HE—%HiEEER 500 mg
[ZBH9 &

AREEHIFLH S 7 E AR D HER M OCNE DO BRI, v A 3
TERARHICHY £, F£72, KiFHRZEERMH LSO EF]HAICH
MTsZLiTFTEEEA,

FytMEmIFKAEd
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1.5 BEXITFERDRERVEFHREDER

1517 bIH40 ) DRRAAFIOIMENBHRVZEDBEICDONT

PR AFNC X DALFHREOBERZAIHED 1 > TH D MEMRHIE, EHOMBICEE 2 KL
L, AR, IR, R, AKETEE, YA, BEIE, BBk Y, %ﬁ@ﬁ@%f%%%ﬁ?
%o MAESMRHICHE O B R OB IR R L5 QOL DX T, MRRFEEIC L YY) 27
®%m,mé@%uiéﬁ#hﬁ®&5ﬂb@ma$ﬂ®@¢,%ﬁﬂ&'ﬁﬁuiéﬁﬁﬁ
[R7p &, $%i#ﬁ’k%@ﬁﬁ-%T%ﬁw%M5:k&&éo

PUSAVANT, M S8R H R O AR B | , RCEEFEMEGUS A, SIEMEHTAY AKISUTIE
BTN AKID 3 SlcEEh s, ;@9% SRR AANL, L EORETH-
THALEE, JR, MR, AU, AR CEHAMEEE~ LT L, [FIRFICHD TR 2 1
D LDBFETH D,

PU KO ESNR I O AEBFEICB U Cldkk 2 2503 b 0, EEESEMEGTA ALK O 1f 8 41
TR OFABEELIL, 1980~90 FRDOWEI D AKGHILITIBNT 0.1~6.5%Th D L HE SN T

23D RFRIZ I TIE, U KPR I T 2 4ERIT 10 #1 (0.14%) 9, @EmEgEt s &
—IZBWT3AER T3 A (0.02%) "L, mMEMRHOEFRRESHTWS (Z72L, #in
AFIOFEFITARI), E7z, MENEN B AREREEIEES 6 » AT 6l (O BT FFH
A7V RGIBAAL 2 ) O AKIOMEIMNF I ZHE L TR, AFIBNTHIES & [F
BRI AL FEMER LS AU O MR8 SN A — FEBREE S AR LT 5, AR TR AN IS K D FEE

MBHAEIND LR 2 LR, CVAD (MLEIRT 7 B AT 4 X)) W& 50370
NHEITR-TETND Z &R END, MEMNFEORAREITHEMICH L LB DN
TWBEY, LrLans, BABBRICBWTASERSA TS Fx Y LEy Y, Y /L
vy, TENEVUREDT N THA T U RN AANL, BRI AAID 9 B DNA
FEARNCEEY L, I L3RRI IENIC E 5 2 Lonh, MkEENLEEHE>ESICh
ké&éﬂfk@mlmﬁ%EMﬁ 1, PIHIBHE COMY) BN R L 72 D,

P AAIO MBSO RLE & UCiE, H LR ARIOREE, BREICECT, K
WKOWS], RIBREAT a4 RigEIC K2R, Wk - IREE, SARHIOLE 7 &35
B3, EFEEZ LB o mE SN RS~ = 2 T ADPMER STV D Z EBZ0,
UL D, P IALFIRIERETA KT 4 1 i AKIOmESNRH O TG « 51
FERL 3L (2009 4F) | 1K B E, D OWE  JREIEO I IR R = BT U AR RN
EEINTWD, EYFIEIZHOWTIE, — OB AF O MESMRHIZ LT, ¥ AFNANLR
FUR, e = —EBREOBERRDO LN TND OO0, DEOEBIYERT — & CRER]
WEIZEONL2HDTHY, RBPOAIIZENTWDTIOIAIHAGE I TRy, £,
WIMZEBNTIE, Ty TV A 7 U U REDAFIOMEINRHIC KT DIREA L L TRESN
TWABT VAT XV U RMTIEIRARTHY, BEOL ZAENIIBNTT Y NIV A4 7
U VR 2 EH AR O MAE SN L THERE T & 2 EWIsiRiT 72,

1.5.2 BIEXIEERDERE
TIORZYRY AL, TEIKRTHLT Y XY D S o FA~—ThY, I
IRITDBFHIBWT, 7Y X5 ATEMIEIMRN T2 O ERAl & L TRANLS 5 Z & NEET
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b5 & RO OGO AYZHRHRMENZ ERHRENE, £72, TV b IHA 7
U SR AFNC K Dt 2 MsilEH omEHI B W T, R-2F U F A —ThoH LT
TP IR LD R ENIH N LRI, U ERY, TYFY ALY
KEWEDRELS, LTIV FH AT L X0 EDORMOAF N RIRS fv7c, AL, 48], Hin
AL LTRRFE S 72nd, ok bitlEBEEEESons, 2ok, 7o b3 A4 27 U RN
AHFENT X D OBRED TRIIE L LTBF &4, KETIX Zinecard®, KELISTIE Cardioxane® D
P TENENIGES N TERY, 7o7 CIIHEELOHETHRFE STV D

BT, ARIEFE, T bTHA 27U REBAFOMAEINRIC X DRSS Z T 5%
HEZ AT H3EAI L LT, BRINTIE SpePharm i, >K[ETid Topotarget 12 L 0 BRI ED &1,
EMEA (BRMEIRGT) 2515 2001 459 HiZ, FDA CKEAEMERLE) 7613 2004 45 3 A
2 I7 > b T4 7 U U REHOMEINRHOER] ZHELE LA —7 7 RT7 v T IRES

T, FDH%, FIEIL Savene® K N Totect® DR B4 THFE S, ERMFEH I TV,
TR THA 7Y R AT OME SN R ARG L Lcigsh g I FHER R R
(TT01/5.3.5.2.1) K ONEAAES W AHERIREER (TT02/53.5.2.2) @ 2 FRBRIZEBW\TIE, WA
/I AR RS PR RER 12 35 1T 5 A MRk Aler G451 36 Bl 1 511 C D 2 M ks H 264 2 SR AL &
DITOI, BRI B O T SNR I X DB HER SN2, Z OIEITHRHLE
DTN EE K O E SN HIC L DB R SN BE TR, KEDT I A7V
RPUD AR O MAE AN N k9 o A APEA R STz,

1.5.3 R DERE

TORAZY XYL, T RTHA 7Y REUBAHIO MBS R OME—DIERFHE L LT,
KE R ORAINDEF 30 # [FELL FTHEZBEM, Savene®™ (BRM) KO8 Totect® CKIE) DiRFE4 T
7 BRREEH STV DD, ARICBWTIRKR TH D, AL, TERK OO SN
RIKTRHE - WIS ERFI=H (2B WNT, E%L@M%éﬂmwiﬁf%ékﬁﬁén X v
A B TERAS N ARRIZBNT, %%:~%Kmum1kL17/%7#47)/ﬁ#
P8 AL AE SN B 25 & U7 BRI (KDX1101/5.3.5.2.3) #FET Th v, HiEK

FRHIFEIE E T BEEREGIER 3 Bl 1 BB Tz,

UEXY, BARNTOMBARERITDRWN, BREOREEZEE 2, AEITEERE EO=—N
@<, RHOKENEENTNDLZ NG, A TOBRKRBRERELZ L TT o NIV A 2
U R AF O ML E SN N DWW THROEIRGE AR R FE 21T ) IS E o 7,
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1.6 HEICH T LHERRRFICEHTLHEH

1.6.1 SAEIZH T 5 EAKR
ARIIL, T RTHA T U R AR O MAEINEH ONEE « ZhR T 32 » HITHWTER
ENTEY, Savene® CKELIAL) KT Totect® CKE) DIRFEL THRSNL TS, £ DK
KOERRILZ 2 1.6-11TR LT,
B, AHL, TP THA T Y RPN AN KD DHIED TR OREE - 2hF T O
5 LT3V, Cardioxane® CKELISN), Zinecard® CKE) 72 & DHRFE4 THilE LTV S,

x 1.6-1 SEICEITHEZIRVERKRE (2013 £ 8 ARA)

E4 IR 5e4 ARFEH A FITE B OV B e - Zhi
F—A Ry T Savene” 2006 47 A 28 H A (S T L) TNV A TV FH
500 mg FLos KD L8 A4 Y
AL XD Savene® 2006 4= 7 7 28 H HESA O 7 ) T RITVAL 7Y FH
500 mg HUAs A o ML 51 H
X7 R Savene® 2006 47 A 28 H HEHA (A7) Ty hIHA 7Y %R
500 mg HLAS AFI D L& SR
Frad Savene® 2006 /-7 H 28 A HEAl (1 7)) TN A 7Y R
500 mg HUAs A o ML 51 H
Foe—y D Savene” 2006 4£ 7 A 28 H ESA] (A T L) TRTHAT Y R
500 mg HLAS AFI D M8 SR
TA R=7 9 Savene” 2006 /-7 A 28 H A (N1 T ) TRV A TV FH
500 mg FLos KD L8 A4
T 4T R Savene® 200647 A 28 H HEHA (1 T) TR THAT Y %R
500 mg HLAS AFI D M8 SR
7529 Savene® 2006 4= 7 A 28 H AL (1 7)) TURNTHA T Y FR
500 mg HLAS AFI D L& SR
IR Savene® 2006 4F 7 H 28 H A (AT ) T TV A7 U5k
500 mg P A ML 51
XUv? Savene” 2006 4E 7 H 28 H HEHAF (A4 T ) TURITIA Y UFR
500 mg HLAS AFI D L& SR
N H Y —D Savenc” 2006 47 H 28 H WA (1T 0) TYRTHA 7Y
500 mg FLos A oD L8 A4 Y
TANT LR Savene” 2006 £ 7 A 28 H ESHA] (A T ) TRTHAT Y R
500 mg HLAS AFI D M8 SR
AH2YTY Savene® 2006 4F7 H 28 H WA (N1 7)) TURIHFA Y %
500 mg FLos KD L8 A4
S k7o Savene® 2006 4F7 H 28 H A (AT ) T rTYA 7Y 5k
500 mg HUAs A o ML 51
VU Rh7=7"9 Savene”® 2006 /-7 A 28 A HEHH (A T) Ty rTYA 7Y%
500 mg HLAS AFI D L& SR
NI TN Savene® 2006 =7 H 28 H HHAl ON1 T ) TNV A YR
500 mg HUAs A o ML 51
<L 2D Savene® 2006 4 7 H 28 H HEHA (31 T L) TYRTHAT Y %R
500 mg HLAS AFI D M8 SR
TS 7D Savene” 2006 47 A 28 H A (N1 T L) TRV A TV FH
500 mg FLos KD L8 A4
R RO Savene” 2006 £ 7 H 28 H HEHA] (51T 0) TYhTHA 7Y R
500 mg HLAS AFI D M8 SR
AR HLD Savene® 2006 4= 7 A 28 H AL (1 7)) TURNTHA T Y FR
500 mg HLAS AFI D L& S
2 F 7 d Savene® 200647 A 28 H ERA N4 T ) TURNTHA U R
500 mg HUAs A o MLE 51 H
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E4 Wi5e4h AREH A FIE R OV & WEE - hER
2 N=F Savene® 2006 4~ 7 A 28 H AL (1 7)) TURNTHA T Y FR
500 mg HLAS AFI D L& SR
2D Savene” 2006 /-7 A 28 H A (N1 T L) TRV A TV FH
500 mg FLos K oD L8 A4
AT e—F D Savene” 2006 4£ 7 A 28 H ESA] (A T L) TRTHAT Y R
500 mg HLAS AFI D 58 Hh i H
Ho[E O Savene” 2006 427 H 28 H HEEH (AT V) TYTHA 7Y UK
500 mg FLos KD L8 A4 Y
FA AT R Savene® 2006 /-7 H 28 A HEAl (1 7)) T I A 7Y R
500 mg P A ML 51
YeFrvafAr? | Savene 2006 4= 7 A 28 H AL (1 7)) TURNTHA T Y FR
500 mg HLAS AFI D L& S
I ET Savene® 2006 4F7 H 28 H A (AT ) TR THA Y FR
500 mg HUAs A o L& 51 H
FAHY T Savene” 20071 H 1A HESAD (1T 0) TYhTHA 7Y R
500 mg FLS AF D 58 Hh i H
N— =T Y Savene” 20071 H 1 H HEHAD (1T 0) TURTHA 7 F
500 mg FLos A oD L8 A4
K E Totect” 200749 A 6 H ERHA (1 T 1) T hTHA7 Y UFH
500 mg FLS AFI D 58 Hh i H
s r7TFT Y Savene® 201348 A 27 H HEHRA (A7) T hIHA 7Y %R
500 mg HLAS AFI D L& S

a) EU OAGERE R &2 7 A, AR L-E

1.6.2 RERMLGRMAXE

ARIEOREFMZ2IATCEL LT, EEKOKEICI T 2 IRASCE K OFSCER) 2 iRk L7z,
7k, WAXETOREESAIT TICH EERERPFELE B ARGEM (MedDRA/J)  (Version
14.1) | ZILIZFIER L7=,




1.6 SMENC I 1T 5 R DL B3 % Bk

BHNRAXE EE) OFMX

1. EEMRABT
Savene” 15 ] 20 mg/mL HE TR R + AR

2. Hp - B=
L XA TAHRIZT 7 AT X% 500 mg (727 A7 Y FH U EEBE S LT 589 mg) 251
T 5,
Savene A7 FUK 25 mL CTIEfE%, 1mLHIZT 7 A7V ¥4 20mg #5067 5.

BEEOEM D & 2 iy

FRUE A L

71U 7 2 98 mg/500 mL X (& 5.0 mmol/L
7~ U 7 A 1.61 g/500 mL X% 140 mmol/L

W —%E 13618 % B 1,

3. FHfz
PSR DI BE IR S OV B

¥R XA T L
H L~ 35 1 B O BURS TL15E)

FIRWEA R v
B SRR (295 mOsml/L, pH : £ 7.4)

4. BRPRRYHE

4.1 shee - R
Savene® 1M AICIBIT DT > N TV A 7 U U REIH AN DI AE SR H ORI & s & T 5,

4.2 ik - A&
Savene® & #% 59 HBRICIE, LTHIBAAOMERICKE LIz ERMAEET 5 2 L.

HE - &

AFNX, 1H1E, 3 AMERECEET 22 &, HERAEZLITICRT,
1 HA : 1000 mg/m

2 A : 1000 mg/m’

3 B H : 500 mg/m’

WHEAREL TS 6 BEFLINIZ, TE AR EHCNIAR ORG24 52 &, &5 2
HEAKO3 HEOHESIX1 BE LR (&3 FFE) (CBtGT5 2 &,



4.

4

1.6 SMENZ IS 2 i AR DL (2 B9 2 Bk

TR OWEIRIC, #5582 BEE LRSS HEN O Aik2 AV n, KAEH
FEAS 2 m° ZABZ D REICHEGT DT, 5 1 [EH7-0 OMED 2000 mg 2B RN L,

B HRE

BHEREREDO H D BRE ZxtG & LIZRBRITER STV RWnzd, 2ok ) REFICIRER
M CTHREGT 25 Z L3RI (G4ESZR),, BHEEDIR TITEWEEIFRME T L, 28
FEHIRNIERE T 58FN01H D,

raE
Fo|oe

i

FEREREREE
JTHSREEE D H HBEEZ R L LT 7 ATV F U ORBITEHRBI N TV RWED, 20
KO BE A~ S G4ESHR),

i i
R (X D L EMER A IEORFHIATON TRV, ZOX ) RBE~DT I A
7V xRV o OISR,

NN E < bl
18 AT D/NRITH T % Savene DL AME K O MEITHEN L TR LT, FIHATRER T — &
[EAAN

5 F ik

IR B O R B RN B 535,

BEHRICAT 5 Savene" DOF & OFIRFIEICOWTIE, 6.6HAZZROZ &,

RS HEL, MO KRFEFIRUIRH A B S WERALS 1~2 REF2NT TR sfiEd
Zl, PORMKEHET D720, TA ANy 72 EOBEAFNT Savene® D A BiET 5
15 53 L ERMC A SMR L D13 L T < 2 &,

=g
b2 SR [A5Y

o AFNIDOHNES XIZWF ORI KT LIBBUED & 5 B
o WHTVEEAT o TV WEIRATRE 2R Z0tE (4.65HZHR)

o BHIwm (4.6HZH)

o WHEYFD 7 F D (4.55HBR)

ARNGESERVERLDOEE

Mfe e =2 1Y 7
BeH%1E, ERNRIET 5 F CEMMICIRHEEN. OBREEZITO Z &,

T RTH ATV RPN ARITIE R L, F—OET A &G UM AH)
(B2 VRFy, = h~ATy, EJLAELRY) OREREDNDEE, Savene® X =
NS DOFNAFRNIDOIERIZH L TR RE RS WATREMNH 5,

Savene®IX7 > b T YA 7 U VRPN AKNC K DIEIREIT> TV D BEICHEE SN DHHEA,
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i F R DAL EEIERINC & A fBR R MEE ] 01 2NM2, Savene®™ B & OB EEME(EA (RT3 72 1
WEMEER A ET, 11~12 HHICKIKEIZET D) DB BENARH D, LTENn->T, &
MR EEOET =2 ) T HITH T &,

FEHERE X OB REDE=Z Y 7

FAREEEIR TS (R AT I —BHEEPE Y LVEMED L) BN ERHDHT-0 (B
(2, 1000 mg/m® B2 LMEDT 7 27V X% L 285 LI-5A), IFEERENHER SN T
WHBFIZT 7 AT XY o 2R 5T HBICI3ER], W O ERE L Eiid 2 2 ENLEE
Ly,

BHREETICE D T 7 27 Y 2 OPRPMMET T2 2 2N H 5720, IO EERERE
2T HEEIIRET DBRTITMERE OB 2 VBT 5 2 &

BV LK F RV LDOER

Savene*DARANLIA U 7 2 (98 mg/500 mL) ZEAT 5, BHEREIME T L BE g Y
U LAHIREZ BRI OREIZZOZEICHET DL L, BH ) U LAMIEDRIEY 27 D3 E
FHTIE, fiER AU MECHOERT A L,

F72, Savene®DARANTIT U 74 (161 g/500 mL) 2&HT 5, T RUTLEFT YD
LHIRR 2 EEh O BRE ICEE L RETRBEhNRH D,

45 TDHMOERZ EDHEERRUVZOMOIEDHEE(ER
(UREE
BT 7 F v U0 F BRI R MRENAREL, HICELBTANHD (4305
)

HELE S LW PR R
o TOMDIEHAET 7T BREMHEBEENEIL, HICELIBZNNH L, FHEBEICEIVTT
IZHREMHIRIEICH D EETIX, 2OV AZNEED, 208 REAE, RELU 7 Fv
T L2 L (KBEBER) (44HEHZSH),
o T NIV A7V URIMBPAKIOMESNNRIERIEE LTT 7 A7y aikhanicii
FIZVAF VAR FT T K (DMSO) ##5 L2 & (53THSM),
o Vx= Ay MKEEEOH DA OB G, Tz = b UORINAMET L, RN
WESLZBZNNSH D, TI/ATYXH 7= b COFFIFHER S0,

P 72 5Tl 2 B9 2 OF R -
VIBRARY Y, Fral AR mEIZRREIEICE Y, U REREEMERE RN H bbb s
BEALRD D,

T OMNEGEENMEDSANIE T DR
o CEMENEZEE TIX, MARIED U X7 BNEmWic btk ER O G EEN T b S, MlEE
PEDIEHA &g AP EER O I L W EERNEC 2B N0 H 5120, HiktEE L2 &5
SNEBETIE, £5 TRVER LV BIERBEZHEST L,
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o IMHRA LI YL BRIEIC X 23 MEICNz, T2 A7 XY OGI1E D Bt R
OHNDABENRD D720, MIRFHIBENNT A —F =2 FEIRSE=XV T35 &
(44T 7))

F AT XY AEHE O EER

5 MO FE /2T b7 v A P450 4y fFi (CYP1A, CYP2C9, CYP2C19, CYP2D6 K ®
CYP3A4) #HWI=RETOFEE, T 27 27 V% 13nhosy IS LTHMEEE- 2R
X 7ot

4.6 ZRRE~NDFEE, BERUVERIABE~ADERES
BEHR FTRE 722 2t B A ORI
HEUR ATRE 72 2o PRI G- IR P IS L B EEE 2 D, IR L2 AITE D ICEIREICM b D
Lt (43EBMR),

F AT XY NIERIFMEZRTID, T AT XY oA EREROBMICIL, 5
MROEELRTH 3 3 AZRRBT2ET/R— T —2FIRSE2WE 12T 50, ZoWEHh
WCHEIEEE WD LY FET 52 L,

BEAR

HIFIZT 7 AT XY U 2 BE LBOT—2 13720, WaicT 7 A7y a2&kE5 L7
e, BMERICEEREENRSBZNGH D, AEBABRIEICET 2IEERT — X 1370
(53EZSM), REMHENRHALNTRWERED, HEcT 7 AT o2& 5 LnZ &,

=

TIATS XY D NLHFRA~OBITHIIRATH S, BHLFOSENT 7 AT
ICHREE SNT-E, BRREWEALRS SbhABFNRNEH 572D, REEIE Savene® D¢ 5-HiR
iRl a b3 5 2 & A3TEERR),

4.7 BELREN R UBWRIE~DEE
Savene®? TTO1 7Bk} OF TT02 BRI BGR SN OBE DS, FEED £V, HHIREED
KR WE SN TS (48HEBR), EEREE) R OMBIRIEIC KT 5T 7 AT ¥ ¥ v 0@
Tt B2x o5,

48 E2FELLIELMERA
D NT TR DR DA 1000 Bl E B2 5 BEOT — % it Lok, HA&EKT
PEDREWENZ —E DA A ZEO vz, b @ISO OAVZRITERITE.S - i, i
il (af R EREAE,  M/REAE) , ESHEBALEOS, TR, ANREOF R 7 A7 I —F8
(ALT/AST) EH-Thovc, WITNDOREWEM &L TR LT,
TR E#RIE, BPRERIC L DIBR A I Va2 T COAHIRHEE EZ SR E Lz
Savene®? 2 S DOEHEFBR (TTO1 B KL O TTO2 #BR) 1IZHESVWTW 5,
BIVEFIX, BEREERIER T 7 AT 33 THAMICRO 55 D LRI TH - 7=,
#1/3 OBAE THEL L, KIHE 0 B TR BRSO E K O MRRAE SRR b, Th

-6 -
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K VBRSO D, JHFEEFRME (ALT/AST) O EHBZEO Hiul,
2 SORB TR HNANEAZ U TSR,

TTO1 #RER M O TTO2 5Bk I2F 1 D EIEH (MedDRA) DF3ELE  (n=80 i)
(i3 L OV R EEOFRBERIIERBEICEE T D BIFIRT,)
WE SNTZEIWER %2 LT OSEERNT R,

EThOTEMEE (>1/10)
EAEE  (>1/100, <1/10)

EAEE (>1/1000, <1/100)
4 (>1/10000, <1/1000)
ZhTEI (<1/10000)

ZEE IR (SOC) B RITEH
JRYLRER L O A4 RiE b CEEE it G
1 R ER IS PR
Rt L Ok E N EE AR HER
PRI T FELED F
IRYIRIEES
ENi
PRk
A5 R TR AR IR
RAEVEmARPEERIRSS
DU fi e AR afn A2 i
R SR, MOEREs X OMGERmmE 1R e K] 2
fifi g%
B E &b T L
1A N -
T
F P&
F Nz
FREF J OV TRk b AR WiEAE
O FEIE
B R B & OSSRk E e EE 5 P
ANRE X O EEE e B Ja HH ifn.
— i - EHEELIOREIMMLO | b TEMHE RS
7N 2 1R FEEL
FEREAL E IR J%
S EACALEE
9857
TSN RR RS
VRS IE R
A VL I
fEEAR
IR IR A AR IR
B5E, Pk L OWE A OHE e BlAOHE




1.6 SMENZ IS 2 i AR DL (2 B9 2 Bk

TTO1 7Bk M O TT02 5B (2 35 1T 5 B AR MR A i 2 O 3 B3R (n=80 f31])

— AT A UBEOT —# CTC 7/ L'— K 3~4

) 5 -~

AR AR P % BB N %
~EZBrbE 80 2 2.5%
WBC 80 36 45.0%
IR ERER 78 36 46.2%
I/ N 80 17 21.3%
FTRU UL (KE) 79 5 6.3%
F1 Vv (KfE) 79 2 2.5%
BV oA (BiE) 79 0 0.0%
TFAHVHRRT 7 X —F 77 0 0.0%
vULEy 77 1 1.3%
AST 57 2 3.5%
ALT 71 3 3.9%
VT F= 76 2 2.6%
LDH 78 0 0.0%
WMo A (EfHE) 28 2 7.1%

o BERS
RGO - RS LT, AMEKBAE, M MasE, B, e, R, B ROG
BOBBENRHFDND Z ENE, IHERIEELITI Z L&,

5 XM

5.1 ENFEMER
SRIBIRRE « DUV O fEFSE, ATC =— K : VO3AF02

FI AT XY OIS PFHER L LTUUTO 2 SRR E STV
) 7YY A 270 RN AFNS KD LEED TR
2) HiEEEH

VEHIRE
F I AT XY AL EIL 2 oDOEREFELN D 5,

1) #koFL— Mb (%ﬁ ,Fa'ﬁ LR E T3+ 560) [2kY, 7o I A4 270 R
R AFNE & B DEIEDIRIA & 72 2 BIEAFIEDIRIE A b L A 2 SH 5,
2) MRAYAT—EUDORF

ZNENDOEFD, 72 b7 A 7V L SRED AFIOME SR 5 MR 5 LT,
EDRREDTYIN Rz BT 20T RHATH 5,

WL OB THERIN TS LEBY, FL— MEIZEER O OR Pt Eo s,
NZMEF N> 7 AREOKRTICHLEGTHEEZBND,

T hTHA T ) RS AKIO M ESNRHIEEIK L LT Savene® & 5 L 2B Dz
BT —F &L T d,

Savene” (77 2TV & ¥ ) OEKRERE LT, 2 >OLHisk kRIS R Z £ L
7o RO BINE, BBEICRH LT v 701 7 U RIS AHNC K SRRk RE
ExBHIEL, MBI 28 E ONRIVLE % BT 5 ETO, Savene RN G5 DA
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1.6 SMENC I D RIS (SRS 3 5 Bk

PMEDRE CTh T,

REEENREGZTH L7720, MEOT —FOHhEigktgl Uiz (Fif#iE 35~50%Th
0, ERFITI00%EVHIEL 125 oT0),

MBI, [F—0®5HEEZ AV, Savene™IZFHN S 6 BRLIPICH GBMAT % Z &
&L, 24 BRIE KON 48 BRI ICHEIRS L, 1 BIA KO 2 \BHOMEZ 1000 mg/m®, 3 BEH
O A EIE 500 mg/m® & L7,

EHBMBREIZ LY, 1| DU EOARREITT > b 731 7 U U RHUBAK O M SR
DHERB I TND Z & 2 RRBRA~DOMANSMEE LT,

REBOBEMIZHE S L5, FOFIKRT 7 A7 /314 2 (CVAD : central venous access device) 73
JF IR O B A MR 2 & R LT,

I BRI E K O/ OBV ES CTC 7 L — R 1 (Momigthieug) %2 ka2 B i3 imm R
BROTIR DO FANZ RN LT,

TTO1 FRERITIT 23 BIANHAAN HAL, Savene®Z ¥ 5 S L7, AR OV ME DR 7] HE
BEIE 18 BT, 5% D 5 FIILEMEDHFMFRE Th o7z, AFHAYILE 2 2 L 72 B 1TV 72
o T,

TT02 #ABRITIZ 57 BIHEAAIL S, Savene " DHIEIBE G- %52 1) 1=, A RNED FEAH 7] EHiI%L
X336 G ThH o7z, 2D BARRMLELE L IZEE T 1 FlORTH-T,

bR e b, ETCORFICT U NIV A7 VRN ARINE S SN, RSN TR
MBEEOENSTT > b T I A7 U RN AFTTELE Y (BED 56%) ThoT,

MLy, TIZATY IV OEEICIVEFRORAENTE S, KIS0 BRE
(70.4%) NTEEBV DB APELE MG TS, BRBIEORKIBEMET Lz (BEOREEEIE
NI L DEHNFED 5NT-DOHRTH-T2),

5.2 EWENRE

Savene” & ¥R IR G- LIS DR THRE- L2 2 &,

AT — 2 o, RS- L& DT 7 25 Y % oG h#iigT 2-a0 83—k 2 v
A= BT MIHEE L, FGAT Y a— VR OHEICHEKRGFNTH D Z LRI TN D,
T O EMIE 0.13~1.3 Lkg (F9ff : 049 Lkg) Th D, HAAREMEITIHEICIEKEN
ThbH, AUC ITHEKRFMNEZ R LTc, MO MAITESC)T, 727 A7 OREMEK
OIS FRAE R DI FE 1T M OV I Tl b @V, 7 27 27 Y X% OB BEREEITN 2%
Th D,

ERNZEAL

T AT R AN TR R A2 Z T T21%, NSO TIOR3 BHER Lz 2 FEO
FEARH (B KON C) MERKR S, Hil\ T 2 SOBRMEAER L7- ADR-925 NEKshs, =
DOBRBRRIL EDTA L HEIT 2 EL R D, SR OV T AL T 72 ED i1 4 Dig))
m¥L—MHITH D,



1.6 SMENC I D RIS (SRS 3 5 Bk

HZK

T ATV FY L 2 MEOHEKERE A RS, PINEE R (o) 13 0.18~1 K (i
fil5 : 0.34 FEH), HfTEI L 1.9~9.1 el (FPofE : 2.8 Iff)) TH D, 77 ATV F 4
Y DREACRD RFFRENERIE 34~60% T 5, &H 27 V7 7 RIHEICIHFHEKFITH 5,
R ORMEREIT 5 FIDFAAN ST 1 R DR Lz, 1 DOBRMBBHER L7 R
Y B KOHRREY C OFEWEREHMIX 227 0.9~3.9 K] (n=5) KON 0.5~0.8 FEfiH]
(n=3) Th D, 2 DOERNPHE LAY ADR-925 O I A8 % 7~ L 7= SCikiZ 72 v, ADR-
925 137 7 AT F 4 1500 mg/m® O g EER 15 4 LANIC 3 ZISHI L, 0% 4 B
77 = THRH—EICHRE L, 24 FFETREDICHED T L L@ESNATND, 7L 7 F=
Ve UTTUABNMRNBRETIE, U T TUANMETT D AEEERS D,

ERITaV—bE2HNWET I AT XY 0D invitro BEBRICBWTT 7 AT V%05
WEEMENTRENT-Z LD, F 7 a A P450 24 HE SABHRK TH 5 Al EEME LK
WeEEZ6h5,

TN TR, M, ANEROMREZR L, S EhREO NIRPER T-12BE LT
i a 0 2 LI TE RV, EYBEREOERE LK OMEENEENICOWT, RfbI et
ThbnTniwy, PEOBEOT —2 %24 LICHH L EERZES) (8% [CV%]) 13,
FHERIEYBRE ST A — X — TR 30% Th o7z,

53 EERRREL &M T —4

TIATY XY IERFEEZGT D5 ERMRINT WD, 77 AT X5 DORD AN
BT DBFHITON TRV, FVFV Y (TIZ7ATY P LT IR 0T
REW) #EMBESGTHL, vvRx (VosE) KOT > b (FEBA) TRMEEMESE
WHFAETDHEOREDR DD, WTHLOER L RBEOEH TEEMD H D TH D,

G HERBROMER, EREOMEE, MIROEPEERE, VSR, RBEK OV
ILEOMBETHD Z ERMREINTND, LER-T, BEMEIOBEE TRV, LR ER
IFAMER G L D BRI GO R R EDoT2, XV LE T U T COFMEIIMNNTH
D, FHEHTEIRDST,

BEME DT FH i, vV A, Ty NEOUYXFTH - JBIREEZRL, 7y RO~
AT A2 RT 2 E ARSI TV D,

RN H D Ve U ERH ST~V RCT VAT X o a2y EkE L, BICHXT )
NE AL L DRI DMSO ORFHEG A LI-E 25, 67%D~ 7 AT/NS 724§
AGREO LNT=DIZK L, BIOEEREDO~ Y AT 7 A7 Y %4 2 Bl G U7 BRICiE s
T IVE AT K BRGNS S, Lo T, T NI A7 U RN A
FOMEINFHIRFEEKE LTCT 7 A7 X% 285 SN2 BHFIZ DMSO 253 ~% Tl
720N,
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1.6 SMENC I D RIS (SRS 3 5 Bk

6. HAFFEBE

6.1 RZMYy—=&
B ARANA T IV
2L

BV A b v

b [ all NURVAVN
BBV T A

Wi~ 7220 LKA
(Al DRV VNEY) &1 L7/
V2=l DR
KEELFT Y DA

TEST K

62ERAEEE

P A 2R RR 2 SEhE L TV Ta, AHIZMOHA LiREG L Tk b,

6.3 A HAR
R M ORI
34F

VIR K OAr IR A% -

AENTAEFHRFIZ 2~8 °C OLRIFIZB T 4 Biffl, LR OWERIZZE TH H 2 L DR
SNTNWD, EWFENRBLEND, RENTESCHIZHERT5 Z &,

FTTICHEH LR WGE, SHREORFERF L OSGEIEEHE ORMEE T 2523, RAIIZ, 2
~8°C DIRIFIZBW T 4 BERILIN E T 5,

6.4 REFICET HHATER
25°C U FCTlRAFT D Z &,
NA T IROR FVESFICAI, BEL TRIFT D2 &,
AHN DR OFTIRIE DIRAFRAFIZ OV TIE, 63HEZRDOZ &,

6.5 BERDEERUVABTY
Savene“} K
WHRILTTFNILREOTV T F 7% Y v T XIIT 4 T 7 X% v 7 & OIFEHED 36
mL 57 A4 7 )L (type D)
Savene“ 75 K :
Type-I (Ph.Eur.)D A7 ZHLD R FLiZ 500 mL OIFIEBA - T 5D,

s

-11 -
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Savene®lE, Savene“}yFE 10 /SA 7 /L & Savene 7K 3 A MR Ao T-RAaHE > FCHEG
b,

6.6 BERVZDMDOEY HhUNMIBET 4RI GEE
Savene® /344 % Savene AWK 25 mL T 20 mg/mL (2 JHIRFAME L, W%fEH, Savene 7K 500
mL THIRL TOOEFET I L, WRIZOTNIEOEHEORTWD, IWIRITE Y O Savene A
WK TS HICTHIRT D2 &,
T M O BRUTEE IS TY, MR E O FER 2 WU IR 9 Z & 3T & HIEEHER 2 FIR
WD Z &, AR ATHEIR D B TR AT S LI2581E, BEHICKRTELSEED 2 &,

A Ay TR T O BRI > TS D 2 L,
7. BERFEEE

Norgine B.V.
Hogehilweg 7

1101 CA Amsterdam
The Netherlands

8. M EHRFERABES
EU/1/06/350/001

0. A& HRFEAEEH/EFH
HEARFE AR H 1 2006/07/28
BT OTEHH 1 2011/07/28

10. AXKETH
RANCBES % R UL, BONESREFO Y = 79+ F CHETE %,

http://www.ema.europa.cu

-12-



1.6 SMENC I 1T 5 R DL B3 % Bk

BHNRAXE CRE) DX
WTEREX

1. 3h8E - MR
Toteet™/F, 73 b T A 2 U RGBS AFIOEIRNE T £ B MAE SR OV A ik L 5
ZDD

2. HE - HIk
BRI T/ T A ONEDZRE R ORRT 5 2 &,

21 HRERE
Toteet®i% 1 B 1 [8], 3 ARG CRE T2, WIEEGIE, MEINRHETE 5217828,
OFAND 6 R LANICBRAET 2
fER DG BEIFEREEOB LSV TRESNDSA, 1 HEKO2 HHIEA 2000 mg, 3
HEIX 1000mg Z LR ET5, ZAUTAEmRE 2 m* IS T2 HETH D,

HELEH & 1 H KA &
1 HA : 1000 mg/ m* 2000 mg
2 HE : 1000 mg/ m* 2000 mg
3 HA : 500 mg/ m 1000 mg

2.2 =g
JVTF=r 7 UT T AEN 40 mLIDRTEDEE TlE, Totect"D#H 5 &% 50%MET 5.

23 BRERUREARICET H1ET
IRA KR OFREZAT O ANCARERERZ LR L Ciite 2 &,
AR T IEE N e R R VWD L,
Totect” DB W K ONE ST OFRBITESE L<1TH 2 & [115 AEMFEROERY v %
],
Totect“D# 5-711%, OFH| L OIRE ULFERHE G THRNT &,

Totect® D

2Ty 7 1 WIDITEAAL TILHND Toteet” (EEHHT 27 25 V%% ) (500 mg) % i+
R 50 mL SIRAT 5, IRA LEEOEEIZ 10 mg/mL & 725, BRAHROIEIL, MIKZEHIC
QREMLINIZ) AT 5, PIERTFAITES T TR,

2T w72 AT v 7 1 THE LZEE 10 mg/mL OB LHEFEHAEZHEEY, 0.9%H
{tF B U 7 A 1000 mL S A - 728k Ny Z1ICMZ CTEBICHIRT 5, NERREEZHE L7290
WA TR 2 KU EMEEE R A5 6H5, Totect™IZ DWW 72 234 & HIBE L TIER S
AN

-13 -



1.6 SMENC I D RIS (SRS 3 5 Bk

WS 708, RREDIHENT S 2 &, AHNL, 25 °C (77 °F) Kl OPRIFESRN THR
% ARHZETH D,

Totect® DRI T TH 5,

RS ABGENE, IR ORI L > THREZRIR Y, & GRNCEY O BRBRE LT O LERH
5o EBME GUIKITFERET D, A TVTHEH O &4 5, REMOEEIIFEIES D,

24 A&

Totect D F G- H11Z, fLDWVA72 B A & HIRA UTFRE S L Cidie baw, |, @
OISR T TV ST S T FRLERAL LA D EAL O K OWEFARIZ 1~2 BT Caiiifdhie
T 5, MEINRHEAIC 4 R Ml 2 Wl 5 72, K2R ETHAL TV HHAIL Totect”
#5115 53 PA ERNC A MR AL DIV 449, 2 HELKON3 A HOHSIE, 1 BH LR UK
% (3 W) ICBRsAT D 2 L

3.l RUEE
Totect™ | Hi— B O BATRIEF v b & LTAESA TS, 4%y M Toteet® (14
MT 7 AZ %) 500 mg DA T /L 10 AR EFHIK 50 mL D734 T4 10 KB A THND,
ZHUE 3 HEOBREIZ T30 BETH D,

=1

- FIS e

2L,
5 ZERVERLDIRE

5.1 BREHIH
Totect® DFE5-1%, FAMERIBAE, &F P ERIBE K O/ IMRIBAE & BIE L T\ 5, g0
FT=X VT HRITHI L,

5.2 IHIF~DIRE
RV fERRE 5346 D

Totect™ Z WL I 545 L BRIRA~DENE T L [REWD & 5, Totect™ DALAE ~DF 512>
TIE R R EWMD 720 KRNI T 256, &2 WA OR G- FITEBEDER LT
HAaE, BRIBICRT 2BENREREICOWTEFICH LTS 2 & [18 fERl2ERICE T 5
M1 2R,

6. &l {EH

6.1 BRAREABRICH 1T DR
BHARBRNTON B RN KE S R D720, B LNZEIEARERRIIMORRICEL T
DFEBLHE L MBS 5 2 LIFTE Y, EEBROBK THONDREFE KB L TR
MR D B,
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1.6 SMENC I D RIS (SRS 3 5 Bk

EERRBR TIE, OB AALBIRIEA 2 5 O BFE T LT Totect“ 2% 5- Liz7=8, £
EEBT 0T 7 A VL, Totect”, FEMRM, T TICHEG SNIALFBRRIER OM A DY % Kbk
LTW5, BWERT—41%, 1 BB OB 25277284 80 i, 2 B0 5 %2515 7= B3 72 #,
NS 3 [ OG-~ TR T2 BE 69 BT D Totect” DIEFFERIZ KM L T\ 5, JHL
BEEE 5% EORAHERER AR LTEKNT 2,

&1 REBRESWULOBEER

A1 ERER 2 ofFS (A
MedDRA #HERIKRSH (SOC) B L OEAFE (PT) HEIE A H720) N=80
(%)
1 L ED SR A5 L oK 68 (85)
—fk - RFFEES L O G OREE 46 (58)
FEEN 17 (21)
GBI G A AS TR 13 (16)
it 10 (13)
A MV 8 (10)
TS EBAL IR ZE 5(6)
H ke 44 (55)
L 34 (43)
Mgt 15 (19)
T 9(11)
R 5 (6)
50 5(6)
JRYIE 5 & OV AR e 24 (30)
T IR 13 (16)
PR A P 19 (24)
FEIED E W 9(11)
SER 5(6)
B8 KOV TR 14 (18)
Jit B 11 (14)
MR g, MOERES X OMERR R 13 (16)
I ) 35 6 (8)
fifie 5(6)
WK 4(5)
1055 B 12 (15)
Mg LY R REE 11 (14)
i 5(6)
KPR 11 (14)
5 ¥ 6(8)
ANIRAE 4(5)
B R B & O SRRk E 10 (13)
Rt LOREREE 8 (10)
AR 4(5)
OlERE 4(5)

BF BRI K OV MR P BRIV IE X T 2.5% DA ICHIL LT,
BRI R ORUR 2 TR L CEIRREME R 2R 20108075,
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1.6 SMENC I D RIS (SRS 3 5 Bk

K2 BRREMBEES

CTCAE version 3 O H3E CTC grade 3 CTC grade 4 CTC grade 2~4
N (%) N (%) N (%)
Mg :
~EZ 0 EUET 2(3) 0 34 (43)
1 1 R s 20 (25) 16 (20) 58 (73)
I BRI 17 (22) 19 (24) 48 (61)
/R 17 (21) 0 21 (26)
At
v UL E N 1) 0 6 (11)
AST H9/n 1(1) 1(1) 21 (28)
ALT H#1 1(1) 4(5) 17 (22)
TAANRAT 7 2 —EHN 0 0 3 (4)
LDH /i1 0 0 1(5)
ARG
LTI = HEN 12) 1(2) 8 (14)
7 U U AR 4(5) 1(1) 5(6)
KA LHEN 1(2) 1(2) 4(7)

7. EMAEEER
AR AR IR STV 7eus [T BRSRER ) B8,

o UAFINANEFT R (DMSO) : HHEICE S, MEBEIALIZ DMSO O JRT# S %
BT 5 L Totect DR EMEF T 2 AREMER H D, BT, YTADT L FIH A7) v
R AN AR T T L & W T2 JERE R R BR TIE, DMSO RiEE o HIc L~ TTF 2
AT XY DORHFEGIZE DR MET T2 LRI NTND,

8. ¥l EHICHEITHEA

8.1 1147
FRISMEBREES D [15 5 L O EoEE) 2]

FURAT XY U mERRIICER RS L X, 2 mgkg OHE (mg/m® #E Tt M
D 1/80) THHIET v MIEMENRD B, 8 mgkg (mg/m” #E T MHED 1/20) THIL
B MERFEER A BN, 7y MBI DEAMEERE, 8L, /MEER, MIREkZR & T
bolo, MEAVE THERE S BT MAFTIE, SREBEINC 2N T 8 mgkg O 5 % 57 7o Mk
F v NTEMBEEARBENMET LT\, 7YX T, SEREIC 5 mgkg OHE (ng/m’ #
HTb NARD 1/16) THEHEE L & & RHARENR® S, 20 mgkeg O (mg/m’ #H
Tk NHED 1/4) TIIRREEROMBAERA LI, 7Y FICB T 2 EAFEER,
N, e KOs O 72 EOW OhOFEE, KT, IREOWME M6/ &
OEREFARRI R, HELOWHEOR K2 & Th o7,

8.2 R3L.iw
T ATV FRF L NFEORBYNE MW FITBITT 20 EDPEIAHTH D, £ < DA
BINBITEEZ T D28, WNNCT 27 AT Y XV R hOLRICHERRERZ 5| i
YRR DD Z LD, REBUCHT DA OEENEZBE L T, RILOHIESUIAF O
HHIEZRET & TH D,
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1.6 SMENC I D RIS (SRS 3 5 Bk

83 /NREADEZE
/N ITIIT D Toteet® DZEAME K OB BHITMENL S LTV R,

8.4 BE~NDEE
2ABRAET, Totect® D 5% 521 1= A D 21%1% 65 LI E, 9%IX 75 Ml ETH -7, &
p B & AR OMIC R M UTAIMEDOZEITZE D HivT, O ST % B RREER
T ElEE & EEBE OB OPDROETHER SN TORVD, —MOEiEE TORZMED
FRIIBRETE 220,

AANIIF B S D Z ENmb TR Y, BHEREZ A 288 TlE, AFNH
FTORMUPICED Y A7 PN ERTLBENNH D, mlnEE TIXBEENET LTV 5 algertss
Fo@mnZ end, HMEORRICEELZHLILENRD D, £z, BEEOT=2 Y 7I3FH
L 5% 12 HE - ikl R,

8.5 BHREEE
BISRENME T LIZHBRETIX, T2 AT XV U OBRBEN AT LA EERNH D, 7 LT F
=27 VT T AEN 40 mL/ARIEDEE TIE, Totect "D M E4A 50%HETHZ & [12
& - ik 2R,

9. BEXE
WEBGICET 2T =21\, T 7 AT %Y OB OMEERNT AR,

10. PEIR - AR
Totect® (FEHMHT 7 2T %4 2) 13, A 0= 7 Y —OFRARNE G B R
FITdH %, Totect®|TH —HBEHOBRABEM Ty FELTHESHATVWS, £F v Ml
Totect® (JEHFHHT 7 25 %4 2) 500 mg DA T /b 10 A & FRIE 50 mL D34 7L 10 A
MA->TND, ZNE3 AROEGIZ o7& TH D,

T AT X Db FL T 2,6-piperazinedione,4,4’-(1-methyl-1,2-ethanediyl)bis-,(S)- X 1% (S)-
(+)-1,2-bis(3,5-dioxopiperazin-1-yl)propane T 5, {bFHEE % TIXIZ/RT,

312 E CH NGOy, ST HET 2683 TH D, T2/ ATV FH U ITAB~EAMOR KT,
RlSIE 19443 °C TH D, ATV U KRON0.1 NHRBIZODETLTL, K, 7 hoekers
v, pH 4.0 7 =~ FEkEEWR, pH 7.0 OV EEREMEE ) O pH 9.0 DR T EE-HEAL 1 U & LK
T+ U U DEEEIRICOPETIT VY, FRFREEESL pKa 1% 2.5 B RERT P UEHR) K97
(=haZ A4 3IF) ThHhd, LogP flIZ-2.135 Th 5,

RAECRANT, 1RE R OARRZRICOHFIRNE G S 2 BERA L LT sh b,
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1.6 SMENC I D RIS (SRS 3 5 Bk

KXy MIEZA 71D 50 mL AT A4 TR 20 RA->TW5D, 10 RiZIiZZENETnT 7
A7V XY 500 mg FHE DT 7 ATV X R, 10 RIZITARIK (0.167 mol/L KEZK
RGHEBET NV U L) BREISNTWD, ERHT 7 AT Y2 DFASATE, BERED
F—R—=Fx v T TCEONET VIV L/ T Y v 747Xy v 7 THRIN TS, FRIK
DENA TNV, ABEDOF—N"—F % v 7 TEBONZTNAVI =T LMT Y v T FT7x % v 7T
PleEhTns,

BRI T LUT-IRBIRICIE, T 725X %, WRNCIRIA L U CHERe, Al
Uk, JEHEAK, KT M) LAROHEBAEGEEND [[2 A& - HiE) 2R], Z0RAe
WL, BE~OEERNCE 512 0.9% NaCl KIFKE TR ENn5,

11. ERPRERE

1.1 ER#RF
Totect® N7 > R T A 7 U L ZHM AKID M EINRHNC L 2 MEERABE 2 885 2 B 1R B
THHEN, FTIZATIEFF N MEA Y AT—P U 2 A WEICHET S 2 LRI STV,

11.2 EYBE
IEH 72 B X O RE 2 A T 2T R AVBFICIBIT 27 7 A7 V% OB e it
ShTWb, LT, 72727y VoYL, —REBINEZMNED 2-2 03— A M
BET ML > THUNCHATHZ LN TED, 77A7YFH 0%, FXYLET Y 60
mg/m*> & 32, 60~900 mg/m® O EHPH T, W FFV/LET > 50 mgm® & L2 500
mg/m”> O EE MR T, 15 ST THEEES L7z, e e B ih#i FHEiff s 60~900
mg/m® OFIFAOER 5 & OBURIIHRE Tho7=Z &b, F7 A7 %9 OENEIREILH
BIREMERDH D Z EPRENTZ, FFVLE T Y 50 mg/m® DFERT 15~30 5 OB S TF 7 2
ZVEY & 500 mg/m® OAET 15 ST THREG Lz L&, BERTHOT 7 25 %
DI R SRR L 36.5 pg/ml Tholo, T 7 ATV XY OEEREKYENRE T A
—Z LT ORIZERT 5,

TORSYFRHUERFYILEDVE 10:1 ORELTEELEZEEDTIRSIIVFHUODOE
MENRE/NS A — 2 FI9fE (%CV?) DEH

FEYLE Frzx5V% BEE MRy B U750 20T SyAT R FE

S g AN (L/h/m?) 2 (L/h/m?) (L/m?)
(mg/m?) (mg/m?) (h)
50 500 10 2.5 (16) 7.88 (18) 335 (36) 224 (22)
60 600 5 2.1(29) 6.25 (31) - 22.0 (55)
a ZENMREL
b EFIRIED A B FE

BNSARFE G 0.2~0.3 B D%, T2 2TV 0L 2~4 BREILANIC A0 O SRk
BIZET D, 77 A7V U OEFIREOSHRBHTCHEND, T 7 AT FH U 03EITE
WHAZKSY (25 L/mY) HUCHT 5 2 LR EN TV D,
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1.6 SMENC I D RIS (SRS 3 5 Bk

Ty NTHA 7Y RN ARIOMEINRZ B L BT IR E TR LI x0T
I AT XY OEYBEEDOKRFTTIE, T b T VA7V RN AR DI AESNRH OTERE &
LT, 1 HEKO2 HEIE 1000 mg/m?, 3 HHIZ 500 mg/m”d H & T Totect " D% 5- %52 1F T\
TR 6 BllCBWT, T AT XYl 7 VT T 0 A ROE R IRRE AT BFE D 1)
X, REYLbEev bk G LA & LRBETH- -, 227 VT T2 (CEHE
4+SD) 1%, 1 HA (5920 L/Wm?), 2 HH (6.4+2.1 L//m*) KO3 HH (7.9+3.0 L/Vm?®) ODfi
CRREE Tholz, ERMOBERFREMNL 3 AfZ2E L T Lh o7z (2.1~22 h), 771
BHEE 17.9~22.6 L'm* TH -7,

T ATV XY OEENAHRR T, BETE FORTICREE, TRV
7 NREEY, 2 EOE ) T2 R8T I RRAERMDRD b, FEWERERER T,
REIRELRE Lo 72,

T AT XY OBERIZEBNT, RPPEEFEER2EFHZ R L TND, 7727 %Y
> D A& 500 mg/m* D 42% TR I e S a7,

BAWE vitro BT, T7 ATV %Y U ITMIEEQICHEES LAWZ EBRENT,

PRI oD B 2
T AT XY OEYBNEEIZERICERD S 5 B L OZEITR D 5TV,

T H e P

24 BEMIZBIRT D7 LT F= NS 7 LT F =027 VT T A (Cler) WL THEL
T2, Bix R OBHRIERE 24T 2 BLOWREICT 7 27 %% 150 mgm’ & 15 5yfi]
T CHELEFEHE L L EOT 7 AT ) 0 o ORWENEZ JHN L 7=, BEEEZ2 AT 5958
FHTE, TI7AZIXH 07 VT 70 ADKTRALNT, TEE (CLer 30~50 mL/5y)
~HE (CLer <30 mL/%y) OEFEELEAT DHERE TIX, SHREE & i U T AUC i fED
2fEEF LW, T MEICE ST, 2V T F=227 U7 T AMED 40 mL/ 3Kl OBE T
I, ®PRYEERE (CLeg > 80 mL/4y) L HERL T, HEE 50%BET S Z LIk > CR%OBR
FTi (AUConp) DEOND Z Evraiiz [12 HE - Hik) 2R,

i RE R =
RS E 2 G T ABEICB T AT 7 25 VX% o OBV RE D FEAMIZFEM L TV R,
YA HAEH

MIBFE NG L L7 a0 24— =BT, 2727V FH% 2 (500 mg/m®) OG-
IZRFYAEY Y (50 mgm®) EZOTEREHTHD R VLS ) —LOEYEREICAHE 2
ZALIFERD e no T,
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1.6 SMENZ IS 2 i AR DL (2 B9 2 Bk

12. EEER B

121 ERYE, ZTERYE SEES
T I AT XY OFEFIEICOW TIIMRE SAUTW RN, KEERLA ABFZERTIC L 53R
T, 7Y ¥y (T2 ATV FH L, ICRF-187 &2 OHMHEMIKLTH S ICRF-186 D7 &
A1) ORMFZRL5IET v MBI A2ESREBORBLE#ENH Y, ~ 7 A TIEE O FEMEN
3?955\_&75)%3(%32}%“(1/\50 T AT XY AL in vitro TR T 5 28 BFME 2 7R S 727
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Savene 20 mg/ml powder for concentrate and diluent for solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains 500 mg dexrazoxane (589 mg dexrazoxane hydrochloride).

Each ml contains 20 mg of dexrazoxane after reconstitution with 25 ml of sterilised water for
injections.

Excipients with known effects:

Diluent bag:
Potassium 98 mg/500 ml or 5.0 mmol/l

Sodium 1.61 g/500 ml or 140 mmol/l

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate and diluent for solution for infusion.

Powder vial:
White to off-white lyophilisate.

Diluent bag:

Clear isotonic solution (295 mOsml/l, pH approx. 7.4).

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Savene is indicated in adults for the treatment of anthracycline extravasation.
4.2 Posology and method of administration

Savene must be administered under the supervision of a physician experienced in the use of anti-
cancer medicinal products.

Posology
Treatment should be given once daily for 3 consecutive days. The recommended dose is:

Day 1: 1000 mg/m’
Day 2: 1000 mg/m’
Day 3: 500 mg/m’

The first infusion should be initiated as soon as possible, within the first six hours after the accident.
Treatment Day 2 and Day 3 should start at the same hour (+/- 3 hours) as Day 1.

There is no experience with dose reduction/increase or modification of the schedule in the treatment of
extravasation. For patients with a body surface area of more than 2 m? the single dose should not
exceed 2000 mg.



Renal impairment

No studies have been performed in patients with impaired renal function and treatment use in such
patients is not recommended (see section 4.4). Decreased renal function may lead to decreased rate of
elimination and prolonged systemic exposure.

Hepatic impairment
Dexrazoxane has not been studied in patients with impaired hepatic function and its use in such
patients is not recommended (see section 4.4).

Elderly
Safety and efficacy have not been evaluated in the elderly and the use of dexrazoxane in such patients

1s not recommended.

Paediatric population
The safety and efficacy of Savene in children below the age of 18 years has not been established and
no data are available.

Method of administration

For intravenous use after reconstitution and dilution.

For instructions on the reconstitution and dilution of Savene before administration, see section 6.6.
The indicated dose should be administered as an intravenous infusion over 1-2 hours into a large vein
of an extremity or area other than the one affected by the extravasation. Cooling procedures such as
ice packs should have been removed from the area at least 15 min before the Savene administration in
order to allow sufficient blood flow.

4.3 Contraindications
e Hypersensitivity to the active substance or to any of the excipients.
Women of childbearing potential not using contraceptive measures (see section 4.6).
Breast-feeding (see section 4.6).
Concomitant vaccination with yellow fever vaccine (see section 4.5).

4.4 Special warnings and precautions for use

Continuous monitoring
Local examination should be performed on a regular basis after treatment until resolution.

If there is suspicion of extravasation by vesicant compounds other than anthracyclines through the
same IV access, e.g. vincristine, mitomycin, and vinorelbine, Savene would not be effective against
the effects from these compounds.

Since Savene will be administered to patients undergoing cytotoxic therapy with anthracyclines its
cytotoxic potential (especially resulting in reversible haematological toxicity with a nadir occurring on
days 11-12) will therefore add to that of the other chemotherapy administered. Haematological
monitoring should therefore be undertaken regularly.

Hepatic and renal-function monitoring

Since liver dysfunction (increases in transaminases and bilirubin) may occur (especially after doses of
above 1 000 mg/m* dexrazoxane), it is recommended that routine liver function tests be performed
before each administration of dexrazoxane in patients with known liver function disorders.

Since renal dysfunction may decrease the rate of elimination of dexrazoxane, patients with initial
impaired renal function should be monitored for signs of haematological toxicity.



Potassium and sodium contents

Savene diluent contains potassium (98 mg/500 ml). This must be taken into consideration by patients

with reduced kidney function or patients on a controlled potassium diet. Plasma potassium level must
be closely monitored in patients at risk of hyperkalaemia.

It also contains sodium (1.61 g/500 ml) which may be harmful to patients on a controlled sodium diet.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use contraindicated:
Yellow fever vaccine: Risk of fatal generalised vaccinial disease (see section 4.3).

Concomitant use not recommended:

e Other live attenuated vaccines: risk of systemic, possible fatal disease. This risk is increased in
subjects who are already immunosuppressed by their underlying disease. Use an inactivated
vaccine where this exists (poliomyelitis) (see section 4.4).

e Dimethylsulfoxide (DMSO) should not be used in patients who are administered dexrazoxane
to treat anthracycline extravasation (see section 5.3)

e Phenytoin: cytotoxic agents may reduce the absorption of phenytoin leading to an
exacerbation of convulsions. Dexrazoxane is not recommended in combination with
phenytoin.

Concomitant use to assess carefully:
Ciclosporine, tacrolimus: Excessive immunosuppression with risk of lymphoproliferative disease.

Interactions common to all cytotoxics:

e Due to an increased thrombotic risk in patients with malignant diseases, the use of
anticoagulants treatment is frequent. Patients treated with anticoagulants should be monitored
more frequently as cytotoxic agents may interact with oral anticoagulants.

e Dexrazoxane may add to the toxicity induced by the chemotherapy cycle during which the
accident took place, requiring careful monitoring of haematological parameters (see section
4.4).

Interaction specific to dexrazoxane:
When tested in five major cytochrome P450 isoenzymes CYP1A, CYP2C9, CYP2C19, CYP2D6 and
CYP3A4, none of these were inhibited by dexrazoxane.

4.6 Fertility, pregnancy and lactation
Women of childbearing potential/Contraception in males and females

Women of childbearing potential must use contraceptive measures during treatment and must inform
their doctor immediately if they become pregnant (see section 4.3).

Since dexrazoxane possesses mutagenic activity, men being treated with dexrazoxane are advised not
to father a child during and up to three months after treatment and/or should use contraceptives for the
same time period.

Pregnancy
There are no data from the use of dexrazoxane in pregnant women. Dexrazoxane may cause foetal

harm when administered to pregnant women. Few pre-clinical data are available with respect to
reproductive toxicity (see section 5.3). Dexrazoxane should not be administered to pregnant women
unless clearly necessary.

Breast-feeding
It is not known whether dexrazoxane is excreted in human milk. Because of the potential for serious

adverse reactions in breast-fed infants exposed to dexrazoxane, mothers must discontinue breast-
feeding during Savene therapy (see section 4.3).



4.7 Effects on ability to drive and use machines

Dizziness, somnolence and syncope have been reported in a few patients included in Savene studies
TTO1 and TTO02 (see section 4.8). Dexrazoxane is considered to have a limited influence on the ability
to drive and use machines.

4.8 Undesirable effects

A number of published reports comprising more than 1000 patients have demonstrated a uniform
pattern of dose dependent adverse reactions. Most common adverse reactions are nausea/vomiting,
bone marrow suppression (neutropenia, thrombocytopenia), injection site reactions, diarrhoea,
stomatitis and increase in hepatic transaminases (ALT/AST). All adverse reactions have been rapidly
reversible.

The following information is based on two clinical studies, TTO1 and TT02, of Savene administered to
extravasation patients already receiving cycles of chemotherapeutic agents.

The adverse reactions were those typically seen with standard chemotherapy and also with
dexrazoxane: Nausea/vomiting in about one third of the patients, neutropenia and thrombocytopenia in
about half of the patients, more rarely increased concentration of liver enzymes (ALT/AST).

Adverse reactions observed in the two studies are listed below.

Incidence of adverse reactions (MedDRA) in studies TT01 and TT02 (n=80 patients)

(Note that numbers for Blood and Lymphatic System Disorders are described in a separate table of
laboratory examinations)

Adverse reactions reported are listed according to the following frequency:

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)
System Organ Classes (SOC) Frequency Adverse reactions
Infections and infestations Very common Postoperative infection
Common Infection

Neutropenic infection
Metabolism and nutrition disorders Common Decreased appetite
Nervous system disorders Common Dizziness

Sensory loss

Syncope

Tremor
Vascular disorders Common Phlebitis

Superficial thrombophlebitis

Venous thrombosis limb
Respiratory, thoracic and mediastinal | Common Dyspnoea
disorders

Pneumonia
Gastrointestinal disorders Very common Nausea

Common Vomiting

Diarrhoea

Stomatitis

Dry mouth
Skin and subcutaneous tissue Common Alopecia
disorders

Pruritus




Musculoskeletal and connective Common Myalgia
tissue disorders

Reproductive system and breast Common Vaginal haemorrhage
disorders
General disorders and administration | Very common Injection site pain

site conditions

Common Pyrexia

Injection site phlebitis

Injection site erythema

Fatigue

Injection site induration

Injection site swelling

Oedema peripheral

Somnolence
Investigations Common Weight decreased
Injury, poisoning and procedural Common Wound complication

complications

Incidence of laboratory abnormalities in TT01 and TT02 (n=80 patients)

No of patients with CTC grade 3-4
Lab test post baseline value N %
Haemoglobin 80 2 2.5%
WBC 80 36 45.0%
Neutrophils 78 36 46.2%
Platelets 80 17 21.3%
Sodium (Hypo) 79 5 6.3%
Potassium (Hypo) 79 2 2.5%
Potassium (Hyper) 79 0 0.0%
Alkaline Phosphatase 77 0 0.0%
Bilirubin 77 1 1.3%
AST 57 2 3.5%
ALT 71 3 3.9%
Creatinine 76 2 2.6%
LDH 78 0 0.0%
Calcium Total (Hypo) 28 2 7.1%

4.9 Overdose

Signs and symptoms of overdosage are likely to consist of leucopenia, thrombocytopenia, nausea,
vomiting, diarrhoea, skin reactions and alopecia. Treatment should be symptomatic.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Detoxifying agents for antineoplastic agents, ATC code: VO3AF02
Two pharmacodynamic properties of dexrazoxane are described in the literature:

1. Prevention of anthracycline cardiotoxicity, and

2. Antineoplastic action

Mechanism of action
Dexrazoxane has two major mechanisms of action:
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1. Chelation of iron, especially through its ring-opened metabolite thus reducing the iron-dependent
oxidative stress causing anthracycline-induced cardiotoxicity.
2. Inhibition of topoisomerase I1.

It is not known to what extent each of these mechanisms contributes to the preventive effect on tissue
destruction following anthracycline extravasation.

The chelating property is probably also responsible for an increased urinary excretion of iron and zinc
and a decreased serum concentration of calcium as described in a few studies.

The following efficacy data relate to Savene used as treatment of anthracycline extravasation:

The clinical programme for Savene (dexrazoxane) included two open, single-arm, multicentre studies.
The overall purpose of each trial was to investigate the efficacy of intravenous Savene in preventing
tissue damage from accidentally extravasated anthracycline, and thus preventing the patients from
undergoing the routinely used surgical excision of the affected tissue.

Due to the rarity of the condition only historical data could be used for comparison (demonstrating
surgical rates of 35-50 %, in one country 100% in biopsy proven cases)

In both studies the dosage regimen was the same. Treatment with Savene had to be started within 6
hours from the incident and was repeated after 24 and 48 hours. The first and second doses were 1000
mg/m” and the third was 500 mg/m”.

A requirement for inclusion in the efficacy part of the study was that the anthracycline extravasation
was proven by fluorescence microscopy of one or more biopsies.

For study purposes, patients with extravasations from a central venous access device (CVAD) were
not included in the efficacy evaluation.

Patients with neutropenia and thrombocytopenia > CTC grade 1 (Common Toxicity Criteria) have not
been included in the clinical studies.

In study TTO01, 23 patients were entered and received treatment with Savene. Eighteen were evaluable
for efficacy and safety and a further five patients were evaluable for toxicity only. None of the patients
required surgical intervention.

In study TT02, 57 patients entered the study and received the first dose of Savene. 36 patients were
evaluable for efficacy. Only one of the 36 patients required surgery.

In both studies all patients had received anthracycline. Overall, the most commonly received
anthracycline was epirubicin (56 % of the patients).

In both studies dexrazoxane treatment prevented the development of necrosis, allowed cancer
treatment to continue as scheduled in the majority of patients (70.4 %), and reduced the occurrence of
sequelae (only few and mild long-term sequelae were observed).

5.2 Pharmacokinetic properties

Savene must only be administered intravenously.

Bibliographical data demonstrate that serum kinetics of dexrazoxane after intravenous administration
follow an open two-compartment model independent of schedule and dose. The apparent volumes of
distribution are 0.13-1.3 I/kg (median 0.49 1/kg). Volume of distribution is independent of dose. AUCs
were dose-proportional. Tissue distribution is rapid, with the highest levels of unchanged parent
compound and hydrolysed product appearing in liver and kidneys. About 2% of dexrazoxane is
protein-bound.

Biotransformation: Dexrazoxane undergoes intracellular hydrolysis first to its two one-ring open
intermediates (B and C) and then to the two-ring opened form (ADR-925) which has a structure
similar to EDTA and is a strong chelator of iron and divalent cations as calcium ions.

Elimination: Dexrazoxane displays biphasic elimination kinetics. Initial elimination half lives (alpha)
are 0.18-1 h (median 0.34 h) and terminal elimination half lives 1.9-9.1 h (median 2.8 h). Total urinary
recovery of unchanged dexrazoxane is 34-60 %. Systemic clearance is independent of dose. The



pharmacokinetics of the metabolites is derived from a single study with five patients. The mean
elimination half-lives of the one-ring opened metabolite B and metabolite C are 0.9-3.9 h (n=5) and
0.5-0.8 h (n=3), respectively. The elimination half-life of the two-ring opened metabolite ADR-925 is
not given in literature. ADR-925 is reported to increase three-fold within 15 min after infusion of 1500
mg/m” and remain relatively constant on a plateau for 4 hours and then decreased to about half at

24 hours. Clearance may be reduced in patients with low creatinine clearance.

In-vitro studies on dexrazoxane in human microsomes have shown high stability of dexrazoxane
indicating that major metabolism via cytochrome P450 is unlikely.

There is insufficient data available to draw any definite conclusions regarding intrinsic pharmaco-
kinetic factors such as age, gender, race and weight. Inter- and intra-individual pharmacokinetic
variabilities have not been studied systematically. Based on a limited number of patients, inter-
individual variability calculated as the coefficient of variation (CV %) was estimated to be
approximately 30 % for the main pharmacokinetic parameters.

5.3 Preclinical safety data

Dexrazoxane has been shown to possess mutagenic activity. The carcinogenic potential of
dexrazoxane has not been investigated, however, razoxane (the racemic mixture of dexrazoxane and
levrazoxane) has been reported to be associated with the development of secondary malignancies in
mice (lymphoid neoplasms) and rats (uterine carcinomas) after administration for a prolonged period
of time. Both of these effects are expected for this class of compound.

Repeat-dose toxicity studies have shown that primary target organs were tissues that undergo rapid
cell division: bone marrow, lymphoid tissue, testes and digestive tract. Myelosuppression is thus
common. The apparent effects were greater during chronic than acute administration. The toxicity in
combination with doxorubicin was additive and not synergistic.

The related razoxane has been demonstrated to be embryotoxic in mice, rats and rabbits and
teratogenic in rats and mice.

When mice with experimental daunorubicin extravasation were treated with dexrazoxane systemically
combined with topical treatment with DMSO on the daunorubicin-affected skin area, 67 % of the mice
developed small skin wounds, whereas dexrazoxane treatment alone completely prevented the
daunorubicin-induced skin necrosis in another group of mice. Thus, dimethylsulfoxide (DMSO)
should not be used in patients who are administered dexrazoxane to treat anthracycline extravasation.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder vial
none

Diluent bag
Sodium chloride

Potassium chloride

Magnesium chloride hexahydrate
Sodium acetate trihydrate
Sodium gluconate

Sodium hydroxide

Water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.



6.3 Shelf life

Powder and diluent:
3 years.

After reconstitution and dilution:

Chemical and physical in-use stability has been demonstrated for 4 hours when stored at 2 to 8 °C.
From a microbiological point of view the product should be used immediately.

If not used immediately, in-use storage times and conditions prior to use are the responsibility of the
user and would normally not be longer than 4 hours at 2 to 8 °C.

6.4 Special precautions for storage

Store below 25 °C.
Keep the vials and bags in the outer carton in order to protect from light.
For storage conditions after reconstitution and dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Savene powder:
Amber-coloured, 36-ml, glass type I vial with stopper made of chlorobutyl rubber and a flip-off or
tear-off cap.

Savene diluent:
500 ml solution in bags made of polyolefin/polyamide co-extruded plastic and over wrapped with a
protective plastic bag composed of polyamide/polypropylene.

Pack sizes:

Savene is available as an emergency kit consisting of 10 vials of Savene powder and 3 bags of Savene
diluent.

6.6 Special precautions for disposal and other handling

Before infusion, Savene powder must be reconstituted with 25 ml sterilised water for injections to give
a concentration of 20 mg dexrazoxane per ml sterile water. The concentrate is slightly yellow. The
concentrate should then be diluted in 500 ml Savene diluent.

Caution must be exercised during reconstitution and dilution and the normal procedures for proper
handling of cytotoxic medicinal products should be adopted. If the powder or solution contacts the

skin or mucous membranes, wash immediately and thoroughly with water.

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

7. MARKETING AUTHORISATION HOLDER
SpePharm Holding B.V.

Kingsfordweg 151

1043 GR Amsterdam

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/350/001



9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation 28/07/2006
Date of latest renewal 28/07/2011

10. DATE OF REVISION OF THE TEXT

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.eu
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ANNEX IT

MANUFACTURING AUTHORISATION HOLDER
RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OF THE MARKETING
AUTHORISATION
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A.  MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer responsible for batch release

SpePharm Holding B.V.
Kingsfordweg 151

1043 GR Amsterdam
The Netherlands

B. CONDITIONS OF THE MARKETING AUTHORISATION

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to restricted medical prescription (See Annex [: Summary of Product
Characteristics, section 4.2).

o CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable.
. OTHER CONDITIONS
Pharmacovigilance system

The MAH must ensure that the system of pharmacovigilance, presented in module 1.8.1 of the
Marketing Authorisation, is in place and functioning before and whilst the product is on the market.
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ANNEX IIT

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

Kit Box (1 kit consisting of 10 powder vials and 3 diluent bags )

| 1. NAME OF THE MEDICINAL PRODUCT

Savene 20 mg/ml powder for concentrate and diluent for solution for infusion
(dexrazoxane)

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains 500 mg dexrazoxane (589 mg dexrazoxane hydrochloride).
After reconstitution with 25 ml sterilised water for injections 1 ml contains 20 mg dexrazoxane

| 3. LIST OF EXCIPIENTS

Savene powder:

none

Savene diluent:

Sodium chloride

Potassium chloride

Magnesium chloride hexahydrate
Sodium acetate trihydrate
Sodium gluconate

Sodium hydroxide

Water for injections

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate and diluent for solution for infusion
10 vials of 500 mg dexrazoxane
3 bags of 500 ml diluent

Emergency kit for the treatment of anthracycline extravasation

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use after reconstitution and dilution
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

To be administered under the supervision of a physician experienced in the use of cytotoxic agents

| 8. EXPIRY DATE

EXP
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| 9. SPECIAL STORAGE CONDITIONS

Store below 25 °C
Concentrate and diluted solution may be stored at 2 to 8 °C for 4 hours
Keep vials and bags in the outer carton in order to protect from light

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

SpePharm Holding B.V.
Kingsfordweg 151

1043 GR Amsterdam
The Netherlands

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/350/001

| 13. BATCH NUMBER

Batch

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription

| 15. INSTRUCTIONS FOR USE

| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Powder Vial

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Savene 20 mg/ml powder for concentrate
dexrazoxane
Intravenous use after reconstitution and dilution

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use

| 3. EXPIRY DATE

EXP

| 4.  BATCH NUMBER

Batch

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

500 mg dexrazoxane

| 6. OTHER
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

Diluent bag

| 1. NAME OF THE MEDICINAL PRODUCT

Savene diluent

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

| 3. LIST OF EXCIPIENTS

Sodium chloride

Potassium chloride

Magnesium chloride hexahydrate
Sodium acetate trihydrate
Sodium gluconate

Sodium hydroxide

Water for injections

| 4. PHARMACEUTICAL FORM AND CONTENTS

500 ml diluent

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use after dilution with concentrate
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

Contains cytotoxics after dilution with concentrate

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store below 25°C.
Keep in the outer carton in order to protect from light
To be used within 4 hours after dilution when stored at 2-8°C.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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Any unused product or waste material should be disposed of in accordance with local requirements

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

SpePharm Holding B.V.
Kingsfordweg 151

1043 GR Amsterdam
The Netherlands

| 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/350/001

| 13. BATCH NUMBER

Batch

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER
Savene 20 mg/ml powder for concentrate and diluent for solution for infusion
(dexrazoxane)

Read all of this leaflet carefully before you start using this medicine

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor.

In this leaflet:

1. What Savene is and what it is used for
2. Before you are given Savene

3. How to use Savene

4. Possible side effects

5 How to store Savene

6. Further information

1. WHAT SAVENE IS AND WHAT IT IS USED FOR

Most anti-cancer medicines are administered intravenously. Occasionally an accident occurs and the
medicine is infused outside the vein and into the surrounding tissue or leaks from the vein into the
surrounding tissue. This event is called extravasation. It is a serious complication as it can cause
severe tissue damage.

Savene is used in adults to treat extravasations of anthracyclines, medicines used for cancer treatment.
The active substance is dexrazoxane which acts as an antidote to anthracyclines. It can reduce the
amount of tissue damage caused by anthracycline extravasation.

2. BEFORE YOU ARE GIVEN SAVENE

You will not be given Savene:

- If you are allergic (hypersensitive) to dexrazoxane or any of the ingredients of this medicine
(listed in section 6)

- If you are planning to become pregnant and do not use adequate contraceptive measures

- If you are breast-feeding

- If you are given yellow-fever vaccine

Take special care with Savene:

- Savene should only be given to you if you have an extravasation in connection with
anthracycline-containing chemotherapy.

- During treatment with Savene you will have blood tests taken regularly to check your blood

cells.

If you have liver dysfunction your doctor will monitor your liver function during treatment.

- If you have kidney dysfunction your doctor will monitor for signs of changes to your blood
cells.

- Caution should be exercised if you receive live attenuated vaccines or phenytoin (anti-epileptic
medicines).

Use in children and adolescents
Savene should not be administered to children below the age of 18 years.

21



Taking other medicines
Please tell your doctor if you are taking or were recently taking any other medicines, including
medicines obtained without a prescription.

It is not advisable to take other medicines without telling your doctor as there may be interactions

between Savene and other medicines:

- Vaccines: you must not use Savene if you will receive yellow fever vaccine and it is not
recommended that you use Savene if you will receive a vaccine containing live virus particles.

- aproduct called DMSO (which is a cream to treat some skin diseases)

- phenytoin, a treatment against seizures

- anticoagulants (blood thinners)

- cyclosporine or tacrolimus (both treatments lower the body's immune system and are used to
prevent organ rejection after an organ transplant).

- myelosuppressive medicines (decrease production of red, white, or coagulating blood cells)

Pregnancy and breast-feeding

Women of childbearing potential must use contraceptive measures during treatment (see section 2).
If you are a man, you must take adequate contraceptive precautions during therapy and for at least
three months after treatment.

Savene should not be administered if you are pregnant.

You must not breast-feed while you are treated with Savene.

Ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines
Dizziness, somnolence and syncope have been reported in a few patients treated with Savene. The
treatment is considered to have a limited influence on the ability to drive and use machines.

Important information about some of the ingredients of Savene

The Savene diluent contains potassium (98 mg/500 ml) which may be harmful to people on a low-
potassium diet.

It also contains sodium (1.61 g/500 ml) which may be harmful to people on a low-sodium diet.

3. HOW TO USE SAVENE

Savene will be given to you under the control of a physician experienced in the use of anticancer
treatments.

Usual dose
The dose will depend on your height and weight. Your doctor will calculate your body surface area in
square meter (m”) to determine the dose you should receive. The usual adult dose is:

Day 1: 1000 mg/m’
Day 2: 1000 mg/m’
Day 3: 500 mg/m’

Savene will be given by infusion into one of your veins. The infusion will last 1-2 hours.

Frequency of administration

You will receive your infusion once daily for 3 consecutive days. The first infusion will be given as
soon as possible within the first six hours after extravasation of an anthracycline medicine. Savene
infusion will be given at the same hour as Day 1 on Days 2 and 3.

Savene will not be used again at the time of your next anthracycline cycle, except if extravasation
occurs again.

If you receive more Savene than you should
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If you receive more Savene than you should, you will be closely monitored with specific attention to
your blood cells, potential gastro-intestinal signs, skin reactions and hair loss.

If you have any further questions on the use of this medicine, ask your doctor.
4. POSSIBLE SIDE EFFECTS
Like all medicines, Savene can cause side effects although not everybody gets them.

Side effects described as very common affect more than 1 user in 10.

Side effects described as common affect 1 to 10 users in 100.

Side effects described as uncommon affect 1 to 10 users in 1,000.

Side effects described as rare affect 1 to 10 users in 10,000.

Side effects described as very rare affect less than 1 user in 10,000.

Side effects described as not known have a frequency cannot be estimated from the available data.

Very common side effects are:
e Nausea.
e Pain in the blood vessel where the treatment is given.
e Temporary lowering of the white blood cells, neutrophils and the platelets - side effects which
also are caused by the chemotherapy you receive for your disease and which is why control
blood tests will be performed regularly.

Common side effects are:

A general feeling of being unwell including feeling tired, sleepy or dizzy
Inflammation of the blood vessel where the treatment is given (phlebitis)
Diarrhoea

Dry mouth

Hair loss

Pruritus

Weight decreased, decreased appetite

Muscle pain

Vaginal bleeding

Difficulties in breathing, lung infection

The skin may be red or swollen or hurt when touched at the site of injection.

If any of the side effects gets serious or if you notice any side effects not listed in this leaflet, please
tell your doctor.

5. HOW TO STORE SAVENE
Keep out of the reach and sight of children.
Do not use Savene after the expiry date stated on the carton, vial label, bag label after EXP.

Savene should be stored below 25 °C.
Keep Savene in the outer carton in order to protect from light.

Chemical and physical in-use stability after reconstitution and subsequent dilution in the diluent has
been demonstrated for 4 hours when stored at 2 to 8 °C.

In order to avoid the potential contamination of the medicine by microbes, the product should be used
immediately.

If the medicine is not used immediately, it should normally be kept at a temperature of 2 to 8 °C (in
the refrigerator) and no longer than 4 hours.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.
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6. FURTHER INFORMATION

What Savene contains
The active substance is dexrazoxane. Each vial contains 500 mg dexrazoxane as 589 mg dexrazoxane
hydrochloride.

The diluent contains sodium chloride, potassium chloride, magnesium chloride hexahydrate, sodium
acetate trihydrate, sodium gluconate, sodium hydroxide and water for injections.

What Savene looks like and contents of the emergency kit

The Savene kit consists of Savene powder and Savene diluent. Savene powder comes in a single glass
vial containing a white to off-white powder called dexrazoxane (the active ingredient). Savene diluent
comes in an infusion bag containing the Savene diluent.

The concentration of dexrazoxane following reconstitution with sterilised water for injections is 20
mg/ml. The concentrate is slightly yellow.

One emergency kit contains 10 vials of Savene powder and 3 bags of Savene diluent.

Marketing Authorisation Holder and Manufacturer
SpePharm Holding B.V.

Kingsfordweg 151

1043 GR Amsterdam

The Netherlands

Tel: +31 (0)88 0074 501

Fax: +31 (0)20 4919 090

For any information about this medicinal product, please contact the local representative of the
Marketing Authorisation Holder:

Belgié/Belgique/Belgien Luxembourg/Luxemburg
SpePharm Holding B.V. SpePharm Holding B.V.
Kingsfordweg 151 Kingsfordweg 151

NL - 1043 GR Amsterdam NL - 1043 GR Amsterdam
Tél/Tel: + 31 (0)88 0074 501 Tél/Tel: + 31 (0)88 0074 501
Bwarapus Magyarorszag

SpePharm Holding B.V. Medis d.o.o.

Kingsfordweg 151 Brnciceva 1

NL — 1043 GR Amsterdam SI-1001 Ljubljana

Ten.: + 31 (0)88 0074 501 Tel.: + 386 1 589 69 00
Ceska republika Malta

SpePharm Holding B.V. SpePharm Holding B.V.
Kingsfordweg 151 Kingsfordweg 151

NL - 1043 GR Amsterdam NL - 1043 GR Amsterdam
Tel: + 31 (0)88 0074 501 Tel: +31 (0)88 0074 501
Danmark Nederland

SpePharm Holding B.V. SpePharm Holding B.V.
Kingsfordweg 151 Kingsfordweg 151

NL - 1043 GR Amsterdam NL — 1043 GR Amsterdam
TIf: + 31 (0)88 0074 501 Tel: +31 (0)88 0074 501
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Deutschland

SpePharm GmbH
Stefan-George-Ring 29
DE — 81929 Miinchen
Tel: + 49 (0)89 93086-130

Eesti

SpePharm Holding B.V.
Kingsfordweg 151

NL — 1043 GR Amsterdam
Tel: + 31 (0)88 0074 501

E\LGoa.

a VIPharma International A.E.
Mecoysumv 43

GR - 151 26 Mapovot

TnA: +30210-6194170

Espaiia

Ferrer Farma, S.A.
Gran Via Carlos 111, 94
E - 08028 Barcelona
Tel: +34 93 600 37 00

France

Laboratoire BIOETHIC
51 Bd de Courcelles

FR —75008 Paris

Tél: + 33 (0)1 56 333270

Ireland

SpePharm UK Ltd

2B Bankside

Hanborough Business Park
Long Hanborough

Witney

0X29 8LJ

Tel: + 44 (0)844 800 7335

Island

SpePharm Holding B.V.
Kingsfordweg 151

NL - 1043 GR Amsterdam
Simi: + 31 (0)88 0074 501

Italia

SpePharm Italia s.r.1.
Piazza Borromeo 14
IT — 20123 Milano
Tel: +39 029 647 4703

Kvzpog

SpePharm Holding B.V.
Kingsfordweg 151

NL — 1043 GR Amsterdam
TnA: + 31 (0)88 0074 501

Norge

SpePharm Holding B.V.
Kingsfordweg 151

NL - 1043 GR Amsterdam
TIf: + 31 (0)88 0074 501

Osterreich

SpePharm GmbH
Stefan-George-Ring 29
DE — 81929 Miinchen
Tel: + 49 (0)89 93086-130

Polska

SpePharm Holding B.V.
Kingsfordweg 151

NL — 1043 GR Amsterdam
Tel.: + 31 (0)88 0074 501

Portugal
Ferrer Azevedos, S.A.

Edificio Azevedos, Estrada Nacional 117-2

P-2614-503 Amadora
Tel: +351 21 4725900

Romania

SpePharm Holding B.V.
Kingsfordweg 151

NL - 1043 GR Amsterdam
Tel: + 31 (0)88 0074 501

Slovenija

Medis d.o.o.
Brnciceva 1

SI-1001 Ljubljana
Tel: +386 1 589 69 00

Slovenska republika
SpePharm Holding B.V.
Kingsfordweg 151

NL - 1043 GR Amsterdam
Tel: +31 (0)88 0074 501

Suomi/Finland

SpePharm Holding B.V.
Kingsfordweg 151

NL — 1043 GR Amsterdam
Puh/Tel: + 31 (0)88 0074 501

Sverige

SpePharm Holding B.V.
Kingsfordweg 151

NL - 1043 GR Amsterdam
Tel: + 31 (0)88 0074 501



Latvija

SpePharm Holding B.V.
Kingsfordweg 151

NL — 1043 GR Amsterdam
Tel: + 31 (0)88 0074 501

Lietuva

SpePharm Holding B.V.
Kingsfordweg 151

NL — 1043 GR Amsterdam
Tel: + 31 (0)88 0074 501

This leaflet was last approved in

United Kingdom
SpePharm UK Ltd

2B Bankside

Hanborough Business Park
Long Hanborough

Witney

0X29 8LJ

Tel: + 44 (0)844 800 7335

Detailed information on this medicine is available on the website of the European Medicines Agency

http://www.ema.europa.eu
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The following information is intended for medical or healthcare professionals only.

Preparation guide for use with Savene powder for concentrate and diluent for solution for
infusion

It is important that you read the entire content of this procedure prior to the preparation of Savene.
1. FORMULATION

Savene is supplied as:
1. Savene powder
2. Savene diluent

Savene powder must be reconstituted in 25 ml sterile water and diluted in 500 ml diluent prior to
administration.

2. RECOMMENDATION FOR THE SAFE HANDLING

Savene is an anti-cancer agent and the normal procedures for proper handling and disposal of

anticancer medicines should be adopted, namely:

- Personnel should be trained to reconstitute the medicine

- Pregnant staff should be excluded from working with this medicine

- Personnel handling this medicine during reconstitution should wear protective clothing including
mask, goggles and gloves

- Accidental contact with the skin or eyes should be treated immediately and thoroughly with
copious amounts of water

3. PREPARATION FOR THE INTRAVENOUS ADMINISTRATION

3.1 Reconstitution of Savene powder

3.1.1 Using a syringe fitted with a needle, aseptically withdraw 25 ml of sterile water.

3.1.2 Inject the entire contents of the syringe into the vial containing the Savene powder.

3.1.3 Remove the syringe and needle and mix manually by repeated inversions until the powder is
fully dissolved. Do not shake.

3.1.4 Allow the vial with the reconstituted solution to stand for 5 minutes at room temperature and
check if the solution is homogenous and clear. The reconstituted solution is slightly yellow.
The reconstituted solution contains 20 mg dexrazoxane per ml and should be used immediately
after preparation. It contains no antibacterial preservative.

3.2 Dilution of the infusion concentrate

3.2.1 More than one vial containing reconstituted solution may be necessary to obtain the required
dose for the patient. Based on the required dose for the patient expressed in mg, aseptically
withdraw the corresponding reconstituted volume containing 20 mg dexrazoxane per ml from
the appropriate number of vials containing reconstituted solution. Use a graduated syringe filled
with a needle.

3.2.2 Inject the required reconstituted volume into the infusion bag with 500 ml diluent. The solution
must not be mixed with any other medicines.

3.2.3 Mix the infusion bag manually using a rocking motion

3.2.4 Savene should be aseptically administered as a 1-2 hours infusion under room temperature and
normal light conditions.

3.2.5 As with all parenteral products, Savene reconstituted solution and infusion solution should be
inspected visually for particulate matter and discoloration prior to administration. Solutions
containing a precipitate should be discarded.

4. DISPOSAL
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All items for preparation, administration or cleaning, including gloves, as well as liquid waste should
be disposed of in accordance with local requirements.
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HIGHLIGHTS OF PRESCRIBING
INFORMATION

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

Totect® Kit (dexrazoxane) for injection, for
intravenous infusion only

Initial U.S. Approval: 2007

----------- INDICATIONS AND USAGE------------

e Totect® is indicated for the treatment of
extravasation resulting from intravenous
anthracycline chemotherapy. (1)

 Vial contents must be mixed and diluted before use.
(2.1)

 Administer Totect® once daily for 3 consecutive
days. The first infusion should be initiated as soon
as possible and within the first six hours after
extravasation.
Recommended dose: Maximum daily dose:
Day one: 1000 mg/m? 2000 mg
Day two: 1000 mg/m? 2000 mg
Day three: 500 mg/m? 1000 mg

¢ Reduce dose by 50% for patients with creatinine

clearance < 40 mL/min. (2.2)

o Totect® is packaged as an urgent treatment kit for
single patient use. Each kit contains 10 vials of
Totect® (dexrazoxane for injection) 500 mg and 10
vials of 50 mL diluent, which provides a complete
three day treatment. (3)

o Myelosuppression: Dexrazoxane is associated with
leukopenia, neutropenia, and thrombocytopenia.
Perform hematological monitoring. (5.1)

e Use in Pregnancy: Fetal harm can occur when
administered to a pregnant woman. Apprise women
of potential harm to the fetus. (5.2)

The most common adverse reactions (> 16%) are
nausea, pyrexia, injection site pain and vomiting. (6.1)

To report SUSPECTED ADVERSE REACTIONS,
contact TopoTarget Medical Information at 1-866-
914-2922 or FDA at 1-800-FDA-1088 or

www fda.gov/medwatch

« Nursing Mothers: Discontinue drug or nursing,
taking into consideration the importance of drug to
the mother. (8.3)

« Renal impairment: Reduce the Totect® dose by 50%
in patients with creatinine clearance values < 40
mL/min. (8.6)

See 17 for PATIENT COUNSELING

INFORMATION and FDA-approved patient
labeling

Revised: 11/2009

TOT-PIL_v04
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
Totect® is indicated for the treatment of extravasation resulting from intravenous
anthracycline chemotherapy.

2 DOSAGE AND ADMINISTRATION
Vial contents must be mixed and diluted before use.

2.1 Recommended Dose

Totect® should be given once daily for 3 consecutive days. The first infusion
should be initiated as soon as possible and within the first six hours after
extravasation.

The individual dosage is based on calculation of the Body Surface Area (BSA)
up to a maximum dose of 2000 mg (each on Day 1 and 2) and 1000 mg (Day 3),
corresponding to a BSA of 2 m2,

The recommended dose is:  Maximum daily dose:

Day one: 1000 mg/m? 2000 mg
Day two: 1000 mg/m?2 2000 mg
Day three: 500 mg/m? 1000 mg

2.2 Dose Modifications
The Totect® dose should be reduced by 50% in patients with creatinine clearance
values < 40 mL/min.

2.3 Directions for Mixing and Final Dilution

Read this entire section carefully before mixing and diluting.

Aseptic technique should be used during preparation.

Caution must be exercised when handling Totect® and preparing the mixed
solution. [see How Supplied/Storage and Handling (16)]

Totect® should not be mixed or administered with any other drug during the
infusion.

Preparation of Totect®

Step 1. Each vial of Totect® (dexrazoxane for injection) (500 mg) must first be
mixed with 50 mL of the enclosed diluent. The resultant solution contains 10
mg/mL. This resultant solution should be used immediately (within 2 hours)
after preparation. It contains no antibacterial preservative.

Step 2. Withdraw the recommended dose from the solution containing 10
mg/mL as prepared in Step 1 and further dilute into an infusion bag containing
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1000 mL 0.9% Sodium Chloride. In order to obtain the required dose more than
one vial may be needed. Totect® must not be mixed with any other drugs.

The infusion bag should be used immediately after preparation. The product is
stable for 4 hours from the time of preparation when stored below 25°C (77°F).

The solution of Totect® is slightly yellow.

Parenteral drug products should be inspected visually for particulate matter prior
to administration, whenever solution and container permit. Solutions containing
a precipitate should be discarded. Vials are for single use only. Unused solution
should be discarded.

2.4 Administration

Totect® should not be mixed or administered with any other drug during the
infusion. Administer as an intravenous infusion over 1 to 2 hours at room
temperature and normal light conditions in a large caliber vein in an
extremity/area other than the one affected by the extravasation. Cooling
procedures such as ice packs, if used, should be removed from the extravasation
area at least 15 minutes before Totect® administration in order to allow sufficient
blood flow to the area of extravasation. Treatment on Day 2 and Day 3 should
start at the same hour (+/- 3 hours) as on the first day.

3 DOSAGE FORMS AND STRENGTHS

Totect® is packaged as an urgent treatment kit for single patient use. Each kit
contains 10 vials of Totect® (dexrazoxane for injection) 500 mg and 10 vials of
50 mL diluent, which provides a complete three day treatment.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
5.1 Myelosuppression

Treatment with Totect® is associated with leukopenia, neutropenia, and
thrombocytopenia. Hematological monitoring should be performed.

5.2 Use in Pregnancy

Pregnancy Category D

Totect® can cause fetal harm when administered to a pregnant woman. There is
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no adequate information about the use of Totect® in pregnant women. If this
drug is used during pregnancy, or if the patient becomes pregnant while taking
this drug, the patient should be apprised of the potential hazard to the fetus. [see
Use in Special Populations (8.1)].

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

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

In the clinical studies, Totect® was administered to patients also receiving
chemotherapeutic agents for cancer, and the adverse reaction profile reflects the
combination of Totect® underlying disease, and already administered
chemotherapy. The adverse reaction data reflect exposure to Totect® in 80
patients who received the first dose, 72 patients who received two doses, and 69
patients who received all three doses. Table 1 summarizes adverse reactions
occurring with > 5% frequency.

Table 1 Adverse Reactions Occurring at > 5% Frequency

MedDRA System Organ Class (SOC) and Study 1 and 2
Preferred term Combined
(All causalities)
N=80 (%)
Total number of patients with at least one event 68 (85)
General disorders and 46 (58)
administration site conditions
Pyrexia 17 (21)
Injection site pain/injection site discomfort 13 (16)
Fatigue 10 (13)
Edema peripheral 8 (10)
Injection site phlebitis 5 (6)
Gastrointestinal disorders 44 (55)
Nausea 34 (43)
Vomiting 15 (19)
Diarrhea 9(11)
Abdominal pain 5 (6)
Constipation 5 (6)
Infections and infestations 24 (30)
Postoperative infection 13 (16)
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Nervous system disorders 19 (24)
Dizziness 9(11)
Headache 5 (6)

Skin and subcutaneous disorders 14 (18)
Alopecia 11 (14)

Respiratory, thoracic and mediastinal disorders 13 (16)
Dyspnea 6 (8)
Pneumonia 5 (6)
Cough 4(5)

Vascular disorders 12 (15)

Blood and lymphatic system disorders 11 (14)
Anemia 5 (6)

Psychiatric disorders 11 (14)
Depression 6 (8)
Insomnia 4(5)

Musculoskeletal and connective tissue 10 (13)

disorders

Metabolism and nutrition disorders 8 (10)
Anorexia 4(5)

Cardiac disorders 4(5)

Neutropenia and febrile neutropenia each occurred in 2.5% of patients.

Table 2 summarizes laboratory adverse events from studies 1 and 2.
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Table 2: Laboratory Adverse Reactions

CTCAE version 3 CTC grade |CTC grade|CTC grade
Term 3 4 2t04
N (%) N (%) N (%)
Hematologic:
Decreased hemoglobin 2 (3) 0 34 (43)
Decreased WBC 20 (25) 16 (20) 58 (73)
Decreased neutrophils 17 (22) 19 (24) 48 (61)
Decreased platelets 17 (21) 0 21 (26)
Hepatic:
Increased bilirubin 12 0 6 (11)
Increased AST 1(2) 1) 21 (28)
Increased ALT 1(0) 4 (5) 17 (22)
Increased alkaline 0 0 3(4)
phosphatase
Increased LDH 0 0 1(5)
Metabolic:
Increased creatinine 1(2) 1(2) 8 (14)
Decreased sodium 4 (5) 1(0) 5 (6)
Increased calcium total 1(2) 1(2) 4(7)

7 DRUG INTERACTIONS
No drug interactions have been identified [see Clinical Pharmacology (12.3)].

e Dimethylsulfoxide: Based on anecdotal reports concurrent use of topical
dimethyl sulfoxide (DMSO) at the site of tissue injury may reduce the
benefit of Totect®. Additionally, nonclinical studies using a mouse model
that simulates extravasation of anthracyclines has shown that
concomitant treatment with topical DMSO decreases the efficacy of
systemic dexrazoxane.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category D [see Warnings and Precautions (5.2)].

Dexrazoxane was toxic to pregnant rats at doses of 2 mg/kg (1/80 the human
dose on an mg/m? basis) and embryotoxic and teratogenic at 8 mg/kg (about 1/20
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the human dose on an mg/m? basis) when given daily during the period of
organogenesis. Teratogenic effects in the rat included imperforate anus,
microphthalmia, and anophthalmia. In offspring allowed to develop to maturity,
fertility was impaired in the male and female rats treated in utero during
organogenesis at 8 mg/kg. In rabbits, doses of 5 mg/kg (about 1/16 the human
dose on an mg/m2 basis) daily during the period of organogenesis caused
maternal toxicity and doses of 20 mg/kg (1/4 the human dose on an mg/m? basis)
were embryotoxic and teratogenic. Teratogenic effects in the rabbit included
several skeletal malformations such as short tail, rib and thoracic malformations,
and soft tissue variations including subcutaneous, eye and cardiac hemorrhagic
areas, as well as agenesis of the gallbladder and of the intermediate lobe of the
lung.

8.3 Nursing Mothers

It is not known whether dexrazoxane or its metabolites are excreted in human
milk. Because many drugs are excreted in human milk and because of the
potential for serious adverse reactions in nursing infants from dexrazoxane, a
decision should be made whether to discontinue nursing or to discontinue the
drug, taking into account the importance of the drug to the mother.

8.4 Pediatric Use
The safety and effectiveness of Totect® in pediatric patients have not been
established.

8.5 Geriatric Use

In total, 21% of the patients treated with Totect® were age 65 years or older and
9% were 75 and older. No differences in safety or efficacy were observed
between older and younger patients, and other reported clinical experience has
not identified differences in responses between the elderly and younger patients,
but greater sensitivity of some older individuals cannot be ruled out.

This drug is known to be substantially excreted by the kidney, and the risk of
toxic reactions to this drug may be greater in patients with impaired renal
function. Because elderly patients are more likely to have decreased renal
function, care should be taken in dose selection, and it may be useful to monitor
renal function [see Dosage and Administration (2.2)].

8.6 Renal Impairment

Greater exposure to dexrazoxane may occur in patients with compromised renal
function. The Totect® dose should be reduced by 50% in patients with creatinine
clearance values < 40 mL/min. [see Dosage and Administration (2.2)]

10 OVERDOSAGE
There are no data on overdosage. There is no known antidote for dexrazoxane.
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11 DESCRIPTION
Totect® (dexrazoxane for injection) is a sterile, pyrogen-free lyophilizate
intended for intravenous (IV) administration. Totect® is packaged as a kit for
single patient use. Each kit contains 10 vials of Totect® (dexrazoxane for
injection) 500 mg and 10 vials of 50 mL diluent, which provides a complete
three day treatment

Chemically, dexrazoxane is 2,6-piperazinedione,4,4’-(1-methyl-1,2-
ethanediyl)bis-,(S)- or (S)-(+)-1,2-bis(3,5-dioxopiperazin-1-yl)propane. The
following diagram shows the chemical structure:

[¢)
HN>_\N4<\ /—/<O

}—/ N NH

o \—QO
The molecular formula is Ci;H1gN4O4; the molecular weight is 268.3.
Dexrazoxane is a white to off-white powder, with a melting point of 194 + 3 °C.
It is soluble in dioxane and 0.1 N HCI, sparingly soluble in water,
tetrahydrofuran, citrate buffer at pH 4.0, phosphate buffer at pH 7.0, and borate-
potassium chloride sodium hydroxide buffer at pH 9.0. The acid dissociation
constants, pKa, are 2.5 (for the tertiary piperazine nitrogen) and 9.7 (for the
nitrogen imide). Log P is -2.135.
The finished product is supplied in a sterile form for intravenous infusion only
following mixing and diluting.

Each kit contains twenty 50 mL Type | glass vials. Ten vials each contains
dexrazoxane hydrochloride equivalent to 500 mg dexrazoxane and 10 vials each
contains diluent (0.167M Sodium Lactate Injection, USP). Each vial of
dexrazoxane for injection is closed with an aluminum flip-off cap covered with a
dark red overcap. Each vial of diluent is closed with an aluminum flip-off cap
covered with a white overcap.

When reconstituted as directed, the admixture contains dexrazoxane and the
following excipients: hydrochloric acid, sodium lactate, water for injection,
sodium hydroxide and lactic acid [see Dosage and Administration (2.4)]. The
admixture should be further diluted in 0.9 % NaCl prior to administration to
patients.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
The mechanism by which Totect® diminishes tissue damage resulting from the
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extravasation of anthracycline drugs is unknown. Some evidence suggests that
dexrazoxane inhibits topoisomerase Il reversibly.

12.3 Pharmacokinetics

The pharmacokinetics of dexrazoxane have been studied in advanced cancer
patients with normal renal and hepatic function. Generally, the pharmacokinetics
of dexrazoxane can be adequately described by a two-compartment open model
with first-order elimination. Dexrazoxane has been administered as a 15 minute
infusion over a dose-range of 60 to 900 mg/m? with 60 mg/m?2 of doxorubicin,
and at a fixed dose of 500 mg/m2 with 50 mg/m2 doxorubicin. The disposition
kinetics of dexrazoxane are dose-independent, as shown by linear relationship
between the area under plasma concentration-time curves and administered
doses ranging from 60 to 900 mg/m2. The mean peak plasma concentration of
dexrazoxane was 36.5 pg/mL at the end of the 15 minute infusion of a 500
mg/m? dose of dexrazoxane administered 15 to 30 minutes prior to the 50 mg/m?
doxorubicin dose. The important pharmacokinetic parameters of dexrazoxane are
summarized in the following table.

SUMMARY OF MEAN (%CV?) DEXRAZOXANE
PHARMACOKINETIC PARAMETERS AT A DOSAGE RATIO OF
10:1 OF DEXRAZOXANE: DOXORUBICIN

Dose Dose Number of  Elimination Plasma Renal ®\Volume of

Doxorubicin Dexrazoxane Subjects Half-Life Clearance Clearance  Distribution
(mg/m?) (mg/m?) (h) (L/h/m?) (L/h/m?) (L/m?)

50 500 10 2.5(16) 7.88 (18) 3.35(36) 22.4(22)

60 600 5 2.1(29) 6.25 (31) — 22.0 (55)

a Coefficient of variation
b Steady-state volume of distribution

Following a rapid distributive phase (~0.2 to 0.3 hours), dexrazoxane reaches
post-distributive equilibrium within 2 to 4 hours. The estimated steady-state
volume of distribution of dexrazoxane suggests its distribution primarily in the
total body water (25 L/m?2).

In a study of the pharmacokinetics of dexrazoxane following the recommended
dosing for patients with anthracycline extravasation, the mean systemic
clearance and steady-state volume of distribution of dexrazoxane in six female
patients undergoing treatment for anthracycline extravasations at a dose of 1000
mg/m? Totect® on Days 1 and 2 and 500 mg/m? on Day 3 were similar to that
observed when administered with doxorubicin. The systemic clearances (mean +
SD) were similar among Day 1 (5.9 + 2.0 L/h/m?), Day 2 (6.4 + 2.1 L/h/m?), and
Day 3 (7.9 + 3.0 L/h/m?). The terminal elimination half life did not change over
3 days (2.1-2.2 h). The volume of distribution was 17.9 ~ 22.6 L/m®.

Quialitative metabolism studies with dexrazoxane have confirmed the presence of

unchanged drug, a diacid-diamide cleavage product, and two monoacid-
monoamide ring products in the urine of animals and man. The metabolite levels
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were not measured in the pharmacokinetic studies.

Urinary excretion plays an important role in the elimination of dexrazoxane.
Forty-two percent of the 500 mg/m? dose of dexrazoxane was excreted in the
urine.

Protein Binding: In vitro studies have shown that dexrazoxane is not bound to
plasma proteins.

Effects of Gender
There are no clinically relevant differences in the pharmacokinetics of
dexrazoxane between males and females.

Renal insufficiency

The pharmacokinetics of dexrazoxane were assessed following a single 15
minute 1V infusion of 150 mg/m? of dexrazoxane in male and female subjects
with varying degrees of renal dysfunction as determined by creatinine clearance
(CLcr) based on a 24-hour urinary creatinine collection. Dexrazoxane clearance
was reduced in subjects with renal dysfunction. Compared with controls, the
mean AUC,.i,s value was twofold greater in subjects with moderate (CLcr 30-50
mL/min) to severe (CLcg < 30 mL/min) renal dysfunction. Modeling
demonstrated that equivalent exposure (AUCy.ins) could be achieved if dosing
were reduced by 50% in subjects with creatinine clearance values < 40 mL/min
compared with control subjects (CLcg > 80 mL/min) [see Dosage and
Administration (2.2)].

Hepatic insufficiency
The pharmacokinetics of dexrazoxane have not been evaluated in patients with
hepatic impairment.

Drug interactions

There were no significant changes in the pharmacokinetics of doxorubicin (50
mg/m?2) and its predominant metabolite, doxorubicinol, in the presence of
dexrazoxane (500 mg/m2) in a crossover study in cancer patients.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

The carcinogenic potential of dexrazoxane has not been investigated.
Nevertheless, a study by the National Cancer Institute has reported that long
term dosing with razoxane (the racemic mixture of dexrazoxane, ICRF-187, and
its enantiomer ICRF-186) is associated with the development of malignancies in
rats and possibly in mice. Dexrazoxane was not mutagenic to bacteria in vitro
(Ames assay), but caused significant chromosomal aberrations in mammalian
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cells in vitro. It also increased the formation of micronucleated polychromatic
erythrocytes in mice. Thus, dexrazoxane is mutagenic and clastogenic.

The possible adverse effects of Totect® on the fertility of humans and
experimental animals, male or female, have not been adequately studied.
Testicular atrophy was seen with dexrazoxane administration at doses as low as
30 mg/kg weekly for 6 weeks in rats (about 1/5 the human dose on a mg/m?
basis) and as low as 20 mg/kg weekly for 13 weeks in dogs (about half the
human dose on a mg/m? basis).

14 CLINICAL STUDIES

Totect® was studied in two open-label, single arm, multi-center studies testing
whether Totect® administration could reduce tissue injury following
anthracycline extravasation and thereby reduce or avoid surgical intervention.

In the studies, eligible patients were receiving single-agent anthracycline
intravenously (usually as part of combination chemotherapy) and developed
extravasation symptoms of pain, burning, swelling, and/or redness near the
infusion site. Skin biopsy samples from the suspected skin area were examined
for the presence of anthracycline as determined by the presence of tissue
fluorescence; however, therapy was not delayed for this test result.

In both studies, treatment with Totect® was to begin as soon as possible and no
later than 6 hours after extravasation with retreatment 24 and 48 hours later (a
total of 3 doses). Totect® was administered as 1-2 hour IV infusions through a
different venous access location. The first and second doses were 1000 mg/m?
and the third dose was 500 mg/m2. No dose modifications were planned except
for patients whose body surface area exceeded 2.0 m2, in which case the total
daily dose limit on the first and second day was 2000 mg/day and 1000 mg on
the third day.

In total, 80 patients were enrolled and 57 were evaluable. Demographics in the
two studies were similar. The median age was 57 years, and sixty-five percent of
patients were women. The anthracyclines most commonly associated with
extravasation were epirubicin (56%) and doxorubicin (41%). Peripheral 1V sites
of extravasation included the forearm in 63%, the hand in 21%, and the
antecubital area in 11%; four patients (5%) received the anthracycline via a
central venous access device (CVAD). Most patients presented with swelling
(83%), redness (78%), and pain (43%). The median baseline lesion area was 25
cm? (range 1-253 cm?).

Evaluable patients had to be receiving IV anthracycline (single agent or in
combination) at the time of extravasation, to have skin biopsies showing
fluorescence, and to receive the first Totect® dose within 6 hours of the
extravasation.

In study 1, none of the 19 evaluable patients required surgical intervention and
none had serious late sequelae. In study 2, one of the 38 evaluable patients
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required surgery. One additional non-evaluable patient required surgery for
tissue necrosis. Thirteen patients had late sequelae at the event site such as site
pain, fibrosis, atrophy, and local sensory disturbance; all were judged as mild
except in the one patient who required surgery. None of the 4 patients with
CVAD:s required surgical intervention.
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16 HOW SUPPLIED/STORAGE AND HANDLING

Totect® is available as an urgent treatment kit for single patient use. Each kit
contains 10 vials of Totect® (dexrazoxane for injection) 500 mg and 10 vials of
50 mL diluent, which provides a complete three day treatment.

NDC 38423-110-01

Store at 25°C (77°F); excursions permitted between 15-30°C (59-86°F) [see USP
Controlled Room Temperature]. Protect from light. Keep vials in carton until
ready for use.

Procedures for proper handling and disposal of anticancer drugs should be
considered. Several guidelines on this subject have been published.’ Direct
contact of Totect® with the skin or mucous membrances prior to and following
reconstitution should be avoided. If contact occurs, wash immediately and
thoroughly with water.

Rx Only

17 PATIENT COUNSELING INFORMATION
See FDA-approved Patient Labeling (17.3)
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17.1 Myelosupression

Treatment with Totect® is associated with leukopenia, neutropenia, and
thrombocytopenia. Perform hematological monitoring. [see Warnings and
Precautions (5.1)]

17.2 Pregnancy

Women who have potential to become pregnant should be advised that Totect®
might cause fetal harm. [see Warnings and Precautions (5.3)]

17.3 FDA-Approved Patient Labeling

PATIENT INFORMATION
TOTECT®
(dex-ra-ZOX-ane)

(dexrazoxane)
Injection

Read the Patient Information that comes with Totect® before you receive
treatment. There may be new information. This information does not take the
place of talking to your healthcare provider about your medical condition or
treatment.

What is Totect®?

Totect® is a prescription medicine used to treat people when anthracycline
chemotherapy leaks from your vein into the tissue around the intravenous (1V)
site.

Totect® has not been studied in children.

What should I tell my healthcare provider before receiving Totect®?
Before receiving Totect®:

TOT-PIL_v04

tell your healthcare provider about all your medical conditions including if
you have any kidney problems.

tell your healthcare provider about all the medicines you take, including
prescription and nonprescription medicines, vitamins, herbal or dietary
supplements. Know the medicines you take. Keep a list of them and show it
to your healthcare provider and pharmacist when you get a new medicine.

tell your healthcare provider if you use a topical dimethylsulfoxide (DMSO).
Topical DMSO should not be used in combination with Totect® since it may
lessen the effect of Totect®.
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- tell your healthcare provider if you are pregnant, could be pregnant, or are
planning to become pregnant, or are breast-feeding.

It is not known if Totect® passes into your breast milk. You and your doctor
should decide if you will receive Totect® or breast feed. You should not do
both. Talk to your doctor about the best way to feed your baby if you take
Totect®. Do not breast feed while taking Totect®.

How will I receive Totect®?
- Totect® is given to you in your healthcare provider’s office, clinic or hospital.
- Totect® is infused into a vein for 1 to 2 hours each day for three days.

What are the possible side effects of Totect®?
Totect® can cause serious side effects including:
e adecrease in white blood cell counts (leukopenia and neutropenia)

e adecrease in the blood cells which help your blood to clot
(thrombocytopenia)

Blood tests may be needed to monitor for these side effects.

Common side effects:
e nausea
o fever
e pain at the intravenous site
e vomiting

Tell your healthcare provider if you have any side effect that bothers you or does
not go away.

These are not all the possible side effects of Totect®. For more information, ask
your healthcare provider or pharmacist.

Talk to your doctor for medical advice about side effects. You may report side
effects to the FDA at 1-800-FDA-1088 (1-800-332-1088) or at
www.fda.gov/medwatch.

General Information about Totect®

Medicines are sometimes prescribed for purposes other than those listed in a
patient information leaflet.

This Patient Information summarizes the most important information about
Totect®. If you would like more information, talk with your healthcare provider.
You can ask your healthcare provider or pharmacist for information about
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Totect® that is written for health professionals.

For more information, go to www.totect.com or call 1-866-914-2922.
What are the ingredients in Totect®?

Active ingredient: dexrazoxane

Inactive ingredients: hydrochloric acid, sodium lactate, water for injection,
sodium hydroxide and lactic acid

Marketed by:

TopoTarget USA Inc.

100 Enterprise Drive
Rockaway, New Jersey 07866
USA

Distributed by:

See www.totect.com webpage for the distributors
Packaged by:

Integrated Commercialization Solutions

Brooks, KY 40109

USA

Manufactured by:
Ben Venue Laboratories, Inc.
Bedford, Ohio 44146

USA

Hameln Pharmaceuticals GmbH
31789 Hameln

Germany

Manufactured for:

TopoTarget A/S

Symbion Science Park

Fruebjergvej 3

DK-2100 Copenhagen

Denmark

Totect® is a registered trademark of TopoTarget A/S, Copenhagen, Denmark.

US Patent No 6,727,253 B2
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(42.5%), AST L5H (27.6%), /s (26.3%), ALT BH- (21.8%), 7 v 7F=" L&
(14.0%), vV e ER (105%) EThoT,

AHIOENEGRRER 2 BRI 2RIERIE, B, BEVEG P ERBAE, MR, BRER,
2, Mg, FEANEALRE, SRBE, 9EFE, FUMmEREED, U o oSEREED, s REGRD, 4F
MBI, TANRTGRUBT I b TR T 2T —PHN, mbhRESN, s L7 =
VEINTH o7,

() EX%GEIMER

SIS (AmEKEAD, 1FPEREL, I/MRELY, NESBEVED) - AmEkRED, drEk
P, /Y, ~EZ e e BRI ERH D, £, EERMEKBAONS D
bbb Z eRHV, £5% 10 HLLERGE L CTREAT 260G S TWDH DT, KFIOE S H
F QBG4 TRITEMICMEIREZ1T 5 70 L, BEOREZ HSICBIEL, BENEO LN
TG A LE Y e B AT O &

(2) ZotnEIER
UIFD XD EWERR S bbb 58121%, BE5E2HIET 27 PR 0@Es175 2 L,

10%L4 L 10% A1t

HAL2R L, MEM: T, ANZE, ONELER, 078, ARANEGE,
Mg, BR

] Bize, Sktm, 9%

JF i AST (GOT) k¥, ALT (GPT) k&, ¥ | Al-P L&

[ 20 I ¥ =2

5 ik VT F=r k5

T RUIELT S FEMEO VN, B, BOEIEK, HER, K
i, IRk, 5 o, RIRGE

&S RO R, %, W

T B BT, REERIRMARLE, 1ETY, LM
)l

HESHERAL TESTERALSCRS (ESTEAL O%m, FLBE, BE
B, ABJE, WS, ESHBAERSS, Mm%
TSRO IMAS, A MEEIRAS 2E)

Z il N B (BIGRY,, Fhag, ~LSA T A LA
Y, BRI PR SE)  AIEE, 0
55, BIETR, TRIE, SmiE, T, IEK,
Wik, EE, BEHIm, &fm, 7»7HH,
RERAD, Iy N ER, VT MK
T, TRV DAMMET, BV TAER, BV
U AET

5. BEENDRS
AFNL, F& LU THEE O SN D25, —fRICHE CTILBHMENMET LTS Z &03%
Wiz, BEROIREZ HOICBRELARBOEEICEGFT L2 L,



L8 I 30 ()

6. iFim Eim RILWFEADEE

(1) SERSUTIEIR L TW D ATEEE D & B % NICIZ G L2 &, [EMERDICB VTR ILHE
P (DA, v NEOUHX), @HHE (2RI v b)) BREsAT05 D ]

Q) BAFOWNITRAEZPIESELZ L, [FEHEZORIICL DAL A~DL MM L T
W0, ]

) TRV (KEERETT IR ORBEETH D,
7. IMNREFEADERE

INVRER T )T B NN LT vy (BEFRRBR 2N 220N,
8. MRALDIE
(1) EHSEF

1) ARFNIHEFRR S22 &,
2) FEH K TR, o B R, HLEEY v 7 Vi sUT 5% 7 R o B SR

THIRT 52 L,
3) LRI L, RIS D 2 &,
(2) ®‘EER
VTERNE - & L, KT, mmm G LenZ &, MBS AL 453 72 ik 2
R D728, KR ETHEAIL TWDHEEITES 15 5584 ERil mﬁ%ﬁmﬂm¢am@%¢:
L,
() ®’EEF

1) oKL ORFET LRV &,

2) PRELL7miE, BETAEMECRIRTERL, R 150 SUNICEREESET TS
Ze,

3)  EFIDE - KEICHE LWL SR T D2 &, £, RANCHESAL L 725E8121%, B
HIZKTE LSV Z &,

9. TDMDEE

(1) 7> bI% A2 Y o REUEMEEERNC L5 O0HETVICH VT, 18 BAMOBE TIE, AH
DOFGIZ XY, B EREME A IR & AR EOEGEREOIELY 2 7 BEINd 5 2 & 235gs ¢
%méht%%ﬁ%_ DS TND DY),

2) BREMEICOWTIL, invitro XX invivo il (w7 AV > 7 4 —~ TK ikBk, 1FFLFEEEAEM
fa e T /MERRER, ~ 0 2 &2 W/ MERER) BEICB W T, B2 R Lc &3 o HEN
b5,

3) MEERGEERBRCHEEREOKME (7 v M) XIIKEZER (7>~ UHX) PO
T DBENRH D,

(4) DAJFPERBRT Tl RIEES FARERERMER VY 2 SERVEDBEE ) 2 S JET Y Sk i
i) (M~ 2) I E (M7 > ) ORBBEOHMMAFRD bl & ORERH 5,

1) ZNHOBRE~DEEIIEKRINTH D,
H2) 7VxY Ly (REEZELTEINR) ORBAETH D,

-7-



1.8 I 3E (R)
(RHENE]

1. iV v BR % B PR KB ©

T NTYA TV RGUENEES A O M SR EE 6 flEXIG L LT, 51 HERKD 2
HAEIZTZ 25 Y %% 1000 mg/m® Z, 3 HHIZS500 mg/m® % 1 H 1[E 1~2 BT <, 3 A
WE 0 &R G L2 2057 V7 T A%, %51 HAKRO2 HH TENEI 9.9+3.1 K&
O 11.1£4.5 Lihr, EFREDMAFEIL, FH 4 30.5£11.1 LN 35.8£19.7 L CEAEHAEHE(R 72)
ThoTo, HRIWNT, 5 1~3 B HZE LT 2.1~2.2 FFf] CEWE) L 12ERETH 7=,
24 R M AR — BERT AR AR, &5 1 BE KON 2 A B TENRZEI 187455 &Y 170305
nghr/mL CE¥E) THO, KEHRGIZLA2FEEITRDO N7 UMNEANT—4),

2. EINEEEREAER 7
7T hTYA 7Y RPUEMRESA O E SR R 2 ik LT, AKIE 1 H 1 E] 90 43
FC, 3 HEE A EIRNEES- L7z & & DIMBEFIEMENE T A =X I TDO LBY THo 7T,

A el B Cmax” | AUCL,” CLtot Vdss t1/2

(mg/m®) | (ng/mL) (ngehr/mL) (L/hr) (L) (hr)

BhH1HA 500 20122 82915 10.1 52.3 3.1

e 52 0H 500 25507 90239 9.4 42.1 2.9
wE3ARY 250 8318 — — — —
BE1HA 1000 47549 125745 12.0 42.1 2.1

BE 2 52 HA 1000 51166 127903 11.8 39.8 2.1
BH3HA 500 19739 46115 13.7 46.0 1.9

a) WEHTER

b) #45- 1~3 B HOKEGIRT 2B 5-BAARE) & f e rh 35 iR B E & rTRe i G rE . (5 1 RO 2
H : kik5ER, &53 HE  &5/&T 4K#%) £To AUC

¢) BHEEEDHDBEThHolo®), BEOFENRE ST

d) HEKRTHEEZD 1 KA FOLDORETH ST

(ER PR AHE]

1. 58545 || FEEG PR ER ©

T RTYA 2 RG] O A SR EE 23 Bl AR Z G Lz L 25, Mg
IR U C AR S B2 FE L3R bR o T, £72, WPROBHITHNTY,
MBS & 2 BB IR B, AR G5 ICHT AR ORI LR bR ino T,

2. MHVE 1N FEEEER SR ER ©
Tr RTIA LY RPESEEA O USSR B 57 B AR LT & 2 5, IUES
TN 3T B AMRHILIE T AL 1 8513 36 B 1 B (2.8%) T oz, 7, BiCiFIrC
B CHLESMR T & 5 EFE D MR S U7 BB 12 36 BIFF 1 61 (2.8%) TH Y, SMEHILE 217

o1 BE L IR—ERTH - 72,

3. EIMNEREREER "
T N TYA LU RPUEMIESA O SRR 2 BICAR E RS L 25, WES
IR XS 2 AR X SEHE S AL, SRS X 2 BBE b RER S i o 1z,



L8 I 30 ()

(FEMEHE]

20 ) VeV UBREEEBET BN, T AT X U AIERBIEENER 52X 0 IE
Tra Bl A HEEAICEHEI L, 1 B 1B 3 BEORKERENEES CIRERRELE L P S
B, £77, FUIALEL U RO RF YA E Y UFERREBREET VBT, T7 AT F
P UATEFARN B G B W T OIBBIMEIER 2R L, 8RN & IEEEN O£ G OEWIZ X 5%
ROERITRD Loz,

(BRI 2 EEZMENR]
—f% . 77 A7 X% (Dexrazoxane) (JAN)
%4 : (25)-4,4-(Propane-1,2-diyl)bis(piperazine-2,6-dione)
2FH : CiHigN4Oy4
DFE ;26827

BiE
i

" NH
O Mg

HN H CH,

I
0

IR - HEORREOHMR, KIZRRWIT TV,

(@]
P — A EHEH 500mg 131 T L
(EZEXAK]

1) Duke DI : Teratology. 11, 119, 1974.

2) Tebbi CK, et al. : J Clin Oncol. 25, 493, 2007.

3) Salzer WL, et al. : Leukemia. 24, 355, 2010.

4) Schwartz CL, et al. : Blood. 114, 2051, 2009.

5) Swain SM, et al. : J Clin Oncol. 15, 1318, 1997.
6) SR BRARERER (TT04) (FEPNEED

7)) EWNEEERE (KDX1101) ((ENEED

8) Mouridsen HT, et al. : Ann Oncol. 18, 546 , 2006.

[EREER %)
FEERICFEROENERHZ D Z E L TH FREICTFHER T &,
FotMERIERRAEE <FUVEBREVZ2—

T103-0022 HEHESHFRIX AANGEIT 1 THRE I
TEL.03-3279-2304 7 U —4% A /L 0120-007-622



1.8 WwfHE: (%)

1.8 FAXE (F) 221 T
Yo — VA EEA 500 mg ORIRE - SR (F) OBGERIL, Ak - AR (R) ORER
L, WO EoEE (R) OBERMLE LU TITR LI,

1.8.1 3hEe - IR (F)
7 N TV A 7Y RPUEMEIES A O (i MR

1.8.2%8E - IR (F) OFHREIRM

KFNDOBFENKR D THDT 7 AT XY 0%, T bTHA 7 U 2 RPUH AA O IMAE S H R
DOUME—DIRIEIK L LT, KEROEMDOE 30 » [EHLL L TEIEN Totect® X TN Savene™ DR
4 THARIN, BEREHASh TN

T RTHA T R ARIOMENRLEE 23 FlaR L Uips RS 1 ARSI
BNC, F/AZYXH U EHEE 1 AAKD 2 B B IEARERIREC 1000 mg/m?, 3 B HIE
smr@m1%1E31E1~2ﬁﬁbrrc 3 AR HERIRNEE S Lz & 2 A, mENREICK L
THNBVILE DS L B2 PR E TR0 DT, WTNOHERE (BN TH, MBI L 58

FEITHBIE T, KA GRS RAKEORBR RO N hoTz, £o, T b7V A 2
VRPN AKIO MAESNR B 57 Bl xt5 L U isER S I AERBRICB W T, T 727
VEY AL 1 BAKO2 B RIXARERRE T 1000 mg/m’, 3 HHIX 500 mgm* % 1 A 1
[ 1~2 BEREIANT T, 3 H R A RN Lz & 25, &SRS 2 4B AL E 231 T
DIT-HERF L 36 Bl 1 B (2.8%) DA TH-oTe, Tz, BEFHERHIZIW ClE MRS
L DR S BRI 36 BT 1 6] (2.8%) OHRTH Y, IFHIALEZ1T - - E
ER—ERITH Tz, T OWNERRBRAIELY, 77 A7 OT7 L v TH A2

LS AUHN O A SN 63 D AN R S, Hﬁ CHRITTHER I,

*ﬁ AIIATIZBNTRARTH Y, BEETEHAEIC BREINTWD TEE EOME
PED R WARAKGRIE - WIS TGS 1BV T, E$L®M%%ﬁ%w%%f&5&%ﬁé
WA, EWICHBER T XS EUREERFELRNI &b, BBEEDOAZIIS L TH
v A I T RSN EITY Z &8 o Tz,

LLEXY, REAADBEICHEINCTHAR - IRFTEIN, AERHR SN TND Z Enb, oL
BICohie - R (R) & (7 b IV A 27 U U RPUBEMBEA O MEMRH ] L %E L,

183 A% - AE ()

WE, RAICE, T72AFYFY L LT, 1THTE, 51 HA&RO2 HEIX 1000 mg/m®
(RFiHAE), 3 B BIX 500 mg/m® % 1~2 BE2:) T 3 H SR TR G35, 72k, M
SN 6 IREF LA AIRE AR BR V) 0 i 52 Bss L, &5 2 HEXO'3 HAXHRS 1 HA
LR AN G 2T 5, £z, HEE, &5 1 HAKOG 2 HEIE4 2000 mg, 3 H A
1000 mg % R &3 %,

AT K OV E DB SREREE D H HHBE (Z LT F =227 U T T % 40 mL/min Kiifi) T
m&ﬁgéL%®$g&¢éo

1.84 A% - AE () DRERN
AR D L0, AFNIMEAFE 30 » ELLETER - loEshTB v, ML - HEIIBEHIHET

-10 -



1.8 WwfHE: (%)

LTCWDZ &, ENANOFEIE - BT v 7 7 A VI KRERFEWNT W EHER S22 &)
5, WSO - HEZBERI 22L& Lc, AETEEFOREREHIISCTHEEIND Z L
mh, WORANE AARNE DR EELBET HDULERRNBDEZZ N5, BHREK NEIZH
LCiX, BEEDEINTDEERDH L7290, WINORMN TELSHZ IR G EL BT D&

BRIE LT,

185 FALDFE () RUZDERTERAN

i EDER

A E AR AL

1. HERES ROBEIITEEICHREGTHIL)

(1) BHEREOH 2BE (T2 A7 Y XF RSN
BHE SN A ZENMONTED, BHEERELFT
HEETIHE, BWERBBS bobhbdBENEH 5, ]

() FBREREE D H 5 BE [IFHEREORIEANBE Z 5
ZENHD,]

() mlnE (TEEE~0EL ] OESHR)

1 HERES ROBEIIFEEICKREGT LI L)
(1) AFNOHEANEAS SCE OFLHUAEVEE LT,

(2) AN OUEAANT LD FLHUAEVBE LT,

(3) ]’%—ﬁ%%‘/\@"&gj @IE\‘Z/%HEO

2. EERIARMEE

(1) RKFENIHTT > TV A 7 U RPUEME RS S % 5
SNTERFICH L THERA SN 2, BEaRIC+Hoxt
T E D EFEIERIZBW T, BAALSRIREIC 7 m
W RBRAEOEMOL & THEMATSZ L,

(2) HE5% T SR ORI 5 £ T, EHMIC
RN OREEBET D L,

(3) AANTE G PR OB K THRICERIH 2232 &

B DIz, EHMWICKREEZIT O 2L, BEOR

B2 o8B L, BRENEDONEAICITEY

BEITH 2 &, (THERAREWER] OESMR)

IHSREREE D B 5 HBE T, AHIOHMRME T L,

BH~OUERERHNIEE T 5 EEER S 2700, MK

FBHEORBICER L CHETLZ L,

EFHAIRERAF I O BEF IR G T AMNENH A

i, R 2 REBEBETLIZ L, ([ZofioiE

B DHEBM)

(6) HEHRET 2 AIREVEN & D L MERE K OV — N — MR
THAHREMEDO H D BHEBREF IR G T H8HA 2L, AF
DRI RIET BRI DWW TRFICHA L T
AFNEEH RO EbEERTH 3 » A%2KEd
LETITBET A Lo E T2 & (Tikhm, Pl &
RS~ E ) KO [ZooiE] OEER),

(7) AFNOEEIZ L0 EENME T LTS 8BHFIC, £
U7FURIIFREV I F U EERTDLE, UIF
FH SR DG 2 T IR S A BZ NN H D D T,
AFFEE I NED T I F U R ER LN &,

4

)

2. EEAREARNIER

(1) BHENIXLTT > S THA 7 U RPUEMEEER )
BHan-aFic L TERESND Z G, o
PUEME RS AI S OB CEOR#EH 2S5 B ICRE L
7=

Q)~@), (1) AREIOUFFMNFAT SCEOFTLHITEVFRE L
7=,

(5), (6) WFEER (U R, Ty NEOUHF) 28
WT, IBREEEMETEERRE SN TN D2D
BRE LT,

3. fHEMEA
() PFHEE WFHICEET D2 L)

3. FHELEH
() PFHEE WFHICEET D2 L)

A4 B RAE IR - H T B R T
T RROE(EBRET DBENT DB, W E VA AT 5 HAE DR T 5= Bk ) 7 == 1 A
L ORIAER AR S ¥ 5 BZ R D 5,
4. BIfER T

AN O ¥ SRR BRI B HRIER X 80 Fldh 57 il
(71.3%) 2RO BNTZ, EREWERIL, EL (275%), F
2 (13.8%), EHENER (13.8%), MEH: (12.5%) 72 &
Thote, £/, TRERREMEREIZX, BB
(72.5%), BRI (60.8%), ~F 7 1 b iEd
(42.5%), AST b5 (27.6%), I/ (26.3%),
ALT b5 (21.8%), 7 L7 F=r L& (140%), £V L
v EE (105%) 7EThoT,

AT D i o g R 5Bk B OVE PN G R AR BR B A L2 S
TE LT,

-11 -




1.8 IAI3CE ()

ﬁmhmﬁﬁ TEARAL

Re

AN D E NG R EBR 2 Bl LEIWERIL, B, W
ﬂ¢%ﬁ¢ﬁ,%%*,%ﬁ@,§m Wide, FEAEBALK
I, SREE, SESE, AMERESD, U LoSEREGED, /K
By, FHREREOE, TARGEUBT I N T RT
=Z—PHN, @i REREN, by L7 F= T hH
>77,

(1) ERZEIEH

BREmE (AmEkED, e, MR, ~E
rav ) - AmERECD, e, fs D,
NETREUEORL NI ERD D, i, EE
RMER RS bbb ZERH Y, $ehH% 10 HELER
WL CHRRATIHPADRE SN THDDT, K OIRERY
e OB & T 12 1L E IR m@@ﬁ%ﬁiﬁs,%
FOREEHCBZEL, BELXRD ONHEITEY)
RAVEEITH Z &

a)%@@@@@%

T X REWERARS o -HEI12, &E52H1ET
57 EEU R EEITH Z &
10%L4 1 10%ATif
e B, TR TR, AN, AN
B, N, BER, 8
, B&
B WiZE, SCRHHIM, & 9 ¥
iR AST (GOT) L5, | Al-P L5

ALT (GPT) L#H,
weyLey kR

B fik V7 F=r bR

FEAPRE R FEIMED F VY, FHE, &
TR, B, Kwbh, &
B, 5o, RIRE

I, 2 MR R, 0%, g

TEER 2% v I, R IR i AR

iE, 1ZThH, LEHME)

TESHAAL VESF AL S (P
AT DK TR, FLEE,
fEfR, MEE, A,
S E RS, i
B ARREBAL M AR, 1L
RPERRIRK )

Z D1 FEEN Y (RMGREYE, FhHas,
ASILANA T A VAR,
B R ER R A PR R L )
AR, W97, PAHE,
TRIE, BEmVRIE, =5,
REAK, Bk, B8R, B
Hifn, &, »3HH,
KB, v sk
H, vy AMET, F
MU D AKTF, BY UL
L5, BV T AET

5. A ~OH G- 5. A ~OH G-

AFNL, EE L TEEOOHEINSN DA, fRICEBE T | KRR TICBELrOHHEES D Z &, TIC—#&IZHE
EEHRENME T LTV D 2 ENE N, BEOREEZ+ | B CIEBTMENMET LTV ZENBRE LE,
BB LN SEBICREGTDH L,

6. ithm, Pl BRILWE~OEKE 6. thhm, pEbE, RILEE~OEL

(1) 3 TR L TV A AIREME O S 2 NIIZEE- L7z | (1) 3ER (U7X, 7y FEORTHX) 28T
WZ b, [BEBRVICBOTIRIER N (U, Ty | JBIR#HME, Y CIEBTFBERREENTHD I L h

FEOTVX), B (v AKRRT v b)) BRlE | H3%E LT,

EnTnb,]
Q) BT OF NI EZPIESEE L, [B5H%OE | Q) HEGHOTIAIZL AR A~DOLEMEITMNL LT
T X BHIRA~DLEEMITHEST L TR, ] W EMBRERE LT,

I FYyxby (KEZEh 7)) ORBEETHS,

-12 -




1.8 WwfHE: (%)

A LOER

TEARAL

Re

7. NREFE~DEE.
NIRRT DR R MEITHESL L TRy (R 22
W) .

7. NREFE~DEE.
AN DOWFHNRAT SLEDOFLHUTIE VIR E LTz,

8. WH EoiEE

(1) FRGYwE

1) AFNTHRAMTZ &,

2) VEH K T, eI ARSI, g
U U TR 5% 7 R U BEESHR CHRT 5 Z &,

3) LU 7RS0T U, BRIIEET S -
L,

(2) BHRRE

VPERIRNEE S L L, BT, SIRNIZEES LRn S

& M SR AL oy A I 2 fe R B 7, KEE

R ETHAL TV ALEEIEEE 15 Pl BRI i SR

ARy U N

(3) #hHHF

1) fLD3EHF E DRFEF LN &,

2) WU 7-RE, 5T HHEMETERTEHREL, M
A% 150 LN G252 T 75 2 &,

3) HEINEIE - WilIc B L2k FEETDHZ L, £
7=, ARFNCEAMDLIZ5A100E, BEHITATELEN
Wmy L,

8. WH EoiEE

(1) FRGYwE

AFNDOREM R OIEEMEDOHEFF OBLE NS, 5%
VRS U CRRIIEEIE L, BRI
LW Z EMMMER DR E LT,

(2) FhERE
AN DUWEINRAT L O FLRUAENRIE LT,

(3) &G
KA DRSNS LEFOFLHUAEVTRIE LT,

9. TDMDIERE

() 7¥ b T A 27 U RPUEMEEANC X B D AET
WZBWT, 18 AR OEBRETIX, RHOEGIZX
D, AVEEBEME A & E R AR EREO R EL Y
A7 BHEINT % 2 & NS CHE N S iz BRI
FoE I 5,

2) BIBEMEICSWTIL, in vitro X in vivo iR (=7

A 7 —~ TK kB, (TR Z H 72/

BB, ~v 22 AW/ R I8N T

Bt a R L7 T 2MEND D,

KiE# G mERR CREEEORM (7> b)) X

FERZEN (7o b, ) BB OLN & OHE

NHD,

4) DAJRPERB? TR M RIES [FARERE R VY v Rk
PEOIENEY L RE ST Y o MEA M) (M~ %)
I ERE (T > b)) ORBUEE OBINNFED
LN EDORENRH B,

€)

E) 2D DBE~OREITRBITH B,
2) V%% (KEEELTEIR) ORBEETH S,

9. TDOMMDOEE

(1) RELTITARINTH 20, WI O R ERER o i
HZBWT, 18 Wkl e B TR S #ME A
My & BB REEREOFBLY 2 7 BN 5 2
EREESNTWATOHRIE LT,

Q) v7 RV 74—~ TK R, (ZILIEEEEMN %
AW/, ~ v A/NERBRICBWT, BiEx
R ENHEINTWATZDRE LT,

(3) KEHMERBRICB O TR IRIZH T 5 BN RS
ENTWBZ EMNBRE L,

4) BAFMHERBIC B W CE ML RIS T DN H
HFEINTNDZENLRE LT,

-13 -




1.9 —RIIAFRICHR D SCE

1.9 —iRMEIICHRLIXE
1) JAN (—fixH94 %)
At B O— AT JAN) (220 TRk 23 45 5 RIAHEMm#IC TRESNTE
D, TR 24445 A 17 B BEREFEEFR 0517 5 1 FITBWTHRM SNz, EFEAICOW T,
TROEBVIWMVEI Z & ERELTVD,

JAN  : (BAR%) T2 AT X%
(£44)  Dexrazoxane

bZ34 : (AARL) (28)44-(F /8 -12-VA NN ER(ERT P 26-V 7))
(544) (25)-4,4’-(Propane-1,2-diyl)bis(piperazine-2,6-dione)
2) INN (EBEE—fx4)
INN  : dexrazoxane
b4« (+)-(S)-4,4’-propylenedi-2,6-piperazinedione
(r-INN List 30, WHO Drug Information Vol.4, No.3, 1990)

PLED X i, bF4 1T #E TR 57N, TUPACI993 EE1EIC L 5 RIE LT, propylene 1%
EHZRO LILTN RN 5D, AKGRHFFEICBWTE JAN b4 E2HwWsZ L e L
77



1.10 73K « BEEREDIRTEHRBEELRDOFE & O

110 HE - BIEFOEEZTEEHOFLYD

B - BEREOREREGROE LD

b4 - B4 | Q)44 (T a0 12-DA N ER(ERT VU 26-UH ) BIAT 7 AT FH0) ROBED
B
s
i
ﬁNH
O§ N/\/<N\/§O
HN\) H CH,

|

0]
Zhie - Zhik 7N TV AU RPUENEEE A O SR
Ak - & WHEACE, T7ATYFY L LT 1 HLE, %51 BAKO 2 HAIX 1000 mg/m?

(EFERD, 3 HBIE 500 mg/m® % 1~2 BEfTANT T 3 HREEk: CHARNIR G %, 7ok, MmE
SR 6 FERILAPNIC ATREZR IR 0 e c i 52 B8R L, 5 2 BAKLO 3 BRIE®S 1 AR
LRI R G ZRGT 2, £, HEE, &5 1 ARKY 2 HHETA 2000 mg, 3 AHIZ
1000 mg % LR &9 5,

A R OV JBE D BRI B A0 9 B (HERREKIA AR (eGFR) : 40 mL/min/1.73m? A
i) CIREGBEEZEEOLELTD,

B DY E

TR
HARSY - 4

=

IR F o 25 %W
K Y= PR 500mg (1 A TAHT 7 25V %Y 500 mg GA)

M

Ak
WS OBSERE ke
(mg/kg)
<R 7 >600
o >600
7 v b J >600
° >600
A X o4 2000
e} >2000
vt
ke &5 KE5RE RS8R EEME FP A
(mg/kg/ H)
J> b 28HM  #IRA 10, 50,200 <10 50 mg/kg/ A LL b o> MMk T HE B, 50
(mg/kg/H) mg/kg/H EA L OHET T, 50 mg/kg/H A

HE& O 200 mg/kg/ B OMETHTY, 2T
IREBINEORME, 200 mg/ke/ B OMERHETH
mERE, ~E/nerBRE~N~ 7Y v
MEDRAE, 50 mg/kg/ B O Mk TR M Bk 3K
ORfEGE R, MTA~TT ey OKEMH
M, ARSEEET A MEREOMKE, 200 mg/kg/
A o M TR B ORI K OIS % b
72U AST D, SR TR, Mg
IR E RO, 50 mgke/ H UL EORET
fia R K OVKE B oo /NI AR, il T AR oD /N TR
b, E¥IEBETY o H M O IR o ZEHE,
50 mg/kg/H LA = THBEDZEHME, 200 mg/kg/H
D WEHE T B BEAK TR AR M ONMNgE 0> ZE/E 3 38 8
b,
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7w~ 28 A #ARK 5, 50,200 <5

(mg/kg/H)
v b 70 HREE  FARN 200 <200
(2 #H (mg/kg)
2 1 [ED)
>~ 91 AM #1525 <1
(mg/kg/H)

5 mg/kg/ B & T} 200 mg/kg/ H DRE, 50 mg/kg/
AL EOHETHE, 5 mgke B UL EORER O
200 mg/kg/ H DOMETHEMAI, 50 mg/kg/H LA
ETHY, 200 mgkg/ B TS, HRER, HA
EH, WL O, 5 mgke/ A UL
TIREIINEOKAE, 5 mgke/H LA ETHRIML
B, ~Es/unrvrBkB~~vh7 U v b
TEDARAE, 2R i BR A A8 K OV AR f B8R
MmEFREOEME, 50 mgke LU ETEHMTR
[, 50 mg/kg/ AL ETHAMEKEKDKME, 5
mg/kg/ B BA EORER O 200 mg/kg/ H Ot T
AST O EfEX & EET, 5 mg/kg/H L D
IR O 200 mg/kg/ H DHETRE B OIRAE, 50
mg/kg/ H OIEKL NS mg/kg/ H LA_E DT %
U > OEE, 5 mgke/BULEORETH MY ¥
LD EE, 50 mgkg/ HLL EOHETH Y & A
OEE, 200 mgkg/ H TV a—ADEE,
50 mg/kg/H LA ETRE D/, 50 mg/ke/
A LLEClfigo/ ML, 5 me/kg/ A LLE TR
FH  ORE U TARE A, 200 mg/kg/H O
e C MR E & O (R E, 50 mg/kg/ B Bl B
HE, 200 mg/kg/H OHETHIFIBE RO SHE, S
mg/kg/ H LA ETEMEE RN &SR EGE DI
TR ST ZENE, 50 mg/kg/ B LA B THREBOZE
HERFD BT,

HETII~T 7o e BEOKE, KEo/NE
b, BREZORE, BROEHFEIED L
iz,
WECTIINE, REHEINE O, MikEE
DOEAE, TFHREEDOEENRD b,

5 mgkg/ HUL EOMETRE, FROVRDOE
H, 5 mgkg/ A DMK T 25 mg/kg/ A OMERET
REOARAE SUIANEME A, 25 mg/ke/ H DM
HECIRAE, 25 mg/ke/ B OME 1 HIZHEREE
H, 1 mgkg/ A LLEDOMER T 25 mg/kg/ H O
HETHRINEK, ~E/mErE&EXiE~~ b7
U v MEDIKAE, 25 mgke/ H OMifET,
PR MERRFE, BRI EK i 2,58 & % OV
EOEE, 1 mgke B LA EOMERET A Bk
DIRAE, 25 mg/kg/ B OMERETIfL/MEL O &
18, S mg/ke/ B OMEK T 25 mg/kg/ H OMERET
WEA DM, 25 mgkg/ H DT Y
OEfE, 25 mg/kg/ B ORER TN 1 mg/kg/H LA E
DO TR BT OKAE, 25 mgkg/ B ORET Y
L7 F =2 R OVRFE O AR, T i
it~ 1 mg/kg/ H OREKR NS mg/kg/H LA D
e T IR o /N, 25 mg/kg/ B O HET
fige, HEE KOS Bk /ML, 1 mg/ke/H
LA o> eIt ¢ Rl B B O (A, 5 mg/kg/ A LA
FOBECTHREEROKIE, 25 mgke H O
T C PR R fe O% 0 ik B R 0D & i S R LB
M, 1 mg/keg/ B LL b MERETRINR O, 5
mg/kg/ H LA EOMERET Y > {Ei R O%E T RO
Fiffi, 25 mg/kg/ B ORETHREOFEME N D
bz,
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¥ 28 A FIRN 50, 200 <50
(mg/kg/H)
A4 X 5 HRx3 RN 15.625, <15.625
A (% 31.25, 125
B 55 (mg/kg/H)
iz H
ok
35)

#5 9~15 H ORIIZ 200 mg/kg/ H D2HI23,
F 728 E 13~22 HORIZ 50 mg/kg/ B D4
MECH DV FTEREZR I, KE, M
g, U oo SE R O R D ki & OVE B
BT E B DR 2RI TR O D
7

15.625 F O% 31.25 mg/kg/ H @ M & OV 125
mg/kg/ H DMEREIC R EARAE, 31.25 mg/kg/H
PL oK O 15.625 mg/kg/ B LA O #EIZ K
T, 2RO CRMERE, ~€r/ne
2, ~~ MUy ME, AMmERE, 4Pk
b, U U SER B R ML/ MR B O KA, 31.25
mg/kg/ H LA EOMEREZ B #1231 5 ek R
AME S ARIFERRMINE L O E A, O M
2 AST D&, 125 mg/kg/ H OMfEREIZ ALT
OEE, FEEOMEIC BSP HEEEE, 125
mg/kg/ B OMEIZFFRIIRZ M K OFHIIAE D %2
fafk, 15.625 mg/kg/H ORER T 31.25 mg/kg/
A O CRERRE ORE X TBEE Y o8
HilC 317 2 RmPED i, R i 2Rk &£ H h
DG K OFHARERIE DS B2 S vz,

RIVEH BIERAZEE  46/80=57.5%
BIVEM ofESE B (%) R R OfE  BIEk (%)
L 15 (18.8) H i ERHe 58/80 (72.5)
AR 11.(13.8) U HREREOR D 48/79 (60.8)
TESHENLERZE 6 (7.5) ~EZ TR URED 34/80 (42.5)
TEFFEAL RS 4 (5.00% (VN2 e % 21/80 (26.3)
AST L& 21/76 (27.6)
ALT k5 17/78 (21.8) %
=ik X v B TR B - B
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Stability Data
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Review of stability study of
Cardioxane product.
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4.1 HIR
I

ML

4.2 B EE

4.2.1 SRR

42.1.1%1

AT 5 R

4.2.1.1.1

Evaluation of the effect of
dexrazoxane administered as single
or repeated doses on experimental
extravasation of 3 mg/kg
daunorubicin. (SL185)

s

PRk

BE G

42.1.1.2

Evaluation of the timing of a single-
dose of 250 mg/kg dexrazoxane in
the protection against 3 mg/kg
daunorubicin-induced skin wounds
(SL077)

in mice.

s

PG R

ZE Gk

42.1.13

Comparison of the effect of
administering 250 mg/kg
dexrazoxane intraperitoneally or
intravenously, and evaluation of the
effect of injecting dexrazoxane
intralesionally, on daunorubicin-
induced skin wounds. (SL159)

s

PR

BEGE

4.2.1.1.4

Comparison of the effect of
administering 250 mg/kg
dexrazoxane intraperitoneally or
intravenously, and evaluation of the
effect of injecting dexrazoxane
intralesionally, on doxorubicin-
induced skin wounds. (SL167)

s

PR

SEG

4.2.1.1.5

Evaluation of the effect of the
double ring-opened derivate of
dexrazoxane ADR-925
intralesionally and systemically on
daunorubicin-induced skin necrosis
in mice. (SL224)

o+

FA R

ZE Gk

4.2.1.2 Bk

RESEIEM

BEA L

4.2.1.3 %4

A PR

4.2.1.3.1

ICRF-187 (Cardioxane)
Assessment of the effects using the
Irwin dose-range in the mouse.

100 1 1}

A

FAEER

Pt 2
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ICRF-187 (Cardioxane)
Assessment of the effects on
hexobarbital-induced sleeping time
in the mouse.

42132 HEsh | ALNERH | FEE R

ICRF-187 (Cardioxane)
Assessment of effects on
spontaneous locomotor activity in
the mouse.

42133 Mo | AR | FEE R

ICRF-187 (Cardioxane)
Assessment of the effects on motor

4.2.134 . .
co-ordination using the rotarod test

Mok | AR | REAE R

in mice.

ICRF-187 (Cardioxane) Evaluation
ok | AR | REAE R

and respiratory parameters in the
aneaesthetised dog.

ICRF-187 (Cardioxane)

Assessment of the effects on urine

42.13.6 s | AENERN | AR R

volume and urinary electrolyte
excretion in the rat.

ICRF-187 (Cardioxane)

Assessment of the effects on

42.13.7 s | AENERN | PR

.
.
.
42135 of effects on various cardiovascular _
.
.

intestinal motility using the charcoal
propulsion test in the mouse.

111144

4.2.1.4 ) FHIFEWHE BAE TR

BT [ [ [ [ I I

4.2.2 SYENRERAER

4221 GATERONY F—3 a ViliEE

[l [ I [ [ I I

4.2.2.2 WU

The excretion, metabolism and
plasma kinetics of Cardioxane and
total radioactivity following
4.22.2.1 [intravenous administration of [I4C]- _ .‘|- s | AR | B R
Cardioxane to rats at a dose level of Ll

20 me ke [

151214, Report No. 8248)

The excretion, metabolism and
plasma kinetics of Cardioxane and
total radioactivity following

4.2.2.2.2 |intravenous administration of [MC]- _ .‘|_ o | ANE R FHIE R

Cardioxane to dogs at a dose level

or20 me . (I

151209, Report No. 8361)

4.2.2.3 5347
42231 [42221 B0 [ — — 1 — [ — — —
4.2.2.4 13

42241 (4222121 — — — — — —

42242 42222 BB — — — — — —

4.2.2.5 it

42251 42221 B8 — — — — — —

42252 (4222221 — — — — — —

4.2.2.6 W EHRE SR AE BAER

BT I I [ [ I I
4.2.2.7 = DO IR B REHER
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4.2.3.1 BB 55 MERRER
Acute toxicity with CARDIOXANE i
4.23.1.1 |by intravenous injection in the _ .“ T WgEoh | FRPNERE | SRR
mouse. -
ici i RDIOXANE - N [ N
423,12 [Aoutetoxicity with CARDIO ] sk | ekt | aefE
by intravenous injection in the rat. 1 |
Preclinical toxicologic evaluation of] i
423.13 [ICRF 187(+) (NSC 169780) in I ." ' ik | HNER | BEEE
dogs. -
4.2.3.2 RAE B VERER
Subacute 28-day toxicity with i
42321 |CARDIOXANE by daily [ .“ T sk | ALPERL | AR R
intravenous injection in the rat. L
Subacute toxicity study with i
42322 |CARDIOXANE following [ 'Il‘ T ok | ARPEEEL | REAEEER
intravenous injection in the rat. Ll
91-Day intravenous toxicity study _ - . et | s
42323 | ith CARDIOXANE in the rat. || fEoh | REECRR )RR
Subacute 28-day toxicity with X
42324 |CARDIOXANE by daily I .IL T WSk | ALPERL | AR R
intravenous injection in the rabbit. L
42325 [4.23.1.3 50 — — — — — —
4.2.3.3 BEinw R
4.2.3.3.1 In Vitro ik
AN I
4.2.3.3.2 In Vivo iR
Micronucleus test in born marrow i
4.2.33.2.1 |cells of the mouse with _ .“ T ok | AR | R R
CARDIOXANE. -
4.2.3.4 75 AJEPERER
4.23.4.1 RHIH A JFERBR
423411 Bloa.ssay of I'CRF—159 for possible T Jitco 1978.1 Natlona.l Cancer wask | e | szas
carcinogenicity. Institute
4.2.3.4.2 581 ST IS A B VERER
[ L |
4.2.3.5 BT MERIR
4.2.3.5.1 ZRARER OVEIR £ COYIIE A I BT % #BR
[z L
4.2.3.5.2 IR - JRVEFREANZ B4 2 BliR
[sz47: L
4.2.3.5.3 HAH K& O ZE # O F8 A2 00 NS FEAR O BEREIZ I3 2 38R
[Z70 L
4.2.3.5.4 FAE W 27 HUR
[Brs7zL [
4.2.3.6 J AT AR
Local tolerance study in the rabbit i
4.2.3.6.1 |following intravenous (infusion) - .“ - o | AR | B R

injection for three days.
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5.3.3.2.1 [the treatment of accidental
anthracycline extravasation
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A therapeutic and pharmacokinetic

study of Savene™ (dexrazoxane) in

Topotarget A/S
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A clinical trial on TopotectTM
(dexrazoxane) in the treatment of
5.3.52.1 |accidental extravasation of Topotarget A/S 'Il‘_ Dept. of W | ENEE | FEmE R
anthracycline anti-cancer agents - Oncology
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72 EEHTHERY
A clinical trial on Topotect® '
(dexrazoxane) in the treatment of i Dept. of . ) o
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5.3.6 T R#% O AR BT 9~ 5 Wil &

5.3.6.1

Periodic safety update report -
SAVENE" 20 mg/mL powder for
concentrate and diluent for solution
for infusion and TOTECT®
(dexrazoxane) for injection -

Topotarget A/S
SpePharm BV
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