TI274T")AEE 200mg
IZBA9 H&EH

AEMICRESNFRICERIEINRVRETDOEER.
BAHFEHRAZHICHY FT . SEEMOBEERUND
EFBEMICEKEMZFIRI S LEETEEEA,

HARFERASA
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1.5 EEXIERORBEUVRAEORE
1.5.1 EEXIIRRDOEE

NS-73 %, 77470 F RF NI ULEFGND ETHENATHD, 77470 F KR

AL, THIBRENDHEEL 7. DNA ZMESG LR TAF IV RX I VAF RS U T4
(438 : 13,000~20,000) T 5, ERAETIZAMETRNS OO, BEE - FREROSHER 1128
B 25 & TMENEMIEOREICH < LRSS,

T7470F P RUTLIE 1960 FAIL N0 b EBEF TR T 41, 1980 AR PIHN AR SE D
B E L CORBEMEN RWE SN2 205 Gentium 12 (MK Crinos £5) 1240 1983 4i24)
DT LIRS S, 1986 A Z U 7 CHREBERIRIARSE T B & QA PEFRAIR K TR & L
THAGR I, 1993 0 BITMARSE Y R 7 5 AR DIGRANC IS 2 AL LIGES T
23, BRCK CTORFHLERIREAZESE (hepatic veno-occlusive disease : VOD) DR & VB O g R il
FEMENZET D72, 2009 4 F TIZT X TORGERTEARIIY i b,

VOD BFITX L TIE, 1995 FE HRCK TARAIMEN S4v, 1998 LA, FHRV TR IR
DEGIRE STz, 2D OMENS | HRAIC VOD ~OFMENER S, v 8y v g 31—
fa2—RAXNDH I Tz, ENET VOD (T L THR THEHAINTE 7Y 080
T AR =7 AFHEEF (PA) 72 EOFEAIOZIITRER T, BIMEH & L TESER 2D Y
AT NEEDEWVIRBERNH O | HT-IiniREE RO D EREBIG ) D OIRWEENE RITH -
720 AHNIDOIEBERNENINZ . AFIDOT R FIZ SN T SRV THE S, KETIE 2003 F£ K4
2007 1T, BRI T 2004 21T, VOD IGHEE K OV PRI3E & U CAvd B H = 3K T FR E S 47z,
Z D%, 2013 FIZRINT, 2016 FITKET, EMEMiaBiE (HSCT) #%OZE#HAA~4 (MOF)
% 9 BEAE VOD OVRHEAI & L TG S v, BifE . Jazz Pharmaceuticals £ (Jazz £1:;2014 412 Gentium
AR L7z Blatt) IR0 35 » [ETlRES N TN D,

1.5.1.1 MREEAEE A HAEOERIZONT
1.5.1.1.1 D ERARBAZESE  AFERRBAZEMEIRRF IS DUV T

VOD (%, AT PAZESEMERE (sinusoidal obstruction syndrome : SOS) & LT H A 5415 HSCT %
HOHED 1| DTHD, VOD & SOS D EL L DM G IV TE 72y, FIED AU H L ERIR
DOPAZEIZMAETIZRNZ LB ITHETIE SOS DA HWLILD L 91278 > TWND, Z D7,
FEH I I T SOS & L VOD I3 EIME X TRT 2 & & Lc, AKRBHFEERTERCIE, BRRHER
THEASN TS VOD # W CRi#id 5,

VOD /%, Z< O, HSCT RO K EAGFFRIESBE BUR R IRS 72 & OB FERTLE 2 L 0 1T
TN BRI MG E ST RIE, BEERIR T, BEERITHES A UorE R, myiis i & fampAzE 4
A UDHEBTHS, HSCT # 3 HELINOHEMRMICAE TS Z EnE L, BARIEIRE LT
PEDIFIER, FE, BOKETH . (REHEMNASHEL L, BIE(LT 5 & BAR, MR A, MIES D MOF
LD FEIZES,

Flr AR TF I HIAT Y TR T A v AL OFGEHRERS, o7 2
T, TIF )= ATr D 72 EOARFERRIER KOV TG EB A BRI 1T X D160 % 5 T - B
T, HSCT fif772 L & VOD FIENDEFIHE ST\ 5,
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[E[N T 1999 4£~2010 4EIC[AIFE HSCT %732 1) 7= 4290 #2452 & L7= VOD OffiE (LLF. [EW
P V) IS LAUE, VOD RIERFE 462 510> HSCT # 100 B A7751E 32% TH Y . VOD & RIE L
eipo o B (3828 B) DAL 76% & 0 ARICK o7 (P<0.001, logrank fR7E) . & HIC,
MOF %} 9 FEJiE VOD Tid, AFRIE 15% &< A CHlE ST\ 2 EJE VOD [BEFE DT
0% LFARETH T,

[FlfE HSCT % ¢ VOD F8JE 1%, [ENFHA T 10.8% & #E5 S41, A HSCT %0 VOD RIEHIT,
2010 HF-~2012 O TAHFAA T 038% L MEIN TV D, T HORIER & A AR & M ARIRBHET —
Z = ARG MBI K D 2016 420 HSCT Efift# (A& HSCT 3669 1. HH
HSCT 1812 ff) /S HEE S5 VOD EEUT, 4T 403 5 ([AFE HSCT # 396 5+ H 5 HSCT
#%T7H) ThbH, 7. HSCT fifT72 LICHIET A VOD O BEE0RIE RO E NIRRT LML Sh
TWRWDS, i SCE D FIE R K OHERE B HA AV TR 23~58 BIIFREE L #HEE S D,

15112 CABERUBAEOERICDOWLT

BE, ENTIX VOD S &9 5 ERMIT2R W, ERNTA T4 2 2 Tk, M7 L7ziBRE
(X722 < KGR T v ADEESLMATENREDMER /2 & O SFRHRIEDNIBIRO EIRTH Y | 2lkice )
VB RAREIGINZ FRD DAEHIRS MOF % 5 JEFI TlX, PHRARRDTZDM S NOIGHRI AN E
NI LFEH SN TWD, BEIEE LTI, AANZOWT, RAKGRIETH 5 235 111 FHER R B
TIRIEDIRDBO OGN TV D LR INTWD, Fio, BICIMER &R 286z bR
EFV2Y Y (TM) KA TF LT L K=y 3, VOD RN EOATREMEN & 2 340 & L CRo#
Sdv, ~RY R EPA L, /MR LTV S BREE TIEEmBY e o U 2 7 B3 Eniz
RSN 2V LR ENTOVDTM KA F LT L R= 1 o O AFERRITH L2 TRV,
WIS D EAI O VOD BB E R & L7 SARRIAEITIZFS W C VOD TR R O FTREME A /RIE &
NTVDIT\BERY, £y (TM =5 THEEZRMHMAHE SN 722 bl 27 ~0ik
BN, AFANT VU R=ya  TIHER ) A7 ~OEENRLETH D,

—Ji. BOKTIE, VOD IgHE & L TARINME—AGR SN TWD, Eio, BN E mMmaghEy e
(EBMT) v R7 w7 ¥ | sEMK Y/ S ELK - BB Y2 (BCSH/BSBMT) O A K
S A8 | REO/NRAPERREE K OBUIEE OBFZEE (PALISD 6 ONZ /NG s s A - B85
fiz > —37 4 (PBMTC) OAEXE Y OWTHICEB W TYH, AFINME—H#EE S5 VOD ik
P LGRS, PR LT S Tn 5,

D) Yakushijin K, Atsuta Y, Doki N, Yokota A, Kanamori H, Miyamoto T, et al. Sinusoidal obstruction syndrome after
allogeneic hematopoietic stem cell transplantation: incidence, risk factors and outcomes. Bone Marrow Transplant.
2016;51:403-9. < &R 55.4-4>

D iR, 5B SRR ATL. AT A KT A 2 SOS/ITA-TMA. In: P28 24 B AN i
BHFR A NI A4 FASR, editors.  H ARG MATDEA T2, 2017429 A . p. 1-11. < ERF55.4-2>

3) Carreras E, Chapter 11 Early complications after HSCT, The EBMT Handbook. 6th Edition. 2012. p.177-95. < & ¥}%& &
5.4-12>

4 Dignan FL, Wynn RF, Hadzic N, Karani J, Quaglia A, Pagliuca A, et al. BCSH/BSBMT guideline: diagnosis and
management of veno-occlusive disease (sinusoidal obstruction syndrome) following haematopoietic stem cell
transplantation. Br J Haematol. 2013;163:444-57.< EEEE5.4-13>

5 Bajwa RPS, Mahadeo KM, Taragin BH, Dvorak CC, McArthur J, Jeyapalan A, et al. Consensus report by pediatric acute
lung injury and sepsis investigators and pediatric blood and marrow transplantation consortium joint working committees:
supportive care guidelines for management of veno-occlusive disease in children and adolescents, Part 1: Focus on
investigations, prophylaxis, and specific treatment. Biol Blood Marrow Transplant. 2017;23:1817-25. <& ¥} 5-5.4-14 >
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ZDEHIZ, VOD FBIEEDERWERETH DI bbb b7, EWNIZIE VOD 8RN A
T BUR TR DR EN L OO U 2 7 8@ E 5 et & 2 3l &5 i/ T L C
WD EMND WA THEEIEEE L THEA SN TO L ARIOENTORBER RS EEh T 5D,

2010 4F K TF 2016 4FEICid, A ARG MM 2D TEE E OB @O ARAGREE « 655+
FRRFIEEE) 1T LT, VOD (2K 2 ARFI O EN TORFEEEN RN S L7, FRGFaE§Ic T
VOD (Zx13 2 ARFI O E N B ILER QBN mW EFEl S, EANRET 1 B 22K %
2017 - 3 HIZ Jazz t1 & it L7z A A SRS AHITxE L. 2017 48 8 AIZJEA G714 7~ b 1ERUC
ARENIOBFEF R T O,

Flo, 77470 F RPN oAE, DEMESMIRERE O OFIREAZERE (R P ZE5E
ERE) | OZhEE - ZhR T 2018 £ 9 AlCA D FER MR EA < T 7= HEEES (303K) %419

AR

152 BREOEE
BT DREFEX 2 [X] 1.5.2-1 12”7,



SN S

JEEE

B4

Uﬁ
En
3

SRR

PESiE

SR REAIR (UL 4311 - (- B
Hi T AR

IR B R

i | EHIEAR

e
RS AR
BURPERBR - S0 5 HEVE AR

[EIPY : FMU-DF-001 (FEfii 26 K1)
##54  IRI-151612 (BB EL

F T 51 - R09-1425 GEATZEAD)
{44 : DF VOD-2012-03-PKRen (7F
| )

[EIPY : FMU-DF-002 (FEffi 26 K1)
gk | o 1UAR | P9 :FMU-DF-003 (B 5 ¥
(44 :99-118 (FAEEED
1551 :2005-01 GHAIEEER *

45 1L K[54 :2006-05 (AT 28
E54:2004-000592-33 (B EEEL
15+ : DF-CUP (B 5 % k)

O CIBMIR (B B gk

a: BEANU oy bo—/LEEE, 1995~2006 4F1C HSCT % Effi L7 HBE &2 kt5R & Uiz,
b : FRA RIS & 72 > 7= HSCT Ehaiii &2 179,
K 1.5.2-1 FRAEOFEER

€.-SN

BHO¥XHENYHBOEERAXEH '

G obeg
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1.5.2.1 mEOHBE

JRCHE K OB O SV B 2 3B 2 20 L. B AU DUV T Bl 7e HikE M OVGRBR 5 15 & 5%
L7z,

JFR TR FRAFRBR 12 30 T 60 i H H], EERERIZ T 6 i H M, BTG L. Ak
ULV R LY 52 D EOEIT RV TE L2800, VT A MR Z, =R TR
THEX, 60EH & LT,

RUAN TR WA TRBRIC R T 36 A M. MEEBRIC BT 6 & A M, B A L, AohtEk
ORI B L 52 D MEOEIT RN L CE 2 2 L0 b AFIOMRGEMM Z . =EIE T 36
fEiA ERE LT,

1.5.2.2 JEERIRFABR
HGRHEEERMTE B ORI 7 o TE. Jazz HVKERFE CHEM L7ZHFEEEHIINA, BA
BEEDPHTINCE M L7277 4 70 F R b ULz~ y ARG LR O 2 Vi,

1.5.2.2.1 AR

a2 T 5B e LT, MAEWNEMIICH T 2B amif L, 774 7vF R R »

AT, MEHOERICE DV AEC2MEETF N IALAT T E KOV Y R~ A RIZX 0 ER I
W RMET R b=y 2AEMEI LTz, ZVEZTEVFERT R b=V AZBW T, BAR—E3 L
~RT F =B EORMIENY 7T NVOEBRRO LI, T 7470 F KR T AIINLOE
oI Lz, Eo. BE - SRERISHT B OWTORE Lz, U R~vA FiERET7 A b
— Y AR, MBSNEH O t-PA BEOR TR ORT T A ) —5 AEMELIHIE -1 (PAL-1) &OH
MAFEHHIL, TNHEDOWTIUIXH L THT 74 7 udF R N v NIHEER A=~ LT, 77
A UEMEIZOWTIE, U R~A RBERT AR b= AT TR b HfsMNE 077 23 v
EHEE TR L, 7707 0F R ) U AEIEERZ R L, 72, ABENTE MniEdk
DT TAIEEEHER LTz, SBHIZ, T747a0F KT M) v, BHBHET L~ T R
P TAEFRH 2 A BITIER Lz,

LAPESEBIERERIC B U Cid, ML L7222 M SREERER & U Qi3S 37, R R G- E BRI
FAIRIA A CARIEEFRAIRNEE G- L2 L DT v b RO X O HFARAFRE R & OV L8 R 1 R IE T 58
R L, FE PRI OW TR BRAER M OV B AR IR ) BRI L 7=, £7o. DR
D in vitro FRERIZ I3V )T human ether-a-go-go related gene (hERG) EITIZXIFTHEL M LTz,
7 v NSRS LT, —RIEERICB W T, M IREEE ST R OMERE T, IREIMER T,
B, DU OFERERR S | 28 D8 (A LB Z 0 R BTz, 240 mg/kg/ H LLE OB ERED IR Y 1200
mg/kg/ B LL_EO# 5RO METHIFALAY, 240 K TN 1200 mg/kg/ B 8858 O I TR A3, 240 mg/kg/
H #5¢ 5-HE O I K U 4800 mg/kg/ H #5 G- HED M CTRERL IR EE TR D BTz, 1GB/REEERIE IV TIX
PG THEE (OA) D 1200 mgkg/ H OMET, 325 B30 B & FEEE DK T 233 wghto
FRREARHNE IZ BV TIE, #5-2 H H O 1200 & T 4800 mg/kg/ H OMERET, S # AR 1 K OV X%
BILBHIIE MR T L7228, &G TR OB H) ITIXEE Lz, REREICE T, &E-T
S (9 H) @ 1200 mg/kg/ H OHER O 4800 mg/kg/ H OMET ., [RIRFH O BEAARRE & bk L T RA
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HOWWDNED HNT-, EFRE, X2 bV E X2 — VIR L T K7 Y — Vi
MANTKET 2 RBITFEO Do 1o, DILVERISK LT, invitro BRIZEBWT, 77471
F RF U 7 A% 500 pg/mL F T hERG BitIZHEL RIT S o lc, E£72, in vivo BRERTIEA
X% AW LERFHHIZIBN T, LERNT A —HTHT 2 EBIEERO oo, FERRIC
LTI, 7y MTBWTHEEM (240 KT 1200 mg/kg/ H X SHEDOHE) & 2 WO IXIFR K #E (240
mg/kg/ B % 5-BEOREKL O 4800 mg/kg/ B % G-REDME) 23R8 =23, Wb H &2 )
o7z, A RITBWTIIFFRESE 2 R 2 —IERITER O b iginole, £7o, FERMEMKORN
IRAAERR AR AT > 723, T ORBRIZEB W T HRIEA 2R3 2 AT IR0 b ive o7z,
LEMFKHOFMMTIX, 774780 F R R ULAEGIZL Y ERRERICSHZ Y FERINCEE 22
TOEMTIRDOOENRD -T2 LD EREBERE R (TR, OILE R H D VITFERR)
X B EKAR ) A7 TR S ieino Tz &Rl Lz,
7RE. BIRASEER K O ) 2SR AR BRSS9 2 BRI 30 L T,

15222  EWYEHREHER

TT747uF T M) TLAORIL, SpAn. G, SRR O3B B R A EAE IOV T
Et L=,

VDA, Ty b, UK I=THROA XTI 70T RN U AEFIRNES L &
&, ZLOGAETEE/RTREAICR b EWIERREZ R L, ZO%OMEF) D OEKITHS
W CThoTo, o, BHGHA EXEEGHD Crax (b LI FHMEFIRRE) OigL v, K&
BHIC K D ERET RV EEZ DN,

Zy MZ BT 747 aF RF MY U LAEREEFIRNE S L #OBSRRIE, MgRED % E
OB BEICE < i Lz, 25 OMARICE O T REDHRITESCTH V. ERMEIZAN
Lo LRI,

T7470F NI, BRCoHPFE (v VA, Ty b, UEXROA X) IZBWTE invitro 1L
e NI FEER K OMRWIMERBATRZ R L, & hEREETH-T-, & ND invitro EHX /37
FEARIL 3% EThH T,

bt ML O Y Mg E AN CTT 7 0 7 a F RORHIT OV TR L7, DNA OfHE [F]
BRI, AV IAXT VAT RTHLT 747 0T Rid, BV TEIZI-=F Y X7 LT —EIT
FoTR#@csns EEZEx BN, /L2 FIRORADE MNFMICE T D7 7 4 7 a0 F ROAGH
W L& 2 A, AT H2REMICETOENTIA LN DD, WTHOFMEIZE N TS
REOBBERENMELS . FHRTIZIZE A ER#EZZT 2V EEZ DN,

Ty MZ BT 747 aF RS MY U LAEREFIRNE G L2 % O BSRRIE IR I PR S
i, $51% 24 K £ CITH G LIS ORI 03Pt S Tl 0 | JEIdHehTh o &5
BT,

GRS (E) (BT T 747 vF K R o AOEYEREIL, WRRR (8 b)) 0%
MEEORRLFEL L TRBY ., 2L 0B CORBRT — 4 2 A\ Ttk TORBYENHEZ 71
THZELITAETHD BB,
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F7 47 uF K Y T AL invitro TV b7 1 L P450 (CYP) KO\ ) P r Y VR V7 v
VRIS (UGT) (2T 2 FEM R OFFEEN, WOITEY F T o AR —2 =123 5
EEHERS RS20, T7070F R M) UAE, BRHEICEBNTCINLDST
FOFHFECIREFICE S EWMHAEMZ5 & Z TRV e E 2 b,

15223 &M

BT, ER G B, B B, DSARIERER, AR A IR, BURME
AR N O Bl & 0 L7z, 7pd6. HARIF G- MR K& OV Frfl R BR 13 s T U 72 3R
EMEET, G R QN AT A T ERBR O — 5 2 W CREHl 217 - 72

LWETEICBI LT 7 v b OERGERIRIN B G CIRSE IR 5T B O EosE 813 4800 mg/kg/
HEBCTHo7=, 1 H 1A, FFIRNEES TIE, 150 mg/kg/ H LA LD GRE CREE % ORI, Bk
Jeo MHEORIRTT . PP, WEIR M O TRREIC A & i & . 300 mg/kg/ H G- Tl 524 HIZET
WERD B, M OEIERIT 300 mgkg/ H Tho7-, A XD 1 H 418, 45 2 BT 7= 5k %
HClE, HERS OESEEIT 1600 mg/kg/ HEBTH - 7=,

RIEEH 2T 5 MR (NOAEL) 1%, 7 v b 13 HEERER (FreiirN&5) CHErE S &
240 mg/kg/ H AR, A X 13 MR (FFIRPIRE) TIIHET 300 mg/kg/H . #ET 1600 mg/kg/H &
P L7z, BRI, 7 v b CRE OBMER OFAE, SREREEEN QNC Y v ER 72Uy LIk AR
ERORBENRD iz, g T, 4 X TR BEMaEENEB O v, oM, 7 v ho
Pifige, VU o HIR OGN T~ v 77—V OZERENRED bz, £7-. 7 v b TIEMALE
4y hurRT T AF R (APTT) XiE7'vw hu v BB (PT) OEEDFRD v, EEE - 4
BERICEEST LT 7470 F RPN U LAOEKBERICER LI-ZfbeEx bz, LEXD,
T7478vF KN LAOTEEREEEITER, . . U S8R OEERTH Y |
R HHEREBROFER G, T v b CRE 3.1 RN ROME 4.2 K5, 1 X Clff 9.4 (RETHE HET)
DREREED RS Tz,

AR TR I, M 2 B O 7o 1R 2 IR 8 BRIk | i FLE RS 2 MR & O T Ye e (R S 3
YUAKRODT v FEAWAIERRICEBNT, WIRLbBETH b, 7747 0T R
F R U T ATEEEEE R S 20 ST LT,

NIRRTl ~ 7 AROT v FEHWT 2 ERREER G LR, BNAFMEE2RTE(b
ITERO H o7,

AFEFE A TMERERTIE, 7y FEHWERZREELR SR E COYMRTRAICET 5235 (15 1
[l FHAIN) CIZAEFHRRICEZN IR ® 5119, NOAEL 1% 12 mgkg/H E W L=, 7 v FEOD
FXE RO - JRIERAERBRTIE, 1 R 4 B 4 2 BT TRIRNE S L 72 PiaiiRiz s
T, 7 b CURAFER OLRICAE, Y X CIREMEK T R OE TS, REiicktd 2 @ik
Mz, 7 v b CTRINIEEOEEMAS, 7Y F TR~V =7 K ONE R OFBLR O TR 5
iz, REWI~ORELZBT 572D B % 3 2L CREWIMAZER L. [F UG5
% (1B 40, %2 BT THIRNES) 20 To 33085 LA T, BREBIETER
DOHEMMNFRD Hiv, M- IR AIZ%9 % NOAEL 1% 80 mg/kg/ H AR LW L=, 7~ F&HW
7= R AT OV A% DO F8 AN NS RHAORSREICBI T~ 238k (1 B 1[5, iAW) Tk, oL
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FEARE K ONMHAE VIS 63 2 521338 H 1097, NOAEL i3\ 12 mgkg/ B W L7z, LLED
fRLV, 7747 0F RF M U ANIREY RO BIRBEAEICK LEtEa A3 2 &l L,
WFEZ v bRV 4 BRRERSRR (1B 1E, RN Tk BEO R oBER, JF
g o> BEAME . D TCHE K OV NEEFRLOHERF /I 22 b e & O ZZAE 33880 HaL7zas, 4 [ o [E11E iRk
FIZWT O BIEA LTz, 206 OFTRIIERAEY TRO b b O LI L Tz, £,
(G 2K 8 TFVEL R 0 WA MR BR 2RI O IE 2SR B AL, HED PR BAD AL DS R STz,

TR SN T, Ty FROA XIZBWCT 74 7 0F K7 U U ABG(CEEL-E
BIFRBDONT, T 747 1F T 8D AIRETRIRTE 27 S e &l L,
PURMERBRCIL, 7 v RO X CRELZZMiEERE NCE VT Yy REHAWERER, 774
TuF R YU LIHUREA, RREIR R OSBRSS T 7 0 T X RIS N R E T T
T4 7RO EFEET ] PURMEEZ TR S 2 T LT

TR T, v v AN e Mgk O~ v A ffEZ IV CERE L7, T AR ErERT
RKpEA, ~ 27 v 77— DRAEEaREE . U o SERGEEA LR M OY NKCHBATE O W40 b 52
BIIROLNT, 77470 F KNS MU ATREFEEZ R IR0 AR LT,

Db, 77470 F RPN O NIZORGIZED . GEE - SUARICHET 2 3B E A 12 B E
L= bR UT2iED, Bk, FPls. ML VY oo EiS Btk & B 2 bz, £7208 -
B IR AR ER CIX RN L O IRV IC Kkt LiEtE 2R3 2 & SRR S iz,

1523 B PR BR

1.5.2.3.1 ERPRBAR DERE

WA OERARREBE E LCiX, £79 1998450 VOD B IZxf L Car /Ny a x—ha—A7' 1
77 IC DF-CUP #RBRABHAR S 47, 2000 - & 0 5 1 FEERIREAER (99-118) THENMFT S 4,
HIR S NHESE L - &2 VT 2006 4 & 0 2 T AHERAEER (2005-01) TARANOF M - %
EVEDMRGE S 4172, 2007 42XV VOD BFICAF Z UL D72 OITHER T 7 8 AR Th 55 11
FHERRBR (2006-05) 23FEME Sz, 2 off, ] 712 Thorough QT/QTe R T 2 5 T HRERIR
Ak (R09-1425) [ & & 0 BREEBE 25 L Lo THEARRER (DF VOD-2012-03-PKRen)
NEES -, £7-. ERIMEERBEHENIZEY % — (Center for International Blood and Marrow
Transplant Research : CIBMTR) @ 2008 #-~2011 f£ D7 — % ~<X— R & HWTHEMT L 72 CIBMTR i
BN St S A7z

FE N OEFRRERIEL, 3 CEAEE CEE S L7z, 5 THERARRE (FMU-DF-001) 73 2013 4F
(2N Sdv, BARNEERAICI T 2L MR R S, BARAN ESMNENTRAIOEY BiE 7
A= FITH LD RE RN ERRES NI D, 2014 4E LD VOD BE A% S LIZE
I FEEGE AR ER  (FMU-DF-002) 23%EHE St7-, FMU-DF-002 :BR O 5. HSCT 1% VOD B# 12%f
T DA OV B R S iz, F 72, FMU-DF-002 8% > HSCT #% BJE VOD B&ICBIT 5
BhMEDY, 2005-01 FREBR L FIRRETHY , ZeMET R 7 7 A LBV THRE RENITRD b/
Mol Z L n, WEMERRERORAE ZFIH LT, HSCT % VOD Oif#IE & L CIENRLEMR K
REHFEEITH 2 & &Lz,
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15.2.32  BIERKREER

(1) = IMEEKRAER (RI-151612) : SEEH

HME BEEERR A B 3 B 151-7 7 « 7 F K R U 7 A 400mg & 5 55 2T CHRIFARN %
B LEBOHEIC W TA—T 0 T LB TRt L=,

5 168 B # O IEETHED IR i BAEHEIERI IR 5B 0K 72%, FEF REPEER IR 5 BOK
19%TH 0, EIZRFOLLHEES N, F72, &5 168 K% ORAGHRED IR i & OFE T 0 27
PEIERI3K 90% TH > 7=,

(2) 5 | 1BEGERERER (R09-1425) : sMEE#

AR E AEERERR N 52 BT AH 6.25 mg/kg KON 15 mg/kg, BF 7 1 %43 (BMERTR) 400 mg
WNZ 77 &R & HEEIRN G L72BR D QTe MRS 252288, 3EEhie K O 2Ot %
HiIZ, 7o 2 b, 778 R KO, —EEHR GIEXTRIZIEER) | 484 7 v 24
— /N —3RR A ot LT,

AFNT QTe MMRIZEERIIZERD & 5 HBE KIE S eh o T,
Kﬁ6%m@g%2%%%ifﬁ%ﬁ&ﬁbt%@7747n%%®1%@ E/NT A—H2X
md¢%ﬁ(mdﬁ~mkﬁ)]ﬂl%0@%&%)MT\QmeQme&U%ﬁ@&(¥
PIEHAEAERZE) DNEI A 17.27+3.83 ug/mL, 48.14+6.49 pg- hr/mL, 0.71+0.35hr, 9.93+3.81L

ThH-oT-,

AF 6.25 mg/kg KON 15 mg/kg & 2 Rl T CHEIFFIRNE G- L7z & & 5% 24 K £ T
T 7 47 0T RORFERPHEMRONYEMEIZZZEI 9.48% K TN 13.63% ThH V| 5% 4 K £

TIZZD D HDOF) 100% M Y 98%H3 R FHUZHEM X 7=,

HEVERETCIX, BB L R FZUIRD Lo T,

(3) % | #HEGRELER (DF VOD-2012-03-PKRen) : sHfi&E %

MIEBENT % 520 TV D AMNE KR A 2B 6 Bl AHK 6.25 mg/kg % FE MR FEHT R K OV
BHTIRFIZ 2 FEIDNT CEIRN B G- L2 BR 03 Ehie . MiRiENT OB R L e ta 4 —7 0 7
JVRRBRIZ TR L7,

ZORER, T 7470 F FOBRBEKL N7 VT 70 ALK EITIC LV BERPIICERO D L%
Br TNt EZ bz,

F o, SMEANEEREE UIRIE R 2B 6 L OERERLA 6 2, AH 6.25 mgkg % 2 Ff
70 T, 6 B T &0C 4 BRI S L IZBR 0 mBhie Kk Ve et 4 — 70 7 ~ULakBi T
L7,

R EESUIRB A 2RE OYEIE G L OG- 4 [B1H O Coax (XEEFERCA & L0l L TR 35%
~37% E5- L. AUC 135 50%~60%H1 Uiz, F7-, HEEBEE IR RSB O t) 1L
BN &R LT, ARG T 13 5 RO E- 4 [T H TIX 23 fFER L7z,

WIEI G R O - 4 [T B IS8T 5 514 0~6 I o R kit s 1 g, AR B E SUTR TS A4
B TR 5%, RERERRA TR 12%~14% Th o 7=,

REMREFTIX, ML R FZUIRD LN o7,
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(4) 51 HEERREER (99-118) : FRHEEHN

HSCT #% O EAE VOD B Z x5 & LT, AA| 25 mgkg/ H &40 mg/kg/H D 2 F&EIZEBIT 58
vk, SEENRE, SRR OL 2R R 2 BT, 4—7 v T UL O ERR S EIRER AV 9 i
A% CHENM LT,

WO ERED BE5-BIE B ITAAK] 2.5 mgkg 2 6 ] 2121 H 48] (10 mg/kg/H) 5L,
2 HEH2® 6.25 mg/kg X% 10 mgkg % 6 FEfE] Z L1211 H 4 [8] (25 mg/kg/H X% 40 mgkg/H) | 2
W2 CREIRN B G- L7z, B G- HIRE 14 ARL R, UFSEREM (CR) . VOD SERDIEETT, 7F
KTEXRWAERES, IBREGT5AHEOWTRONEITHETEREGT DL AT L,
CR (X, VOD &' MOF O[nl{ & EF LT,

HJE VOD B3 149 BIA% 25 mg/kg #E 75 #il, 40 mg/kg & 74 BUZEID (1 iz, NEEAEIX
30.2% 5 Tz,

FEFHHTEH TH D CR FIE, 25mg/kg £ 46.7% (35/75 ) . 40 mg/kg £ 40.5% (30/74 f5]) <
HY ., HECTHEEIIRD LN o7- (P=0.4257, Cochran Mantel Haenszel Test) . £72. EIK
FEHIE A T 5 HSCT #% 100 H H % T Kaplan-Meier € E 17313 25 mg/kg B 44.0%., 40 mg/kg
BE37.8%TH V., HERTAEEITRO LN o7- (P=0.4313, log-rank test)

S ENREMEHTIZ B\ TR, 6.25 mg/kg TN 10 mg/kg D 1 B 4[] 7 BEKERGICHBWT, &
MITRO LN ho Tz,

PAL-1 X UMAE U LB OIEEIMEIC, BRI CAEREITRD ol

B 5 O YL 1T 25 mg/kg £ C 19.5 H, 40 mg/kg BET21 HTH -7,

BERERFEBRITHB CTEEIR DTN, AAREICEEDOH 2 FEESL RIEMH) . HER
BIVEA K O B E DA EFLE T, 25 mgkg B XLV © 40 mgkg BHEOHF R EWREELIELZ R LT,

VA b, 25mg/kg BECORAFIRY AT XX T 4w ARSI Z & B 5 T ARREPREBR I
HHESE AL  FVEIE. 625 mgkg 2 6 FEI L2 1 H 4\ 25mgkg/H) . 1E&H7-0 2 BT
T21 HEL BRI G5 2 & & Lz,

(5) & Il #EEREREAER (2005-01) : FREZE#

HSCT #  MOF % {9 BJiE VOD B 2 %R, RANOAMIE R e 254 % BT,
A RUAary ba—/L (HC) BEEZRRE Li-A—7 0 7 ~ULikBR 2 st 35 fiak T3 L 7=,

HC &, 188 FEMfEER I3V Tl EIC HSCT 252 72 BE DO | AAIOEGHEN 72 < . ARHFIHE L
A U« BRAMEER - T BE 2 ®E L, BRIHRMICT — 2 2 IE LTz,

FHIE - BT, AAI6.25 mgkg 2 6 BE 2 L1211 H 48] (25 mgkg/H) . 1[EIHT-Y 2 B h
JCERN G- Lz, BeEMIIE 21 BLLEE L FIEOFFT R Y 4B 23BBT 9 5 £ TlaM &k
e b LR L,

FEMT XX, EAE VOD B3 134 6] CRAIRE 102 1, HC & 32 6) TH V., /LEE D AHFIRE
T43.1%, HC BT 43.8% a3 Tz,

FERHBEH Td 5 HSCT # 100 H OALFERIL, AHFIHE 38.2% (39/102 i) . HC Bf 25.0% (8/32
Bl) THY, EHEA 2T TERIL, BRI L EFRORRZEOHEEIX 23.0%, Koch {E%
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W BT D ZED 95 1%E KT 5.2%~40.8%, P EIX 0.0109 Th o7z, LfFEDED 95.1%(F
X O FRREA 0 # 25 Z &b, FEIE VOD BEIZBWT, AANZL 2RI HC LV b
HSCT # 100 BAEFRE2UWET D 2 VRS, BIREHETEH ©H 2 HSCT # 100 H £ TO CR
RIZBWTHAAIRECTHC BEL W ARREENRD b,

WAL HIRIERHI THERELED I L2, 10%LL B8 L7 F80%, BEFCTEELL Tz, Fl
TERZBLREIL, 45.1% (46/102 ) TH Y | EICHMBELED FEG K OMKMETH -7z, FELIZE-S
Te A EELORBRIIHEH CRRE Ch o7z, il B S5 DR B3 K ML 0 56 B3 T AH]
BEL VL HC O R E -T2,

UL EDORHEN S | HESEE - HRIZER VT, BHIE VOD B2 2 AREIOAF ZhE & OV 2N
fifERd iz,

(6) 2 Il HHEREREABR (2006-05) : FFAfi&E#t

ARBRITHESL 101 ik CEE S NIA—T > TV DIEKRT 7 B ARBRTH 5, BEICAAIZ
95 2 & WONZ HSCT % I bF#E# O VOD ¥ (MOF OF A b)) 1IZkd 2
BE, BRMEROVZENET — 2 OIUEEZ A E L CER SNz,

FHVE « R, AH1625 mg/kg 2 1 H 4[] (25 mgkg/H) . 1[EH7=0 2 BRI CTERARPN B
B U7z, B5HIHIE 21 BELLE, RBRERICEBIE T 5 \HEOR EFER NI T EARMEN HIL,
VOD DFERMNEIE T % £ THRE kT2 2 & 2T L7z,

FEMT XIS 1154 B0 5 B /NRIEE DY 59.9%, HIE VOD & 7% 50.2%. b5 #iE% VOD &
12.0% 58 £ TV,

MOF % {5 HJE VOD % 571 flickW\ T, FEFHBEHE Thd 5 HSCT % UMb FHEEE 100
H & T® Kaplan-Meier #EAEFFHE (95%(FHXH]) 1E 51.9% (47.6%~55.9%) Tholz, ZD 9
B, HSCT itk IZHEIE VOD #380E L7 B4 512 Tk, HSCT # 100 H ¥ TOHEEAFRIT
49.5% (45.0%~53.8%) ToH V| 2005-01 FERDAED s S 47z, F o ALFIRIERIZEHIE VOD
ZRIE L T2 BB 59 B Cld, ALSEIERAAT: 100 B £ TOHEEAEGFEIL 72.9% (59.6%~82.4%) T
ol

MOF O A % 572 VOD 4 1137 IOt Tid, HSCT % XL hiER A% 100 A £ T
O Kaplan-Meier #£EETFR (95%(EHEX M) 1% 61.1% (58.2%~63.9%) TH 7=, 2D 55, HSCT
FhEt4 12 VOD Z584E L 7= FB35 1000 51 Cix, HSCT % 100 H £ TOHEEALFHIT 58.9% (55.7%~
61.9%) . {L2FREIELIC VOD & J80E L7288 137 B Cld, L2#seikBatatg 100 B £ COHEEASF
FX 77.8% (69.8%~83.9%) Th -7,

HIE VOD BE KOV VOD BEDOWTIIZE W TEH . VOD Wi b & G-BthE TO R T LT,
HSCT % 100 HAEMFRLFH LR, #IREEG £ COMBRREWIBAEFREMET L, #EHE
A EZPRD LV (P<0.001, Cochran-Armitage test)

ZARVERRNTEER] 1154 Bl COREFEFRIEERIL 70.2% (810/1154 1) ThH -7z, BIWEHREIFRIX
21.5% (248/1154 f5l) TH YV, FICHMIZFEET 5 HFEFFLZLMRMETH o7z, FETIZESTZH
EHEGRIIRT 34.2% (395/1154 1)) | FETICE - ZRBIWEMAFRHEIT 2.7% B1/1154 ) THY |
T EE O HE S K X MOF [ZB# 4+ 5 HE TH -7,
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(7) aviyvazxr—rba—XRHAE (DF-CUP) : SEEH

ARBITAARZ G 34 »[H 311 ik CEMSNI-a Xy ax—ha—2A7 077 ATH
%o HSCT & XL HIE AR IR % O VOD B3 (MOF OF 2 [b7e\) Zxtgs L, A
FMEDRAEZE LT LT, KFOFER NLZ A RFT 22 2B E Lz,

REROPIHIE, AH 25me/kg &2 1 H 41 (10mgkg/H) M OEHIA L. ZEMME OTEERISTEC
Jis UC 24~48 FF[H] Z L 1T 10 mg/kg/H 37D, Hi K 60mg/kg/ B £ CTHET 5 2 L 2 HESE L 72, 2004
O (99-118 FABRFL T) LIKRIE 6.25mg/kg 2 1 H 48] (25 mgkg/H) & Lz, Wb 1 [EIBHZY
2 REfE 2T T 6 FE 2 &2 14 A LA EFRIRNEES- L, VOD OER 3 BIHE TIRFE T 5 & TH G- %
Mt 42 2 L B HERE L 7=,

FRMTEE 710 I TH 0 | /NS 40.4%, FAE VOD FBE D 41.1%, (LB BRIBE % VOD
BEN 2% G EN T\, 2, HAANVOD BEN 10 filE T,

AAFREREIRAT IR I BE72 T — 2 D% % 701 BZH51F 5, HSCT 1% XITAL S5/ G 7 B

f1% 100 H & T Kaplan-Meier HEAEFHE (95%(EFEX M) 1% 54.2% (50.2%~58.0%) TH -7,
HARNEZICEI L TIE, 10 B4 4 6123 HSCT % 100 H HIZAAF L T\ iz,

FHERID HSCT XITAbZARIEUR FRIRE% 100 H H @ Kaplan-Meier #£7E A 7313, 25 mg/kg B
57.6%. 40 mg/kg Ff 53.9% & FIFEE ThH 7=, —J7. 10 mg/kg FflE 43.4% &< . Kaplan-Meier 4=
FHFRICB W TH Mo HERE LV HIRWHER 2 78 L 72, 60/80 mg/kg BE K OV EARBAREI 25 mg/kg
KN 40 mg/kg BEOAEAFRLFRE ThH o7z, 72, HERNOAEEFLFEBLIEIL 10 mgkg #ETH
BLRMN@E Do 7o M, 25 mgkg DL ETIEHR G- & L BBRIC—EOMANTERD v o7,

PLEDRHEN S, #ELEHEE 25 mgkg/H & 55 Z E R XFF &,

8) LIPARM)T—4HE (CIBMTR) : &E&H

CIBMTR O U H—FF —F X—2Z) 6 J@PILHEZ 729 HSCT FEhfZ I HE VOD & R8JiE L
TBREOT—Z M L, IBRICAR 285 LB (RARERED 41 )& 5 L TV
GEFERE) S5 BIOT— 4 & led 5 2 & CRliz4T - 72,

M - HENOCEEHBOHEITRIT TR ORI TH 5708, ERHR LY 25 mg/kg/
HA#E L TWD MR E L,

FEFHlEE TH 5 HSCT % 100 B BIZAF L TW BB OEIGIT, AAIFET 39.0% (16/41
Bil) . HEREHET 30.9% (17/55611) TH Y . AFIHEDTTN 8.1% (95%FHAKIH] : - 11.2%~27.4%)
Y

LLEE Y | ARBERGR LD AR EGREO TG N EFREZUET D 2 ENFFS T,

(9)  FHEE5OFE I HHEERHREE (2004-000592-33) : SEEH

VOD Z5E U A7 O\ IR HSCT BE & k51T, AR % F 5 L7220 VOD F8IE TR I K Y
LR ERTT D720 ABIFER G AR E Li2T v F 2b, A —T7 0 T ~L il g Ll L7,
ARHFECIIAROREMEFHTOSE G E LT,
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M - AR, A1 6.25 mgkg 2 6 R L1121 H 418 (25 mgkg/H) . 1[EH7ZY 2 B H
FCERNEE G LTz, BRERTALE B4 B OALERTA & HSCT # 30 A XUXIRBET 5 £ T, ke &
b 14 B O LAk 2 HELE L7z, VOD RBJERFITIL, VOD EIE T 5 £ THRE L7,

B ERERIREBRIIAA TR GRET 79.7% (141/177 1) . XFHERET 80.1% (141/176 f5l) & [F14
ThV, EEEICRHL-ERT, BREAICHREINICA SN ES R B s £, &
YiE) Tholo, BWERFBEERILS1% (9177 61) T, FAe5gid, BBHL LGN Th -7

(% 261 1.1%) o FECIZE - oA EFRIIAF TG T 14.1% (25/177 ) . *FHEEET 10.2%

(18/176 f51) TH Y . 0 5 HLREAIWEMIIB ML 1 6] (0.6%) DA TH -7,

15233  ENERKRHER
(1) % | #8BEKAER (FMU-DF-001) : sME&EH

B A NEERERE A B M 20 6112, AA 3 mg/kg, 6.25 mg/kg M OV T AR % 2 B2 C B E R
WG LB oFyERE, BEE - BER~ORBEXR Va4 7 7 v Ax|, BER CEMES
TRBRIC X 0 IRt L7z,

AH 6.25 mgkg & B L7ZBOT 7 0 7 aF ROMFERREL, #506A% 2 B (%5
K THERD CREMEICGELZEG, MK T Lz, T 747 8F RO tuax [FRAE e/ ME~H
KAE) ] 1X2.00 (2.00~2.00) hr T, Cmaxs AUCoo\ tip RODGAAEFE CEMMEHERERZ) 1%, €
NEH 2059 £4.11 pg/mL, 42.32+6.95 pg- he/mL, 0.47+0.10hr L 7.31+125L TH Y, 4EA
fREEERR N 2 %152 & L7= R09-1425 FABR DO SRMEIRE X F X — & LHALL L Tz,

FLARR 7R A B B4 — (TFPD K OMIVIMIGER 4 [+ (PF-4) OEHMEIL, #5006 2 I
N ARAI P G- T O HIENER 2B BTz, ZOMOEERE « FRRIK K& O/ IMRESREIZ DV C
(X, BER CEMEOHEBIC KX R Z BRI b o T,

LEMRFT T, WTFROBICB O THIE L 22 FRITFED b o T,

(2) % I 1BEEEREAER (FMU-DF-002) : FFffii&

HSCT #%® VOD B3 & 502, ARFNOF M, Lotk Oy ERE A4 7G4 25 BT, xR
G =7 T L BER TR A [EN 9 Fix T EfE L7,

L - R, AH6.25 mgkg & 6 B Z 2121 H 418 (25 mg/kg/H) | 1[HIH7=0 2 KD
JCEARNEE S U7, BE5HIIE 21 HEL XX VOD W EfiET 5 £ T (k. Bt 100 H) &
Gk d 5 2 & 2 HESE LT,

BTG 19 BlD 5 5 2 6 (10.5%) 23/NREE 13 6 (68.4%) MEJE VOD BHF TH 72,

FERHMEE Td 5 Kaplan-Meier 5% FVWCH L7z VOD B#FIZ351F % HSCT 4 100 HAAF
F(95%EHEXM) 13 47.4% (24.4%~67.3%) ToH Y | FANIERE LIZBIE 30%% ERlo7 2 & h
5. AAIDOIEFRITRD b LB 27, £7o, HIE VOD BH 21T % HSCT # 100 A (7R

(95%EMEIX M) 1%, 38.5% (14.1%~62.8%) TH V. 2005-01 R & [FFRE TH -7z,

Pe5-BA B OREIEEG BT, 6.25 mgkg & 2 R TEIRNEE G- LT2BROT 7 4 7
RO MAEhRE L, G5B E 2 FFH (BG4 TIERAT ChREEICE L%, KT L7, VOD &
F T BIOD twax [HRAE G/ ME~FHRKME) 1 13 2.02 (1.92~2.42) hr TH Y, Cumaxs AUCo0 LT
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tip CEEHEERZ) 1L, T2 26.00+£7.29 pg/mL, 66.03 = 15.04 pg- hr/mL K T8 1.12+0.65 hr
ThHO ., BARANEERA (FMU-DF-001 #5R) OIMBIE T A —H L KER2ENNI R 5T,
2R THEFZENRO bz, BWEHARBEI 52.6% (10/19 #) T, 10%LL EIZ5H L FIE
ME, W 26.3%, S, PR 15.8%, MR 10.5% Tih -7, ELICE>TAEEFS
FHLEIL 57.9% (11/19 ) T, FEIZ MOF I[ZBET 5 HLTH -7,

(3)  FMHHE5OE I HHERRHER (FMU-DF-003) : £&&H

/NR O O [FIFE HSCT B 50 51l 4 %1, AH|Z TR G L72BR 0> VOD FIE T B2 R 4
SHHREE (R GHE) & il o Z e R OB e & it T 2720, T ¥ ok, FEMRDE
Rl YRR A S U7, ARHGE CIIAKIOLZ 2T OSEER & Lz,

AT, BTALERRAE 1 BHAGA> 5 HSCT % 30 H & T, A4 6.25mg/kg 7 1 H 48] 25 mgkg/H) |

1 [E &7 0 2 REE DT TERIRNER 5- L 72, VOD FJERF] Tl VOD Fifig £ T (F&&. HSCT % 100 H
FT) BEEMGEATRE S Lo, fRATSRIE, AR TR GRE 33 6, xtiREE 17 6l CTh -~ 72,
WL b RFITHEERLNRO b, RITTH, B, B EOBMBEEFRLTHY |
I CHRBLRICRE RAETRD bR oTz, BWEMIEBLIERIT 27.3% (933 1) T, FEE 5% L
DOFRLIL, IGHES e AR T T AF URFRIEE . MERIES . S0 E 6.1% CTh o7, LT
5 T A FERERRBRIIAF TR GRE 6.1% (2/33 1) . XHREE5.9% (117 41) T, 0 HH
RIVERIZ T LA il 1 floATh 57z,

15.3 BHERUARYE

BEE - SRR ORREKN IS5 2 L ClE N IEER e C 2T 5,

VOD [ IBBERDOEVEETH HIZ bbb b3, ENICIE VOD IGHR &G & L 72 &R IE
X720, ED72, BCKTHE— VOD JRIEA & L CTRGR S, BCKDO AT A KT A4 T —i%
PO L L CREH S T 2 AAIDENBAF 1T ENR LD LMD E,

WS HSCT # HJE VOD 35 D HSCT % 100 HAfF31%, HC BEL ik U CAFIB G IECH
HlztEsnr,

VOD KUY MOF D[Rl % F5HE & L 7-¥#4 HSCT % EJE VOD £ @ HSCT #% 100 H CR *
I3, HC B & Heie U CAAIF ERECABICEEE S LT,

AFNFE G L 0 [EN HSCT % VOD #3# ¢ HSCT #% 100 HAfFR1, EWNHEOHEE %
FEICFANCRE LB % Eal- 72,

HESN DALFIRIE SRR 2 VOD B2\ T, ARG X 2 FES R ST,
KRB I MBEDO G EEGN L RO LT, AFIFEL GRE & S TARK 50
ICHIMBED A ERERREHENEE D Z L1320 > 72, VOD B ICARH 2 854 5 BI2IE
MM FRORBEUKT T HERENPMLETIEH L OO, AAIOAFMEITMARG TH -7,

LIEX D AL VOD BEITHT 28 LWEEREEE L THAAMREIR S D Z &b, ER L
D=—=RG A B RROBRRFEZRETE LD EEZ D,
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154 FiEshEe - 1R, A% - A=

— &4 F7478vF KF U 7. (Defibrotide sodium) (JAN)

e T 7747 U A 200 mg

FEEZNRE - 2h 3 () | FEIRPAZEIEMRE (O FFIREA ZESE)

ke e (e | B, T 747 BF RS R TALLTIE 625 mgkg & 1 H 4

R R GO | 5T e R 55,
155 EREESNEELISL TORAR

Jazz 2B WT, VOD BIED V& & L TAFIZBEET CH 5, BIfE, VOD #RIET 5
U AT DWW AIFEFIZY A7 Oy HSCT EhafE x5 & L7255 1 #H [ BRI R AR SR 3

AARZED THITHTH D,
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1.6 NEICH T2 ERKREICET 2EH

NS-73 (F7 47 uaF KF MU TLA) . TA /T2 RO Jazz Pharmaceuticals (Jazz) #1733 ML
WA (HSCT) #%OFH LEFIRFAZESE (VOD) JA%EEE & LCRIZE L. BRINCIE 2013 4F 10 A
(2. SKETIEL 2016 4 3 HIZAKGR STz, 2018 4F 8 HBITE, Jazz #EIC K W IEKIN, SKE., B #, A
AT 2L R OEE &G e 35 % [EIZ T Defitelio D77 > R4 TlRFEE STV 5,

T7 47 aF R RY T AORIMNE G K OCKERAMA GRS SN TWO D288 - IR AW
FHE - HEOER) 2% 1.6-1 IT-7,
F 7 BRI SR K OVFIGER & IS 102, SKRERAT SCE & OFnER & 1S 2 12, Company Core Data

Sheet (CCDS) % JlIHs 3 (27,

x 1.6-1 SEICETL%8E - SRR UVRAE - AE
HH RN B SAREE (2016 4F 5 A IR KETRASCE (2016 4F 3 AR
Zhig « 3 | AR OYEDHE, NE 1 5 AREB 2 AL | AR OVNRIZRE 5 HSCT #% O & 7= i3tk
%9 % HSCT (2 5 HAE VOD (B4 « FFHEIRR | REFEZ L5 VOD (B4 « FFEIR P JEAE e
JEREWERE (SOS) ] 1R (S0S) 1 1A%
AL - He | HE HE

1 [\ 6.25 mg/kg % 6 Bl Z L IcZk 5952 L %
HeLE9 2 (25 mg/kg/day)

ZOREN ETORMER LT — Z 1XR
EMTH Y, 25 mg/kg/day &% 5 HEITHESE
L72u,

AENIRAR 21 AL L, L, &EJE VOD O
RER M O SET 5 £ ThET 5,

&

AENT 2 BEHIT TRARNR G 2, &EERT
IZ 5% 7 RUBEEFR S L < 2N ARSI
i (0.9%NaCl) THAIRL. 2 R OFIRN &5
FRCHEUI RS L 2D L D2 5, ARITHEE
DIRENE SV TCRET Do ARFIDOKIREIL 4
~20 mg/mL O#H L T2,

NAT T ERY O & U, EiRITFEEET
%,

AL R E BITAA] 6.25 mg/kg & 6 REfi] 2 &
IZ 2 REET TREIRN IR 575, HEIZEEO
N—2F A CRFORE, BI'H HSCT ORifALE i
ITRTDREICHESWTIET D Z &,
AFNIRAL 21 BG4 22& &L, 21 A%
2 VOD O B OEAR 3 L TV WA
1%, VOD ENB O 5D E T, E2Ii3KE 60
HETREZMET 22 &,

JE

c RANIF G EANCART 2 Z &,

- AEIGENC, BE BRI E K 2 Hio
BEAEA 720 2 & R ORI o FEAIE A T T
BREMICET L TCND I EEMERT D&,
o AFNI—EWE T 2 BRI T T EET S
Z &,
AFNOFIRRIEIL 02um A T A 7 4V HF
—fr&Edigte Y hEAWTERET B L, B
EIEAT R OEZICIE, USP 5% R o SR
X USP0.9%EFAHIC L, GRS U
L) HIRNEREG T A V&2 TRET D2 &,
Rl OFIRNEE S T A B VT, ARHE M
DFFRNEE G Z RN G L2 &
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-This medicinal product is subject to additional monitoring. This will allow quick
identification of new safety information. Healthcare professionals are asked to report any
suspected adverse reactions. See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Defitelio 80 mg/mL concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One mL contains defibrotide* 80mg corresponding to a quantity of 200 mg in 2.5 mL in a vial and
corresponding to a concentration in the range of 4 mg/mL to 20 mg/mL after dilution

* produced from porcine intestinal mucosa.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion (sterile concentrate).

The solution is clear light yellow to brown, free from particulate matter or turbidity.
4.  CLINICAL PARTICULARS

4.1 Therapeutic indication

Defitelio is indicated for the treatment of severe hepatic veno-occlusive disease (VOD) also known as
sinusoidal obstruction syndrome (SOS) in haematopoietic stem-cell transplantation (HSCT) therapy.

It is indicated in adults and in adolescents, children and infants over 1 month of age .
4.2 Posology and method of administration

Defitelio must be prescribed and administered to patients by specialised physicians experienced in the
diagnosis and treatment of complications of HSCT.

Posology
The recommended dose is 6.25 mg/kg body weight every 6 hours (25 mg/kg/day).

There is limited efficacy and safety data on doses above this level and consequently it is not
recommended to increase the dose above 25 mg/kg/day.

Defitelio should be administered for a minimum of 21 days and continued until the symptoms and
signs of severe VOD resolve.

Renal Impairment

Dose adjustment is not required for patients with renal impairment or who are on intermittent
haemodialysis (see section 5.2).

Hepatic Impairment
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No formal pharmacokinetic studies have been performed in patients with hepatic impairment;
however, the medicinal product has been used in clinical trials of patients developing hepatic
impairment without dose adjustment with no safety issues identified. No dose adjustment is therefore
recommended but careful monitoring of patients should be undertaken (see section 5.2).

Paediatric population
The recommended dose for children aged 1 month to 18 years is the same mg/kg dose as for adults i.e.
6.25 mg/kg body weight every 6 hours.

Method of administration

Defitelio is administered by intravenous infusion, over two hours.

Defitelio should always be diluted prior to use. Defitelio can be diluted with 5% glucose solution for
infusion or sodium chloride 9 mg/mL (0.9%) solution for infusion, to a suitable concentration to
permit infusion over 2 hours. The total volume of infusion should be determined based on the
individual’s patient weight. The final concentration of Defitelio should be in the range of 4 mg/mL to
20 mg/mL.

Vials are intended for a single use and unused solution from a single dose must be discarded (see
section 6.6)

For instructions on dilution of the medicinal product before administration, see section 6.6.

4.3 Contraindications

- Hypersensitivity to defibrotide or to any of the excipients listed in section 6.1
- Concomitant use of thrombolytic therapy (e.g. t-PA) (see section 4.5).

4.4 Special warnings and precautions for use

Use of medicinal products that increase the risk of haemorrhage within 24 hours of Defitelio
administration (within 12 hours in the case of unfractionated heparin) is not recommended.

Concomitant systemic anticoagulant therapy (e.g. heparin, warfarin, direct thrombin inhibitors and
direct factor Xa inhibitors) (see section 4.5), except for routine maintenance or reopening of central
venous line, requires careful monitoring. Consideration should be given to discontinuation of Defitelio
during use of such therapy.

Medicinal products that affect platelet aggregation (e.g. non—steroidal anti-inflammatory agents)
should be administered with care, under close medical supervision, during Defitelio administration.

In patients who have or develop clinically significant acute bleeding requiring blood transfusion,
Defitelio is not recommended or should be discontinued. Temporary discontinuation of Defitelio is
recommended in patients who undergo surgery or invasive procedures at significant risk of major
bleeding.

Administration of Defitelio to patients who have haemodynamic instability, defined as inability to
maintain mean arterial pressure with single pressor support, is not recommended.

The safety and efficacy of Defitelio 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.

A bolus administration of Defitelio may cause flushing or a sensation of “generalised heat”.

This medicinal product contains less than 1 mmol sodium (23 mg) per dose, i.e. essentially “sodium-
free”.
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4.5 Interaction with other medicinal products and other forms of interaction
Potential Interactions with recombinant t-PA

In a mouse model of thromboembolism, recombinant t-PA potentiated the antithrombotic effect of
defibrotide when given intravenously and thus co-administration may present an increased risk of
haemorrhage and is contraindicated (see section 4.3).

Potential Interactions with antithrombotic fibrinolytic agents

Defibrotide has a profibrinolytic effect (see section 5.1) and this may potentially enhance the activity
of antithrombotic/fibrinolytic medicinal products.

There is currently no reported experience in patients on the concomitant treatment with Low
Molecular Weight Heparins (LMWHs), warfarin or the concomitant treatment with direct thrombin
inhibitors (e.g., dabigatran) or direct Factor Xa inhibitors (e.g., rivaroxaban and apixaban). Therefore,
the use of defibrotide with antithrombotic/fibrinolytic medicinal products is not recommended.
However, if used, in exceptional cases, caution should be exercised by closely monitoring the
coagulation parameters (see section 4.4).

Potential Interactions with other medicinal products
Defitelio does not inhibit or induce CYP450s (see section 5.2).
4.6 Fertility, pregnancy and lactation

Pregnancy

There are no studies using defibrotide in pregnant women. Embryo-foetal developmental toxicology
studies in pregnant rats and rabbits of defibrotide doses close to the recommended therapeutic human
dose, revealed a high rate of haemorrhagic abortion (see section 5.3).

Defitelio should not be used during pregnancy unless the clinical condition of the woman requires
treatment with Defitelio.

Contraception in males and females

Effective contraception is required for patients and partners of patients during exposure to Defitelio
and for one week subsequent to discontinuation.

Breast-feeding

It is not known whether defibrotide is excreted in human milk. Considering the nature of the product, a
risk to the newborns/infants is not expected. Defitelio may be used during breastfeeding.

Fertility

There are no studies investigating the effects of defibrotide on human fertility.

4.7 Effects on ability to drive and use machines

Defitelio is expected to have no or negligible influence on the ability to drive and operate machinery.
However, patients would not be expected to drive or operate machinery due to the nature of the

underlying disease.

4.8 Undesirable effects

CONFIDENTIAL 60 of 118



Page 6

Signature Date: 20161221 JP: EU PBRER FINAL (2).pdf

Summary of the Safety Profile

In the Phase 3 pivotal treatment study (2005-01 Study), the overall incidence of adverse events was
similar in the defibrotide treatment group and in the control group (historical).

Any events reported as possibly related on at least two occasions have been defined as ADRs and
included in the table below.

The most frequent adverse reactions observed during the treatment of hepatic VOD in pre-marketing
use are haemorrhage (including but not limited to gastrointestinal haemorrhage, pulmonary
haemorrhage and epistaxis), hypotension and coagulopathy.

In addition, although in the defibrotide studies in VOD there have been no reports of hypersensitivity,
cases of hypersensitivity including anaphylaxis were reported from a previously marketed formulation
of defibrotide, consequently hypersensitivity is included as an ADR

Tabulated list of adverse reactions

Adverse reactions observed are listed below, by system organ class and frequency. Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness. Frequencies
are defined as: very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100),
rare (>1/10,000 to <1/1,000), very rare (<1/10,000).

Blood and lymphatic system disorders

ICommon ICoagulopathy
Immune system disorders
[Uncommon [Hypersensitivity

Anaphylactic reaction

INervous system disorders

ICommon Cerebral haemorrhage

[Uncommon Cerebral haematoma

[Eye disorders

[Uncommon IConjunctival haemorrhage

Vascular disorders

ICommon IHypotension
IHaemon‘ha ge

Respiratory, thoracic and mediastinal disorders

ICommon IPulmonary haemorrhage
IEpistaxis

[Uncommon IHaemothorax

Gastrointestinal disorders:

ICommon Gastrointestinal haemorrhage
[Vomiting

[Uncommon IHaematemesis

IMelaena

|Mouth haemorrhage

[Diarrhoea

[Nausea

ISkin and subcutaneous tissue disorders
Uncon]lnon IEcchynlosis

etechiae

IRash

tPru.ritus
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Renal and urinary disorders

ICommon [Haematuria

General disorders and administration site conditions

ICommon Catheter site haemorrhage

[Uncommon [Injection site haemorrhage
IPyrexia

Paediatric population

In the treatment studies over 50% of the patients were children. In doses above the recommended dose
of 25 mg/kg/day there was a higher proportion of patients with bleeding events in the high dose group
but since many events occurred in the follow-up period, a clear relationship with defibrotide treatment
could not be determined. In the paediatric prevention study at 25 mg/kg/day there was an increased
incidence of any bleeding events in the defibrotide group compared with the treatment group.
However there was no difference in incidence of serious bleeding or bleeding events with fatal
outcome.

The frequency nature and severity of adverse reactions in children are otherwise the same as in adults.
No special precautions are indicated.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorization of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

There is no specific antidote for overdose and treatment should be symptomatic. Defibrotide is not
removed by dialysis (see section 5.2).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: other antithrombotic agents; ATC code: BO1AXO01.

Mechanism of action

In vitro, defibrotide has been shown to bind to various sites on vascular endothelium that are involved
in cell regulation, providing a stimulus that promotes protection of activated endothelial cells.
Defibrotide has also been shown to protect endothelial cells from fludarabine-mediated apoptosis,
while not impacting its anti-leukemic effect. Defibrotide also inhibits the expression of heparanase
contributing to extracellular matrix integrity and thereby tissue homeostasis. It is postulated that these
actions protect endothelial cells.

Also, in vitro, defibrotide has been shown to increase tissue-type plasminogen activator (t-PA)
function and decrease plasminogen activator inhibitor-1 (PAI-1) activity resulting in a decrease in
procoagulant activity and an increase in the fibrinolytic potential of endothelial cells. Defibrotide also
has been shown to have a weak profibrinolytic activity in vitro.

The pathophysiology of VOD is multifactorial and complex. Both endothelial cell damage and
prothrombotic-hypofibrinolytic state are critical factors in the pathophysiology of this disease.
Whilst the mechanism of action of defibrotide has not been fully elucidated, in vitro data support a
role for defibrotide in both endothelial cell protection and the restoration of the thrombo-fibrinolytic
balance. However no pharmacodynamics effects from defibrotide have been identified in vivo.

6

CONFIDENTIAL 62 0f118



Signature Date: 20161221

Page 8

Clinical efficacy and safety

The efficacy and safety of Defitelio in the treatment of severe VOD were studied in a pivotal Phase 3
historical-controlled study (2005-01). Forty-four children and 58 adult patients with severe VOD
post-HSCT, were treated with Defitelio 25 mg/kg/day intravenous by infusion, and compared with

32 historical control patients. Median length of therapy in those treated with Defitelio was 22 days.

A significantly higher proportion of patients in the Defitelio treated group achieved a complete
response defined as total bilirubin less than 2 mg/dL and resolution of MOF (multiple organ failure);
Day+100 complete response was 23.5% (24/102) with Defitelio versus 9.4% (3/32) in the historical
control (p=0.013). In addition, Day+100 survival rate was improved in the Defitelio group with 38.2%
(39/102) of the patients surviving versus 25.0% (8/32) in the historical control group (p=0.034).

The efficacy data from this pivotal study are supported and confirmed with data from a dose-finding
study (25 mg/kg arm) and the interim analysis of an ongoing Treatment IND study (severe VOD
subset), as presented in Table 1 and 2.

Table 1: Treatment Study Results: Complete Response of Severe VOD at Day+100
Individual Studies
Open Label Historically Controlled Trial
Dose-Finding P (25mg/kg/day)
Treatment IND - - -
(25mg/kg/day arm) Defibrotide Historical
‘ (25mg/kg/day)
* treated group Control
Complete
23.5% 9.4%
Response by 43% 25.9% 24/1 0;) G /320)
Day+100 (32/75) (57/220)
p=0.0131
Table 2: Treatment Study Results: Day+100 Survival
Individual Studies
o Open Label Historically Controlled Trial
Dose-Finding Treatment IND (25m; day)
(25mg/kg/day arm) Defibrotide Historical
(25mg/kg/day)
treated group Control
Survival by o o 5% 38.2%* 25.0%*
Day+100 43.9% 44.8% p=0.0341

*=Kaplan Meier estimates for time-to-event analysis by Day100

Outcome data available from 611 patients treated with Defitelio on a compassionate use basis for
non-severe and severe VOD post-transplant, are consistent with the controlled clinical studies. with
complete response rate 24% (51/212) and survival 37% (78/212) in the subset of patients with severe
VOD.

A controlled randomised prophylaxis study (Study 2004-000592-33) was conducted in the paediatric
patients undergoing HSCT. Patients (n=356) were randomised to receive 25 mg/kg/day from the start
of conditioning or were randomised to receive no prophylaxis.

A 40% reduction in the overall incidence of VOD in the Defitelio prophylaxis arm (from 19.9% in the
control arm to 12.2% in the Defitelio arm), has been shown. The use of Defitelio rescue treatment for
all patients who developed VOD meant that the study was not designed to assess any survival
advantage and none was seen in this study.

In secondary analyses on the subset of patients undergoing allogeneic transplants, Defitelio
prophylaxis was also associated with a lower incidence and less Grade 2 to 4 severity of acute graft
versus host disease (aGvHD) by Day+100.

CONFIDENTIAL

JP: EU PBRER FINAL (2).pdf

63 0f 118



Page 9

Signature Date: 20161221 JP: EU PBRER FINAL (2).pdf

Coppell et al in 2010 reported data from a large meta-analysis of 235 patients with severe VOD
showing a background mortality rate of severe VOD of 84.3% and that this mortality rate has
remained constant over several decades.

Data derived from an independent US registry have shown a beneficial effect of Defitelio in routine
clinical practice. At an interim analysis of the on-going registry, data from 96 patients with severe
VOD were available.

The Day+100 all-cause mortality in patients with severe VOD who were not treated with defibrotide
was 69%. and 61% in those patients who received defibrotide. These data are from an open label
registry and the subjects were not randomised.

Additional information is shown in the following Table 3

Table 3: US Registry data
Non-defibrotide treated Defibrotide treated
55 41
Alive at Day +100 17 (31%) 16 (39%)
VOD resolved by Day +100 16 (29%) 21 (51%)

Paediatric population

In each of the clinical studies performed in the treatment of VOD, over 50% of patients were under the
age of 18 years. Safety information in children are available from the prevention study conducted
solely in children. Safety and efficacy in children aged less than 1 month have not yet been
established.

Cardiac electrophysiology

Based on the results of the QTc study, conducted in healthy subjects at therapeutic and
supra-therapeutic doses, it can be concluded that Defitelio has no significant or clinically relevant
QTc-prolonging potential at doses up to 4 times higher than therapeutically indicated. Defitelio might
be considered free of proarrhythmic toxicity related to QT changes.

This medicinal product has been authorised under ‘exceptional circumstances’. This means that due to
the rarity of the disease and for ethical reasons preventing to perform a placebo-controlled study., it has
not been possible to obtain complete information on this medicinal product.

The European Medicines Agency will review any new information which may become available every
year and this SmPC will be updated as necessary

5.2 Pharmacokinetic properties

Absorption and Distribution

In 52 healthy volunteers, after a single 6.25 mg/kg dose of Defitelio given as a 2-hour infusion, the
pharmacokinetic parameters were as follows:

Table 4. Defitelio pharmacokinetic parameters after intravenous infusion of 6.25 mg/kg to
healthy subjects.
Parameter Defitelio PK Parameters
Mean = SD
Coax (ng/mL) 17.3+3.83
tmax (1)# 2.00 (1.00-2.00)
AUCt (ug/mL*h) 26.9 + 8.53
AUC (ng/mL*h) 48.1 £6.49
Vd (mL) 9934 + 3807
8
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CL (L/h) 104+ 1.77
Kel (1/h) 1.25 £ 0.66
ti (h) 0.71+£0.35

# median (min-max)
Maximum plasma concentrations peaked at the end of the infusion period and declined thereafter with
a rapid clearance and most of samples were undetectable 3.5 hours after the start of the infusion.
Pharmacokinetic modelling simulation analysis showed that Defitelio plasma concentrations do not
accumulate upon multiple dose administration and with doses up to 4-fold the therapeutic dose.
Volume of distribution is around 10 L. In vitro studies demonstrate that 93% of Defitelio is bound to
plasma proteins.
Elimination

After administration of the therapeutic dose (6.25 mg/kg) to healthy subjects, an average of 9.48% of
the total dose administered is excreted in urine as unchanged defibrotide in 24 hours, with the majority
excreted during the first collection interval of 0-4 hours (approximately 98%).

Metabolism

Defitelio does not inhibit or induce CYP450s.

Special Populations

Renal Impairment

Six patients with an estimated glomerular filtration rate <30 mL/min/1.73m” (calculated using the
Modification of Diet in Renal Disease equation) and not currently on dialysis were compared to 6
healthy subjects with similar baseline demographics. Defitelio 6.25 mg/kg was administered
intravenously over 2 hours to subjects every 6 hours. Compared to healthy controls, subjects with
renal impairment demonstrated 1.6 —and 1.4-fold increases in AUC and C,,y, respectively and a half-
life of about twice that of healthy subjects.

The amount of defibrotide excreted in urine over 24hrs was about 5% of the total dose administered in
those with renal impairment versus about 12% in healthy subjects.

Almost all renal excretion occurs within the first 4 hours. Accumulation of defibrotide over 4 doses
was not found. Difference in exposure is not considered clinically relevant and so dose adjustment is
not advised for patients with renal impairment (see section 4.2).

In a sub-study it was shown that haemodialysis did not remove defibrotide (see section 4.2)

Hepatic Impairment

No formal pharmacokinetic studies have been performed in hepatic impaired patients. Defitelio has
been used in clinical trials in patients with hepatic impairment without dose adjustment with no major
safety issues identified (see section 4.2).

5.3  Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity or carcinogenicity.

In both species, the main findings were accumulation of vacuolated macrophages in liver of dogs and
in liver, kidneys and lymph nodes of rats. Macrophages are considered the main target organ.

Embryo-foetal development
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In the Segment II reproductive studies in rats and rabbits, defibrotide has shown maternal toxicity by
inducing a high rate of haemorrhagic abortion when infused intravenously over two hours at all dose
levels tested including doses close to the human dose. Due to this maternal toxicity, no conclusion can
be drawn regarding the effects of defibrotide on embryo-foetal development. PAI-2 is known to be
uniquely up-regulated in the placenta.

Juvenile Toxicity

Repeated intravenous administration of defibrotide, at doses below and close to the human therapeutic
dose, to juvenile rats resulted in a delay in the mean age of preputial separation, suggesting a delay in
the onset of male puberty in rats. However, the clinical relevance of these findings is unknown.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium citrate, dihydrate

Hydrochloric acid (for pH adjustment)

Sodium hydroxide (for pH adjustment)

Water for injection

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life

Unopened vials: 3 years

In-use stability after first opening and/or dilution: from a microbiological point of view, after dilution,
the reconstituted medicinal product should be used immediately. However, chemical and physical in-
use stability has been demonstrated for 72 hours at 15-25°C for a concentration range of 4 mg/mL to
20 mg/mL in sodium chloride 9 mg/mL (0.9%) solution for infusion or 5% glucose solution for
infusion at 15-25°C for 72 hours.

If not used immediately, in-use storage times and conditions prior to use are the responsibility of the
user and would not normally be expected to exceed 24 hours at 2-8°C..

6.4 Special precautions for storage

This medicinal product does not need any special storage condition.

Do not freeze.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

2.5 mL vials (Ph. Eur. Type I clear glass), closed with a stopper (butyl rubber) and seal (aluminium).
Pack size of 10 vials.

6.6  Special precautions for disposal and other handling

Defitelio is for single use only.

10
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The concentrate solution for infusion has to be diluted using aseptic technique.

Defitelio should be diluted with sodium chloride 9 mg/mL (0.9%) solution for infusion or 5% glucose
solution for infusion (see section 6.3 for concentration range and stability of the diluted solution) to a
suitable concentration to permit 2 hours infusion time (see section 4.2).

Preparation of Defitelio (use aseptic technique):

1.

2.

The number of vials to be diluted should be determined based on the individual patient's weight
(see section 4.2).

Before dilution, each vial should be inspected for particles. If particles are observed and/or the
liquid in the vial is not clear, the vial must not be used.

The total volume of infusion should be determined based on the individual patient's weight. The
final concentration of Defitelio should be in the concentration range of 4 mg/mL — 20 mg/mL
(see section 6.3).

A volume of the sodium chloride 9 mg/mL (0.9%) solution for infusion or glucose 5% solution
for infusion from the infusion bag should be withdrawn and discarded, equal to the total volume
of Defitelio solution to be added.

The required volume from the Defitelio vials should be withdrawn and combined.

The combined volumes of Defitelio should be added to the sodium chloride 9 mg/mL (0.9%)
solution for infusion or glucose 5% solution for infusion.

The solution for infusion should be mixed gently.

Prior to use the solution should be visually inspected for particulate matter. Only clear solutions
without visible particles should be used. Depending on the type and amount of diluent the
colour of the diluted solution may vary from colourless to light yellow. It is recommended that
the diluted Defitelio solution be administered to patients using an infusion set equipped with a
0.2 pm in-line filter.

After the infusion is complete, the intravenous line should be flushed with sodium chloride

9 mg/mL (0.9%) solution for infusion or glucose 5% solution for infusion.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.

MARKETING AUTHORISATION HOLDER

Gentium S.r.1.

Piazza XX Settembre 2,
Villa Guardia,

22079 Italy

Phone: +39 031 5373200
Fax: +39 031 5373241
info@gentium.it

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/13/878/001
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 18 October 2013
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10. DATE OF REVISION OF THE TEXT

26 May 2016

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
DEFITELIO safely and effectively. See full prescribing information for
DEFITELIO.

DEFITELIO (defibrotide sodium) injection, for intravenous use
Initial U.S. Approval: 2016

INDICATIONS AND USAGE ----mmmmmmmmmmmmemeee
DEFITELIO is indicated for the treatment of adult and pediatric patients with
hepatic veno-occlusive disease (VOD), also known as sinusoidal obstruction
syndrome (SOS), with renal or pulmonary dysfunction following
hematopoietic stem-cell transplantation (HSCT). (1)

-—-rmmsee-——-DOSAGE AND ADMINISTRATION---------me e

o Administer DEFITELIO 6.25 mg/kg every 6 hours given as a 2-hour
intravenous infusion. (2.1)

e Treat for a minimum of 21 days. If after 21 days signs and symptoms of
VOD have not resolved, continue treatment until resolution. (2 1)

-=mmmmmmmnemee=---DOSAGE FORMS AND STRENGTHS--------==nnomeemme -
Injection: 200 mg/2.5 mL (80 mg/mL) in a single-patient-use vial. (3)

CONTRAINDICATIONS

e Concomitant administration with systemic anticoagulant or fibrinolytic
therapy. (4)

e Known hypersensitivity to DEFITELIO or to any of its excipients. (4)
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—mmmmmmmmmm === WARNINGS AND PRECAUTIONS-------mm e

e Hemorrhage: Monitor patients for bleeding. Withhold or discontinue
DEFITELIO if significant bleeding occurs. (2.3, 5.1)

e Hypersensitivity Reactions: If severe or life threatening allergic reaction
occurs, discontinue DEFITELIO, treat according to standard of care, and
monitor until signs and symptoms resolve. (2.3, 5.2)

ADVERSE REACTIONS
The most common adverse reactions (incidence 2210% and independent of
causality) with DEFITELIO treatment were hypotension, diarrhea, vomiting,
nausea and epistaxis. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
Jazz Pharmaceuticals, Inc. at 1-800-520-5568 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch.

DRUG INTERACTIONS
e DEFITELIO may enhance the activity of antithrombotic/fibrinolytic drugs.
(7

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 03/2016
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

DEFITELIO is indicated for the treatment of adult and pediatric patients with hepatic veno-occlusive disease
(VOD), also known as sinusoidal obstruction syndrome (SOS), with renal or pulmonary dysfunction following
hematopoietic stem-cell transplantation (HSCT).

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage of DEFITELIO for adult and pediatric patients is 6.25 mg/kg every 6 hours given as a 2-
hour intravenous infusion. The dose should be based on patient’s baseline body weight, defined as the patient’s
weight prior to the preparative regimen for HSCT.

Administer DEFITELIO for a minimum of 21 days. If after 21 days signs and symptoms of hepatic VOD have not
resolved, continue DEFITELIO until resolution of VOD or up to a maximum of 60 days.
2.2 Administration Instructions

e DEFITELIO must be diluted prior to infusion /see Dosage and Administration (2.4)].

e  Prior to administration of DEFITELIO, confirm that the patient is not experiencing clinically significant
bleeding and is hemodynamically stable on no more than one vasopressor [see Warnings and Precautions

(5.1)].
e  Administer DEFITELIO by constant intravenous infusion over a 2-hour period.

e Administer the diluted DEFITELIO solution using an infusion set equipped with a 0.2 micron in-line filter.
Flush the intravenous administration line (peripheral or central) with 5% Dextrose Injection, USP or 0.9%
Sodium Chloride Injection, USP immediately before and after administration.

e Do not co-administer DEFITELIO and other intravenous drugs concurrently within the same intravenous
line.

2.3 Treatment Modification

Treatment modification, including temporary or permanent discontinuation of DEFITELIO, should follow the
recommendations in Table 1.

Page 2 of 11
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Table 1: Treatment Modifications for Toxicity or Invasive Procedures

Event Recommended Action

Hypersensitivity Reaction

Severe or life-threatening 1. Discontinue DEFITELIO permanently; do not resume
(anaphylaxis) treatment.

Bleeding

Persistent, severe or potentially life- 1. Withhold DEFITELIO.

threatening 2. Treat the cause of bleeding and give supportive care as

clinically indicated.

3. Consider resuming treatment (at the same dose and
infusion volume) when bleeding has stopped and the
patient is hemodynamically stable.

Recurrent significant bleeding 1. Discontinue DEFITELIO permanently; do not resume

treatment.

Invasive Procedures

1. There is no known reversal agent for the profibrinolytic
effects of DEFITELIO. Discontinue DEFITELIO
infusion at least 2 hours prior to an invasive procedure.

2. Resume DEFITELIO treatment after the procedure, as
soon as any procedure-related risk of bleeding is resolved.

24 Preparation Instructions

Dilute DEFITELIO in 5% Dextrose Injection, USP or 0.9% Sodium Chloride Injection, USP to a concentration of
4 mg/mL to 20 mg/mL. Administer the diluted solution over 2 hours.

Vials contain no antimicrobial preservatives and are intended for a single-patient-use only. Partially used vials
should be discarded. Use the diluted DEFITELIO solution within 4 hours if stored at room temperature or within
24 hours if stored under refrigeration. Up to four doses of DEFITELIO solution may be prepared at one time, if
refrigerated.

Preparation Instructions:

e  Determine the dose (mg) and number of vials of DEFITELIO based on the individual patient’s baseline
weight (weight prior to the preparative regimen for HSCT).

e Calculate the volume of DEFITELIO needed, withdraw this amount from the vial(s) and add it to the
infusion bag containing 0.9% Sodium Chloride Injection or 5% Dextrose Injection for each dose to make a
final concentration of 4 mg/mL to 20 mg/mL.

e  Gently mix the solution for infusion.

e  Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. Only clear solutions without visible particles
should be used. Depending on the type and amount of diluent, the color of the diluted solution may vary
from colorless to light yellow.

3 DOSAGE FORMS AND STRENGTHS

Injection: 200 mg/2.5 mL (80 mg/mL) of defibrotide sodium as a clear, light yellow to brown solution in a single-
patient-use glass vial.

Page 3 of 11
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4 CONTRAINDICATIONS
The use of DEFITELIO is contraindicated in the following conditions:

e  Concomitant administration with systemic anticoagulant or fibrinolytic therapy /see Warnings and
Precautions (5.1)]

e  Known hypersensitivity to DEFITELIO or to any of its excipients /see Warnings and Precautions (5.2)]

5 WARNINGS AND PRECAUTIONS

5.1 Hemorrhage

DEFITELIO increased the activity of fibrinolytic enzymes in vitro, and it may increase the risk of bleeding in
patients with VOD after hematopoietic stem-cell transplantation (HSCT). Do not initiate DEFITELIO in patients
with active bleeding. Monitor patients for signs of bleeding. If patients on DEFITELIO develop bleeding,
discontinue DEFITELIO, treat the underlying cause, and provide supportive care until the bleeding has stopped /see
Dosage and Administration (2.3)].

Concomitant use of DEFITELIO and a systemic anticoagulant or fibrinolytic therapy (not including use for routine
maintenance or reopening of central venous lines) may increase the risk of bleeding. Discontinue anticoagulants and
fibrinolytic agents prior to DEFITELIO treatment, and consider delaying the start of DEFITELIO administration
until the effects of the anticoagulant have abated [see Contraindications (4)].

5.2 Hypersensitivity Reactions

Hypersensitivity reactions have occurred in less than 2% of patients treated with DEFITELIO. These reactions
include rash, urticaria and angioedema. One case of an anaphylactic reaction was reported in a patient who had
previously received DEFITELIO. Monitor patients for hypersensitivity reactions, especially if there is a history of
previous exposure. If a severe hypersensitivity reaction occurs, discontinue DEFITELIO, treat according to the
standard of care, and monitor until symptoms resolve /see Dosage and Administration (2.3)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the labeling:
e  Hemorrhage [see Warnings and Precautions (5.1)]

e  Hypersensitivity Reactions /see Warnings and Precautions (5.2)]
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates
observed in practice.

The safety of DEFITELIO was determined in 176 adult and pediatric patients with hepatic VOD with pulmonary
and/or renal dysfunction following HSCT who were treated with DEFITELIO 6.25 mg/kg every 6 hours [see
Clinical Studies (14)]. Patients were excluded from these trials if at time of study entry they had significant acute
bleeding, active grades B-D graft-versus-host disease, or a requirement for multiple vasopressors to provide blood
pressure support. For the purposes of adverse event recording in the clinical trials, events were not required to be
reported if they were related to the hepatic VOD, or if they were expected to occur after hematopoietic stem-cell
transplantation (HSCT), unless they were serious or Grade 4-5.

The median age of the safety population was 25 years (range, 1 month to 72 years), and 63% were >17 years of age.
A total of 60% of patients were male, 78% were white, 89% had undergone allogeneic HSCT, and the underlying
diagnosis was acute leukemia for 43%. At study entry, 13% were dialysis dependent and 18% were ventilator
dependent. DEFITELIO was administered for a median of 21 days (range: 1 to 83 days).
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Information about adverse reactions resulting in permanent discontinuation of DEFITELIO was available for 102
patients, and 35 (34 %) of these patients had an adverse reaction with permanent discontinuation. Adverse reactions
leading to permanent discontinuation included pulmonary alveolar hemorrhage in 5 (5%) patients; pulmonary
hemorrhage, hypotension, catheter site hemorrhage, and multi-organ failure, each in 3 (3%) patients; and cerebral
hemorrhage and sepsis, each in 2 (2%) patients.

Information about adverse reactions of any grade was available for all 176 patients. The most common adverse
reactions (incidence >10% and independent of causality) were hypotension, diarrhea, vomiting, nausea, and
epistaxis. The most common serious adverse reactions (incidence >5% and independent of causality) were
hypotension (11%) and pulmonary alveolar hemorrhage (7%). Hemorrhage events of any type and any grade were
reported for 104 (59%) of the patients, and the events were grade 4-5 in 35 (20%).

Table 2 presents adverse reactions independent of causality >10% any grade or Grade 4/5 >2% reported in patients
treated with DEFITELIO.

Table 2: Adverse Reactions® >10% or Grade 4-5 Adverse Reactions >2%

DEFITELIO
(n=176)

Adverse Reaction® Any grade Grade 4-5"
Hypotension 65 (37%) 12 (7%)
Diarrhea 43 (24%) 0
Vomiting 31 (18%) 0
Nausea 28 (16%) 0
Epistaxis 24 (14%) 0
Pulmonary alveolar hemorrhage 15 (9%) 12 (7%)
Gastrointestinal hemorrhage 15 (9%) 5 (3%)
Sepsis 12 (7%) 9 (5%)
Graft versus host disease 11 (6%) 7 (4%)
Lung infiltration 10 (6%) 5 (3%)
Pneumonia 9 (5%) 5 (3%)
Pulmonary hemorrhage 7 (4%) 4 (2%)
Infection 6 (3%) 4 (2%)
Hemorrhage intracranial 5 (3%) 4 (2%)
Hyperuricemia 4 (2%) 4 (2%)
Cerebral hemorrhage® 3 (2%) 3 (2%)

* Excludes events considered to be due to the underlying disease: multi-organ failure, veno-occlusive
disease, respiratory failure, renal failure, and hypoxia

® Adverse reactions considered life-threatening or fatal

¢ Cerebral hemorrhage has been included in the table due to clinical relevance

7 DRUG INTERACTIONS
Antithrombotic Agents

DEFITELIO may enhance the pharmacodynamic activity of antithrombotic/fibrinolytic drugs such as heparin or
alteplase. Concomitant use of DEFITELIO with antithrombotic or fibrinolytic drugs is contraindicated because of an
increased risk of hemorrhage /see Contraindications (4)].
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8 USE IN SPECIFIC POPULATIONS

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 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/m’ 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 sodium-
treated 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.

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” basis for a child. The relevance of this finding for the onset of male puberty in humans is unknown.
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8.5 Geriatric Use

Clinical studies of DEFITELIO did not include sufficient numbers of subjects aged 65 and over to determine
whether they respond differently from younger subjects. Other reported clinical experience has not identified
differences in responses between the elderly and younger patients.

10 OVERDOSAGE

There are no known cases of overdose with DEFITELIO. There is no known antidote for DEFITELIO, and
DEFITELIO is not dialyzable. If an overdose occurs, institute general supportive measures.

11 DESCRIPTION

Defibrotide sodium is an oligonucleotide mixture with profibrinolytic properties. The chemical name of defibrotide
sodium is polydeoxyribonucleotide, sodium salt. Defibrotide sodium is a polydisperse mixture of predominantly
single-stranded (ss) polydeoxyribonucleotide sodium salts derived from porcine intestinal tissue having a mean
weighted molecular weight of 13-20 kDa, and a potency of 27-39 and 28-38 biological units per mg as determined
by two separate assays measuring the release of a product formed by contact between defibrotide sodium, plasmin
and a plasmin substrate. The primary structure of defibrotide sodium is shown below.

n = from about 2 to 50

NH; o NH; o
7 6 4 6 4 4
. /N Sy . /N M 5 Ayt HaC. e
= J, I _L A ke e
NH’ NH NH;
4« N a N 2 NH o NH o
L 3 9 3 1 1

Adenine Guanine Cytosine Thymine

DEFITELIO (defibrotide sodium) injection is a clear, light yellow to brown, sterile, preservative-free solution in a
single-patient-use vial for intravenous use. Each milliliter of the injection contains 80 mg of defibrotide sodium and
10 mg of Sodium Citrate, USP, in Water for Injection, USP. Hydrochloric Acid, NF, and/or Sodium Hydroxide, NF,
may have been used to adjust pH to 6.8-7.8.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of defibrotide sodium has not been fully elucidated. In vitro, defibrotide sodium enhances
the enzymatic activity of plasmin to hydrolyze fibrin clots. Studies evaluating the pharmacological effects of
defibrotide sodium on endothelial cells (ECs) were conducted primarily in the human microvascular endothelial cell
line. In vitro, defibrotide sodium increased tissue plasminogen activator (t-PA) and thrombomodulin expression, and
decreased von Willebrand factor (vWF) and plasminogen activator inhibitor-1 (PAI-1) expression, thereby reducing
EC activation and increasing EC-mediated fibrinolysis. Defibrotide sodium protected ECs from damage caused by
chemotherapy, tumor necrosis factor-o (TNF-a)), serum starvation, and perfusion.
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12.2 Pharmacodynamics
Cardiac Electrophysiology

At a dose 2.4 times the maximum recommended dose, DEFITELIO does not prolong the QTc interval to any
clinically relevant extent.

PAI-1 Inhibition

Plasma concentrations of PAI-1 were assessed on an exploratory basis as a potential pharmacodynamic marker for
efficacy in Study 2. PAI-1 is an inhibitor of t-PA and therefore of fibrinolysis. Mean PAI-1 levels on Days 7 and 14
were lower than those at baseline in patients with complete response (CR) and in those who were alive at Day+100,
but this trend did not reach statistical significance. There were no statistically significant differences in mean PAI-1
levels by treatment or outcome.

12.3 Pharmacokinetics

Absorption

After intravenous administration, peak plasma concentrations of defibrotide sodium occur approximately at the end
of each infusion.

Distribution

Defibrotide sodium is highly bound to human plasma proteins (average 93%) and has a volume of distribution of 8.1
to 9.1 L.

Elimination

Metabolism followed by urinary excretion is likely the main route of elimination. The estimated total clearance was
3.4 to 6.1 L/h. The elimination half-life of defibrotide sodium is less than 2 hours. Similar plasma concentration
profiles were observed in VOD patients after initial and multiple-dose administration of 6.25 mg/kg every 6 hours
for 5 days. Therefore, no accumulation is expected following multiple-dose administration.

Metabolism

Though the precise pathway of defibrotide sodium degradation in plasma in vivo is largely unknown, it has been
suggested that nucleases, nucleotidases, nucleosidases, deaminases, and phosphorylases metabolize polynucleotides
progressively to oligonucleotides, nucleotides, nucleosides, and then to the free 2'-deoxyribose sugar, purine and
pyrimidine bases.

The biotransformation of defibrotide sodium was investigated in vitro by incubation with human hepatocytes from
donors of different ages and showed that defibrotide sodium does not undergo appreciable metabolism by human
hepatocyte cells.

Excretion

After administration of 6.25 mg/kg to 15 mg/kg doses of DEFITELIO as 2-hour infusions, approximately 5-15% of
the total dose was excreted in urine as defibrotide sodium, with the majority excreted during the first 4 hours.

Specific Populations

Age: Pediatric Population

Insufficient PK data were collected in pediatric patients to draw conclusions.

Renal Impairment

The safety, tolerability, and pharmacokinetics of 6.25 mg/kg as 2-hour intravenous infusions of DEFITELIO were
evaluated in patients with Hemodialysis-dependent End Stage Renal Disease (ESRD) during hemodialysis and on
days off dialysis, and in patients with severe renal disease or ESRD not requiring dialysis. Defibrotide sodium was
not removed by hemodialysis, which had no notable effect on plasma clearance of defibrotide sodium. Terminal
half-lives were consistently less than 2 hours, and there was no accumulation of defibrotide sodium following
repeated dosing. Defibrotide sodium exposure (AUC) in patients with severe renal impairment or ESRD was 50% to
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60% higher than that observed in matched healthy subjects. Peak concentration (C ) Was 35% to 37% higher
following single- and multiple-dose administration of defibrotide sodium.

Drug Interactions

Pharmacokinetic drug-drug interactions are unlikely at therapeutic dose. Data from in vitro studies using human
biomaterial demonstrate that defibrotide sodium does not induce (CYP1A2, CYP2B6, CYP3A4, UGT1A1) or
inhibit (CYP1A2, CYP2B6, CYP3A4, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, UGT1A1, UGT2B7) the major
drug metabolizing enzymes and is not a substrate or inhibitor of the major drug uptake transporters (OAT1, OAT3,
OCT1, OCT2, OATP1B1, OATP1B3) or efflux transporters (P-gp and BCRP).

There is some evidence (animal studies, ex vivo human plasma, and healthy volunteers) that defibrotide sodium may
enhance the pharmacodynamic activity of heparin and alteplase /see Drug Interactions (7)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No carcinogenicity studies have been conducted with intravenous administration of defibrotide sodium.

Defibrotide sodium was not mutagenic in vitro in a bacterial reverse mutation assay (Ames assay). Defibrotide
sodium was not clastogenic in an in vitro chromosomal aberrations assay in Chinese hamster ovary cells or an in
vivo micronucleus assay conducted in bone marrow from rats administered defibrotide sodium by intravenous
infusion.

Studies of fertility were not conducted with defibrotide sodium administered by the intravenous route. In repeat dose
general toxicology studies, when defibrotide sodium was administered intravenously to rats and dogs for up to 13
weeks, there were no effects on male or female reproductive organs.

13.2 Animal Toxicology and/or Pharmacology

In the 13-week toxicity studies in rats and dogs, intravenous administration of defibrotide sodium transiently
prolonged activated partial thromboplastin time (APTT) at 1200 and 4800 mg/kg/day administered as a continuous
infusion in rats and at 300 and 1600 mg/kg/day administered in 2-hour infusions 4 times daily in dogs. Prothrombin
time (PT) was also transiently increased at 4800 mg/kg/day in rats. These findings were observed at doses at least 6
times higher on a mg/m” basis than the clinical dose of 25 mg/kg/day. The effects on APTT and PT may be due to
direct effects on coagulation based on the dose-dependent response observed.

14 CLINICAL STUDIES

The efficacy of DEFITELIO was investigated in three studies: two prospective clinical trials (Study 1 and Study 2),
and an expanded access study (Study 3).

Study 1 enrolled 102 adult and pediatric patients in the DEFITELIO treatment group with a diagnosis of VOD
according to the following criteria (bilirubin of at least 2 mg/dL and at least two of the following findings:
hepatomegaly, ascites, and weight gain greater than 5% by Day+21 post-HSCT) with an associated diagnosis of
multi-organ dysfunction (pulmonary, renal, or both) by Day+28 post-HSCT. DEFITELIO was administered to the
treatment group at a dose of 6.25 mg/kg infused every 6 hours for a minimum of 21 days and continued until patient
was discharged from the hospital. Patients enrolled in the DEFITELIO treatment group were not permitted to
receive concomitant medications such as heparin, warfarin, or alteplase because of an increased risk of bleeding.

Study 2 included adult and pediatric patients with a diagnosis of hepatic VOD and multi-organ dysfunction
following HSCT, with 75 patients treated with DEFITELIO at a dose of 6.25 mg/kg infused every 6 hours. The
planned minimum duration of treatment was 14 days. The treatment could be continued until signs of hepatic VOD
resolved.

Study 3 is an expanded access program for DEFITELIO for the treatment of adult and pediatric patients with hepatic
VOD. The efficacy of defibrotide was evaluated in 351 patients who had received a HSCT and developed hepatic
VOD with renal or pulmonary dysfunction. All patients received DEFITELIO at a dose of 6.25 mg/kg infused every
6 hours.
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Baseline demographic information and details for patients treated in these studies are provided below in Table 3.

Table 3: Baseline Demographics of Patients Treated with DEFITELIO at 6.25

mg/kg Every 6 Hours
Data Source Study 1 Study 2 Study 3
Design Prospective Prospective Expanded

Access Study

Number of patients 102 75 351
Median age (years) 21 years 32 years 15 years
(range) (<1,72) (<1, 61) (<1, 69)
Age, n (%)
<17 years 44 (43%) 22 (29%) 189 (54%)
> 17 years 58 (57%) 53 (71%) 162 (46%)
Race, n (%)
White 77 (75%) 61 (81%) 237 (68%)
Black/African American 6 (6%) 6 (8%) 21 (6%)
Asian 4 (4%) 2 (3%) 15 (4%)
Other 15 (15%) 6 (8%) 78 (22%)
Gender, n (%)
Male 64 (63%) 41 (55%) 184 (52%)
Female 38 (37%) 34 (45%) 167 (48% )
Median number of days
on treatment (days) 21.5 days 19.5 days 21.0 days®
(range) (1,58) (3,83) (1,93)
Type of graft, n (%)
Allograft 90 (88%) 67 (89%) 317 (90%)
Autograft 12 (12%) 8 (11%) 34 (10%)
Ventilator or Dialysis 34 (33%) 8 (11%) 149 (42%)

Dependent at Study
Entry, n (%)

* Duration of treatment from first dose to last dose is presented because days

without treatment were not captured for the expanded access study.

The efficacy of DEFITELIO was based on survival at Day + 100 after HSCT. In Study 1, the survival rate was 38%
(95% CI: 29%, 48%) at 100 days after transplantation. In Study 2 the survival rate was 44% (95% CI: 33%, 55%) at
100 days after transplantation. In Study 3, the Day + 100 survival was 45% (95% CI: 40%, 51%).

Reference ID: 3910037
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Based on published reports and analyses of patient level data for individuals with hepatic VOD with renal or
pulmonary dysfunction who received supportive care or interventions other than DEFITELIO, the expected
Day +100 survival rates are 21% to 31%.

16 HOW SUPPLIED/STORAGE AND HANDLING

DEFITELIO (defibrotide sodium) injection is supplied in a single-patient-use, clear glass vial as a clear, light yellow
to brown, sterile, preservative-free solution for intravenous infusion. Each vial (NDC 68727-800-01) contains
200 mg/2.5 mL (at a concentration of 80 mg/mL) of defibrotide sodium.

Each carton of DEFITELIO (defibrotide sodium) injection (NDC 68727-800-02) contains 10 vials.

Store DEFITELIO (defibrotide sodium) injection at 20°C-25°C (68°F-77°F); excursions permitted between 15° C to
30°C (59°F to 86°F) (see USP controlled room temperature).

17 PATIENT COUNSELING INFORMATION

e Hemorrhage: Advise patients and caregivers that DEFITELIO may increase the risk of bleeding
(hemorrhage). Instruct patients to immediately report any signs or symptoms suggestive of hemorrhage
(unusual bleeding, easy bruising, blood in urine or stool, headache, confusion, slurred speech, or altered
vision) [see Warnings and Precautions (5.1)].

e Hypersensitivity Reactions: Ask patients if they have been treated with defibrotide sodium previously.
Instruct patients on the risk of allergic reactions, including anaphylaxis. Describe the symptoms of allergic
reactions, including anaphylaxis, and instruct the patient to seek medical attention immediately if they
experience such symptoms [see Warnings and Precautions (5.2)].

This product’s label may have been updated. For full prescribing information, please visit labels fda.gov.
Distributed by:

Jazz Pharmaceuticals, Inc.
Palo Alto, CA 94304

DEFITELIO" is a registered trademark of Jazz Pharmaceuticals plc or its subsidiaries.
© 2016 Jazz Pharmaceuticals
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(FEBE=Z10%) (X, KME, FHL laH:, BLEROEHN ChoTz, BHEHEOERERAF
TR (BBE=5%) 1T, KIIE (11%) KOWRaHii (7%) CThotz, g (FEEL
O L— R&ED2RV) 12104 6] (59%) THREII, 2055356 (20%) 7 L—K4
~5TH o,

AH L ORI FEBERAE DT, HEEER=Z10% EOoSFERG, KOBHEEZ2%D 7 L —
RN 4~5 ODFEFEZER2ITRT,
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e e n AFIES5 (17645)
AEER +HEHR 5 L— K45
EQiINES 65 (37%) 12 (7%)
T 43 (24%) 0
Mg - 31 (18%) 0
CTN 28 (16%) 0
S . 24 (14%) 0
Jili el HE o, 15 (9%) 12 (7%)
THALAE H i 15 (9%) 5 (3%)
B I E 12 (7%) 9 (5%)
FENE Pt 18 295 11 (6%) 7 (4%)
Jiti = 10 (6%) 5 (3%)
Jili ¢ 9 (5%) 5 (3%)
ity £ 1. 7 (4%) 4 (2%)
Sk Y 6 (3%) 4 (2%)
SHEEN i 5 (3%) 4 (2%)
83 DR IR I 4 (2%) 4 (2%)
Jibd £ 1 3 (2%) 3 (2%)
a: EEERBICERT 5 B2 DL ES (ZIMBFE, BIREAEMERR, MRAE, BREE)

KPRSEAE) (PR

b EME BT XIIBRR B EESR
c: BIRMICERN S D708

7 EWMEEER
g2

KENZ, ~RY T NT T T —BEOHLRRA BRSO RS PRSI & R T 5 3
TR D %, HIILY 27 SRS %723 AFNTHUIARA IR & OO R

S (4) DHSH,

Ths
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8 HHLTEE~DEE
8.1 HEiR
YR DEH

TR~ DA B AR TTRE /e 7 — Z 1372\, (KEEREIC LSV - b FHEE &
L% 0 B CAH & BB TE R OREIR ¥ 420 1B 595 & RS & A AEIR VR O Wb 18
ROOLNTZZ LD, IERIZITRED Y A7 PNoH Z L5+ 52 L,

WIS EFE RN 2 ERARERIERE R OMEDOH ) A7 HEBTIAHTH S, X
EOREM TIE, BRI S NATIRICBI 2 BRI REXRIBE NREOYE 7 U A
7 HEEREIE, 20T 2~4% K TN 15~20%Th %,

T=%
BYr—4

7w R RO X2 AW - R BB 21T o 7208, WO HEIZE W T REW
DIETR, FRER L OB ERILR N E Do 1212 DR AREETH - 7o, HIRT » Maxh L, &
¥z H#r (GD) 6 H~15 HIZ Defibrotide sodium % 0, 240, 1200 } Of 4800 mg/kg/ H O & T
24 R FRIRIN R G-, SUIE 60, 120 K& TF 240 mg/kg/ B O & T 2 FEIZ 7= 5 RN
5 (1 B 418) &% L7z, ERY ¥ FI121E, GD6 H~18 HIZ Defibrotide sodium % 0, 30,
60 & O 120 mg/kg/ H O H & C 2 KO 7= 2FFIRNE S (1 B 4[8]) %5 L7,

R T X2 O 2R ORERIC W T, SRETEME O B2 5 3 BEIC Defibrotide sodium %
80 mg/kg/ H O & T 2 RfiiC 7= 28Ik 5-4 1 B 48], 5 AMFEM L7z, 80 mgkg/H D
REIIAFEREREL 720 O E (ngm?) THEEKHE L ZERE CHDL, 77—
11X GD6 H~10 H, 727 /L—7F2(ZGDI10 H~14 H, ¥ 77/ —7 3L GD14 H~18 H
|Z Defibrotide sodium % #5- L 7=, Defibrotide sodium #¢5-H£(Z 33T F{HIMEFS PR O3 Bl =R 1E
hn. BRI OATERE R ORI B3R Hiviz,

8.2 1ZILWE

)R DEL

AHFIOE MRFEALTA~OBIT, WALT ORI KT 2 88 UTRILPEEIC KT 5 B -
WTIHAHTH D, WILT OIS HIL AR & O EEARRBIVERNE Z 2 /TREM N H 5 72, &K
FE G- R ORFAITHE SN W EBFICHET 52 &,

84 IMNE~ADEE

INREBFE TR 2 A 022 M O BWEITHESL S 41TV %, HSCT # OB U MisERER
D AKX OVNE VOD B3 25 & UTo . A5 3 B 7 Fulgsef FRGERER K OV i e vl
BRCHRONITET A K D ARFOMEANZFF SN TWD, 21 b ORKREER TI3/NE
B 66 BINVEER S L. T ONFUIHSIE (1 » el b 2 5k 28 22 61, /R (2 32
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b 12 A 2330 B EHAME (12 5EL L 17 SR A 14 Th o7, Zhb ORRR
BICIR T D AR O R EMEE, NBE & RABE TE LT\ [AEA (6) & OV
HiE (14) DHEZ,

PEZF LR

21 B 7 v b & AW sh#Ed BRI T, Defibrotide sodium % 40, 150 X% 320
mg/kg/H T 4 WEEIRNAR — 7 285 LT, T X CTOMHERE TR BET 2 EEF s DIELE
DR B AL, HEOHERADBIEDN RS S A7z, 40 mg/kg/ H O EE, AREAE (mg/m?) #
BLUI/NROBKHEDOR 04 5T 5, AFTALL v FEMEICI T 2R & OEEIZ SV
TIHEAHTH 5,

8.5 EHE~ANDES

AFN D REIRFABRIZ 1T 65 ik LA EOHBRE B +-53 TIXle o leiesd, HFEE & DR MED
ZEZ OV TUIfERR TE TV RV, Z O STV D ERRRER ISV T | mlind & EF
F L DREZPEDFEIT O W THER TE TV,

10 BEERS
AR il B G LTI S STV R0, AFNZkH 2 BER OfiFFEAlIL 72 < | BT
L BBRELTERY, BERE LG A IMEEN R HERIEZ G T 5 Z &,

1M1 R

Defibrotide sodium (X, #EREMMEEFEN A ET 24D IX 7 LAF NEGMTH S,
Defibrotide sodium D{bZ4 1%, [polydeoxyribonucleotide, sodium salt] T %, Defibrotide
sodium |%, 7 Z G DR L7 —AEH (ss) R TAXF T UVARX T LAF RFRY 74
e Tk e T 2L 0BREMTH Y | 5813 13~20kDa T 2, Defibrotide sodium,
T T AIVKROT T AL IED D OB ES D 2 O T v A 5T I mg
H720 O 27~39 J O 28~38 WA HNL TH - 72, Defibrotide sodium 0 — A&
ZLUTICRT,
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n = from about 2 to 50

NHz H;

°- <1/LJ <"' ,Ln, Ei ”;‘

NH‘ N.H

Adenine Guanine Cy‘tosme Thymine

ATESTFH (Defibrotide sodium) (%, I Tk A~BEL 2 L, HEE)OBIE A ERINO
H—BFIZOLHNDFAIRNEGRER Ch D, RESH 1 mL 24720 . EHHK (USP)
WA fi# L 7= Defibrotide sodium 80 mg X N7 = it v U 7 & (USP) 10mg #&H 7 5, pH
TR (6.8~7.8) D7, HilfE (NF) ROVIIKERLT R U DA (NF) 2MEH S5 ED
H D,

12 BRIRZEHRE
121 1ERA%RF

Defibrotide sodium OYERBEFIXTERITITAA TV, Invitro IZ3 T, Defibrotide
sodium (X7 ¢ 7'V VLA NIKGFES 577 A X OFEFRIEEZ 0T 5, WM (ECs)
\Z%xt9 % Defibrotide sodium D3I R AT 2 BT, & MEUNILE N EGRIaRR 2 v
7o P RAER 2 S5k L 7=, In vitro \Z33U T, Defibrotide sodium (F4Hf# 77 A X 7 — 7 15
ERF (tPA) KON b e o ARE Y 2 U ORI, L, 7+ > 7 4 VT T 2 RIAF (VWF)
BT T A2 ) =4 ARMACIHIA -1 (PAI-1) O3EBURD 2 A LT, WIS MEAL & 5
D NI A I U 72 e R AR A B8 X 72, Defibrotide sodium (%, {EZFIEA], FEES
BT o (TNF-o) . MIEHUERR OFETRIC L0 5] & 2 S D50 D N AR 2 R L
72
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12.2 EHZE
g B EEF

RHESEHED 24 FOHEIZBW T, AFNTFERMICERZROH D QT MMRIER 2755
L72uy,

PAI-1 [BZ1EH

Study 2 IZBWT, AMMEDEERHE ) PR~ — 1 — & U TIIEF PAL-1 JRE 2 HRERHIIC
Al L7z, PAI-1 13X t-PA ORAEFEHITH 0 SEREMIEN 2 AT 5, ER%M (CR) 2D
72 B3 L Day 100 (2417 L TV = BFIZBW T, Day 7 & U8 Day 14 @ PAI-1 J2EE O
R T A NIEARTERD o 723, HEEHA B 2RO 72 o 1o, 1R ST ERIF R O fghT
2B VTS PALL JREOFEHEICHE PRI A B ZEITRO bign o,

12.3 EYEHGE
AR
Defibrotide sodium IXFARIN & 5-#& T B AT MAgEf RIS BE LT,

il
Defibrotide sodium (% & MIHEH 7 FEEENE L (B 93%) . OMAFEIL 8.1~9.1 L
TbhbD,

P-FS

Rz I 7=1%., EIZRPHEIIZ X VIEET 5 &B %2 5105, Defibrotide sodium D& 27 Y
7T v AE (HEE) 13 3.4~6.1Lihr, U 2 FERIRTE CTH 5, 6.25 mg/kg & 6 BEFEIC
5 BREIRIER - L 7= VOD BEIZRB W T, Plal b4 & KA H 54 T % IRl L 72 i )
BTu 77 ANBROLNTZ 0D, RIEREICE DFEBEETRNEEZDND,

3
In vivo (2R 5 4% H @ Defibrotide sodium D IEMEZCHHREIIARHATH D08, X7 LT
—B, X7 VLA TFH—E, XTVAH =B, TTIFT—EBEOFARY 7—BIZLD, K
VX7 LAF RIZAY IXT LAF R, X7 VAT R, X7 LAV R, BRIt 2-
TAXLIVR=2E, TV RO Y IVUHEANERMESND I ENTBRINTND,
%ﬁﬁﬁ#@F%~@%ﬁﬁbtt%ﬁ%%t&%:Dﬁmmmmmm%4y%1&~
N U CARNZEAZ it LTe In vitro FBRIZI5\) T, Defibrotide sodium 13 & N FHlfaIC
H O EZ T RN ED RS,
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Bt
AHKl 6.25~15 mgkg % 2 BT TEARNE G- L7-FRE, BBEG-E O 5~15%01RH1IZ
Defibrotide sodium & U CHEE S 41, R 138 5% 4 R LANIZHRIE S 7=,

o7/ kee Joil
Fin - NEREE

NREFINZB T 2 EDBRET — Z OUEIT 3 TRV, w2052 &3 TER
Uy,

BiaelEE

AFH 6.25 mg/kg D 2 KelIZ 72 2 FEIRNIR G- O Z At AR OFEMEIREIZEI L T,
MR B & IEET B2 1T 2 RSN AT ORI RE (ESRD) B, K ONEN 4%
L LR WHEERRE XX ESRD MFIZIBWTHHIN L7z, Defibrotide sodium (I iKiEHT T
brZk S 47, F 72 Defibrotide sodium D fAE 7 U 7 7 o AZFER R BT O bivie -T2,
FEARAB RN T —EH LT 2 FERm CThH v . KEHK 512 L % Defibrotide sodium 0D #FEILR
D B AVIR o T, B B AE R E ST ESRD (#2351 % Defibrotide sodium O #E & (AUC)
[T, BN & T 50%~60%E 03> 72, F 72, Defibrotide sodium ¢ Hi[a] & O AE #2514 D

I MAEFIRE (Coar) 13 35%~37%m 02> 72,

EYHEE EFH

1R R B W TS BIRERY 22 S A AAE VK 2 2 wIRetE IRV, & AR B A
N7z Invitro 35827 & , Defibrotide sodium I 3= %72 354 (il 6 & 753 (CYP1A2, CYP2B6,
CYP3A4, UGTIA1) XIEFZE (CYP1A2, CYP2B6. CYP3A4, CYP2C8, CYP2C9, CYP2CI9,
CYP2D6, UGT1A1, UGT2B7) ¥ 7| £ 7= FERFEWEUAS T o AR — % — (OAT1, OAT3,
OCT1. OCT2, OATPIBI, OATPIB3) Xkt b T > AR—%— (P-gp KT* BCRP) DAk
EOUSERTRWZ EREnTz,

Defibrotide sodium 723 ~/XU > Kk ONT VT 7T —B DI I ZA00TE M 2 8583 2 n[RetE N &
% (s, B NEE - exvivo 3R K OMET NI 25888) L 4 1EH (7)
DIFZHE ],

13 JEERIREME
131 MARME. ZERYE. ZREES

Defibrotide sodium % § RN 592 53 AUJRPERRER I X FEHE S 41 TUVRYY,

M 22 AN TR IR 22 R 28 BB (Ames #UBR) (235U T\ Defibrotide sodium (328 B 51 2
IRIIpMoTle, FxA =— AL AZ =PRI 2 FI - e R BE EER . ST Defibrotide
sodium ZHARNE G L7 7 > ME#EZ W72/ MEBRIZI W T, Defibrotide sodium (344t
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REFEFRMEL RS0 T0,

Defibrotide sodium % FRINEE 53 2 S REERBRILFE L S LTV, F v RO XIT
Defibrotide sodium % fc % 13 MM FAIRN R G- 2 KAE G- MR Tld, KE& O A SR
WX T D BITRO Lo T,

13.2 BMICHITHEER P/ ITEE

T v b RO X & R 13 I E G- 73 MERBRIZ 3B T Defibrotide sodium O FfRN
F5- (7 > MZIX 1200 & OF 4800 mg/kg/ A Z Bt IR 4 G- A X 1213 300 M OF 1600 mg/kg/
A% 2 REE2NT T 1 A 4 BIFEIRNES) &30 L7z, TEME(EERSY b u R T T 2T R
(APTT) 28 —i@PEICIER L, 7 v b ® 4800 mg/kg/ B X 5HETIE 7 v b v B B (PT)
H—IEICIER Lz, 2o O llE, BKRHETH S 25 mghkg/H LV & 6 5L E@vA
B (mgm?#5) CTHE SNz, APTT MO PT 1S9 5880, FABERGFMICEBR SN
BEE A~ OEEAERICERN LTS LB 5N,

14 BERIRFER

2OoD7a AT T 4 7B (Study 1 LT Study 2) S OF Expanded Access 75 (Study 3)
D 3 AERIZIBNTARFN O ZhEZ B Lz,

Study 1 Tid, ARFFGHEE U TRHRAK OV 102 FI &Sz, VOD 2k

(Te Ve AflE=Z2 mg/dL) (ZhHIZC, THFBER) THEZK) THSCT % 21 H £ TIZ 5% %8 2
DIREIEIN O 3FTRDO 5B 2 SLL RIZEEY) ([2MA T, HSCT % 28 H £ TIZElEas A4

(fifi, &, XIIZOME) 28 L TWHEEEZNGE Lz, A 6.25mgkg % 6 Bffif] = & 12
Beh L, Dl &b 21 A, BENBRT L E TR AN L, i) 27 N@mE bR
ENRHDLZ LN, <NV TINT 7 U TT 7T —BEON IO HITAR
HEECITRFAE S otz

Study 2 T, HSCT #&IZHT VOD M Ol N0 Wr 2521 7o sl K OVINREBFE 75 45l
DGR ST, A 6.25 mgkg % 6 FEH Z LG Uiz, BGMIRIT D &b 14 BHREZ T
E L. JIT VOD O HET 5 F TRkt 2 vlRe & L7z,

Study 3 1%, AKX OVIE VOD {E#IZH 1T HAH D Expanded Access Program T 5,
HSCT Jf T (2B Ui RE R 22 £ 5 Bf VOD 2 384E L7= 351 Bl &2 x5t g & L CARBIO A%
PEA R U7z, AK] 6.25 mgkg % 6 BEH 2 L 1cf& 5 LTz,

b 3 RBICBIT D AFIRGRFICEL T, R—2A T A LV OBREYERKOFEMELLT
DF 3 ITRT,
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# 3 KAl 6.25 mgkg & 6 WifE] Z L TG LT BEDOR—R T A VIO BHFHY R

Hrigfs, n (%)

R Study 1 Study 2 Study 3
AT A TaARYT 4T | TRAXIT 47 | Expanded Accessit
BEE 102 75 351
AF i il 215% 320% 157%
(S PH) (<1,72) (<1, 61) (<1, 69)
Fhn, n (%)

<175% 44 (43%) 22 (29%) 189 (54%)

= 175% 58 (57%) 53 (71%) 162 (46%)
AfE, n (%)

HA 77 (75%) 61 (81%) 237 (68%)
BANTZVHRT AU HAN 6 (6%) 6 (8%) 21 (6%)
7T N 4 (4%) 2 (3%) 15 (4%)
Z DAh, 15 (15%) 6 (8%) 78 (22%)
PR n (%)

Hk 64 (63%) 41 (55%) 184 (52%)
Eoges 38 (37%) 34 (45%) 167 (48% )
$e b B e gl 21.5H# 19.5H 21.0 A 2
(%ipA) (1,58) (3, 83) (1,93)
BALOFEE, n (%)

[ FeEL A At 90 (88%) 67 (89%) 317 (90%)

EEZEL 12 (12%) 8 (11%) 34 (10%)
RBRGEEIFO N LIRS LE | ) 55, 8 (11%) 149 (42%)

a : Expanded Access iR ClI G- 21T O R o T A RETE R oTclod, HIEHR 506 kit b

ETORLGHEEZR LI,

HSCT % 100 HFESOAELFIZIE SO TARBIOF M Z G L=, Bf% 100 B A7,
Study 1 Tid 38% (95% CI : 29%., 48%). Study2 Tl 44% (95% CI : 33%. 55%). Study 3
TIE 45% (95% CI : 40%., 51%) T -7,

INFFW S, S OKRPERE 1 AT AR AN LIS O I ATERE % 52 T 72 ST RE AR 2 2 14 5 T
VOD O BFEIEROMBHT D, Bt 100 B AFFEIT 21%~31% L HEE S D,
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16 A EFERUEY HKL

AKIEHHA] (Defibrotide sodium) (TH—BFEOHIZHWNWDL Z L & L, BHT 7 A8 A 71
(B 72 R A HAB T D BEE D> DB E A AN O FRAIRN £ 5 OFIR & L Tia S b,
%34 7 (NDC 68727-800-01) (%, Defibrotide sodium % 200 mg/2.5mL (80 mg/mL) &74A
T 5,

AREHA (Defibrotide sodium) (% 14 10 /314 7/LA Y TH 5 (NDC 68727-800-02)

AEHHI (Defibrotide sodium) 1% 20°C~25°C (68°F~77°F) THR7FT 5 I &, FFA&HIX
15°C~30°C (59°F~86°F) T& 5 (USP EiiFHHDHESR),

17 BERITER

- L AFNC KD MY R E@ED L RREMERH D L EBRE RO HER IS T 52
Lo Lo RTREMEDS & 285 SUTFER (B i, &H I TEoT 0, MR 3
i, 9. BAEL. REARRIEEE. SR OZL) O LG EITEBICHET 5 &
VBTG RT D L [EBHE - EE (5.1) DESH,

- JBEUE : Defibrotide sodium OF GHEICHOWCTREFICHNDLZ L, TFH 747X —%ET
T VAKX =G DERMEICOWTHEREICIRET 2L, 7TFH 740 7% —%28T
TV —OROEREZHRA L, 26 OIERZFBOHEITITE LIZERMOZ
BEez 5L H)BEICEE T2 & [ R (52) 2],

AT SCEIT T S AL D FTREMEDN B Do N SCER LT OV T, labels.fda.gov O & = 74
A FEZRT LI L,

BdAm T

Jazz Pharmaceuticals, Inc.

Palo Alto, CA 94304

DEFITELIO®{% Jazz Pharmaceuticals £t X (3% D -2 4E DB ERPGIE CThH 5,
© 2016 Jazz Pharmaceuticals
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NS-73 1.7 BAERMG—E Page 1

1.7 RIERZM—RER
NS-73 (77 7 A 7 U A #E 200 mg) ORYRE « DAL, THFEGRPAZEIE MRt (BT LFARPAZEIE) |
T b, BUE, EWNTIIERPAEEGRE ) 285 & 95 EEMIFE LRV,



NS-73 1.8 HIAXE (F) Page 1

L8 AT S R (Z2) oottt ettt ettt ettt eeean 2
1.8.1  ZWEEXUIZNER () KONZ DRRIEARIML ..o 2
1.8.1.1 BNBE TR (22) KRUONRE UFZNERITBIE T AV (82 e, 2
1.8.1.2 NBESUTAE (22) KRUONRE UFZ IR A EE () ORTEHRIL............ 2
1.82  JHEKOHE () WOUTE DFEITERRIL oot 4
1.8.2.1 FEROHE () WOICHELOHRICEET 2EE () e, 4
1.8.2.2 MiEROHE () YOICHELOHARICEET EE (R) ORTEHRIL........ 5

1.83  ZFOMOEACE () STHNBE KL OE DOFRTEFRIML oo, 6



NS-73 1.8 HAXE (F) Page 2

1.8 RIXE ()
NS-73 OIRAICE () ZHlR 1 IR,

1.8.1 MRENTHE () RUZDHRERN
1.8.1.1 MREXITHE () RUMBERIEIHRICEHEY HFE (F)

MREXTHMR (B
AFERPAREIREE (A O RS ARBAZRIE)

MEERITHRICEET HFF ()
AFNZ, BIESTEIENMT 282006 5 IHEIRAZEEGIEOIRRICHEMN 5 Z &,

1.8.1.2 MEEXIEHR (F) RUMBERIIHRICEET HEE (F) ORTERN

HEET DU R () ROWREX I RICEET 2R (B) X, ENERAS BT
2 B WiPTRIR D BUR B OB DS B2 B & 2 3% E LTz, BINRBAIC OV L, ZhvE < MiF
JEIRPASEIEMERE) & TP DERIRFAZEE ) O 8D 5 OMM LD TE 7203, HIEOI AT
D AROAZEIIMAETIZ RN &5, ITFETIE TIPEFRAEEER ONFBEAAVLNS L)
2o T, 207, SREXITZNE () Tk, #INEEL & IPEFPAZEEGRERE S L, FFHd
FARPAZEE I XFEINE X TR LT,

¥, LTI TRERILTIE, I OEIRZEE (VOD) & FWWCaldld %,

(1) VOD & L1=1R#n

RRCK DRI SO C I, WGE 1338 i i (HSCT) % O £l A~ 4 (MOF) % £ 5 FiE VOD
THhY, BHIE VOD IZREL TWA2, EANTIEU NI ATEBN G, EHEET28Zh0H 5 A
FHEDTZVOD il & T & LBz 7,

1) HA K54 UIZH1T5 VOD BEE

PEE MK 2/ E MR - B2 (BCSH/BSBMT) HA K7 A > Tlik, VOD &Iz AZAl
B S T B, BONE RS (EBMT) /N> K7y 7 T, sHEFRIEZ e S &
Tt BEIEBNZARKZBH9 5 2 L BSHER STV 243, VOD O FE I E 5 IECRE - AT
BIOWERIEILRE STV, Eio, KEO/NREMEIRREE & OUIEE OMF 783 (PALISD f
ONZ/NRTE MR - BB = > Y —> 7 & (PBMTC) HA K7 A U AEXETIE, HIE VOD
O HRIEITORED H D FEE VOD ICITAANC X 2 BWIEHR 2 Bl4h L, B9 VOD (I3 # AT i
WO LNTHE AR 5 26T 5 L tiish T s,

A A A 22 D SOSITA-TMA T A K74 Tk, BRI CHEISFRREN TR L0 D
3. VOD FERIZZURIC L) LB R EOHIINZ G890 5 BFES MOF Z £ 5 VOD BHEITIL,
il NOIBFI AE T RE LTSN TN D,

ZDOXINT, HA RTA i, EIELISLO VOD IZ HIEENANLELRBENEGEEN TS Z
EPRENT VD,
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2) ERIZHT5VOD EEEZHOERERY VOD F4

T, EBMT £V VOD OEE B E K ENTEB S T2 08, Bl TIEENIZEB W T, VOD
LTI |2 ESE ) iﬁﬁkiéﬂfwﬁw VOD 3T EE A < | FEIERFIZ MOF % - T
W WERF T, RRBIE I 2RI MOF B HETT LAECIZORB D2 ENd D, £DT-H, 22
@EEE%EK&Ebﬂfﬁ%ﬁl%%M?égk%§wo

EWNIZHT D VOD OFRIE & TROMAE (LU, EWNFHHE) (285 L. FffEHSCT % EHjE VOD
@ HSCT # 100 HAFHRIL 15% ThH 0 | S OEIE VOD O TEFHAE BELCHE 80%) & [FERIC T
BHMRD TENZ ERHRE SN TS, 51T, ZEHC MOF b7 VOD Th-oTh,
HSCT % 100 HAEFRIT 4% L HEIN TR . BELL EoBENEIE(L L, FEICE D ATREMEN
IRENTND,

3) ERERABRDAIE

WEANES T FERAER  (2005-01) (23T, HSCT # HJE VOD IZ81F % HSCT % 100 H A7
xﬂﬁym%(wmn%)\tz%)wwn/bn~w(mwﬁnum(mnm>T&@\Hcﬁ
& Hg U CARAIRE COAFROFERYGEDN R 7z (P=0.0109, KochE) . E7=, £ OO
SRR & ONENES T AREER  (FMU-DF-002) (235 T, HSCT # HJiE VOD (Z351F 2 AHI# 5
> HSCT 1% 100 H AL 38.5%~49.5%% 7k L, 2005-01 REROAGE X FF S e, ZatEic
DUNTIE, 2005-01 #BR THEFROFBRICHM TREREBWITRD ST, MoRERIZK T
LIABEDZENET 1 7 7 A ADRE T,

—7J7. MOF Z {72 VOD (GEESE VOD) 128\ TIE, SRR A2 3R E L= R R ER 2 920 T
X TEHT, FMU-DF-002 5 & QMBS T AHRER (2006-05) O 7 7 L — TN IZ I TiRa
L7z, FEHESE VOD £ D HSCT 1% 100 H AE(FERIE, FMU-DF-002 2 T 66.7%. 2006-05 7k T
64.1% & FRER [ CRIFRE Tdh - 7=, FMU-DF-002 SREROFEFIL, ENFAIZIS T 5 IEHEGE VOD A
F O HSCT # 100 HAA73% 44% (Baltimore JE#ED . Th UL 28%) % ERl->7=2 L e, AHl%
Be b Lo i3 RT3 S S A ATRRMED /R STz, FEESE VOD BB ORZ2MIZ VT, Wi
NORERIZFB T H HEIE VOD B L0 8 AEFLORIRITE» - T,

VL EZEE 2 AFIOEEXITRIE, BIE VOD IZRERT, EiEfbT2kZnDdH 5 VOD
HEDZVOD ETHZENEETHD LB R,

(2) EFEFEEZRRUMSHRES# VOD 28 H-1RHL

VOD D% < I HSCT MiAT# D EDHE S L TRIET 523, 4 /Y AT A T~ AT TAHY
AT H IS H~A T OFRGERES, BT VRF U TIF ) ~A 2D 7 EOLFFRER &
OV TGRSR X 2188 % © (F 7= 38 T, HSCT Hif772 L VOD FJENH L S 41T
%o

Z A5 D VOD DIESER BRI IRIT HSCT % VOD & KE 2B WNIRNEEZ B TR,
1M PR ARk U CIREERNAER T 2 ARAIN A NHER 35 2 L B3 WIfF & %,
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KED (4 )Y X~ TH I~ A v o FHGIZEE LT VOD R°FDOMOFEELO T - 2k -
BT D204 K7 A ) Tk, VOD ORI L U TARAIDAME T s TR Y . AANI T
WIS K OV IR VOD 8 7= VOD BEIZB W THHMEE ST 5,

BERRBRD 9 B 2006-05 RBR M N >3y v g F— ha— 2Bk (DF-CUP) T, xI5HE#H
D 12%M O N %M U R RS 4 2 F8E L72 VOD BE CTh o7, 2006-05 iRERDH~7 7
JL—TIRITIZIBN T, ALZERIE S IR ST VOD BB [CAH & & 5 U 7= BR AL 2 e iR iR
FHBRLATZ 100 H £ COHEEAEFHIL 77.8% TH Y . HSCT %0 VOD BERED A7 58.9% L 0 &
W EARENTL, o, BRI OW TR, fBHFRER O VOD 3 T HSCT % VOD 3%
L VEFEFEGRBEENEE D Z L3 RhoT,

LLEX D | HSCT % VOD & [AlERICAb 2L K OHUR BRI VOD JBF X L CTH . AANE
BIROTRRL L 201D L& 27,

(3) HRIGLVEHID VOD BEERR ET SR

HSCT il I4AEHHITRIT 722 < L FRRRBRICEB W TH, 0% D 77 ik £ TIRIAVVE#RD VOD
FEMBELEINTNDZ LD, RROEENRMEL 72 5 BEIIE, /DA ORRA OBE LW O
VOD BENEEND Z ENEEIND,

2005-01 FBRIZF1T 5 HSCT #% 100 HAEFHRIX, /I VOD #3E T HC B 35.7%I2%F LAKIRE
50.0%. R A VOD 3 T HC #f 16.7%IZx LAAIRE 29.3% & . /N A DN T DS 7 7 —7F
IZBWTH, AFIFETHC BEL Y bmWEFREZ R L, £72, /N VOD BHEDH 03N VOD
BELID S 100 BAEFFENE <. FMU-DF-002 55k % 5 O 7o O BR IR IZ 35 ) T b [AER D #E 53
MRBD Bz, BEMICONW TR, WTNORBRICBWTH/NLBEE TRABRF LY bELICE
STEAEREGREERAEFROREBLN S E D2MINTERO bRnoT,

LLEZ D ARENTANR S S Ol FislE O VOD BE OiaiRZ HIIZ T 5D T, 4k
IR () ITHEERICOWTOREIIARE L Lz, 7272 L, RHARE RO ARICK LT
GRS IRMSCE (R) 9.7 H Ol HICET pEEmE 2T 2L & L,

1.8.2 RZERUVAE () EVIZZEDHRERNL
1.8.2.1 RZERVAE () $VICAERVAZECEEYT 5IE ()

RZERUAZE ()
WE, T 7470 F RKF MY AL LTI 625 mgkg & 1 H 4], 2 BT THIRNERS-
T 5,

RZERUVAECEET 5FE ()

1. ARANE, JFH] 6 FEf Z Lo —EOBE CHIARNE G35 2 &,

2. AFOFEIF, 21 B EEZBZE LT, IWEIRPAZEIEGERE O 85 &k QYRR A E1E 35 £
THERET 203, IFHETR PHZIE R E O K& OVERIE N AFIFE G2 L B 27 5B LT
MO I G A EEI BT 5 2 &, [17.1.1, 17.1.2 ]
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1.8.2.2 RZERVAEZE () TVICAZRVAZICEET 538 () OFRERNL
HEET 5 HEROHE () WOICHEROHREICEET 2EE () 3. NCKOB iEL
ZEL L, IR TIRIUIE SO TRIE LT,

- KAlZEZ VOD BEICHEE LW ORI E IZHB VT, AK 10~60 mgkg/H % 1 H 4 [
ST 1B Y 2 KT T 14 B UL EFRIRINE G- L 72K, 20~40 mg/kg/ H TR 2N R
DBDONTBENL -T2 D, ZOREROHEEZSREIZ L,

- SEPEIREMEATIC LV . AHFIE 2 KRN CHLEIERIRNE G- L7z & Z D Cra X OV AUC (134
R EARAYERTRD DTz, L 2 R & <, SREEREO ool &
D, ARANE 6 RffE] Z &1 2 REM 2T THARNE G2 2 & & LTz,

-« KA 25 KON 40mg/kg/H D 2 HEZ RWTENE L 72 H &% ERER (99-118 3UER) (2B T,
CR KU HSCT % 100 HAEFRTHERERETIRBO bnh oo, ZEMETIEIAESF
LAEBI IR CRTRE CTh o703, BIER . BB RIVER KON M BEE 5 D FEHL 3
25 mg/kg BEL D b 40 mg/kg BED TR OTINNTE N -T2, T OFERN O AFIOHELE &%
25mg/kg/H (6.25mg/kg 2 1 H 4[a]) & L7,

© ARH%E 10~80 mg/kg/ H ¢ 5- L 7= DF-CUP #RERIZIBW T, HERIO HSCT # 100 H AT
25 mg/kg B, 40 mg/kg FE K O 60/80 mg/kg B CRIFEEE TH V. 10 mg/kg BETITMORE L I
L CIRD o 7o, F7o, ZEMEICE L THFFRGRERIL, 25 mgkg #F. 40 mg/kg FEL
60/80 mg/kg HECRIFRE Th o722 &b, ARAIOHELEH E 2 25 mg/kg/H & L7z,

- FBEHIMOBREFITOT . VOD OfE K OERDPHE T 2 E CREZGT 22 & & Lz,
14 BLL LG ZHELE L7z 99-118 3R Tid, &GHIMOFIEIZ 195 A, 21 BLL R
B2 HESE L 72 2005-01 5k, FMU-DF-002 5%, 2006-05 35k 0O % G- HI[# o> 1 e fillid 21~31
AThY ., FFEEDOBFEIL VOD REIET L ET, 21 AU LRG Ak L2 &b,
HZz & L CHRIK 21 BREIOR G 2HRT 52 L & L,

< KK ERFERE - HETEE L7z 2005-01 5REBRIZI\WT, AFIRED HSCT % 100 H AR
DHCHELY b AEICHE LTz, ZOXRFBEDOAEFZIT, FMU-DF-002 #5k, 99-118 55k,
2006-05 FRERIZ B W CTRBEOFERNGE SN2 L2 L0 RFOFMEN RSNz, £
7o BARMIZE W TS, HC BE & i U CRIE L 70 2 A HEFELRBULRD T, AEMEN
fERd iz,

- KHIZ HREERE - R TS L2 FMU-DF-002 :RBRICIBV T, HSCT % 100 B AEFRNE
ANZERE LI IRV R OB EA 2 -2 L6, BAAN HSCT % VOD B IZEBI1T 2 A%
DIEFEN RN TR STz, £z, BERMEICHOW T, 2005-01 REBEOZEMET 07 7 AL ED
MR 22 TR D BT, AR HEGR I,

< RENEHFERE - HETHRS L 2005-01 RERICEWTC, NRISHT DA A O MET K
NEH#FERLS | BEMECBWTH/NETHEELRBRD G X 2HMITRO b ol
s, NNRICKT D HEREOLEI T RN EE 2T,

© 2006-05 5 & U FMU-DF-002 iRER 2T, VOD &I ST b ARG 2 Bth4 5
FTOHEMNEN ST HSCT # 100 AATFERR NPT Ehh, Bk, AlReZelR v iE
RN R T O ENEET LV EE XL,
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1.8.3 ZOHDRMANE () iTBABRVZDRTEREM
= 1831 Z&E () RUETEIER
WE (%) X EFRHL
1. &
1.1 EEREMERICEVBGMARBEEDZ N | AR EZHEGT HIEMICIE, BErEES ISV -5
%é@(\ﬁﬂ@k%ﬁ;%%ﬁt+ﬁ%mf%6 xE%@%m%%%®ﬁ£: L%ﬁ@ﬁ%%@t

ERERICHE LT, EmEFEaEE. SmREEE
BORE. PALFEECE L THa s - 5
EHOEMDG & TAREDZREABEY &S h
BERIZH LTITI &,

1.2 FflokEICLY, EFGHM (tf, BEER
i, fdi, fiaHmE) AERT SETIHLH
5. BEOREZ+HICHEL. EELHMARSH
DB EICE., KFloKkSEEHET LS L,
[9.1.1. 11.1.2 58]

DIZ, T MR AE GRtEMEE OTRIE, A
=23/ 37 b5y LT+’\f£5€Duﬁ’<°fx?ﬁ7§>M%T% 5z
EMBERE LT,

E AR ERBR IS BT B, SEZEN I, il
m\%@mm%@ﬁ%@ IWERADBREO LN TND I &
AN $%®%“ WCHE L, EE @mmﬁA
b7 $ﬂ@&5%¢¢#5 LAY T
E Lﬁo

*=*
IS It

#* 1.8.3-2

() RUERERR

™MIscE (R

AEARAL

2. B2 CROBHIZFIBEELAZWNI &)
21$ﬂ®m%;ﬁtﬁﬂrwﬁﬁﬁwkéﬁﬁ

2.2 i LT 2 85 O, i, i, &5 H
i, whif, BEEEOIMRE) [HimzBRdoEkch
W%, ]

2.3 MieiEfEAl (vaxt—8, 772 -4
UTEMEAERF (-PA) A (T AT 7T —8 (BB
TR Z), BT 7 T—F (GERiaTHELZ))) &
gEHROBEE [10.1 ]

HESMEAR R R CIREUENRD L TRBY, 7z,
RBBICT T 74 7% —Ya vy 7 RRESHL T
é EMD, ﬁﬂ@ﬁ“’ﬂLLwﬁ®%EFh&é
. ARFIE AT L0 WEOE & BT S WREE B D
f: E&“ﬁé L7,
AANTEERE - BEROKHEN TICHBTHLEEXD
. il L T2 8E Tk, AFIoFEEIC XY Hi s
BETIBZENNHHT-HHRE LT,

i TR AR & OFE B AEIZ B9 5 R R B 1 320 L
TWARWA, <7 AMBRERIETT /LB T, AH
BHICE Y PA OPUMRIERA R LIz 2 & s
INTWD, ARFNTEERE - BUEFROKFER 112 ES
% EEZ B, MAREMR & OOFHIC L 0 mARTAfER
OYEHZ#ER L, il 27 ZKSEE BTN H
B0 E LT,
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& 18.3-3 EEQERMIE (F) RURERNL

ISE ()

A EARAL

8. EELGEAHIE
8.1 AHKIHR5-Aif 24 FEfH] AN T ML A i) (7 = % —
. tPA A ZE LRV &,

8.2 AFIF 57 12 BFERLANIZ A~/ U > 8A] (GR45 M~
PR BIRIOIE - BN CHAD RS L
RNZENREE LU,

8.3 AAIF A% 24 FERILAPIZ AR IRMEAI K O~ R Y
VEIFI ARG LRI EREE LU,

8.4 KEMIM Y 27 Zff 5 SR Tl U RIER Tk
ZMATY 2B LR, ARG 2 — Ry
TS 2 &,

MAEEARH] & OFHAERNCBIS 2 BER B 1T 3/ L <
WIRWA, = T A MARTEARSE T T /LITRWT, AHIE
BTk Y +PA OFUMARIEHREIR L2 2 & 2AEWE S
NTWD, RANTEERE - FEROKFER TICEET D
LEZ B, mARERA E ORI &0 e fEs o
TER AR L MY 27 2 KRS ED BTN H D,
T, MREMAIOEE% 24 FERLNIZZ 4 70
—FUERIEFENTHZ ERRESR TS0, #
WHRA~OIEA RGN &2 B8 L E Lz,

RETEA~ Y B SISy - B~ Y B & DR
HAERNCET 2 BRRRBR T IEM L TS, AANT
R - BRAROSHER I ETH LB B, ~ 3
U B & ofF S R0 ML iR P A A #E5R L
Hif ) 27 2RSS EL2BENDRH D, £lo. ROHE
AR RIS IE Sy F BN ) CREI O S D
THREEHAZE L, 12 FERILIN &R E LT,

MARVEAFEAN Jo Oy B~/ N U 2 A TRy - B~
U RIENE OFEAERICB T 2 BRARERBRIT I LT
PR ARFNIEEE - AER OSSR I ET D &
Zz b, I LD MAREREAI R o)) B o
TEHZ#E L i) 27 ZMREELBEZNM01H D,
AHND tip 13 2 BRI TH B3, AFE G4 Hif
DRO B, WEHEHIELEGEE, Mo s 5 2u0E 5%
WZEY 24 BRI H T D MENRH D EEBEXRE LT,

AFNTEERE « BREESR O FFERE 112 D L BB AL,
REHIMY A7 28 5 SRR SUTR B Tk 2 i
T4 2BETIT, AFRGICE Y HILY 227 KT
LBENDDHDT-OFRE LT,

& 1834 BRENERZATHIEEICHT IR (F) RURERRL (1/2)

M GE ()

BEARL

0. RENEREAT HBEHICHT H IR

9.1 SHHE - BEEBFDHHEE

9.1.1 HIMKE., BMEEDHLEE
BIER B H bbb D BENRH 5, [1.2,11.1.2
Z ]

AFNTEEE - MIBEROSER FICHEBETLIEEZD
. HImFER, B R E O H D BEE T, AAREIC
Lo, mEEAHLMERERNEETIBZARS 512
OBRE LT,
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% 1834 HENDERZEIHIEZICHTLHEIE () RUKRTEIRI (2/2)

ISE (%)

A EARAL

9.1.2 MITEIENTRELESE
B OFRIEFZEH LTV D50 MITEIEN R
TE7R BE Tk, AN O 57l & 2 HE I HIW L, B
BHdsg 2 s o (E, kia%) 2 EEICE
=2Vt HZ L, [11.13 28]

9.2 BHElEE RS

MR FES A B2 b5, [16.6.1 B8]

9.3 FrirelEERE
KA G RIATREREN B L, P AEBE DO HE R
T RERR R 280 & L 7ERI AR E STV 5,

94 XMEREEET HE
RS 2 ATREME D & B Lotk lzid, ARAI G- H Y
AR LT H—EHMIX, E@O R8T AT 9 X
BT L, [9.55R]

9.5 1E4F
B XUTEER LTV 2 RIREMED & 5 etElcix, 1R
W EORFREENERIEE BB D &l S D854
OB EST D2 &, RElZmE TR OERY
PRICEL Lol &, RREBEHRATHE LD
BB TEHERBIEEROBEMMARD 5N T WD,
[9.4 Z[R]

9.6 Rl
TR EOFRHRIER ORFLREBOARMELBE L,
BAOMG UT P I 2 BET 5 2 &,

9.7 NRZF
PERRIZ T DR EEBETH L, T v b
FW=BmERBRIC W T, BRRIEEED 0.54 {51
FH 25 % MR R i C PR BT T R Sy WA IR B SRR oD
BIENATBD LTI Y | HEOMERR DL R
STV D,
BRI AR AR SE R, BRI A AN &
VAN QAYAIAN

EINAMERABRIC N T, BROFEAZSLELETD
BEII S, REMEPHER STV RN 2D
BE LTz, E£7o, M OBRRRIC I THEEE 2K
JERRBDBNTND Z EMBEE LT,

WAMSARRER I BV T, BEEEEE UIRIE 2R
Fre b LT B AR & T Cox D _EH-, AUC
DM, tip DIEENRBO LN TWND I ENLRETEL
72

PRI P G DR b AHI B G- TR D AT
FICR Y ITBREDN LT 2B ENRH D, Fiz, S
BRRBRIC B W TIFAE22BIER E LTRO 6T
WHIZEMPBRIE LT

AETHBEAZ KT 2 RHN DR B % gt U 7= BRIR BRI R
PN AYAIAN

PRI SUTIENR L T WD ATREMED & 2 KM Z R & L
ToA M R OV etk 2 454 &3 % BRR AR 13 920 L
TW2RWA, BB TERI QMR 3 & v 7o 3
BRICRWT, BREIECROEMAE RO BN TR |
WREED V) 227 W DT DRRE LTz,

A m L O AP O 2R & Lo AR O%
B2 FEE & 3 D BRI M L TV R0 AH
DoyFR Z T FEGR B UL 7> B O KA
FD, RADOFHIT~OBATO AR RE TE 2
ToORRIE LT,

WET v bERAWEEERRICB O CRERIETOR
Sy WNRBAZLRE ] OIRIE AR TR D . HEOTERKZR
DOEIENRE SN TWATZDRE Lz, £7o. K4
REREIHERZNR E LA IMER VR EEE
FRIZE &3 B EERRBII I L TR 67, Rt L
ENTVRNORE LT,
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#* 18.3-5 HEEAR () RUKTERML (1/2)
WA (%) R EARIL
10. HEEHA
101 $HRZR (BFALAWLI L)
[ 35714 %] MARYAREA & OFBEARAIZBE T 5 B KRB L= e L <
I Ag s A WRDDS, = 7 AMARTERIEE T MR T, AFKIH#E
vaXxi—+t FIZE D +PA OFUMRIEHANEIR L7 2 &3 HE S
vat—+t NTWD, AENTEEE - SUEROSHER BT 2
t-PA B LEZ B, AR & OPERIC K 0 AR AR o
TNT 7T —E (EEHEIRZ) ERZBRL, HiLY 27 2RSS 6820055
T I F N Te DR E LT,
7 kX
T TTT—F (EEEZ)
VT I H—
[2.3 28]

[BEPRIEIR - #5188 Hik]
HI OfEREDNE KT 282001 H 5,

(H - farR 7]
< U ADMBRERIETT VIZBWNT, 77471
F R U 7 AT 2T +-PA OB R & 1Y
L7,

10.2 BFREE (BFRITEER TSI L)
[FEA14 %]
MR EEE PR AE 2 9 2 354
HROTEA~Y A
AR o SO AN ¥
= XYY F MY U AE
PRI IS R RN
B e v BREH
FEHRNT 2T T— M AZ ALK
VRS
5 Xa K7 EHEHE A
UR—pm PRy T EX PR
FevREF2V Y TA7 7 GEBIETHEBZ)
R RAE NEY (LT r T 1A > C
B EAE N T F e B
[EEPRAERR - H i 7 14]
HIEm AR T 282NN H 50T, MKk
fe (HIMERY, 72 h o B U ReRl. APTT %) 4
DIRA, BEARSER OB 2 HENAT S 2 &, BER
RBD LNTHA TR OZ LG W L RFTT 5 2
E (22U HLEART A > OREFEF X ER O 72
OHUEEERFREZBRL ),
(#F - A1)
M3 ERT 2B ENRH D,

MAEEEE AL AE 2 F 7 2 FEA1% & OF EAEMIZB T
LSRRI N L TRV AANTEERE - $REER
DAFENFICHET L2 EHE 2 b, FRHICE Y Hif Y
27 ZHRISELBENDH DT ORE LT,
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*& 1835 #HEMAER (V) RURERR (2/2)

ISE ()

A EARAL

[FEA14 %]
M/ INREEEEINHIE A 2 A 4 2 FEA
P/ R
TAEY v, /B R UVEERE, 78
YRR S
AT a A FHEAREEESR T A
/=0y a/ A RN 3
[EEPRAELR - $5 & )7 1E]
M3 EKRT 2BENRH D,
[#F - fEAE1]
HiERBE KT rEBENRH D,

i NREESE I 1 &2 A 5 35 & ORI AAERIZ B
ZEERARBRIT I L TR0 AHNTEERE - BRIER
DA FICHET L2 EHE 2 b, FRHICE Y iy
27 ZHRISELBENDH DT-ORE LT,

% 1.8.3-6 EIEMA

() RURFERRL

M E ()

AEARAL

1. Bl¥EA
WOEWERRH bbb Z & Zﬁa‘bé@f“ BlEx
FNTATUV, BE RO S NEHEAIIT. #E5 a2t
T 572 C WY EEITH 2k

1.1 EXAEER

M1 2399 TF7453F— (WTRHHER
B
PIHAEIR & Uik, B,
i, ERRHREND D,

11.1.2 Him
EEA MM (B (1.7%)
). < HEEFHM (0.8%) . AfitHif (5.8%). fii
fam (5.8%). BEHM (4.1%). Wi (1.7%)
) ROVMAE (RERE T infE (BEEERBA) . F i A
(0.8%) %) B LbNdZ NRH D, [1.2,9.1.1
]

11.1.3 EME (5.8%)
[9.12 &)

1.2 ZOOEIER

[ D DORIEH DFITHNGE 1

mark, MEET,

SR I (B

Z ]

BN & 2 b D%, EWEERRE (FMU-DF-002 3X5%)
19 il & QWA R IR 3R BR (2005-01 #BR) 102 il5 Tl
ERELTROONEZbDERH LZ, /-, BN
KRR CRMER & LTRO N2 b DT,
Company Core Data Sheet (CCDS) & UNBSMAAF SUE%E
WCBWTHEEBRE SN TV AETER ZMHEARH & L
TR L7z,

IW%E@K%&%&U@E%TU&T‘E HHENTWDHE
EREWER., XIIREA LSS ERRERE-ES
BENRH DEIEMIZOWT, Jr FIRBLEE R ONE ) 72
WL S AR T2 DITERE LT,

E NG FRER TR b RBIE #FCdi L. CCDS
CBWTHEWMEISN TWAEWERZ4EERHA L L
TREe#E L7,
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*& 1.8.3-7

BEXRS.

BALEDIE () RUKRERL

wMGE (R)

A EARAL

13. BAE®RE

13.1 L&
BRI famdiidian, 72, Bk o THhES
vy, [16.6.1 ]

[ /MR BRBR e VS IR TR Tl R G-I L A
EHLIHE STV, MEFMER R CRIEAR
2B (HERCRERIRIEIE 2 <15 mL/min/1.73m? />-D 1.
WRENT 2T TN D) 6 BIZRBWT, BITICL TR
FIBRES NN ENRENTND I ENHEE
L7

14, MRALDIEE
141 EFFREAFOEE
1411 AFNT. EEOICHZITY Z L,

14.1.2 BFNT, 5% 7 B0 FEESR SOOI AR AR %
HAWT4~20 fFHmMT 52 L,

14.1.3 RAOASAAL TUF 1 EFEWGIY TH 5, EikE
ZOHOBEIZHEH LW &,

14.1.4 AR EFHIR LTI, IR CRFT 2568120
4 LN, WS (2~8°C) THRET D
AT 24 FFRIINIC B G 2 BRGT 5 Z &,

ABNIPUEMER A ZE E 200, 1| BEES (4[]
) EEEDTHRBL, FIET 4 RIS 2~
8°C) T 24 FEMRfFT D FREMNH D, Fiz, &l
MRS, | LIRS ST IR 14 D5 S
KT L7 BEIT, AEIZER T2 RN TRET2
ZEMBETE LR,

AFNIENAERRRBRICISN T 5% 7 R o BERE
ZAEBR AR T 4~20 ISR L2 s e 5 &n T
WD ZEMBR LT,

AHNDEZRI AL TN THDD, 1 EENE) Y AT
HY | PUEERFRZ A LT RWeD, iz
VRS LA HE CRRE LTz,

SmPC Tix MEHIZHEH LRWEA. AT ORE R
& O3z oHEncZhbn 528, JFH 2~
8°C T4 M ZM AN &) SN TWD, £
7o REWE SCE TR TARAIFF RS, =R 4 K
M. 7k 24 FEFLINICEER 5 2 &) LitdishTn
HT b, FRRICERE LT,

¥ A% 5% T R FERSHR XL 0.9% 35 A= 3
BIG T 4 fF 30U 20 FFISAHIR LI miRic oW T,
iR (25+£2°C/60+£5%RH F) T 72 Kl £ COLE%
ERLTWA,

142 ERIZSHOEER
AFNZWSI LT A N THRETHHDE L. 5%
7R BER R ST A B A I LA ol e fth o
EFEE LR — T4 o TRE LW ENRZEE L
U At & EEE AT DA AFI DR G- R
2T A % 5%7 RUBEE T AEER T
77wy adThHIENREE LY,

AFNE, TIHTr, 7rEI RN, IFYIL, Ia
T ) —NVBRET=2F N, = I, NTTwA
o, Rravf v EOREIZEY . SHE EoBE
RO LN TWD, £72, 5% 7 R P i3 A2
AR LA O BIE ORIE 2 DK 2 B 5 S B AT E
PEDREND, ARH) &R EIRE LB OS2 i B
TAHT =NV EPLRE LT,




20XX 4E XX AERR (55 1 hR)
PR BA ZEE M TR
L5 S I R
Bk« SIRIRAT
AhEAR : 3 4F

Defitelio” Injection

) EE-EMECUMLTZICL VNI L

T 4T RF RS U AEE

TI74T ") A E%E 200mg

1
= A

1 EEGEMERICKYBTNERAZELZLELHDID
T. AEDOHFEEE, BEFICHIMISTESERMBRIC
BT, EmHpMEHE. SnRBEEZDARE. NA
ERZEEICEL THA7EME - BRBREBOEMDL LT
AEIDFEHEY &M SN BEFICH L TITS 2 &,

12AFD/REICEY, EEGEN (BEMm, SESAHM,
fim, fEmE) NERET TN HD. BED
KEZ+DICHEL, EELEONARDONTESIC
&, AFIDFEEFFIETEH L, [91.1, 1112 SH]

2EZ (ROBEICIEERELLEVI L)

2.1 RFN O S35 LEUE OREERE O & 2 BF

22 Wi LT\ 28 (M, FHd, ffe, 585,
mhifn, EwEOMRE) [HizBhET38EnN"H 5, ]

2.3 MARAMH (ToXxF—8, k7T 23— U iEik
{BIRT (t-PA) Al (FAT 7T —¥ (Glhlsfz).
BT T T (BEEBRZ))) 25T oBE [10.1
2]

3AHRK - MK
3.1 #ARk

AR5 77 7 A7 V) AFE 200mg

By - e | NARRE | 2.5mL

AT | AR | T 747 0F FF Y oA 200mg

JUH) wWIEl | 7 = U Y AKFI 25mg
pH FAZEA (Mg, Kb N U o L)

3.2 BFIDHIK
il RPEESHR
[E2N Y~ 1B B DVEI 72
pH 6.8~7.8
2B 0.67~1.29

4RERTHHR
FHERBAEERS (FhORIRRIEE)

SHEERITHRICEET 5T
AANE, FESUIFAELT D B0 S IR P TS o
RO T D Z &,

6RARUAE
Wi, 7747 8F NP Y v AL 1L TI1MH6.25mg/ke % 1
H 48], 2 Rl 2> TR 5975

F 77 A5 VY FEVE 200mg DU SCEITH R

AARIZEE RN EES
87391
AABS
BR5ERAA 20XX 45 XX H

1HRAERUVREZICEET 5FE

71 AFNE, FA 6 B 2 & 12— & O E THAIRNE ST 5
Zé&,

12 AFI O HX, 21 HRLL EE B2 E LT, FEIFARAZEE
TBERE DB K OER AN BIE 2 £ Thike 2 23, IR
A JENE (BB D 808 B OVER I N AR K G-I L D U A
7 & Z LR O RIS A EICHET5 2 &, [17.1.1,
17.1.2 2]

SEELEARNIE

8.1 AFIBE 5511 24 WERE LA ZMAR IR (7 1 %) —F
t-PA BIF) ZE5 LienZ &,

8.2 AFKIBEH-RT 12 BERILAPNIZ A~ XY L8| CRO B~/ Y >
BH DUTEDY TR VAN 275 Len 2 ERE
F LW,

8.3 AHIFE G545 24 WA LA L ML ARIRAEA K O~/ o S|
EHRE LN ENEE LU,

8.4 KL U R 7 % 5 SAEHOFAT SUHR BRI FE & i T
T LHREICK LTI, AFIOFEE 22— hrd25 2
L,

IBENEREZETHEEICETLHEE

9.1 &HHE - BMEEEDHDEE

9.1.1 HINFKRA., FENEEDOHIEH
BEWERAMRES HobnbsBENNH D, [1.2, 11.1.2%
]

9.12 MITEIENTRELEE
B DOFEHNZEH LTV A%0MATENEEN R E /R
BT, ABN OB G A& & EEIEW L, BN
A ZAYA v (FE, R ZEEICE=2) 77
HZ &, [11.1.3 B8]

9.2 BEHEEEERE

9221 EEDEREEETEE
MHEEN LR o282nnH 5, [16.6.1 K]

9.3 FrHREEE EE
AFNBe 52 PR RE N AL L AR 255 0 ELES Zn RS AE
EEA I LIEFRRE ST 5,

94 £TEREEH T HAE
TR 5 BIREMED & B MR 1T, AHIF G-t J AR K%
G T, WO AT L ORETH 2
L. [9.5 &)

9.5 1T1%
10 TR L T2 ATREME D & 2 MBI, 1R E o
HIRENEREE RS &l S 2 GAIcosE s
T5HZ L, AR EBERROMIRE Y XI5 L &
& REEERR CRI% L R BB R THE KRB LTERD
RO b TS, [9.4 ]



9.6 £33
1GE EOR MR ORAREOFEELZE L BAD
M L L2 MR 2 2 &,

9.7 /MR
PRI T 2B E BT L2 9T v bW
IR IV T, BERIREE RO 0.54 5T 5%
7 C R BEH G R WRBR 2RI OB IE A TR H 1
THEY ., HEOPERADBIEN RE SN TN D,

F 77 ATV A EE 200mg OV STETHR

AN FRAVEAR - HEE T Tk | bR - GBI T
i)~ A5 Y HE 4 ) AR | HE ot AT 1) 205 448 DR 3 | HH AR S R
Mef9 2384 LRENDDD, |TODEBTIAND

P Al o

TAREY T

ot K7L
g, 77 1
vt Rt

BrAE R IRHAERERIIBRRBRIITHAA R S LT At
AN AT A N
fRENBEE T 2 A
1048 E{EMA vrna 7S
101 BERAEZE BHALAGWI L) 7+ hU DA
JHI4 5 HRAIEAR - HE1E AR | Y - IR T %
ARV fEA HL O fE R e 23 B | ~ 7 A D i fg %
v axf—+t RTDBENNH | BRIETTVICE
M aF—t %, WT, 7747 1EIMER
t—PA HlA] =55 Nl NN WORIWEHRNS bbb dZ ERHDHDT, BEEL+oIC
TNTTT—8 LT H xR TV, BENRDOONHEIIEIRGE2PILT 57 80
GBAs T %) t-PA OHLMARIE Bl AE 21T 5 2 &,
T FNRy AEmmLzy, 1.1 EXGEMEA
7 kX M1123avy, 7+r7453F>— (WTFRHHEARH)
ELTFTT—F PIFER & Ui, =095, R, MR T, B,
GEfnTHEI 2) BHERERS 5,
N 11.1.2 B
[2.3 /] EEARHM (K (1.7%) . SEZEN I BEEARH)

102 BHRGEE (BHRICEET S L)

A5

AR - 5 1k

BEFF - fEBRIA T

. 6% Y& [ BH. 1k 7E
T 2 A
KB ~RY
e
K5y F B~
B
= FH Y
PRI U A
o
UNVZ gy Urh
DRV
[ER A=V
P A1)
ZEeH T
TTF VT —
MA &2V
RS
% Xa K EHHE
A
YoX—nm X
Ny, TEXY
N
fr v ARET 2V
v TAT7 7y (8
TREH 2 )
Tz MR R e NS ME1E
Jur A C
LR IR AN T
(=R |||

HH LB 1 A8 K3
DBENDH DD
T, MiREEERE (H
MmEEHE, 71 ey
U APTT 25)
LD, BRRAER
DB & BN AT
I L, BENRD
LT HEAITIEAR
o e 5 b R
®MTaz L (72
L. FLERIRZ A
DHEFF T B O
7o & O HLEE [E 9 15
#BR<),

HH i A ] 2% #88 Ok
ToOBENRH
2

2/5

< BB (0.8%) | i (5.8%) , fifife Hiaim. (5.8%)
BGHM (4.1%) . Mg (1.7%) %) ROUMfE (@R
M fE (BEEEAR) . FHEmIE (0.8%) %5) Bdbbhbd
ZENBHDH, [1.2, 9.1.1 BHE]

1113 {EmE (5.8%)
[9.1.2 1]

11.2 Z0toalER

1A | 1% JE A
PE LR AL DRA 5 o ML RA,
DFE, DEAE), LB
g, TRERAR, SRR,
DIEIRITEE ., BRRPAZENE
BB, IS
I %R [ | EedL s | INREGIN |48 B M M & N %
F (DIC). APTT JEF -
by = Na= N Sl =13
JEE
¥ P, siEgeim
iR L i Hti. B
Hbg B W | o R HE . DREREE. R
M T | M AL | PR I RER, O
+ PR, RV
JF T FRARPAZEMEIF 28, FAR
A M e ) LE R
NG Y TRV R
E R VU . R
¥ A 1 R | SR RENR, BE | IMRE ., FFPERMAE, Rt
ED JE T b |#%EEMNME, R,
7 a — [HOFEV, KL, VR
~ . BIEBRE, Rk
JiE, Ik
N K OY | iR AR RS Mt
SRR %K, BAE




LA b | 1% HEFEABA

W 25 & H M PRSI, W, {KERSR
(8.3%) . fE, Wk, 8. &K,
M % R e R
2, Mmis

;4] B, | %0, £ | FNERS ., RS,
D FERE 5t | KA, KE, B

YEERE |5

DAt MEHH| B, A | M/ MRBE, KRR
m(5.0%) . | &% | M, SFMETE, s,
BT —F R, ZEBTE, 1,
BB B KR, MR, R
A H i DRAE, FEFEALIS

13LBEEE

131 g

BROBERIRY, £, BTCLk o ThREShA
W, [16.6.1 ]

14ERLEDEE

141 EZRIFRREBFOTE

1410 AANT, \MEMICHAREZITI Z L.

1412 &AL, 5%7 FoHESHE UIABRRERE AW T4
~20 fERRTHZ &,

1413 FF| DA T L BEfENEY TH 5, Bilix: Z Ok
OFEIHERA LN &,

1414 AF|ZFHR L2ilid, FRTRET 256121 4 056
N, BiERHET (2~8C) THRETIHAICIT 24
FRERILANIC 52 BRtE T 5 2 &,

142 ZFRIBEBHOEE

AL, MSLL7=FA4 N TH|RETHALDEL, 5% F
7 FlEE T S AR B R R LA S O i o fth oD AR H
LRI—F A4 v TERE LRV ENREE LW, filfl &g
EATHHEIIE, FROREMBICTA % %7 K
UHEERIE N IARRER T Ty v aTH I ENE
F LW,

16.EMENRE

16.1 MR EE
fEEERR A 5B 44 8 il iz A< 6.25mg/kg & 2 R A>T THE
FERNIES LT L OEMENRE T A —FILLTD &
B ThHoto?,

254

e R (ug/mL)
.9 8,

w
PR

0 T T T T T T T T T T — N
00 05 10 15 20 25 30

By [ (hr)

AF6.25mg/ kg % 2 B 22 THEEIFRIRPRE Lz & 2 oM
EhEENHS (M EEERFEE (N=8))

3/5

T 7747V AFE 200mg OFMA CHETHE
HHBRE T A—F

cmn tmn‘ tl/z AUCO—@
(pg/mL) (hr) (hr) (u ghr/mL)
2.00 (2.00~
20.59 = 4.11 9 0(0) 0.47 = 0.10 | 42.32 = 6.95

EEEEREFEZE (N=8)
a: PRE (B/ME~RKHE)

& MRl B & OB EEREE (SOS) BF 17
Bz AA 6.25mg/kg % 2 ¥R AT TRRlRNIES Lz & &,
¥ 5644 B OPER 5RO EYEIE T A —FZZLT
DEBYTHoT?,

WHENRE T A —F
Crex tmax tiye® AUCp-o”
(ug/mL) (hr) (hr) (u ghr/mL)
26.00 = 7.29 2'022 4(21)'92’\’ 1.12 = 0.65 |66.03 = 15.04

EEEEEEFEE (N=17)
a: PRME (B/ME~BKMHE) ., b:N=15

& MmspffafiE® O SOS B#E 5 FllZAH 6.25mg/ke/[E]
Z 1 B 48], 68 LI 2 BRI T 7 B ESR
PEE Ui b & REREIZ X 5 i o8
bouhRpofe? BEAT—4),

16.3 9%

TREER A B 1 8 Al l- A 6.25mg/ kg % 2 B> THE
FRPIRE L7z & EONMARIT 7.31L Tho72 2,
F747uF KOt MidEF 7 f#EEFIT 91.3%0L 1
ThHo71=? (invitro),

16.4 {4
AFNTEIZTF Y X7 LT —FIT X 3K AR TR
Eh3 9 (invitro),

16.5 HEittt
fREERA B3 FIC PI-F 7 4 7 aF FF Y 74400
mg % 5 4y THEFRNES Lz &, #5 168
RER % O FT RE O R RAEPERII R 5 B O 72%, 3
th RFEHER IR ER O 19%ThH Y . EITRPIzHEM
Ehiz, 2B, RPHSEOKRE S E 24 Rtk &
Tzt s h=? GABEAT—4),
fRBERR A 52 iz AA 6.25mg/kg B U} 15mg/kg % 2 Fff
T CHEIFRPNERE Lz L x| 5 24 Bfig E To
F747unF FORBERDEMEOFEHEITELTH
9.48% &% 1} 13.63% TH-7-¥ HEAT—%),

1686 HENHREZETHEE

16.6.1 B EESTEE
A7 6.25mg/kg % 2 BRI A7) T 6 BRI 2 & 12 4 [BEIFRARAN
BEL-L & EEFEERETERE UIRNBT A28
(6 ) OFEEE KR US4 [E B D Cu i2BEHER A (6
) & HA~TH 35%~3T% EH L, AUC 1349 50%~60%H
MUz, £, EEBHERESE UIKNBTA28F
Dt TR A & T, FIEHREG RS 4 [ER T
BEREFR L3ERP23FER LY GAEAT—%),
MEHENT %252 TV AHERMBAEEE 6 FillcAHF 6.25
mg/kg % 2 B 227 T MBI R QMBI R &
MRAEEE L7z & & migETic k% AUC RUEH 7 Y
T TV ANDOEBIRBD bR o Y UMEAT—
%), [9.2.1, 13.1 BE]

16.6.2 /MR




M EHIIRB A O/NE O SOS B (Ti%) 1 BICAH]
6.25mg/kg % 2 W] 1T THUEIFRAIRNEE G- L7z & & Cou
1% 175 ug/mL, toa X 2.0h1\ tie X 2.8hr, AUC) ol
69.3 u ghr/mL TH o712

) AR OKGE S i Hik - ﬁH;@ I Ew, 774 7vF
KFFhYDAELTIIE6.25mg/kg 2 1 B 48], 2 FFHE
T CTHARNE G T2, Thd,

17 BRER AL A&

171 R URESMHICET 55

17.1.1 ENEE T HEEER

Y a0 SOS B3 (1941 (5 B/ 2 4,

LSRN % fE O EAE SOS BE 13 #)) I AHA

6.25mg/kg/Fl% 1 H 4 [A], 6 K2 L1122 BRI T

MR G- U7-, #BEHIFEIE 21 AL, XiT SOS 23 fiR

T2 ETE SNz, FEFIEERB TH 2 i Aia ks

% 100 H H D47 (95%EHEIXH) X, SOS FBFH T 47.4

(24.4~67.3) % (9/19 f5il) . HAE SOS FBFH T 38.5 (14.1
~62.8) % (5/13 ffil) Tdh o7, £z, ElHfaBHE

% 100 A B £ CoOREfER (95%FHXM) 1%, SOS BF

T26.3 (9.1~51.2) % (5/19 f5) . HEJE SOS #BE T 15.4

(1.9~45.4) % (2/13 %) Thotz, 728, KREBHH

Mo defE @) (X, 2FT31 (3~59) H. HEH|

EBE T3 (21~50) HTH-72", [7.2 8]

EIERIEZ 19 il 10 1) (52. 6%) 'Cnﬁ% B, E7REHE

FUIAGE M 5 B (26.3%) . S, FEEARERE 3 B
(15.8%) . IR 2 ] (10.5%) Th o7,

2 @5 E M AARER

T M RE % O EE SOS 3 (102 i (95 B/NR

14 6) ZRRIZEERE A NY ray ba—L(HC)

D S FRERER % S U 7o, AFIBEIIAH 6.25me/ke/ 0] %

L H 48], 6 R Z &2 2 BERI T CTERIRINEE S L 72,

BRI, 21 BULE, XIXHREMRRETHETL &

iz, FEFHEE R T 53 mskiiaaEts 100 B B o

HEFERIITERD LB Thot-, £-. EiMmuHiamE

#% 100 H B E TOEME (95 1%FHEXM) 1%, AFIRE

T 25.5 (17.0~34.0) % (26/102 ) . HC #£ < 12.5 (1.0

~24.0) % (4/32 ffil) Th o7, k. KABREHMO

o (BEDE) 13T 215 (1~58) H. EffS|EE

HT22 (14~56) HTho=, [7.25M]

F 1) AR ERGET. BEEREOA%E 5 1 72 EIE SOS
BEDI B, ~XY X IfthOPrEFEZK 2 L
TWABEEZHANAIGEE LizZ L &2RE ., AA
B & A UIiR - BRONEYE A7 5 B AT

A HC
(N=102) (N=32)

(% 39 (38.2) 8 (25.0)

28.8-47.7 9.9-40.1
23.0

17.

iy

BAE%100H E7FR n
95.1% fEHHXM (%)
EfFEOxE (B °
95.1% fE8XH (%) ° 5.2-40.8
P fi * 0.0109
a: fHE A 27 TR UERAHT LI RERZE & Koch &% A
W ASHEIX ] & P i

E YERIZ 102 i 46 B (45.1%) (238D AL, FERENE
A e, S, ARfmEAE 7 6 (6.9%) . B
et LR AN 5 B (4.9%) Tholz,

18R
181 YER#F
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F 7 7 AT U AFE 200mg O TRATSCEE#HE
T747aF RF NI U AOERBTIIPETRZOD
DO, G T 23— -3 OMFlZE I LIz TR h—
ZMEER P, T A IR BERIER 1P fHERIA
%ﬁ%ﬁﬁﬂ%ﬂ&@%ﬂﬁkl%% U 72 G [ i@}fﬂﬁ?ﬂ’ﬁ
AW, hrryAREY ) OB EEER P, von
Willebrand factor ®FHIER 9. MEHEE KA >~ & li“
H —OWEHEEHEER V2 X0 BEE - BRIA R O SHEIK

TS L L CMENEMBOREICTF ST D &
#erans v,
18.2 &M KRR R & 1EF
= Mﬁﬁd\m”:lj‘]&n’%ﬂiﬂ@@i%%iﬁvﬁEﬁu?ﬁ%[&%f‘f%ﬁ z
WZEk 04 Litﬁ’*ﬂiﬂ@lfﬁﬂﬂ%}fﬂ?ﬁﬂ L= (in vitro),
7»&7t/ FIHIND b MU ILE N B
DT IR F—T A %Tf[]?ﬁlj L7 (in vitro),

1988 IZBET S ELEMAMR
—e4 77 47 aF K R Y L (Defibrotide Sodium)
(JAN)

KE . 72 EHIEERORY TAXF VAR VAT R
MU oA (4F& : 13,000~20,000)

PR RRIIME A E~BEaOB KR TH D,
AEITAKIZTETOT <, =& 7 —b (99.5) 12D T
BIHZLK K, AF =L, VAFLVALEFY KK
O NN-CAF IV LT 2 RITIE E A ERIT R0,

22.8%
2.5mLX10 /XA T v

23, FEXH

1)  Paul W, et al :Br ] Pharmacol. 1993;110:1565-71.

2) Umemura K, ef al :Clin Pharmacol
2016;5:548-51.

3)  EMERHRBAEE O T ORI ZEE B ISR T DK
WEhie GKREAH : OFFOHOHR., CTD 2.7.6.5)

4) &M AR O L ERIRPHZEIE B 1T 1T D 3K
WEhRe GRERAEH A OFOHOH. CTD 2.7.6.6)

5) IMHEH R FEEICET o E GREBREHA B - OF0
HAOH. CTD 2.7.2.2)

6) RBHCETSME CRFB4EAR  OF£OHOHR, CTD

Drug Dev.

2.7.2.2)

7 REFERAICIT 2EpEE GRRFEAR  OFOHO
H. CTD 2.7.2.2)

8)  REEERLAICIIT 2 IpEhE GKEFEAH  OFOHO

H. CTD 2.7.6.3)
9) Tocchetti P, et al
2016;10:2631-41.

:Drug Des Devel Ther.

10) EWE I AR GKREA R OFFOHOH. CID
2.7.6.5)
11) Richardson P, et al. :Blood. 2016;127:1656-65.

12) ZNETEUFHFERT R b — T RITBIT DIEHER T 23
—B-3 JEIZxTHEH ERFEAR  OFOHOR,
CTD 2.6.2.2.1.3)

7T AL AR T DR GKBREA R - OFOA
OH. CTD 2.6.2.2.2.3)

Falanga A, et al. :Leukemia. 2003;17:1636—42.

Zhou Q, et al :Thromb Haemost. 1994;71:507-10.
Palomo M, et al :Biol
2011;17:497-506.

Cella G, et al. :Clin Appl Thromb Hemost. 2001;7:225-8.
Pescador R, et al. :Vascul Pharmacol. 2013;59:1-10.

13)

14)
15)
16) Blood Marrow Transplant.
17)
18)



19) IMiEALERIC X D MakEEICHT 5B OREBAE B -
O#FOHOH, CTD 2.6.2.2.1.1)

200 INAETEVHRT R b= AT HEH (KRE
AH:OFOHOH, CTD 2.6.2.2.1.2)

U XHFBERERVENEDEE
H AT RS B SR
T601-8550 5UARMHIFA X EHERLEE / JEFI A MT 14
7V =& A%/ 0120-321-372
TEL 075-321-9064
FAX 075-321-9061

26 EHRFTEESE

26.1 &EHRTEIT
A A SRkt
HUARTIRE X 5 HEREVE / RS O RT 14

57 7 A 7 U 7 /Defitelio I Jazz Pharmaceuticals plc D -4t
Td % Gentium S.r.l OBERPAIETH 0 . ARELIIT Jazz
Pharmaceuticals Ireland Limited 736 7 A B A &5 1F CTUVvE
RS
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F 77 ATV A EE 200mg OV STETHR



NS-73

1.9 — MR FRICRAXE Page 1
1.9 — BB IRICREIE
1.9.1 JAN
SRR 30 4E 2 H 22 BAF ERAEERERIE 0222 55 3 5 [ESL O —RLFRIC DWW T 12Xk D,
JAN :

(AA%) 5747 aF K+ MU UL
(#£4) Defibrotide Sodium

W T 74 7aF RPN OAE, THIGHEEROR) T AF IV RX 7 LAF KR
T ATHD (4 13,000~20,000) .

1.9.2 INN

ERE—#4 (INN) (22U Cid, Recommended INN: List21 (WHO Drug Information. 1981;35) @
4 ~N— VUL S 4L, Amendments to previous lists (WHO Drug Information. 1987;1:12) T{EIE S 4L

TwWd,
INN : defibrotide

L5 : Polydeoxyribonulceotides from bovine lung or other mammalian organs with molecular weight
between 15,000 and 30,000



NS-73 110 EX-BIXEZDIEEBEEEHDELYD Page 1

1.10 BEE - BEEZDEREEEEHOELED
(L2 - A, THGRER ORI TAR Y RX 7V AF KT R oL (OFE:
- 13,000~20,0000 (B4& T 747 vF KF LU TL) ROFORH
g
Zhe - 2h FHESER P ZEE et (P A O ER IR ZEE)
: Wi, 77478 F KPR AL LT1H625mgkg 2 1 H 48], 2 K
AL - HE
2 CTEIRN B G- 5
B SE DR E
JFiK : 77 47 aF KR TL
TR % O T N ‘ o
N K T 77 ATV AFE200mg (13470 25mL) H, T 7471
S F KF 1 U A 200 mg GA)




NS-73 110 EX-BIXEZDIEEBEEEHDELYD Page 2

Hagbatt (vt

B OEE R Fr R IR BIRA. TH TE | 2 BRI TR T B 4
(mg/kg/H)
S, 9 > 4800
i 2 > 4800 300
& > 1600
i Q > 1600
E® R (A O E)
B . Beha MEFEME R L
‘ 7
B | oy | BTIE | R | (ke ) B
Py 4800 : B HINLORERE, BHR D HEHE @
70 | FREEEIRIN | 4800 < 4800 s o R
0/0° 80/100 LA L : ARMEREL, ~EZmE L A~
— $0/100¢ ~h2 Uy hOBA . EILEREUR O
4B | L60/200e | <8000 | 2 E— L ORI, fUNMEEOMD . T
320/4003’ HimORY, MIRE RO

Z v b 320/400 : (REHEMPH], B EORD

240 LAk PRANE OAMER O, 540
fro~ s a7y —v ok

=
M N . 0, 240, 1200 LA E : APTT X% PT OIERE, A
OMBD | FHEIFARA ) 0002800 | <240 | o pILILIRL. AERIERE, U oS

R O BRI, ML VY /R Hi
D~ a7y —%El

6 REf AT T

Y | 17 B © | FIRN, 04, 9004 900 RFRi 9 _RE TR L
1 A 1A
2 BRI €
70 | FRIRA, 1600 1600 FRRL T REFT R L
1 H 4[a]

60 ULk : FigE S8 o, g MaE
0, 60,300, | o : 300 AT SEERERT ¢, OVEAMED 7 v 3—
1600 2 : 1600 AMAEAE S ©

2 FERIIT T
138 | F#ARA,

e LH 4 1600 : RN HEABIIEESE (5)
45 DL b g2k i, T PR & D53,
1338 FRIIRN 0, 15, 45, s TRUE, FEHRSERENMES O R ITE. iR
1 H 1A 150 B, HAEH
150 : Mt
SR 0, 15, 45, 45 Lk ﬁ@@i%bn;imﬁ%q
26 | B 1|ﬁl 150/135/ 45 150/135/150/165 : #ATIHFH, WEHR, EB)K
150/165¢ . ALT O, AU v LD

APTT : &M L b e AR F ZF B, PT: 71 b o v B B

a:
b:

BEEX, l1~16 HA/17~28 HH] TR,
BT —T VB LD —BRTEEAL D 7= DI T NI BEIE I Z2 B E & 7 o 7o 7=, 13 W o BRIN 2 9 #
(65 B \C8Hs LEs Ui,

C RGN ORIBIEARIC K D —RIRIEEAL O 7o O FE T SUTWRSEH] 22 BEPERLE & 7 o T 7D, 21 AR O RUBRII %

17 H MR Ligs L,

d:#¥5 1 BEDA0 K150 mgkg/ H O HET 1 43R0 THIRNEES- LT,

[¢]

2T 747 aF RN ULAORY A X DHEINEDOEL & E 2 B L IR LR o7z,
50 E (BEYE) OEE (150 mgkg/ H) BEHRZIZETOBY T—HREOENRBDONIZTD, HEE

135 mg/kg/ HICHE L7z, #5453 0 HURREIE—BIREEOZBFBO b o7z, 14 HHIC 150 mg/kg/ H 12
HEL, &5(221 AHICIE 165 mgky/ A £ THEL, HE52HkE LT,




NS-73 110 EX-BIXEZDIEEBEEEHDELYD Page 3
(I AON 2N AP =N iy |
BIEAZHE (BARREERT LS 2 E5T) 56/121=46.3%
BIIVE ) o fESE FEHLR PR R E LB OMEE BB
S i 8.3% (10/121 f41]) [ PERATE Y4 L 1 0.8% (1/121 )
_ Jii 4 1. 5.8% (7/121 #1))
CURE i 5.8% (7/121 )
R i 5.8% (7/121 1)
ALIE A% HH 1. 5.0% (6/121 #1))
A% H 1 4.1% (5/121 #1)
£
Eayan H A sk Ut




112 HFHEH—F

EIE (EP1—I3)  RmEBEICEHTIZXE
3.2 TAXIIHEE

3.28 JRE

MR ERE 5 24 v EE WAEEH Pefiias Balive =1

3281 —HRER

32811 465 H A = - AT

32812 i H A ES5[a) - AT

32813 —ARERFIE H A ES5[a) - AT
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