 41 B,
AFIFER 58 55 61
Esh | o |DF-CUP HSCT #% I3 b R E(SOS BEIZXH T HHEMMER|A—T T~ 1 %%
[ /ST RIS SOS | U4tk arRyiaRr—ha
# 710 11 — 270 T A
(9 BAAA 10 B
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(2) ERERZFEERER
OENE 148 : BERAICBIT 2 EEERE5ERBR (FMU-DF-001) ¥
H A NRERE AR BRI AH % 2 R 2T CHEBEIFFIRNE G- L2 BEomsEdh T 7 « 7 a F RRE
I%. 6.25mg/kg # 58 (8 f5]) Tix, FIRPIE G TR AT Crax 122 L2 ZIEONTHA L, &
G-B4a% 3 I (B 5T 1) (i3 efn e & FIRME (10pg/mL) A & 72> 7=, 3mg/kg
BehGE Q) TiE, 2 THWTHORERFAIZE TS, E& FIREARm Cho72, WTiho
BHRECHLRARMEIIR G TH o7,

TR« AN O FPEIR A SSEGRE (FF PO OBARBAZEIE) (2% L TRR STV D AL - AR, Taw., 57«
TaF RS RY AL LTIE625mgkg 2 1 H 48], 2 KNG THIRNEZKEG-T 5, ThD,

OWEANE 148 : BERAICEBIT 5 QT/QTe FH-fizkER (R09-1425)

fERER A 52 BIZAA 6.25 KT 15mglkg % HLEIFFIRN X 5 L 7B D QT/QTc M7 4 #FAl L 7= #&
R, 77 R EH LT, BRMICERDO O 5 ZEITRD b oiz, gk, PR M. QRS
R L VD EREEICB W T, BRMICERO® 5 BIIRO otz iz, miEh T
T4 7 aF RRELE QTe MIEDR—A T A inDs OV E & ORIZBEMEITFRD bR ho T2,
AHA 6.25mg/kg e 5-IF & Hel LT, 15mg/kg #5505 D Cax 2 Y AUC o (FEVE 4 3.5 5 % TV 3.9
FoEMTHY, HELU EOBMZRL, WTINOEGHTHEAREZREFTH -T2,

HE AR OPEFAZERER (Fh OSRBEIZEE) ISk L CRRBEN TV HE - HEE, @, 774
JaF R U TLALELT1IE625mgke % 1 H 48], 2 KEENT CHIRNES 35,1 THD,

(3) AERGIFRAR
¥ESL5E 11 AH « HSCT % O ENE SOS AEF Zxtg & LI HERERR (99-118) ©
HSCT % OHESE SOS B Z x5, 25mg/kg BE & 40mg/kg FED 2 HEIC K DI L VLR
PEARRET LTS3, 25ma/kg BECRAFR Y AT « XRT 4w PRI NTZT &b, 5% OHER
TOHELEH &I 25mg/kg/ B & W L 7=,

HEY :
FHIED SOS BFE A XIRIT, AFD 2 HEIC XL AIBEDNRICHONWTEMREL AW TRITT 5,

RBRT A
=T T)v ToZ AMu, FERG Sk, EAIEEER

R
HSCT #% O EJE SOS H# 149 5] (25mg/kg & 75 . 40mg/kg B 74 1)

- HE

BEMEEHO D2, WTNOHERED Day 112 2.5mg/kg % 6 K] Z L 12 1 H 4 [7] (10mg/kg/
H) #45 L. Day 2 7 51%, 25mg/kg BE Tl 6.25mg/kg % 6 Bif] 2 &2 1 H 4 [A1% 5, 40mg/kg
FETIE 10mgkg % 6 BT L2 1 A 4 [BI1FEE Lz, X TOHKET 2 B TR EES- L
77

BRI -

G5 HIEE 14 HREILA B, SUTRAE, SOS JERDOHETT, A TERWAEFEFSR (BRI L BED
oD HFMED Grade 3 T 4 DFEEFRLER) . IWELYT 2 E0HEOWNTNNRHBLT 2 F
THERETDZ L EHEE L,

FHEEE -
FHE SOS FBFIIARA 2 &5 Lz & & DO EMEFE K OVHSCT #% 100 H AE1FR

it A
P 5 B 25me/kg BEC 19.5 B (RiPH : 3~83 H) ., 40mg/kg #E T 20.0 (2~62) HTH -
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(4)
1)

7co FEFHBEE TH 25 %ﬁ¥$ X, 25mg/kg #f 46.7% (35/75 i) . 40mg/kg Ff 40.5% (30/74 f31))
ThV., HETAEEEITRD oo 7= (P=0.4257. Cochran Mantel Haenszel Test) .
BIREHIE H T 5 HSCT # 100 H H £ f@éﬁup X, 25mg/kg #f 44.0% (33/75 i) . 40mg/kg
fE37.8% (28/74#) TH V| HEMTHEEITRO b oTz (P=0.4313, log-rank test),

PHEFRORBBRITHER CTEIT R o720, RELBEEOH 2 HHEFES, 1FFEE L O
O LEERAFFL KL OHMBSEO A FEFLE T, 25mgkg HE LV b 40mgkg FED 703 EOFE
Bz R LT,

HE A OFEFAIRE R (R O8AREEZERE) ISk L TARSNTWS A - ARE, E%., 774
ZuF R R TAELTIIE625mgke % 1 H 4[5, ﬁﬁﬂifﬁ%mﬁﬁféJ"f%é

BRILAEER

BRI ER

OENFE I : HSCT # SOS BEEZ MR L LA —F 0 F )Lk (FMU-DF-002) 7
HEY :

/N BT HSCT # SOS (2549 5 AR DIREZN R % FHMi 4 5,

AR T A
Sl IE, A — 7 T L . [ER T E SR

R
HSCT # 35 H £ CIZ8EE (RE VLB v =2me/dL) 7o, AFHER, 8K, JRKOFHHATE 20
REIIN (R—=R T A ENS 5% %2 5) OO H2HEAL EAZJ SOS BEF 194 (5 5,
HAE SOS™! /A 13 f4])

KATALER AR 14 BRINS 2 HATE TORK b ALEIZITV B OfE

<*LEEJiE SOS D IEF >
LT DZges R EIERD 9 B, 1 DL k&9
R HH FUE
LN migr7 L7 F = R—=2F A2 D3 EL
IVTF=r s UT T ANTHEE SRR | N—A T A Y D 40%LLT
i (eGFR)

BT MELTD
PR 4 | BRsRARfnE 90%LA T
(1 K2 135 15 T 2 [a]dife)
P M ST TR A8 WEEET SO

a) BIMLERAAA 14 HET2 5 2 HATE CTORAKME b) ATALERLA 14 BRI O 2 HETE CORKEE
o) i’ & DRBYLMTERT A 5EE 2 BR<

Mk - & :
AHKI1[E] 6.25mgkg 2 1 H 48], 1[E&H D 2 FEE T THARNE S L2 (1 H & 25mg/kg) . &
HRIEIEFERIE LT o & L, OB L ORIBRITARIL 2 R, &E 8 Bl & L7z,

1R
BEWRIZ DR ED 21 HREL, XX SOS BffETL L. kE&KEGHAMIL HSCT % 100 HE T
k L/f\_o

FHmIE H -

(1) EEFHMIE B
SOS T HIT 5 HSCT # 100 HA:7F (HSCT % 100 H TOELERN 30% &2 B2 1235512,
SOS :ﬁa‘éﬂxﬁl DG ENBO LN EHETEDH E L)

(2) BIWRFHmIE H
HJE SOS A3 |2451F 5 HSCT # 100 H A
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SOS A3 K OVESE SOS B |
SOS 3 K OVEAE SOS B3|

oo

<2808 BfEDEL >
- eV LY 2mg/dL Kk

517 % HSCT

z #% 100 H £ CTOEMFE?
2T 5 HSCT % 180 HAEAE

N
c Y b Y B TS IS SRS R BRI Y LA, LT O TICEY
figias HHE v
T M%7 V7 F=1H HSCT #% 100 H £ TIZ_N—2 T4 @ D 1.5 %
R TR = & o FEUEIE_E IR

JVTF=2 7 VT T A | HSCT # 100 A £ TIZIN—Z T A Y D 80%%
VX% eGFR Bzx5
BT MEELE L7

fititRE [ E ORIy 90%% B2 5

(1 BRI 2L E 2510 C 2 [a5#

[ZELLIN MEEL Lo
N TR A g & MEEE L7

a) ATALERIAAR 14 HRID 2 AATE TORIKME b) ATLERL 14 AR125 2 ARTE TOREHE
¢) P L b EMAERT 24 FERIATN O LE L TIRFA 2 L E L L
d) RIS EHRSREE T

A<= BN
SOS #B# BN NG
(N=19) (N=17) (N=2)
el B 12 %1 (63.2%) 10 f51] (58.8%) 2 51 (100%)
etk 7511 (36.8%) 76 (41.2%) 0 151
Filin (%) SERE R 2 45.6+19.0 50.5+13.0 45%35
W (BPE) 47.0 (2-68) 50.0 (29-68) 4.5 (2-7)
wE (kg SEEIE AR = 58.1+19.8 63.2+13.6 15.5+6.1
rhoufiE (&) 63.1 (11.2-87.5) 64.2 (43.0-87.5) 15.5 (11.2-19.8)
JirR R APEEHETE A g 6 %1 (31.6%) 6 B (35.3%) 0 41
AR 2k [ 341 (15.8%) 341 (17.6%) 0 151
LY R E 361 (15.8%) 36 (17.6%) 0 141
Z D 76 (36.8%) 561 (29.4%) 2 451 (100%)
HSCT BAEEl% |1 [A] 12 61 (63.2%) 12 %1 (70.6%) 0 i
2 [BIELE 761 (36.8%) 561 (29.4%) 2 51 (100%)
BREOFEE [F]f& HSCT 19 %51l (100%) 17 511 (100%) 251 (100%)
H % HSCT 0 il 0 1 0 141
AR E SRS (TBD LY A 445 (21.1%) 361 (17.6%) 1 %1 (50.0%)
TALT 7o LI A 6 % (31.6%) 6 B (35.3%) 0 141
FOMDOL T A 9 il (47.4%) 8 Bl (47.1%) 161 (50.0%)
HSCT fif772>6 | Y8 = AR MR 22 19.9+8.6 20.3+8.3 16.5£13.4
SOSFEAEE T | HIAE  (FPH) 18.0 (7-34) 18.0 (8-34) 16.5 (7-26)
H¥ (H)
SOS FIEFFD | H Y 10 51 (52.6%) 9% (52.9%) 1511 (50%)
i e |7 LT T2 6 I (31.6%) 6 (35.3%) 0
BHEREY | & Do F=or 0750 2B (05%) | 28 (18%) 0
+ | XIZ eGFRY
BT 15 (5.3%) 161 (5.9%) 0 15
I P S5 AN B < 90% 261 (10.5%) 2 5 (11.8%) 0 151
2w ATIERE | 6F (L% S (29.4%) 1B (50%)
4
B A xHE W [ HY 19 %51 (100%) 17 51 (100%) 2 51 (100%)
(GVHD) /A= NN 17 61 (89.5%) 16 i (94.1%) 11 (50.0%)
BUES 2L 0 i 0 11 0 i

) R—ZFT A DIELE b)) NR—RATA LD 0% T
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AR
AH el Utz 19 Bl 8 53 gl (BEPE) 1X31 B (3~59 H) T, 19 #9112 451 (63.2%)
2321 LA RS U7, F7-, EMRBIELRE 5 HloB G MR P fg &) 135 21~50) BT
Hol,
(1) SOS BFHIZH1F 5 HSCT 14 100 HAETF (EHFHEE)
Kaplan-Meier #£ % VW CHEH L72 SOS BFICEIT S HSCT # 100 HAEFERIT 47.4% (95%
{EHEXR] @ 24.4%~67.3%) ToH-o7-, HSCT % 100 H TOALFENPFEFNIFHEE L-FEE T
HD30%EHEAT-Z LG, AHID SOS (6T D IBFENENRD Sz L HE LT,

SOS E£&IZH T3 HSCT # 100 B & T® Kaplan-Meier £ 77817
100

80

80

70

g0

50

£FE (%)

40

a0

20

0 1 20 30 40 a0 60 70 a0 a0 100

HiEE B (8)
n=14 14 19 17 16 14 12 12 9 9 9

(2) EJE SOS HEIZHIT D HSCT # 100 H AT (BIVGHnIEH )
Kaplan-Meier 5% FW TR L7 EfE SOS B I123517 5 HSCT % 100 HAEFHIX 38.5%
(95%[ZHEIX ] : 14.1%~62.8%) TH-o7-,

(3) SOS HFH K OVHEIE SOS ABF I D HSCT % 100 H £ TOHEME (RIRGHEE B )
SOS & fifsR
(95% 5 HEX M @ )

SOS B3 (19 1) 26.3%
(9.1%-51.2%)
HJE SOS A (13 f1) 15.4%
(1.9%-45.4%)
a) IEASMICHEES S BRI LD R
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(4) SOS BE KU HIE SOS & 12F1F 5 HSCT # 180 HAEAF (RIRFHAEH)

HSCT # 180 HZ:{F= AEAF IR il

(95% XM @) (#ipH)

SOS BF (19 1) 31.6% 79 H
(12.9-52.2) (45 0 —HEEHE

HJE SOS #B#E (13 441) 23.1% 72 H
(5.6-47.5) (37 H—134 1)

a) Kaplan-Meier 1% VN THEH

ZAVERHE
19 B 10 1] (52.6%) \CEIVER*! 2338 LTz,

ERRIWERIZ, Mt 5 %1 (26.3%) . S, FERARE 43 61 (15.8%) . Mpk 2 il (10.5%)
ThHoT,

HELRRIER? Fiitm 4 31 (21.1%) . R4 3 61 (15.8%) .
761 (36.8%) i, AUE#S I 4 1 (5.3%)
BHPIRICE > 72RIFER ftii 3 61 (15.8%) . PRR A4, i, #HEf@Him 4 161 (5.3%)
4 5 (21.1%)
TICE - -RIFEA MR R4 2 651 (10.5%) . Mfittiin, g & 161 (5.3%)
3 %1 (15.8%)

FLIRBRAE L OIRRBES TBEH Y | LHESNIAERR
2 RCERE ST

Qs E 11 A8 : HSCT B EIE SOS BEZxR L L7z HC B A—7 2 7~ VB

(2005-01) ® ¥
HEY :

HJE SOS HBE (ZIss R 2% 1E 9 SOS B3E) (2B 2 AF DA EIZ>VWT HSCT # 100 A E
7% HC B L4 % = & CREH7 5,

RK A G, BARISE O A 5 T EE SOS BED I B~ U I OPTEFESE A LT DR
FARMANTREE Lo 2 L 2B & | AFHRGRE & 7 USRI« RO SR 7= 3 R e

RERT A
Lk ItE, F—7 T ~UL, HC %I

P
Baltimore FE¥E" |2 & L. Zlgas N2 % R L CTu 2% EJE SOS™ A 102 fil,
HC 7% : 32 31

< *1 Baltimore 4t 4 >

HSCT# 21 R ¥ T»

- #E (2 UL E Y =2mg/dL)

D

- LF ORI RO 5 6 2 DLl E &=

&K

N—R T AV NG 5% EBZ DIRERN

JFiER

XhEL EAFEREAD L CWEZERE T, YA AR _—2540 k1
HRLTWDZ EDRRZ XITEBHREICL > GEEh T b

a) ATLE 1 HEOKRE (ERAFTER2-5728A, HSCT 2=y MIAE L7 H ORE % H 7 §E)
b) HSCT == MZAE L7zkEA
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<*2 HJiE SOS DIEF >
HSCT % 28 HE TIZ, LU FOZEaRAEIERD 5 6, 1 DLl E&i7=3

o THH HE
R RE Mgz v7F=1# NR—=2F A0 D3fEEBRD
IVTF=20 )T T AN eGFR NR—ZF A Y D 40%AK5
BT MEELE T 5
Jititne [FE ik 90% AT
(D7 & 1 BRI T 2 BflE) ©

a) AILEDTZHIZ HSCT == b~ AZE L7z H OfE X% HSCT AL EMM ORKE (W3 iuaMEunJi5)

b) HSCT == h~AE L7 H

c) 2 [FIH OBEZEMEOREMENE LN o154, 1 BIORIEMEA <90% X ITEEEW A/ N TIEW & % 2
FLFH5A TR & Lo, MitgeemEid, A XSRS iz O IE QI & 2 By a8 | 2L K3 2
b L, g (ke d) PERREREZRDHOIEFERLS,

ERERIMILYE -
EERAOIC R & 72 DR EE e S I D & 5 B3, EEROFAIESZ LB L35 X 9 7eimfTH)
RENM AL TE 72 BB UL — O F LA TIE E B IRIT O HMEREHS K 8 72 B E

Mk HE :
AFAI 1 6.25mg/kg 2 1 H 48], 1 [B&H7-0 2 BEELLE T TEAIRNPE S L, BEGHRREIE 6 IEfH
TrELT,

BEHRIZ < b 21 AR, FEOFFTIRY . $ERAENIRETT 5 £ TRE 2k L7, 1Bt
L TARIORG 2/ T L, £D% SOS 3 f% L7cHaid, BARL LAlR & RO Hik - & T
BRERHT L& &L,

FEAGEE
(1) EEFHmEH
HSCT#100 H 417
(2) BIEEAME B
HSCT#100 H &£ TOE "™
HSCT#% 180 H A 7+
EHLF

<R L UE >
< B UL E LA 2mgldLATE
c LIF DA TIZHEY

i EHH JEYE
BHgRE | MG LT = R 2T A TR U Ll LR 1.5
15 A it
IJVTF=r I VT T AXILeGFR | X=X T A D 80%%E 2 D
FENT WML L7
HERE | ER R fafn 90% = itB 2 5
[PELU PN WL L7
N TR WMELL L
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AHN 51 HC 7
(N=102) (N=32)
ezl Bk 64 51l (62.7%) 18 51l (56.3%)
otk 38 f5i (37.3%) 14 i (43.8%)
Hiy (k) S AR A2 26.0+21.4 25.1+20.2
M (EEE) 21 (0-72) 18 (1-57)
AT =16 m% 44 1] (43.1%) 14 1] (43.8%)
>16 % 58 #11 (56.9%) 18 B (56.3%)
RE (kg SEPE A 2= 53.7+33.7 52.6%30.6
FhouE (EEPH) 60.4 (4-135) 58.4 (6-111)
JFR R LB A fE 29 1 (28.4%) 8 # (25.0%)
APV 23k A I E 17 Bl (16.7%) 7 B (21.9%)
S Y R JE 761 (6.9%) 541 (15.6%)
B ST AROE (R 7 %1 (6.9%) 361 (9.4%)
RLLISk 42 51 (41.1%) 9 5l (28.1%)
HSCT 7134 1 [5] 89 5l (87.3%) 29 51 (90.6%)
2 [\ Lk 13 1 (12.7%) 361 (9.4%)
B OFESH [lf& HSCT 90 5] (88.2%) 27 il (84.4%)
H% HSCT 1261 (11.8%) 561 (15.6%)
BRI E B ST (TBD 41 %1 (40.2%) 14 B (43.8%)
(k) SUURAT IR 75 45 (73.5%) 26 1 (83.1%)
TANT 7 45 i (44.1%) 14 4] (43.8%)
TNLETE 24 51 (23.5%) 361 (9.4%)
ANVT 7T 21 51 (20.6%) 5 %1 (15.6%)
HSCT fif72>5 SOS ZWr | FHIME = = (R 2= 12.8+5.7 11.4+45
FToH%K (H) FhoufE () 13.0 (1-25) 11.0 (4-19)
SOS #:HE BE UL E N 102 511 (100%) 32 %1 (100%)
JFHE R 84 il (82.4%) 27 51 (84.4%)
JE K 95 %1 (93.1%) 27 1 (84.4%)
R E M 98 i (96.1%) 29 i (90.6%)
HIE SOS 2K fitit RERRE o 22 51 (21.6%) 8 il (25.0%)
BB E O A 1561 (14.7%) 141 (3.1%)
Jili B OV i e e o 65 f5i (63.7%) 23 B (71.9%)
GVHD T[53E HY 90 151 (88.2%) 27 51 (84.4%)
(B kIRE) /A= PN 50 51 (49.0%) 561 (15.6%)
2L 12 61 (11.8%) 561 (15.6%)

ANPERE AR :

AFNFEHE 102 Bl 5 Yl (EPE) 1X21.5 (1~58) H T, 102 B9 59 6 (57.8%) 23

21 HEL R LTe, 72, HMREIERSE 26 flo G MM P E &) X, 22 (14~56) HT

HoT,

(1) HSCT 1 100 H 447 (EZERHAHEE)
HSCT # 100 H DA FRIT, AFIG5EET 38.2% (39/102 i) . HC BET 25.0% (8/32 f3) T
bolz, R=2AT7 A NZBITDLEFDOTHRREF (N LR TSI RFO A, Fh (16
Ll FAR) . BAEOfEE (FIFE/HS) ., HSCT FEOF ) AHmA =27 TEHIL, EAfHT L
T AR O Z OHEEE I 23.0% (95.1%(FHEIX[H : 5.2%~40.8%, P=0.0109, Koch i£) T
HY . HIE SOS BEIZBWT, AFFEEIZLDY HC XV HSCT #% 100 B AGFER A &ET
HT ENRENT,
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EFE (W)

= SOS EHIZH 175 HSCT #% 100 H & T® Kaplan-Meier £ 77 #%

AAHIBHRE (102 1)
HC # (32 #i)
- i ] i i i '] ]
0 0 x x o = ® » M 0 S

BiEEs (8)

7E - Number at risk 1% FEEDSAFIER G, FEA HC B
AFNEGRE - FE1-=63 5l (61.8%) . ZE7F=39 5] (38.2%)
HC # : FE15=24 5l (75.0%) . Z=17=8 5 (25.0%)

(2) HSCT % 100 A £ CoO&EME (BIXFAREE)

®)

(4)

HSCT % 100 H F TOEMRIIAFIFEERET 25.5% (26/102 #1) . HC BE T 12.5% (4/32 1)
Th-o7T,

R—=R2A T A NZBTDEGFOTHRE T (N LMW XALENTRT OF . Fin (16 LU T/
), Bt ([FfE/H5) . HSCT IEOA ) A A a7 TEhll L, BEALT L2 ERE
ROREMZEOHEEMIZ 19.0% (95.1%FHE XM : 3.5%~34.6%. P=0.0160, Koch i£) THV |
HIE SOS A ICB W T, AFIF 52X Y HC LV & HSCT # 100 H £ COEMEREZ LES
HZENRENTZ, 72, HSCT #% 100 H £ TIZEARICE)5E L 7= B o d Bl 1 XA K3 5-7E
T345H, HCHT395 HTh -7,

HSCT %% 180 H /AT (BIWRFEHmLIAH )
HSCT % 180 H OAfFERIT. AFIFEEGHET 32.4% (33/102 f#) . HC BET 25.0% (8/32 f5i) T
HoTm,

A (BIREHHE E )

FRBIE A OLELERIL, ARG T 21.6% (22/102 ffil) . HC BT 21.9% (7/32 i) TH
STz, B E TOYIM PRI, AFNKEGRET67.0 H, HCEET405 HTH -7,
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A PERTAM

AR HREZ IS T 102 il 46 B (45.1%) TEIWER™ 2R3 L=,
ARG T 2 ERBIEMNZ, Mt &, KiE %4760 (6.9%). BiEtin., L
#H I A4 5 B (4.9%) THoT-,

HE R EIEA 2 Mifatim 6 51 (5.9%) . Mfithin, B, i, &7 —7 VR ERAL I, R 55
21 #1 (20.6%) 26 (2.0%) ., EilE, AR, A Vo SRRIERAL M, ALE R I, < BB i

S, . M, i 2516 (1.0%)

Bh ki E o | i, 7 —7 ARHEA M A 3 B (2.9%), i, At 45 2 B (2.0%) .

EIVER R E, Sl e, BEHm, maEget, FEnee i, &% I, JER., S,
18 51 (17.6%) Mo, i 4 1451 (1.0%)

LT E o 2| il 5 5 (4.9%) . B 2 61 (2.0%) . FEHIM0, < bR, Hifn 4 160 (1.0%)
EIVER

10 f51 (9.8%)

1R L ORERBRS RS Y ) | TRZoHEHY ) | BEHL00 Livkewy) LHESIEAEFR
2 LR E T

@UEANE 111 A8 : HSCT #% XU LFRER D SOS B 2% L LiziikT 7 ¥ 2R R

(2006-05) @
HA -
JERT 72 ABROIRBRFSEFE O b & TAKZ BFITHAE L, HSCT UIbFIE % Elititk
® SOS BHE (ISR A 2OF A D2\ (T T D H MM, BEMER L2 T — X 2V
T 5,

AT A
Lk diE, A—F T JERT 7B A

P
Baltimore £:7E", [E1E Seattle JEUE™ ITEMIC LV SOS L 2Mr S =B 1154 4
(9B, HIE SOS B « 571 ], fb=79iE% SOS B : 137 f3)

< *1 Baltimore J& % >

E YL E Y Z2mg/dL 2o, BLFOBRFTR® 9 6 2 SLL IS T 5
HEK Ui as SUT & ()
N—=R T4 W NG 5%EBZ D IKEEN
FIER A= T A KB

<*2 {E1E Seattle F:¥E >

IFD 56 2HAL E&HET

v Y L =2mg/dL

JEAK (BERRE T H IR ROV UTR—A T A 9 G S%E 2 D IRERN
JFERBASN—RF A LK

a) HILE 1 BB OKRE BHEABLRORE G H FTRE

<*3 HFJE SOS DEFE >
LLFOLIEERAREIERD 5 B, 1 2L F&-3

igzr | HA Hone
BEERE | iE s LT = NR—=2F A2 O3fELE
JVTF=27 YT T AN eGFR NR—=RF A2 D 40%LLF
BT VELT 5
FtiFERE | BesRAufnE 90%LL T
[ ELLIN ML T D
N IR0 45 R VE LT

a) BHHABTHE
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Hit-HE

AFH 6.25mg/kg & 6 FEI Z L2 1 H 48 (25mg/kg/H) . 2 BifLL BT TEIRNIR G- L 7=,

1EHIH

21 AL, 1BBERIC B 2 HEOAEFFERNRIETAEMEN HIUT. SOS DIERH[FIE
T 5 E TRGZMk LT,

AHiIE A

(1) FZEFAGEA
HSCT# X3 bR kB AA£ 100 H £ 773

(2) Z=ofOFEhER
TRBREATERTIC LV SOSDELAR™ & i S 7= A H &L OVEIA
SOSFZW & AFIgIaF 5 £ TOHIF & 100 B AEFR L ORR

<M R FETE>
s eV L E Y <2mg/dLY

s R Y I EE I SRR A RIS LR AT, UTo2&TICEY
s HA FLuk
B e mEs7 vrF=v NR—R T A S TE T U Y E -

FRo> 1.5 £ AT

JVTF=7 VT T AT eGFR

R—=Z2F7 A4 D 0%EEZ D

BT PEL LN
fiitne P 32 il T L 90%E B2 D
ﬁ S A TN T A E PE L L 7puy

a) BPULMEL L TE VY VEVIEICREY LR - T2 Tid, ZofoiEk (TR, JEK,
RERM) OFE LD,

BEN R
SOS AB#F HIE SOS M
(N=1154) (N=571)
el Bk 651 i (56.4%) 312 B (54.6%)
otk 503 {5 (43.6%) 259 i (45.4%)
Fhim (k) Sl A YRR 22 19.3+20.0 20.0+19.6
i () 12.0 (0-77) 13.0 (0 - 69)
S i <16 1% 691 5 (59.9%) 328 5l (57.4%)
>16 % 463 1 (40.1%) 243 5l (42.6%)
E (kg) i R YRR A 45.4+31.7 48.0+32.6
W fl (FiPE) 43.6 (3.0 - 164.2) 494 (3.9 - 134.5)
SRR R e T A e 279 B (24.2%) 150 #1 (26.3%)
2RV Wk B 279 B (24.2%) 139 5l (24.3%)
iR 2 il 111 %1 (9.6%) 45 51 (7.9%)
Ci G ) IR 67 B (5.8%) 28 il (4.9%)
B FLT AOE R 53 1 (4.6%) 27 6 (4.7%)
ol 365 5 (31.6%) 182 1 (31.9%)
Ak EE 1 [5] 847 5l (73.4%) 430 B (75.3%)
2 FLA Lk 167 il (14.5%) 82 il (14.4%)
el 140 1 (12.1%) 59 $51 (10.3%)
T AT AL 5 RS (TBD 292 5l (25.3%) —
(€730 VIBRRAT IR 582 5] (50.4%)
TANT 7 573 5] (49.7%) —
TNETE 349 5] (30.2%) —
ANT 7T 264 5l (22.9%)
GVHD T3 HY — —
/A= 494 f51] (42.8%) 250 1 (43.8%)
L 318 f5] (27.6%) 131 5l (22.9%)
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SOS HH*
(N=1137)

HIJE SOS HE
(N=571)

(HSCT Hif7 I3 b #5

g (§iPH)

15.0 (—352 - 1433)

SOS FEJE HSCT # 1000 il (88.0%) 512 1 (89.7%)
(bR k% 137 %l (12.0%) 59 51 (10.3%)
FIEE TOHRE (B) | P EREFE 22.6+52.6 20.5+26.9

15.0 (—6-384)

HEBRLG D)

SOS F#e WYY L E B 921 1 (81.0%) 503 5] (88.1%)
fEK 975 B (85.8%) 494 5] (86.5%)
FFRER 863 15l (75.9%) 411 51 (72.0%)
REHMN 934 {51 (82.1%) 495 51l (86.7%)

SOS 2k Baltimore F& % 723 B (63.6%) 421 % (73.7%)
fEIE Seattle J:YE 379 5 (33.3%) 127 B (22.2%)
R 35 61 (3.1%) 23 il (4.0%)

L i Zhgan N EDFLUEI Y 571 6 (50.2%) 571 f5 (100.0%)

PR BN 337 5 (29.6%) 334 5] (58.5%)
i RE R 42 420 31 (36.9%) 418 B (73.2%)

LR SMERRMT R BRAER 1154 510 9 B, SOS IS 55 — X2 NARFERTR 17 B &2 <

HSCT %7 7 — 74

SOS /B HIE SOS A
(N=1000) (N=512)
B OfEE [F#E HSCT 843 5l (84.3%) 450 #1 (87.9%)
H % HSCT 155 ] (15.5%) 61 5 (11.9%)
A 2 il (0.2%) 1 i (0.2%)
(LERIEY 7 7 — T
SOS BF HIE SOS BHE
(N=137) (N=59)
JR £ KR A 75 5 (54.7%) -
SEEBEYE A 14 51 (10.2%) —
Wilms &% 10 5l (7.3%) —
PR 2 FE 561 (3.6%) -
TR A P e 5% (3.6%) —
FERVXY N 361 (2.2%) —
ftho> [ 1575 6 i (4.4%) -
Eaolih 19 %1 (13.9%) —
(LRI O FERA vy AFy 83 5 (60.6%) 35 451 (59.3%)
(k) vruRAT 7 IR 76 15 (55.5%) 36 1 (61.0%)
VHETE YV 70 5 (51.1%) 25 il (42.4%)
PEG-L-asparaginase” 53 5l (38.7%) 20 il (33.9%)
AR bFLFH—1| 52 i (38.0%) 21 451 (35.6%)
Thioguanine” 45 i) (32.8%) 14 B (23.7%)
FFyresw 43 f5] (31.4%) 17 511 (28.8%)
TXH AL 32 51 (23.4%) 12 51 (20.3%)
T kAR K 23 i (16.8%) 11 651 (18.6%)
TS AR 21 % (15.3%) 8 51 (13.6%)
T R=V 17 5l (12.4%) 761 (11.9%)
6-ANH TS T Y v 15 f31 (10.9%) 6 B (10.2%)
*RIATER
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AN MEEEAM :

A% 11654 PG Le QR RfE : 21.0 B (HiPH 1~110 H) ) &

(1) HSCT & X3 b7 ER AT 100 B AR (FEFHMEEE)

O sosi#E

SOS HF# D HSCT #% bR B LA 100 B ZETF 31T 57.8% (657/1137 5], 95%/5 #E X [#] 54.9%
~60.7%) . Kaplan-Meier #EETFHIT 61.1% (95%(SHHX ] 58.2%~63.9%) Tdh -7,

SOS £&®M HSCT # X (FeFEERMIAE 100 BERFE

A5 HSCT # {LFEE%
(N=1137) (N=1000) (N=137)
100 B DATFE 657 Bl (57.8%) 560 il (56.0%) 97 51l (70.8%)
95%(EFEX M © (%) (54.9 - 60.7) (52.9 - 59.1) (63.2 - 78.4)
100 H H ® Kaplan-Meier & 4175 61.1% 58.9% 77.8%
95%(EMEX Y (%) (58.2 - 63.9) (55.7 - 61.9) (69.8 - 83.9)

a) ISR D EHT

b) Kaplan-Meier & &

@ HIESOSHEE

HIE SOS ABHE D HSCT % I bFHRIEF MG 100 HAEFHIX 49.9% (285/571 #il, 95% (5 #HX
fi] 45.8%~54.0%) T. Kaplan-Meier #EETFHIX 51.9% (95% (5 HHIX[H] 47.6%~55.9%) T -
77

EJE SOS FEEM HSCT B XIFLFHEERIAE 100 HERE

A5 HSCT # {bFERE%
(N=571) (N=512) (N=59)
100 H D4AF 285 i (49.9%) 247 5] (48.2%) 38 51 (64.4%)
95%IE XM Y (%) (45.8 - 54.0) (43.9 - 52.6) (52.2 - 76.6)
100 H B Kaplan-Meier Ht &£ ER 51.9% 49.5% 72.9%
95% 5 MY (%) (47.6 - 55.9) (45.0 - 53.8) (59.6 - 82.4)

a) TIHSMARIZ RS D IR

b) Kaplan-Meierfff & i

(2) IRBRE(TEANIC LV SOS OESR & #ilh SN BEH K OEIS (ZOtmoFHnEE)

@O SOsHEE

HSCT# XIS E#% I RE LT-SOSEE 1137610 9 ©5974] (52.5%) NEMIZEE LT,

SOS B&ICH 1T D RBHREEMICKI YRE SN B

A5 HSCT # (bR E%

(N=1137) (N=1000) (N=137)
TLfR 597 f5il (52.5%) 506 51 (50.6%) 91 %1 (66.4%)
95%IEHEXM Y (%) (49.6 - 55.4) (47.5 - 53.7) (58.5 - 74.3)

a) TIHSARITR S D ER T

@ HEJESOSHEE

HSCT# I3 b 4 I FAE L 7= EJESOSHE 716D H 5237641 (41.5%) AN EMFIZE]=E L

776
EiESOSEEICHITHABRBEEMICK Y RESNT-EfE
N7 HSCT =300
(N=571) (N=512) (N=59)
TLfR 237 61 (41.5%) 201 B (39.3%) 36 B (61.0%)
95%EHEXM Y (%) (37.5 - 45.5) (35.0 - 43.5) (48.6 - 73.5)

a) ISR D IEAR T
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(3) SOS ZWin» b AKIYIE 5 £ TOHM & 100 HAFR L ORGR (ZOMOFHEEH)

SOS #3 (N=1000) FIE SOS A (N=512)
G- F T N asyes 1 H] N asvea T H
A% n (%) n (%) n (%) n (%) n (%) n (%)
ov 310 | 187(60.3) 113(365)  10(3.2) 156 81 (51.9) 72 (46.2) 3(1.9)
1 286 | 168(58.7) 100 (35.0)  18(6.3) 135 75 (55.6) 55 (40.7) 5(3.7)
2 125 | 83(66.4) 39 (31.2) 3(2.4) 68 42 (61.8) 26 (38.2) 0
3 77 36 (46.8)  38(49.4) 3(3.9) 39 14 (35.9) 24 (61.5) 1(2.6)
4 61 30(49.2)  31(50.8) 0 33 12 (36.4) 21 (63.6) 0
5 36 18 (50.0) 15 (41.7) 3(8.3) 17 7(41.2) 10 (58.8) 0
6 15 8 (53.3) 7 (46.7) 0 9 4 (44.4) 5 (55.6) 0
7 19 6 (31.6) 13 (68.4) 0 12 3(25.0) 9 (75.0) 0
8-14 45 14 (31.1)  31(68.9) 0 29 5(17.2) 24 (82.8) 0
>15 26 10(385)  15(57.7) 1(3.8) 14 4 (28.6) 9 (64.3) 1(7.1)
P i © <0.001 <0.001

a) SOS X IZlFer A~ 4d v SOS OBW A 7 b AKIFL-FtEA £ TO R
b) 19 BliF G E CORE PIEIEEGH —2ZWH) BNADHEDZH, 0 HIZEDT,
¢) Cochran-Armitage test

2 AVERHM

1154 57 248 f5i] (21.5%) THEIEMAT BRI LT,

FE2RRIEAE., Mt 50 61 (4.3%). BHAGHIL 35 B (3.0%). & 26 Fl (2.3%). {KifLFE
24 5] (2.1%) Th o7,

HERRIER*?
133 1 (11.5%)

fiittin 41 1 (3.6%) . B IEHIL 24 61 (2.1%) . M i, AR+ & 7 61 (0.6%) . & Him 6 51 (0.5%) .
SN M, i 4% 561 (0.4%) . EETEE M, A4S, SHm 4 46 (0.3%)., BRI,
TESHILE I, ZhEes A, < bIE NI % 36 (0.3%), (DEHE, DRI IEIEPN L,
AEPN L, R L, AR T S, SRR i, eSS e, IE, BT —T V&
AL & 2 6] (0.2%) . BRI ERE | RV PNERE . O, IRERIR, OFE. 5 o mPELAR
A M, TR, B, BAEH L, NB I, SR ARBAZENEIFEE R, M, ALE LS XD Hiin,
KEMBEAOHE, g, 7> F— A0 BAE, FFHERE, i, sl etk B e Ere, X
ENMIM, SMEEARS, MR, KEESREE, MREEE, vgii, B, £, SR ZEMER S,
HIMPEREZE 4 161 (0.1%)

G PIRICE o | it 42 61 (3.6%) . B0 22 F] (1.9%). & 7 61 (0.6%). THETELE M, e 4%
TZEIEH 6 51 (0.5%). SHEEAIHIM, KA, &7 —7 VREELHIm 455 61 (0.4%), B, s

138 51 (12.0%)

Wi % 4 61 (0.3%) . Meif, FIFEPS i, MRS i, A T i A, e g . i 45 3 451 (0.3%) .
B, AR R, < BB FHIM, mR, AL, i, fmiE 5260 (0.2%), DAL,
DRI, D o b DA, OFEE. EFERNHI, A, bk TR, BB, HintEasE s, BIE
B, /N, 2R R, T — T VR EINL W, REMGE AOHE, IREAEM M, 7
R—U A ML, BN, R A EROERE R, PRI, (KERSRAE, VR, MERERIE .
Fe R 4161 (0.1%)

FE IS o 7o | MM 11 ] (1.0%), ZhEd a4 6] (0.3%), BHBHEMNHIM, FFRARE % 361 (0.3%) . fifaii,
RI1E R, il #5261 (0.2%), #EisaE, OAe, B, B, FEEeE Hin, Epin,

3161 (2.7%)

AL, ARV i FRURPAZEMERTR R, S, ALEIC X DM, 7Y =3 A i,
B A, MR, EEESRAE, Mo, i MEREZE A& 1 6] (0.1%)

* L IRBRIK & ORIEBIMRA TBESH Y |, [BEXOHEHY |, B#EH 000 L) LHESNI-AERESR

*2 FETERIH A & T

2)

T EHER

LR L
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(5) BHE - mEHNHER
YESNVE T4 EERBREEIIRIBAEEA TR T 2 REE R MBI OBEORS (DF
VOD-2012-03-PKRen) 'V
MR ZEAT & 52 1T T D R AN M QMR ZEAT & 52 1T TN 7 VOV B B e 35 SR A~ 4
BEICBT LT 747 0F NOEYEEAZFN Lz, ([VI. 9. SHEICLHRERE],
VI 10. (1) BH¥EEERE) OESH)
I ORBRIZH T D ARFOAFMEITIRAF CTh o T2,

(6) AEMER

1) FRABRERE (—RERARERE. FEERARERE. FABBLRAT). HERTET—42
R—RFRE. HERTRERABROAR
V. 5. (6) 2) ARSME L TEETEDONETFN L 72 - RBROME | OB,

2) RBZFHLELTERFTENDABRIIEREL-AE - KBOME
— A R A (SR H)
[BEm]
R TICB T ARG L2 EE AR HMEFEREE L MR ERBRICHEL 525 &
EZ o5 BE R ERETT 5,
€y )|
THAEHIN - FAEBRLAD D 6 4R CBREIUIRIXFAABI 46 5 5 4/
FREREBIEL « 22 MMM SE B & LT 630 f3i)
TS« ARG S 26
BIEIR « ARFIE G-BRAD 5 15 JH
FEhEST7E - EFITRE T
(ESRAZNERED
i, AR EOFRBLR DL, B R (Fls, A0HE. BEEE, SOS FIERT O R AR 51R
BB (HSCT. fb2fiEik, OIS | SOS O EJEREE ., FIEAIOF G ARIE) | PrkEE S « 5t
1L/ NHCER  OF F R I 5

(7) Z0ft
MR L
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VI. ENEEICEHI HIER

1.

2

EBZHICEEH S ILEMITLEYE
LR

REMER

(1) {EFISRE - fEFMSR

F7 47 0aF R MU AR, T HBREE RO & 13,000~20,000 D —AREEDOKRY 5
FXTVIRX I VAT ROFT N DL TH S, RIEOEAKTIIHECRWLEDOD, 7
A R— ZMHIER., 77 A I AREOBIEIER . FERIR T O FBLNH] & ORLRRIA 7 %/ U7 k¢
EIEEOIHIEH. br o RET 2 U CORBUEHEIEH. von Willebrand factor (VWF) Dl {E
FH. FERRIK TR A e B2 — OWERHEEERIC X 0 | BERE - BRER O 2 ORI B A K&
E9 2 & T E NI RERIC# < EE X bR TVnD Y,

(2) EMERMITHHEBRMIE

1) MAFNERORAENER Gn vitro) 12

() iiRE U I Y ol = N s PR (!

b MEUNILAE ARG (HMEC) % L& FEAA(E T C 24 RRHREER L7tk A% 150pg/mL D&
BRETIRML TE SIZMEIAAE T T 24 BpHEER Lo & 2 A ASRKIRINEEL, JERINEE & o
THLIE LIS &0 A9 2 Ml b A A 24 L7z,

Q7NVFETEUFHERT AR b— AR HEH
HMEC (2, MiE&AERRIE GHREE) ., 7AX T eV XUIT VA T B +AREEZ I L T 48 B
M LB TR b= 2O EISIL, 72T E RIS L > T L7208, AREDHF
X v L, ARZ 10 KOV 100pg/mL FIICIERHRREE RFE CH-To, AET7LX T
AN K DIYEERMET R b — 2 A B LT,

TWESEVERTR N —LRIIHRT H4H

e TR =

SO PE SROE (%)
KRR (i & A E53RIR) 3.6
TIVH T B 10pg/mL 30.6
TNETEY 0ug/mL+ F7 47 vF RS U A 0.1pg/mL 33.5
TNETEY 0ugmL+ T7 47 aF RFRY DL lpg/mL 16.6
TNETEY 0ugmL+ F7 47 wF RF MY TN 10pg/mL 4.4
TNVEZES 0ugmL+ T 7 47 aF K MU DA 100ug/mL 3.2

@7 NHE T EUFHFRT AR b— AR DIEMER D 2 8—8 3 ORBLIIxHT D 1EH

HMEC (2, MiGF&AEFIR GHRER) ., 727 ey R NFT7NAF T80+ AREERML
THAE L72BRD 60 K% £ TOKRE L OIEMHER ) A X—8 3 OFBL&Z M Uiz, AT
IERTHRRE & RRRIC K& R EB@TRO LMo 720, VX T EVRINTCIEHERRE S & i
WMLz, —J., ZAE T +RERINTIZ 7V T E IR B S - IEMER ) 2 8—F
3 OFBFEOEINIRD bNRhotz, KEZTALETELTHEREINDL TR b= AI2B
T, TR b= AR CREREE 2 B3R D 2 3—¥ 3 ORI Z4ME LT,
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t-PA antigen |ng/ml]

TLFSEVFEREEEARN—E-3DOHERBICHT H1EH

pof:i] T7478F S+ ~1JroL100ug/mL
Emm —————————————————————————————————————— E
& il R
B 000 = - m oo -
© it
£ Em I [] I I
: 0 E n_"_—_'_—_'_-_'_._'_._'_-_'j_'_l

Gh 8h 12h 16h 24h 48h 6Oh

3h 6 %h 12h 16h 24h 4Bh 6GOh

ZILE S E Y 10ug/mL JIILE S E 2 10ug/mL

+7 274 7BF KF k1oL 100pg/mL

B 3000 - oo | B
B A
» -
gmﬂ —————————————————————————————— - - :m ———————————————————————————————————
2 5
5 =
Q) F-———mmmmmmmm— - - - -1 - L e e =L T
£ E
= .l .

3h  6h  Sh 12h 16h 24h 4Bh 6Oh 3h  6h Sh 1Zh 16h 24h 48h  GOh
2) R - BIERICE 2 DB IR ~DE (in vitro) ¥

OW VY F~A NICE DT 7 A3 ) —7 A5 MAER T (-PA) IR O T T A ) —57 U35k
{E3mHIA 7 (PAL-1) #HEIZK42 1EH

HMEC & & #lEIEkE RPMI-8226 DL RICY U K~ RERIML T 24 REfEIREE T 5 &
FETINEE & Lot LT t-PA BEOIK T RO PAL-1 BEOENAZRD iz, — 5 KA AT &
P U R~A FIRINZ LD t-PA EOIK T LT PAL-1 EOEINA G S 7z,

H1) R4 FIZk 5 t-PA BN (X PAI-1 QOB EICx T 5168

10.0 - 1900

o p=0003 % p= 0012
1 . e
8.0+ —
R L e B
6.0 7 2 te00f-————- B
=
4.0 + 2 150 +----p W--—--—-—-—--§F & -8 &
5 ot W W
20+ -
T 1300 - - B
-
0.0 + =~  qzppl----E—m________ &8 &

H1J KA K 100pg/mL #1) K4 K 100ug/mL+ 1) K4 K 100pg/mL+

T7478F KF kYL 150pg/mL

#1) KA K 100pg/mL

**P<0.001 (Student’s t-test (W) . XTHRRE L DLL#ER)
*P<0.05 (Student’s t-test ([@ff]) . ¥V K~ RifE & DLLfR)

“P<0.01 (Student’s t-test (W) . THREE L o ELi)

@7 T A AR D EH

T UIMEN B Lie2— 27 a7 Y U EHWT T T A S RIS T D ARER D R A Rt
L7 A, TTAIEEITHML., ZOERIFMEIRED HF8D 54U 100pgmL TIEIERK
Elpole, ¥z, b MISEHR T 7 A IV EZHWTREF LEGAE S, AKX, 77 A I UL
Bins¥7,

27

T7478F K+ YL 150ug/mL

*P<0.05 (Student’s t-test () . U N~ Nt E DLLEL)



3) EEE - BIARICE 2 DB L BEER A~ D R

(3)

OVWF ~D % (in vitro) ¥
H 2238 M A Rl R o i 2 FH O TEEEE L 72 HMEC 1238V T vWF OFSELITHINN L 7= 78,
ARFE 100pg/mL & I35 & vWF OFEBLEEINTINH] S iz,

OrarRETFT 22U o ~DEE (invitro) 'Y

bt MEEEFIRN I (HUVEC) ICARIEZIRINT 5 &, Soug/mL L EORE T e Y RET 2
U AR R OB E 2 BN S w72,

QFERRIK T DFEEL K OSHRRR T2 A U 7= BEEEE~DE (in vitro) 'O
IﬂﬁC@P% CTCURBY Y BT A RICL 0 FHEI RN T OB OFHRER T2 L
ToREEEMEOHER A . ARFKIT 12.5ug/mL LA O E Tl L7,

ORI FHREEA v e B X —~DEE (B ) 17
ARIE 400mg % fEF AN~BEIFIRNE G572 & P ~ORHE 1K1 > b B ¥ —OiERE
B L7,

{ERISCTRBE - FHRESRD
TR L
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VI. EMEEEICEEI HIER

1.

(1)

(2)
1)

i AR EE D HERE

AR LA e R
KPR L

RREAER CHER SN -MARE

BEMABEICE T HHEEREROMBRREY Y

PERER N M (8 Bl) (ZAH 6.25mg/kg % 2 B 2T THEFHRNIR G Lo & & miEh T 7 ¢
T uF FREZ, BRI G T R R T m AT PR B IS L 72 Rl iciiid L, BG4 T
% 1 RefICITE R TR (10pg/mL) Kiili & 22 o7, MAETT 7 ¢ 70 F NREHER & SEmEhRE N
7 A= &2 PRT,

R A B IEICAHF 6.25mg/kg & 2 BN T THERIRNIZS L =D
MFHT 74 T 0F FREHRR (FHELFRERE)

25

20 1
3
£
B
= 154
i
14
f 104
LN
5 —
0 T T T T T T T T T T T u
0.0 0.5 1.0 1.5 20 25 3.0
EEFE (hr)

RERMABMICAHF 6.25mg/kg % 2 BN+ CTHRESHIRNIZE LEBOT 74 J0F KD
FEMBIREINT A —4

Cinax tnax ® AUC 3, AUC,, G
(ng/mL) (hr) (ng-hr/mL) (ng-hr/mL) (hr)
20.59+4.11 2.00 (2.00~2.00) 37.09£7.82 42.32+6.95 0.47%0.10

BT AR R A (0=8)
a: PRE (R ME~ B K fiE)

2) FFEERPAZEEIRE (SOS) BEICEITHEEIRERHOMEBERIRE "

SRR (HSCT) %@ SOS B3 (17 ) ([ZAH] 6.25mg/kg % 2 KT CTEARN# 5-
L7=BEDIRMBHRE R T A — X Z LI FITRT,

SOS BEIZAH 6.25mg/kg % 2 BN+ TEIRNIZRSE LE-BEOT 7470 F FD
EMEFRE/F A4

Cmax tmax a AUCOA)O b tI/2 b
(ng/mL) (hr) (ug-hr/mL) (hr)
25.996+7.286 2.017 (1.92~2.42) 66.026+15.038 1.124+0.652

BT R RER A (0=17)
a: FRE (R ME~HKME) . b:n=15




3) SOS BEICHTHREXSHOMIBTFEE ®
HSCT #% O EJE SOS B#E (5 #1]) (2AHA] 6.25mg/kg KON 10mg/kg % 1 H 6 W] Z & (2 4[], 2 FF
23T THARN I AE 5 L TZBR O ENRE N T A — X Z LU FIZART, WO EIZBWT
% Day2 & Day7 ClIfmMAEHIRE (Crad) KOV 0 RERD HHE FTEE 7 i A RE [ R E T o Mg
R R — R AR T fE (AUCe) MFEECTH Y | KEHEGIZ L 2 ERBEITERO bzd o7
GMEANT—4),

SOS #&#& (SMEA) [Z&HI6.25mg/kg B U 10mg/kg # 6 Bl C & 121 B 4 [l
2 BN T TRIRNRERS LEBOT 74 J0OF FOENHE/NS A —4

6.25mg/kg 10mg/kg
Day2 Day7 Day2 Day7
Crmax (Ug/mL) 458+13.9 48.8+28.0 53.3%+15.9 57.6+=17.0°
tmax (hr) @ 2.2(1.9~2.3) 1.9 (1.9~2.3) 1.9(1.5~2.2) 1.9 (1.5~2.1)"
AUCo-t (ug-hr/mL) 87.66+30.86 99.10+61.05 110.67+£31.98 113.70£33.54"
tuz (hr) 1.45+0.63° 1.90£0.71 1.55%0.58 1.09+0.27°

BT PIEHEER 2 (0=5)
a: PR (R ME~HRKRAE) . b i n=4

(3) sl
LB L

(4) BSE - fAEOEE
AR L

2. EYRERAINTA—FIY
(1) FEFAE
J 3 oR— N A MERT

(2) WRULEETFE
BEARRNA

(3) HEEEEH
HREE EE (ka) =1.55hr!

(4) DIVF7Z3 R
L5271V 752 (CL) =9.269L/hr

(5) PHAIE
EFIRBEIZIIT DM (Vds) =7.31L

(6) Z0f
WAL L

3. BEE REaL—ay) @™

(1) B#iAE
WSS 1A (DF VOD-2012-03-PKRen ## & (F R09-1425 #8#)  J OS5 11 AHAABR (99-118 &4
B) OF =2 MNT, T 74 70T FOEMBRBICEEL 5 2 5 EBER Z R Lz, 28,
T 747 aF ROFEWEHRBITHE -2 3= 2 METATRIR L, RRET VICIT2HE Y
V7T AROGAERCKREORE G DI,
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(2) NSA—REHER
SRR NNR—A T A VDT T =0 8T AT 27— (ALT CGHEE#E)) N4 VT 5
VAL, R=ATGA VDI VT F = I VT T UANE T VT T R 5 2 IR
Thoto, RN LR LT, BHEREEEHEKNSOS BETOT 747 vF Koy s )
T T ATENEI 50 KN 60%IK T 5 & THlS D, 7rds, BEEERC &bl LT, ALT 23
160 &Y 12.0U/L OD#ERE DT 7 4 7 aF FORE 7 VT 7 0 A XZNEI 17% KDY 16%
N4 % & FHlEN7=Z &, DF VOD-2012-03-PKRen iABR TOJR PR (VI 7. (2) #E
=L OWEBW) Lo, BI7UT T A0EH 7 VT 7 VA KTIHH51/hEnWEEZLNR
722 emb ALT KOV VT F = I VT T ADEBNEE 7 VT T 2 AN RIETEEIT/ N
VB2 BN,

4. ]I
A L

il
(1) IMik—REMEBE '
bt N COYER L
<HE>
Ty MIWPLTF 7 07 uF K Y 7 L% 12.5mgkg TERIRNAR G- U 7= BS. 4PN b RETR B 1
HARLS . AEITMEMEAF 2 1E L A CBB LW EEZ BT,

(2) Im%&— BRI @@t
AEE R L

(3) Bt~DOBTHE
MR L

(4) BERA~OBITH
MR L

(5) ZDHOMBEH~DIHITHE Y
bt N TOYERR L
<HBE>
T MZPLT 7 47 aF K- b v A% 12.5mgkg TEARNER G- L7ZBE, eI M &%
UVRERR CEFREE, RS OV o iEic 2 < oo Lz,

(6) MPEEAFESERD
91.3%LL E (& biniE)

6. B

(1) CHBIERRL R U SRR 21
AFIT T Z GRS D—ARER ) TAXF L VRXT LAF R TH D, ARIED EHE 2 CHHRRE
ERHTH DN, 3-=X% X7 L7 —BIC KD HEEHEN E-2RBHER TH Y | K&K
TTF=y, IT7=r, VY hyvr, FRUnEOBBIERICOE,/ REshb EEZBND,
AFE (150pg/mL) Z2/NER OB AD e MFHlaE A v 2 X— 3 > LR & Fat L 72fs 3.
WAL FHIRIZ 3BV T b R SRR 1S 1.5pg/mL KT v | iz BsiT 57 7
g7 aF RORFHIITEA LD N> (invitro) .
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(2)

(3)

(4)

RBI-EAE5T HEERE (2 A OLPA0 (CYP) %) OHFE. HEERD
AEOPFHEBMREIIIEIC -2 Y X7 LT —EREEL TS EEZHNRD,

B, T 747 vF K MU AL CYPIA2, CYP2B6, CYP3A4/S KU\ U V> U U R7IL
70 iR (UGT) 1A1 Z#5% 9, CYPLA2, CYP2B6, CYP2CS8, CYP2C9, CYP2CI9,
CYP2D6. CYP3A4, UGT1A1 TN UGT2B7 (Zxf L CILEER 2 & 72 vo 7= (in vitro) ,

PEEBNRDARRVEDEEG
Y LA

RBMOFEOERRUEMLL, FAELE
MR L

7. Bt

(1)

(2)

PR ER AL & U2 S
PERERR N CAF 2 BRI G- L7z & & IRIISRA B gt s iz (TVIL 7. (2) PR
DIEZ)

HEtt 3

fEEER N (52 #) 1ZAH] 6.25mg/kg TN 15mg/kg % 2 BRI T CHRIFIRNE G L2, &5

% 24 BEH £ TOT 7 4 7 0 F RO RFER YRR OFEEIXZN T 9.48% & N 13.63% Th

St UMEAT—%) 3,

fEEER A (6 B) IZAH] 6.25mg/kg % 6 FEE 2 L 12 4 [B], 2 BEEINT CTRRIRNE G- L= & &, W)

[E1# 5K O - 4 [0 BIZ3 1 2 #5412 0~6 FE[ D JR PR ZR O SELEITHR 12%~14% Toh > 7
GMEANT—%) 1,

ERERRANBYE G I P77 47 aF Kb hU 7 A 400mg % 5 43 H T CHLUBEH RN £ 5-
L7c & &, 5 168 el DR RE D IR BAEHER I3 5- B DK 72%, #Fh RFEHR R I8

HEOR19%TH Y . FIZRFICHEI ST, 7B, IRFPBFEED KE 3 03 54 24 FEH &£ T

HEE N MEAT—%) 2,

8. FSIVRR—A—IZET B1EH 2
AT EWT =4 b T AR —4%— (OAT) 1, OAT3, G N F A N T AR —4%— (OCT)

1\

OCT2, HHT =4 #iEAR ) ~7F | (OATP) 1B1, OATPIB3, P ¥ > /<7 (P-gp) KU

JEME S > 2327 (BCRP) OFE T/, BEERH LRSI 2o 72, ZAIBEHEEIR (MATE) 1 &
N MATE2-K & FHE L2 hyo> 7= (invitro) o

9. BNFICKBBREERT
KB AL2EBE (6] ITAA 6.25mg/kg % FEIMHHEHTIRE M O ZEATREIZ 2 FER 2 TEIRIN B¢
B LTZBEOIEYBNAE T A — & 2L NIRRT, MEEITIC L D AUC KOVEE 7 VT T A~Di
BT LR ol GREANT—4),

KB HEEHICKH 6.25mg/kg Z 2 A 1T TRARNEZ S L -IROEMREFEER S
MEBMEDT 74 TOF FOEYFE/NSA—4

FE MR T AT IRE MR ZEHT IR
Crmax (ng/mL) 45.1 (35.1) 50.1 (38.1)
tmax (hr) @ 1.90 (1.50~1.95) 1.78 (1.75~1.95)
AUCo+ (ug-hr/mL) 102 (40.0) 111 (39.9)
t1/2 (hr) 0.712 (21.9) 0.967 (17.6)
CL (L/hr) 5.87 (24.9) 5.38 (26.1)

BT (KBRE%) . n=6
a: FRE (R ME~ K fE)
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10. HEDERERT HEH
(1) BEaeEEEs ">

(2)

R E SOIR B R 2 RE (6 61) [CAA] 6.25mg/kg % 6 R Z &2 4 [B], 2 FRRINT T
ARG LT & & IEH% G K O 4 [5] H O Crax (XEEFHER A & HelgE U TR 35%~37% 15 L,
AUC 1359 50%~60% L5 L 7=, BEEBEE IR AR EEE O tip 1TEFR A & i LT, %
A5 ClE 135, &5 40H T 23 fFEE L GMEAT—%) (IVIL. 6. (2) BHGERESE
B OEBR),

EEEREXIRPBETFEEERCREMANIZEH 6.25mg/kg % 6 Bl =& (< 4 [,
2 FEA T CTRIRNIEE LEBEOT 74 J0F FOEYEFE/ NS A—4

I EEEE=2 5 4@
RS XX . R T .
AR BERRRC AR BERR
Crmax (Hg/mL) 54.9 (23.6) 40.7 (27.7) 53.8 (22.4) 39.3 (28.6)
tmax (hr) @ 2.08 2.03 2.03 1.94
(1.50~2.25) (1.50~2.08) (1.98~2.08) (1.50~2.03)
AUCo ¢ (Ug-hr/mL) 117 (25.4) 76.2 (25.0) 113 (28.2) 70.8 (32.7)
twe (hr) 0.725 (25.5) 0.562 (39.8) 0.498 (40.4) 0.217 (16.3)®

AT EHE (ZERE%) . n=6
a: FORE (e M~ K fE)
b : n=5

IR F AT % 5 T TV 2 REIE A EEE 6 BICAH 6.25mg/kg Z 2 K] T TIEMBOEHTRE o OF
MRS ERIRN S G- L7z & & | IRENTIC L D AUC ROEE 7 U 7 T v A~OREITER
bivignote MEAT—%) (VI 9. BEICLDRER] OHER),

INR D
HSCT % D/NEESE SOS HE 1 FlIIAH 6.25mg/kg % 2 BEM T THARNIEE G- L7172 & X Coa
1% 17.450pg/mL,  tmax 1% 1.967hr, ti21d 2.792hr, AUC) «l% 69.296pg-hr/mL T&H > 72,

1. Z0ith
BNV
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VI. ££% (FALOEES) ICREI HIEHE

1. BHERNBREZTDEH
1
1

a4
==

N ERLGEMERICKYBGHLGEBZLESZEAHLHDT., XFIDEFEEIX, RAKIZHS
XIS TEDERBRICHE LT, EMEFMEBIE. SnRFEESOEER. SALFEREICH
LTHa L3 - BBREFOEMD L & TERADIRSHEY] & HIM SN SEHISH L TITS
&,

1L2AFO/REICEY, EEGHIM (R, SEEASM, Miln, MEEnE) AERSLHE
INDH5H, BEOREZTHFICEEL. EEGHMARD oN-5HEICE, FFHOKREZE
pikg5Z &, [9.1.1, 11.1.2 58]

<fERR>
L1 AAN 2 G- D RN, RS ISV @ bl 7 A ORI BE OSRBIZIE 7@ )
IRIBHRODTZ O, IEIMERHIISRAR, & Mg B OTaHE, 23 AALZERIEIT KT LT o 2 ik
RO METH D Z L PBRE LT,

1.2 EPRAMRRER I C, i, SR L, I, e i % O B 2 EIER 235580 5
NTWDZ Lt BEORELZHICBEL, EERHMI B Shiche, Afloksz
k2 2 & 2RI T2 OICERE LT,

X B

SRR EEDEH
ER (ROBHBICIFBE LGNNI L)
A AFNO RS LISBUE DB D & % B3

2 i LTS (B, Mitii, @i, Jdii, i, EEOMmRS) [HinzdhE
THBENRH D, ]

2. 3 MARYEfEH (v —8, k77 A ) — 7 U IEHER T (PA) BK (T T 7T —
Y (B fiz), Tr7 77— (Eiarifz))) 2R5H0EE (101 28]

<fan>

2.1 WBE T D — AR EEFEH TH 5, WIMNRRRBR CMBUENRO b TRy, o, i
ERGERIZT T 74 7% —ra v 7 RHESNTNDZ EnD . AEIO 5 UIEHBUE D
BEEREN & 2356 ARFIBEZ L 0 BEUE 2 R BLT 2 fREMEN H 5 72 O E LTz,
AAHN DR LIsBUE OB IE DN & 5556 ARAIOH G2 X0 FFONBHEUE 4 & Z 9 AT setEn
BWEEBZ LD, AAIOEGIZE L UIEE oM E 21TV AAIO RS 2% Uik
JEOBFERED H 5 BEIIIAF A2 HG L2 b,

2.2 AFNTEERE - BUAROBHER IZEET L EE 2 6, Hil L TWAHEE T, AFIOEEIZ
LM EZBETH2EENNHLHT-OKTE LT,

2.3 MARVEAMEA] & O AAEAIZBI T 2 B RRBR XM L TV R0, ~ 7 R MARZERRIEE T /VIZE
W, AFIREIC LD +-PA OPUMARTERA IR L2 2 & B3 ST D, AFNTEEE - SRA

ROBFERFITEST 5 LB 2 b, B & OO X0 mARvEAl oER Z#m L,

H Y 27 ZHERKSELBZNNHDHT-ORE LT,

=S
2
2
2

. EERIIHRICEET HEE LT DEH
(V. JRIEICEET2HHE] 22352 &,

. RZERUVAEICHEY HIEETDEH
(V. BRICETLHE) 22752 L,
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5. EEREAKRNIE L ZTDERA

8. EELEXRNIEE

8. 1 ARAL 571 24 Ref AN T AR s fig Al (T m X —8, PA AN 2H:G5 LAanz &,

8. 2 ARHIFLH-AT 12 FEI AT A~ N U U CRO B~/ Y AU TR Sy 1 B~ N U 3]
ZEELRNWZ EREE LUy,

8. 3 AP 5-4% 24 REMI LA I MARIEMEA e O~ VBRI 2 B L2 E R E LU,

8.4 KEMHIM Y R 7 ZtE S BTN SUTMRBER TEZ Ml T A B2 LTl AFIO#E S
R 5 2 &,

<figg >

8.1 AR TAMARA & OFEAAEMIZBI T 2 BRREBRITSEM L TR0, ~ U A MARZERIEET VICE
WTC, AFNIEEIZ LY -PA OFLARTERRNEEIR L2 2 & RS STV 5, AFNITEERHE - BE
ROBFERFITEST 5 LB 2 b, B & OO X0 mARyEEAl O/ER Z2 H#5R L,
ML) 27 #8RIELBENND D, £io, MREHRAIOFRG% 24 FERILINICZ 70
— T UAMENEFLT D Z ERRE SN TV DT, BIER~OIERFRRM 258 LR E LT,

8.2 AAyHE~/NY UK TNy 1 B~ XY BUE & O EAERIC BT 2 BRARERBR LS E L T
PRI ARANTEERE » SR OSFER TS 5L B2 b, ~N U CAFIE OffF I XY
MiEEEE I ER 2R L, i) X7 2 KRSEH28EZ001H 5, £70, RoE~NY U#
B ATAK Sy F-E~/ N U CRA O M2 6 O I 2B L, 12 FEELIN &R E LTz,

8.3 IMARTEFRA L OSSR~ N Y o BE TSy 7 E~/) Y HH & OFE BAEHICEE T 2 ERRR
BRITSENE L TR ARANTEERE - AEROBFER BT 5 L Z 2 640, fFAICE Y M
FRVSIRAI L O~ ) CRIFIOER 298 L, i) 27 2R SEL2BEZN0H D, AHIDH
JCE 2 AT T D A3, AAIFR G- HICHMAFR D b, 5 IR LA, ikt
THMEEIZLY 24 FEIXH T H2MERSH D EEBZARE LT,

8.4 AHKNTEERE - BHRROKFER TITHEBET L LB D, KEHIMY 27 &4 5 AR TT XX
REE) TEZ T 2 B8 T, ARG X VMY 27 BHERTL5B8EN00H 57T DRE
L7,

6. RENEREZAIHBEICHT IR
(1) EHHE - BIEEFOHLHEE

9.1 BHHE - MERZEODHLEE

9.1.1 KA., BOEEDHLIESE
BWERRBS HobhbdBZEhnd b, [1.2, 11.1.2 2]

9.1.2 MITENREA AR EHREE
BEOFIERZFEH L T DS MATEEN RLE L BE TlE, AFIOERE A& AHEEIC
W L. G320 v (IE, /%) 2EHEICE=2) 73528, [11.13
2]

<fi >

9.1.1 AANIRERE - FRRROEHMEK I ET D L E 2 b, HIFER, B Db 5 BHE T,
ARGz X, EEARMDMERIERANEET28ZN0RH D7D E LT,

9.1.2 ENIMERRBR IV C, EEOFALAZ LB L35 BE IR S, BREMEDHERE ST
WRWZ MO RIE LTz, £70, WA OBKRBRICE W TEERRMLENED LN TND Z &
MHERE LT,

(2) BREEESES
9.2 BHHEEE RS
9.2 1 EENEHEEETESE
MmAREN EAT 28200855, [16.6.1 B

<fERi>
SRR ARBRIZ I\ T B PR SO IR R ~ 5 U BR, R & BT K&
BEPIRE (Cinax) O LF MBEPEE — R MR Tk (AUC) O, AN (1) DIER
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BREDHNTNDZ ENBRE L, (VI 10. (1) BHRERERE ) OESR)

(3) HHmREEERE

9.3 FrikRElEEEE
ARG RIATRERE ML L, A 2SO EE R ATRIERS 2 Z LIERA#E ST
I/\%)o

<fiRgn>
MR FRBRIZ B W T, ARG ZICFEENTEAL L, HFAEZEWER L L TR LN TWS
EMNOLRE LT,

(4) £JEREZEH I BE

9.4 4TEREEET B H
TR B ATREME D & B LT IE, AR G- R OAEHE 54T % E I, Y702
7O L9ET S 2L, [95BR]

<f >
AEFAEC 2 A OB B L 7 B BRI L Tz,

(5) Wi

9.5 1EiH
R SO FIESR LT S ATetE D & 2 2cPRICiE, 16 Lo A RIENalRtEz LRl % L s s
GE OGS D2 L, AREZREBOMIR Y R Lz & & KRR fEE CH
LR DG ETEHERBIECROMNNBO 5N TS, [94 ZH]

<fifRn>
1Tl XATATEHR L CW D ATREE O & D et 2 )t 5 & Lo Ao R OV 22 11 & 3 2 AR RBRIE
Fhi L TR BB RO IR 7 X & W 2 SR BR IS B\ T BIRBIE RO M
BOLNTED, WMEDOY AT NHDHTZORTE LT,

(6) 251

9.6 #=ELIF
R EORRIERORARBOARIEL B E L, FALOMKGUI P IEZ R 5 2 &,

<fifEn>
3L e O OFLE &b G2 & Ui A 3h e R V2 e 2 FRAE & 3 2 AR R BR I 580 L T
N, ARNIO TR, Z o T fEAR IO T 25 OIS D D | AFIOILIH~DBATO A fE
PENEE TERWIZDRRE LT,

(7) MR

9.7T/MNRF
PERRICKT T 2 B2 BB T 5 L 9 T v e e mtEalBRic IV T BRRIREE R D 0.54
IS HR Y 4 2 R B CI2 X ATAT R WRBA R O IE S FR 0 I TR Y . HEDOVEREAD

SEAEDS TR S LTS,
B A R R R A BR TV AL B TR,
<S>

AT > b &AW ERBRICRB W TR XA EA R W R OBIE N GRD STl Y | M
DM BIENRIE SNV T WA TR E L, £, KHAERER AR EZRRE Lz
M N P2 FERE & T DR ITSEM L TR 69, BN I TWRWEORIE L
776
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(8) EiE
BRE STV

7. HHE/ER
(1) HRESEZDER
10.1 FRAZES BrRALGWCI L)
KA % B AR - HEE T IR P - fabRIK T
A PR OGRS KT 2 8%Z |~ 7 A D MARIERIEE T /LI
v u ¥ — b 5, BNT, 77478 F FF b
M0t U0 DAL X A -PA OFiifL
t-PA HU5 P 2 R LTz,
TNT 7T — (ST Z)
T F N
AV
FUTT TR GRIATHIRZ)
JIVT I F—
[2.3 ]

<fiizn>

MAREAAEA & OF BEAERICBE T 2 BRARRBRIIFEM L TV 720y, < U R M ZERIET T /W20
T, AFHEEIZ XY t-PA OFUMRTER R L2 2 LRGSR TV 5, AFITEERE - BUERD
BRERNF BT 5 L E2 b, MREMHA L ORI X 0 MARREA OER 285 L 20, Hi
VA7 BRI EDLBENNHDT-ORTE LTz,

(2) frRAZFE L ZDER

10.2 iRERE (BFRICEET S &)

HEHI4 e PRAELR - R ik BT - fERRIK T

IR B VE R 2 A 2 35541 | i 2388 K3 2 k2 s | I E i 238 K95 B2
KO E~Y B & HOT, MIREEERE (HMEE | &5,

BB~ .71 koo v i APTT

T XYY N Y T A% ZORE, WEEROBIZ

& ZHEENIAT H 2 &, BE D

A7 IV R RN NG A ITIEAA O 55

B e e HER Wrbfmatd b2 & (72720,

FEHNTraTH T — | LIRS A~ OHER TR
kA G AV R D= D OFEREREE R,

5% Xa [K7- B R E A
UnN—mFxH TEXY
N

frarvRETF2V v TALT7
GBABTHHHL %)
Hz A NG L 7 e 7 4 v C
WREHEAT v F b e el
MR EEEEINHIER &2 A3 23 | il m 23 K7 5 B2 n
gall H5,

i M Al
TAEY v Jae R7 L)L
WilgtE, 7 o vy st
At

FERT v A NP EVEETR TH 2
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%
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<S>

LB EIEL I ) 4 2 1% & R AR 1S B9 5 BRARARIRIASENE L TV A8, A
- AR OSHNTICHET 5 L B2 b, FICE D MY 227 AR SEDBEND S
rRE L,

i/ EESE S VR 2 A9 2 355 & OFEAE NI B 2 B ARRBR I 520 L TV R0 Ds, AHIITEE

[l - RERORAN TIBT D LB DR, PRICE O MY 27 2K SEDEBENB DS
1D RE LT,

. BIfEA

1. Bl
WORWERANRH D Z ENHDHDOT, BIEEZ+HDITITV., BENRD NG IT#&
Ha T 57 CEUIRAEEITO Z &,

(1) EXLGEIER & ANER

1.1 EX%EE1EA

MN1123vy, 77747 F— (WTFRLHBEERE)
PIPER & LT, =2, k., mEE T, BB, BN ARENDH 5,

11.1.2 1
FEFE e i (R i (1.7%) | SRR H . (BEEEAET) | < B IE T Hm (0.8%) | i . (5.8%) .
fifi e . (5.8%) . BRI (4.1%) . M (1.7%) 28) M OMIAE (RS T ffE (BEEEARBH) .
FHMIE (0.8%) %) B"HLbNDHIENnH D, [1.2, 9.1.1 ]

11.1.3EME (5.8%)
[9.1.2 &[]

<fE >
[E] N A g R 3R N MG i T te TRl LIV CW A EEZREIER . XU B L7258 12 E KR iE)F
Bl EDBENNGDEWERIZOWT, +072 B8k OEY) 2 LE S 2T 72O E LT,

(2) Z0ibDEIEA

11.2 =D D EI1ER
1%L 1% 5 AN

TR a4 AL DARE, 9 oL E, DFFE, LFE
B, LEME, JAMERIR, SER, L5
TRRTEE . BRIIREAZEMER AR, I A 2

IR % [ R BRI B INR #4710 FEREMEM B PNEEE (DIC), APTT iEE -
AE, e hay B UREMIE R

¥ HPA, siiEFim

iR i L HH 1 B, B

e ELL, WEM, | mEYENE, A L | EE. DFEREE. IEERPNE, Him e s
EHR, ONECE I MR

J i FRRPAZEMEITER B, FFA2, i e Y v
[ N

R 7Y R—T A

B kR VU MSEIR . AR

FEPR R R GIEpL REAR, BERE T b 7 a | BMAE. FFMERNAE, Wl PEth BB RGE, R

-~ BRI N, R, EEEEE,

TRIEB) R ARIRAE, YR

R DR 5 i pR kRS M PEEER ., BARE

IR 25 B (8.3%) . M FEOR53H , W& M, {KERFRAE ., ik, S,

NN ) Sl PR SR
g BB, EOPEIE | SR, 2T O | RIMERS . KBRS RE R, K
JiE i, BORAE




T Ot o %M M| R ARE% NI AE, ARRPEEIE, 4B 7T
(5.0%), 77— WE, R, FEFA, BN, B
7/ RBEI L TR, VA, WO, RIS, VRS
(LB
<figEai>

BN B 2 b O, EWNERR

#ABR (FMU-DF-002

ABR) 19 61 KOS R RRUBR (2005-01 7XER) 102
B CRIERE LTROLNATbDZLR LT, o, ERAARKRBCTRVERN E L TR LR
727> 72 % DT, Company Core Data Sheet (CCDS) K OV CEFICB W THEEME ST
WDEWER 2SR & L TRt L7,

<SERHR>
BlIEA—Ex  BRARARCTROON-EERARERRKE—EX BBRBREBEEZESD)
RIYEM
FML%%;'OOZ 2005-013 5k At
FFAMmAE B4 19 102 121
FEHUFIEL 10 46 56
FEHLR 52.6% 45.1% 46.3%
Ty N
;Z ﬂi %%%th(zﬁ:é (SOC) FMU%%;-OOZ 2005-0134 5% e
Bl % Bi%k % Bi% %
MiEF XY v CREESE 0 0.0 2 2.0 2 1.7
eI 0 0.0 2 2.0 2 1.7
PR R 0 0.0 6 5.9 6 5.0
Jibd HH 1 0 0.0 2 2.0 2 1.7
IEpEA 0 0.0 2 2.0 2 1.7
RE AR 0 0.0 1 1.0 1 0.8
< HIFF . 0 0.0 1 1.0 1 0.8
EETE 72—~ 0 0.0 1 1.0 1 0.8
i . e 0 0.0 1 1.0 1 0.8
AR MR 0 0.0 2 2.0 2 1.7
A ifn. 0 0.0 2 2.0 2 1.7
1 A5 R 0 0.0 8 7.8 8 6.6
AL 0 0.0 1 1.0 1 0.8
I fi 0 0.0 1 1.0 1 0.8
{8 ifn £ 0 0.0 7 6.9 7 58
Hf 0 0.0 1 1.0 1 0.8
MER s, MaEhds L OMERR RS 8 42.1 17 16.7 25 20.7
S i 3 15.8 7 6.9 10 8.3
i} 1 53 1 1.0 2 1.7
fiti A HH 1 0 0.0 7 6.9 7 58
JiTiasnink 5 26.3 2 2.0 7 5.8
IR AN 4 3 15.8 0 0.0 3 2.5
R HH 1. 1 5.3 0 0.0 1 0.8
a5 . 0 0.0 1 1.0 1 0.8
E e 0 0.0 18 17.6 18 14.9
T 0 0.0 4 3.9 4 33
T i 0 0.0 1 1.0 1 0.8
B M HH 1. 0 0.0 5 49 5 4.1
I 1fn, 0 0.0 1 1.0 1 0.8
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Py S
giggji?’f (500) FMU%%;'OOZ 2005-0154 8 a3
RS % %k % %K %
IR il 0 0.0 1 1.0 1 0.8
A LT 0 0.0 1 1.0 1 0.8
12PN H o 0 0.0 1 1.0 1 0.8
TN 0 0.0 2 2.0 2 1.7
VAR i 0 0.0 1 1.0 1 0.8
A 0 0.0 2 2.0 2 1.7
FERE 3 KOV TRk R 0 0.0 5 4.9 5 4.1
BEAK H ifn. 0 0.0 3 29 3 25
SO I 0 0.0 2 2.0 2 1.7
Z 5 FEIE 0 0.0 2 2.0 2 1.7
SRBE 0 0.0 1 1.0 1 0.8
B3 0 0.0 2 2.0 2 1.7
BHVEE O FEAE 0 0.0 1 1.0 1 0.8
B & Hi if. 0 0.0 1 1.0 1 0.8
Bk K ORISR E 2 10.5 2 2.0 4 33
i fR 2 10.5 2 2.0 4 3.3
ARSI L OFLEREE 0 0.0 1 1.0 1 0.8
JERSIEE2 0 0.0 1 1.0 1 0.8
—fi% - RHEEL OB OREE 0 0.0 4 3.9 4 33
HK 0 0.0 1 1.0 1 0.8
7T —T VR L H 1. 0 0.0 3 29 3 25
ZEHIEAL HA 1. 0 0.0 1 1.0 1 0.8
i R A AT 0 0.0 1 1.0 1 0.8
] B AR HE LN 0 0.0 1 1.0 1 0.8
BE, PEB X OLESIHE 1 5.3 5 49 6 5.0
ALLTE % HH 1 1 53 5 4.9 6 5.0

(MedDRA/I(ver.19.1)IZ S X ol L7~ )

9. BERRERBRICRITTEE
REI LTV

10. BERE
13. BEERS
13.1 g
FRRM e300, £70. BITIC L > THRESZR Y, [16.6.1 ]

<fifERn>

[E] N A B AR 5 R N OV R GE 1% CIl B3 512 LD A EFRITHE STy, s iER R C
RHNE AR (HEB R ERARTE R =R < 15mL/min/1.73m2 2> Mg BT 25 17 T\ 5) 6 2BV T,
BHIZ L > TARANIBRE SNV ERTRENTWLZ EMOLREL,

1. BERLDIE

14 BRALEDEE

141 EZFFRAEBFOITE

1411 ARFNT, WEMICHRZITH Z &,

14.1.2 KFNZ. 5% 7 R BEESNG T AP R 2 AV T 4~20 573 R45 2 &,
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1413 RKBNDONARA T LT EENGIY Th 5, FRiREZTOBROEGIHEH LN &,

14.1. 4 RFNZ R U7 ikix, FIRCRFT 2561213 4 FELIN, WS T 2~8C) Tk
73 D5E1I3 24 FERILINIC B 52 BRA 5 2 &

14. 2 JEH B GRFO R
AANT, M L72T7 A TR ET D HDOLE L, 5% RSSO EFL &R LA
DR DOEFHREE LR — 7 A TR LW EREFE L, A & EGiE AT 55
BIE, AFNOEHRIZIZT A > % 5% R UBHEFHE OIAEBERIER TV 7 vy a7 5
TENBEFE LV,

<fi >

1411 KANIPUEMERGR 2 S 00, 1 BEES @REy) 2F O TRE L, 5T 4 FEfH
IEmE (2~8C) T 24 BFRMRET D AlREMEN B D, £z, EMmEHIaBME%E, LFiEk
UL O DMK T L2 BFIC, AAIZRET 2 BT 5T 52 ¢
MHERIE LT,

14.1.2 AANXENSMGRRRBRIC BT 5% 7 R USRI BRBIIE T 4~20 512/ R L2 5
HTHREGENTWAZ Enba#E L,

1413 RFIDOEZHIAA TN TH LD, 1 EENGID R TH Y | JiEMERGFHZE5H L TR0
7o, — RS AN E R E LT,

14.1.4 BRM BB E CIE TECB IS LR WEE, i HATO R e & OGR4 3 oI 2%
RHENDHD, JFHI2~8CT 24 MM AL RN L] LE#HENTWD, £, KETA L
T, TARBIFIRAR L, IR 4 FER, W 24 FERIDINICER 2 2 &) Lt s T
HZEMND, [FERICERE LTz, 2B, KAl%E 5% 7 K7 BEESHE UL 0.9%E4 A A BRI
T4 50 20 FEICATIR L 72ROV CIE, =il (25+12°C/60E5%RH) T 72 Kif#l £ T
BELEMRLTND,

142 AFNX. 73 Hhv v, 7akvI R, SX4YTA, Sadx ) —VBET2FIL, = HLTE
V. FTImA v Rravwf v EORAICEY ., AL EOBERRBD N TND 2,
F 72, 5% R OB FHE ST A BRI IR LS DR ORIE 2> O ARK & 5 S 5 aTRerEn
FENDY . ARA & RS LT B OB S ZCIZE T 57 — 2 RN 2 ENBHERE LT,

12. ZOHDFE
(1) BRRFERICED CIER
BREI LTV

(2) FERGRRRSAERICE D CIER
BREI T2
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X. JERGREAERICRE9 HIEH

1. EEHRER
(1) EEFEEHAER
[VI. 3EZhHKPZBIT 2HA | OHEARRTH Z &,

(2) REMEREBHE (/n vitroo v b, 4X) D
HERTE H Byt e b/ R Bl R &R
(PER. BBURE) | 5K
HARARE R
—fRIEIR SD 7 v k 0. 240, 1200, 4800mg/kg/H « —IEIRBLER  240mg/kg/ B DL EOER
(BgRefizs | (MERE, &BE1060) | FRiIRINE S O 1200mg/kg/ H LA_E Ml T A5 A7 2358
B AL bhi
AR - 52 B H @ 1200mg/kg/ H
PA_L o e T 4 AR 1 & OV X3 R
BAMIEAME N L7z, 9 H (B 5 fofkig
) TIEEESED SR
ISBY/REERE 9 H D 1200mg/kg/ H O
METSIH B0 [ & REEE O TR
boHn Y
< REHIE : 9 3 B D 1200mg/kg/ B OHE M
U 4800mg/kg/ H O i T [E]IRE ] 0D sof REARE &
b U ORI E D L @
IEF IR SD 7 v k 0. 50, 100mg/kg L
(e, #BE 10 f51) JEEN B G-
Ny koL | SD T v b 0. 25, 50, 100, 200mg/kg L
v A — (B, #HE 15 41) FRAZ G-
i S NEAR
N7 R7 | SDT v b 0. 50, 100mg/kg 7L
V= iEgE | (BE. ARE 15 4) HEREN G-
FitA
D
hERG 7Eift | hERG F ¥ R/VZE | 0, 50, 150, 500pg/mL L
FEELE MR
ik 293 Filfia
IIN-EARY Beagle - X 0. 60, 300, 1600mg/kg/H 2L
(MEME, #RE4 B | 2 BERI 2T CERIRN S
EAER
- e SD 7 > b 0. 240, 1200, 4800mg/kg/H +240 J U8 1200mg/kg/ H DI C 7ASE I A3
(MfERE, A7 15 1) | FriespiRAN# S R LTz Y
- 240mg/kg/ B DM Y 4800mg/kg/ H D i
TIER R DD Hiz Y
IR RE Beagle 1 X 0, 60, 300, 1600mg/kg/ H | 2L
(e, £RE4 6D | 2 BERIAT CERIRP RS-

a) 7 v FOMEGHAIE., EEREENE. AREREICBOT, WTNOEMR S HEHBEMSRD S TR,
b) 7 v b TR SN FGRAERIZ A BEARBIMED 2V, E 7o, WL oPT R b K OV B AR AR A S B U

THENRO ATV,

(3) ZOMOEEHER
B L
2. BHRBR

(1) BEERSEEHR (Sy b, 41X) ®
ARID B [m] e 5- 78 MBI 30 L TV 70,
AIDLEMEFTIEILT v P RO X &2 Wiz 13 B8BKE®R S FHERBRIE N T v hE2 VIR -

42



(2)
1)

JEWRFERBROT — X 2 HWCIHME L7z, 7 v b 13 BEFKERGFEERR (i 5)
IZB1T DRI Tk, AR GITERR L2 CITERO b T, OB EEIT 4800mg/ke/ H H T
Holz, A4 X 13 AMKERGEERR (1B 40, % 2 BB TEIRNES) (280 55
TR RAFENE S, OB EIL 1600mgkg/ HEB TH 72, 2B, 7 v MK - JBIR
ARG (1B 1B, #IkNEE) 1280 T, M OESERED 300mg/ke/ H Th o7, Y47l
TIX 150mg/kg/ H UL EOF GHEC W TG EZ IO, BEakiEdk, fERIKT, S, iR
R OBATARBED R S 4L, 300mg/kg/ H D 1 4TI 50 HIZFE 33280 bz,

HEsHHARER

i B b 051k 5 & RN O 5 5Y B
(PERI. EVEUEE)

SD 7 v b R iR 15 5- 0. 240, 1200, 4800mg/kg/H | >4800mg/kg/H
(MERE, A HE 15 61)

SD 7 v k 1 H 1R §IRNERS 0. 75, 150, 300mg/kg/H 300mg/kg/ A
(M, &6 B1)

Beagle f X 1 H4[E, &2 KM TR | 0. 60, 300, 1600mg/ke/H >1600mg/kg/ H
(MEME. #FE 4 61) W5 (0. 15, 75, 400mg/kg/[A])

REHREEHEHE (Sy b, 41X) ¥

7 v MIBIT 5k

FotRRIRNEE 512 K 5 13 MR E & G- EHRER (B5& 1 0, 240, 1200 KX Of 4800mg/kg/H) T
1%, 240mg/kg/ H #% 5-HEDOIE K T 1200mg/kg/ B DL D12 5-#E O MERE T B i D JRAMGE O Z5ME K OVF
A3, 240mg/kg/ H 5 G- REOME K O 1200mg/kg/ B B G-REOERECHR GO~ 7 v 77— D2%E
fafb2s@8 e BTz, £72. 1200mg/kg/ A LA EOF GHEOMERE TIEMALE > b r R T T ZAF I
fl (APTT) iE7'm bwu R (PT) OIER, BRI 1T 2 R OBV ERRRL, SRER
PRBE KOV 2 RER 72 UISHERR BRI, A SR R 2 1 © JIFig 2 > S — R o fE R/
B, WONZ Y 2 oRERE (BIBE VY V8D 1B A~ a7 7y — Y OERIEERED b
oo ULbEX v EEMESE (NOAEL) [JMRE & ¢ 240mg/kg/ H AR & Lz,
FEMKER GO —RELET a7 7 A MOV TE, 7 v MK 2 FERRE# G L= AJEME
AR (B 5800, 100, 400 K OF2000mg/kg/ H) % VTR L 7=, 2000mg/kg/ H $% 5-8F TR
R L ORIB OB MRS bz, £, FEGHEICIV T PT OMER 7 OV H i & O
MOFEBISELE OHNINGRD Hav, EEE - FRIERICHET 2 RIEOEKIIEH & OBEN R I 1L
77

RS SIRT

1 H 4\ 42 REDT TEIRNE G- L7z 13 R E G m ek (B 5 & 1 0, 60, 300 X OF

1600mg/kg/ H) CTlE, 1600mg/kg/ B & 55 O I THEpk 72 FHHIAE O HUHIFREESE 258D DTz 2 & o
©. NOAEL (3/ T 300mg/kg/ H . T 1600mg/kg/H & L7z,

1 B 1[EL, FIRNESIC LD 13 BREER G EERR (G5 0, 15, 45 KT 150mg/kg/ H)

T, BV OHOAMIZIRE LT, 45mg/kg/H LA EORHEECHEE Bk, LR © D53k

Wy, DRME, SEESRERENMESE ORFEITE), A& O RE AEOZ A, 150mg/ke/ H & 5HET

MEH2378 6 H ALz Z & v, NOAEL 1% 15mg/kg/H & L7z,

1 B 1 #RNEESC X2 26 B KER G EMERER (B 580, 15, 45 KTV 150%mg/kg/H)

TiX, mAHE (150mgkg/H) BETEEG0HE &54E) 706 2 HE £ CHEERSITRHR, &

iR, EBEVCRARD S, 3 BEUBEI AL OERIFHER L, &&HE (165mgkg/ B) 128

WTHAREREICER L-ZBIZBo b o7, £io. MoOBERE CIIARKER 5K L
“BLIERR D bl o7z, Lk L D NOAEL Id 45mg/kg/H & L7,

BT 150mg/kg/ H O RCEE ARG LA, 50 BE 590E) ORGEBICETOEY T
SEROBALRFBD bl lod, HE%E 135mg/kg/ BIZHE L7z, %5 1 HEXKD'2 HEOEEZ S 2D OfE
WRITFEE L7223, 85 3 B ALBIERO b -7, 14 BEHD 150mgkg/ BIZHE L, 21 BE?S
1% 165mg/kg/ H £ CHAE L TG Zilkie L7,
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(3)

(4)

(5)
1)

3)

RELESSEHBRER

ghipfE 57k (B5-HH) MMt R (NOAEL)
(PERI. B Euie) Bh5&

SD J v k FRtsRN IS (13 8[) @ <240mg/kg/H
(MR, A0 15 1) 0. 240, 1200, 4800mg/kg/H

Beagle £ X 1 H 48], £ 22T TEIRNERS (13 33/ HE - 300mg/kg/ H
(MEME, A RE 4 451 0. 60. 300, 1600mg/kg/H T~ 1600mgke/
Beagle -f X 1A 1[EL, #FIRNES (13 ##) 15mg/kg/ H

(MEME, A RE 3 1) 0. 15, 45, 150mg/kg/ A

Beagle f X 1B 1[EL, FIRAES (26 #HH) 45mg/kg/ H

(MR, 58 3 B1) 0. 15, 45, 150" mg/kg/H

a) BT —TNEEIZE 2 —REE(CD 7= DT ST ZE R BCALE & 72 o 7272 13 B OB % 9
M (65 AR (Mg LRl L7z,

b) 50 HEH F50E) oL (150mgkg/H) BEZIZETOEBYTIIREOE(LARD bz, A&
% 135mg/kg/ HICIE L7z, #4563 H BLUBIZ—MCRBOZLRFEO bR o7c729, 14 H BIT 150mg/kg/
HicH L, &51221 HBIZIX 165mg/kg/H £ TR L, &5 2k L7,

BEEEHRER (/nvitroo YDA, v k) O

HIEE & F O D 1807 225K 28 SRR M OV SLEE RS2 I 2 O 2 Ye o IR B 3k B & 20 L 72 i 51
WTHOREBR G TH -7, EENEEIC X 5~ 7 2GR O IRNZE G L 5T v b
IR A FERE LTRSS, WThoRB L EETH -7,

PLEXOAEITBEEEEZ RSRNEDEBZ BT,

NARMRE (TR, Sy k) 3D

~ A (FH5E 0, 100, 400 LT 2000mgkg/H) KOV > ~ (F5E 0. 100, 400 O
2000mg/kg/ 1) (2K 2 AR AEH G- U 72 23 AUJR P RRER CTld, MRS 38 AT B L CASKE 5B R L
ERRIIRD T, AREINAFMEEZ RS20V D EEZ B,

HEREFHESFHRR (Sv k, VYE) ?

ZHRRE R OEIR £ COPMIIREAICET 238 (T v 1)

7 v MERWIZHRANE G X AR A EERE (55 0, 3, 6 XU 12mg/kg/H) T,
BlEoO—BeRE, RE, AFHAE R ORI A IR M3 A K OV AR JRIC S W CARIEREE 512
B L7221 i3580 549, NOAEL 1T 12mg/kg/H & L7z,

IR - BRIERAEICET 2R (T v~ )

BT > M1 B 4 [\ 4 2 Ref] 230 TERIRN G- L 7 PO alBr (B¢ 521060, 120 A TF 240mg/kg/
H) Tl&, 60mg/kg/H L EOEEFIZIBWTULATEDRBD DAL, SO & 255 E L T-
ZENG, BEMWO —fEEEIEICKT S NOAEL I 60mg/kg/ H AR & Lz, EFBIEEZAT 58
EDR SN TS DO, 120mg/kg/ B LLEOF 5-1E TR OBEINATED Bz,
AR T I 1 B 4 [\, 4% 2 KT THEAIRN S LB (G& 0 LU 80mg/kg/H) T
1%, 80mg/kg/ H F G CHEHEEIME T L, BB OEIREDBA L2y, BRAPECERICE
IS B AL o 7o, F 72, 80mg/kg/ H £ G-FE THEKE OB S5 AT IR OB DIEH,
HED R VR =R DOWD J OFE R % SE RO Hivtz, —F5 ., AT E R 9 AT IR
Lo lo, LIzdi-> T, HEWO—iErE L OAEREEIZ x4 % NOAEL (X 80mg/kg/H | Jf -
it VA3 A2 %45 NOAEL 1% 80mg/kg/ H K & L7=,

AR N A% OF AT N RHAOMEEICEE T 238 (F v 1)

R T v b &AW E G L 5 AR R O A% OF AN N RHEOMREIZ BE T 2 3k
(BehHf 00, 3, 6 XU 12mg/kg/H) Tix, FEMWIO—IRAE, AFHEE & OV AE R OFE I HRH
ITRO NN T2 Lot BEMWO—FEME, e X OVHAERIZXT % NOAEL (W 371
% 12mg/kg/H & L7z,
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4)
©)

(6)

(7)
1)

FAEREZRWERER (7> h)

AT v bRV 1B 1 EEIRNE SIS X D 4 BEER SRR 55 0, 40, 150 KLY
320mg/kg/H) TliE. 40mg/kg/ H LA EOF 5RETHIEOMERE, Mg RO, ATFIEO 8
A3 1 oD TTHE K OEARR MEREL D BN AS . 320mg/kg/ H 5% 58 C/NEE O A AR 22 B A b A3 ER 8D
ST, 4 BB ORI E L, ST v MCRERIZH - 7 d AT I8
Ao T2, £72, 40mg/kg/ H LA EO PG REOIE TR 8 AT R 7y WA IR BH 2R O 3B AE 358
S, HEOVERADOBRIENRE S 7z, LA EX U, NOAEL (FfifE & & 40mg/kg/ A A & L7z,
HEDPERCBRIEIZ DWW T OB (%G8 0 0 LT 320mg/ke/H) Tl FEXAIEE RS WIR
BRI O IE ITF8 D Do 7z,

BFRISRERE (v b, 4X) ¥

RIED FFTRITETEIZ OWTIL, 7 v &2 W R RN 512 K 5 13 B RE R 5-F MR
(B 58 0 0, 240, 1200 K TN 4800mg/kg/H) MO XIZ 1 H 48], £ 2 KT CTERIRN G-
L7z 13 B E R G FERER (B55 2 0. 60, 300 &N 1600mg/kg/H) O—# & LTk L
Too Bl E b EGIA CEIREDOZALNFRO bbb 0D, MRHEZGHEE TR b
BTHY, FTHERFEL R o722 00, AT —T NVLEICE#E L0 Th Y | A%
PGB L 7= LTI &I L7z,

PLEX Y | REFRETREMEZ ~S b o & &2 bk,

Z Dt DS Y

PURMERER (v b, A X, ELEY F)

7w b (550, 240, 1200 }2 O 4800mg/kg/ H) KA X (5810, 60, 300 K Y 1600mg/kg/
H) Z Rz FRBRIC BT, REDOKRERGIZL 257 7+ 72 F FHUK, $iU Platelet
Factor 4-~/3 U UG RGUA L OB ) CIREHURIIMRE S o7, BVE Yy &AW THUR
PR (558 &5 1 BIE 10mg/kg/ B, #5-2~8 B H X Img/kg/H) 2B\ T, ARIEDK
TG L DREIIO L OZ BRI T 7 4 7 %V —RISE NS BT 7 4 7 % v — i
(B RV AWA R

kX, REFHFEEZ RS2V bDEEZ BN,

o ERER (invitro, ~ 7 R)

~ A (0, 10 LT 100mg/kg/ B 5 AREIE U CRRO SUIMERENS G- L7212 2 ARSI A 4
M) & AW sm sz sV, T HIRURIEETURIOS, ~ 7 1 7 7 — AR R e
Y 2 SERGNEACEOS Z 5l U 72 /G . ARIEIIE ORI E L -2 o T,

~ A (0, 10 LT 100mg/kg/ B 5 HREE L CRRO SUIMEIENZ G- L7212 2 B IR A 4
M) Gn vivo) IONZ~ 7 2k (0. 0.1, 1. 10, 100 & TX 1000pug/mL) KOVt MR (0, 1,
10, 100 & T 1000ug/mL) (in vitro) % AWt ZmMalBiic o n T, AEOREIITF 2T v
¥ 7— (NK) MifRiEtEIc B e 52 2o,

UbXy, AdRipEEEEZ RS20V b0 EE LN,
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X.

10.

11.

12.

EEMEHEICAT SEE

. BRHIRS
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NRE ST AR OF D, R 1 » Azl x 23LIRIZx9 5 HSCT (2 H EHIE VOD [B4 -
FFERIRPAIESEERE (SOS) ] Ta¥k

FER O & FHiE

AFNE 2 BERINT CTEARNE 5T 2, BEERNC 5% 7 RUBHESRS L < EEsA4E
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9.4 KIEREEHT HF
TR 2 FIREME D & D eI ARFIFE G- H L OAH % -6 T % — e I, 18 B0 72068
EEATH L OEETHZ &, [9.55H]
9.5 1EIF
B0 A THFHRE TN 5 BT REMED & 5 22T . 18R E OB S TENfERM: 42 a5 &
WrENDLEEICOREET D &, RAZGRERRMOMEY S FIcE Lz X,
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<FDA CKEVRFISCHE 202547 H) >
8.1 Pregnancy
Risk Summary
There are no available data on DEFITELIO use in pregnant women. When administered to pregnant rabbits
during the period of organogenesis at doses that were comparable to the recommended human dose based
on body surface area, defibrotide sodium decreased the number of implantations and viable fetuses. Advise
pregnant women of the potential risk of miscarriage.
The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. In the U.S. general population, the estimated background risks of major birth defects and
miscarriage in clinically recognized pregnancies are 2-4% and 15-20%, respectively.
Data
Animal Data
Embryo-Fetal toxicity assessment was attempted in rats and rabbits, but was not possible because of high
maternal mortality, abortion, and fetal resorption at all doses. Pregnant rats were administered defibrotide
sodium from gestational day (GD) 6 to 15 at 0, 240, 1200, and 4800 mg/kg/day by continuous intravenous
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infusion over 24 hours or at 60, 120, and 240 mg/kg/day by 2-hour infusions 4 times per day. Pregnant
rabbits were administered defibrotide sodium at 0, 30, 60, or 120 mg/kg/day from GD 6 to 18 by 2-hour
infusions 4 times per day.

In another study in pregnant rabbits, 3 separate subgroups of animals were treated with doses of 80
mg/kg/day defibrotide sodium administered by 2-hour infusions 4 times per day for 5 days each in a
staggered manner during the organogenesis period. The dose of 80 mg/kg/day is approximately equivalent
to the recommended clinical dose on a mg/m2 basis. Subgroup 1 was dosed from GD 6 to 10, subgroup 2
was dosed from GD 10 to 14, and subgroup 3 was dosed from GD 14 to 18. An increased incidence of
unilateral implantation was observed in defibrotide sodiumtreated animals. Treatment with defibrotide
sodium resulted in a decreased number of implantations and viable fetuses.

8.2 Lactation

Risk Summary

There is no information regarding the presence of DEFITELIO in human milk, the effects on the breastfed
infant, or the effects on milk production. Because of the potential for serious adverse reactions, including
bleeding in a breastfed infant, advise patients that breastfeeding is not recommended during treatment with
DEFITELIO.

F—ANZ VT DIFE
(An Australian categorisation of risk of drug use in pregnancy)
B A=A N7 VT O
D : Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage. These drugs may also
have adverse pharmacological effects. Accompanying texts should be consulted for further details.

D (20254111 B iR)

(2) MNRFICET HEEHE

KINZRBIT DEFULD [9.7 /N OHEOFHEIILL T LRV THY | KEOGMCE, K
RS 21X B e B,
9.7 /IpR

'@ﬂ%liﬂﬁ"é?ﬁﬁﬂ%%ﬁﬁ‘é’& N T v N ERAWTZEERERIC VT, RIRIRER &

D 0.54 512 F8 9 2 M2 f CRR3E I EL R Sy I IRBA LRI OB IE N RO H TR v | 1
DRV DBIE N R S LTV D,

R ARHAENRE R IZERRER I AL STV,

<KEBCEOREH, 2025 4£7 H>

8.4 Pediatric Use

The safety and effectiveness of DEFITELIO have been established in pediatric patients. Use of
DEFITELIO is supported by evidence from an adequate and well-controlled study and a dose finding study
of DEFITELIO in adult and pediatric patients with VOD with evidence of renal or pulmonary dysfunction
following HSCT. The clinical trials enrolled 66 pediatric patients in the following age groups: 22 infants
(1 month up to less than 2 years), 30 children (2 years up to less than 12 years), and 14 adolescents (12
years to less than 17 years). The efficacy and safety outcomes were consistent across pediatric and adult
patients in the clinical trials [see Adverse Reactions (6) and Clinical Studies (14)].

Juvenile Animal Toxicity Data

A juvenile toxicity study in 21-day-old rats was conducted with intravenous bolus administration of
defibrotide sodium at 40, 150, or 320 mg/kg/day for 4 weeks. A delayed mean age of preputial separation
was observed at all doses, suggesting a delay in onset of male puberty. The dose of 40 mg/kg/day is
approximately 0.4 times the clinical dose on a mg/m?2 basis for a child. The relevance of this finding for
the onset of male puberty in humans is unknown.

<BRIMBLERBEZE O FLHL, 2023 4F 12 H>
4.2 Posology and method of administration
Paediatric population
The recommended dose for children aged 1 month to 18 years is the same mg/kg dose as for adults
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i.e.6.25 mg/kg body weight every 6 hours.

The safety and efficacy of defibrotide in children aged less than 1 month has not yet been established. No
data are available. The use of Defitelio in children aged less than one month is not recommended.
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