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EHIR AR
OHNKRT T F o EHHE 50mgl HIET) RHIRAFRER 25°C, 60%RH [FofécldiEhe
HEEH =BV (el
<HIHE > CiRE) BH A6 65 A 12 » H 18 » H 24 # H
PEAR o A N A N N
< B o B > | TRO300 SIRE 1 5 i 73 SRE 1 5
pH
C5O~T0> FK0300 6.0 6.2 6.0 6.0 6.3
’Mﬁiﬁ%gw FR0300| il o o o o
G (%) ¥
©95.0~105.0% > FK0300 99.2 98.0 97.5 97.0 97.3

¥1: 1,127 a7 X DHNR R 0.T% LT, FERWE ; 2.0%LL T %2 RBrREICxT280% (%)

OHNRT T F K 150mgl HIEET) RHEIRFERR 25°C. 60%RH [ al2EmiE]
HIE ook A7 I
<HIHE > FH5 BH A6 6 7 A 12 » H 18 » A 24 9 A
et o |FKI200 ity it ity ity
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<B.0~T7.0> FK1200 5.7 5.8 5.9 6.1 5.9
4% ﬂ‘% \"\‘ . . . N N
AR (HPLO) 000 o o o T T
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=N %2
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1 :1,1-v a7 2 UHIVIR R 0.T% LT, FERWE ; 2.0%LL T %2 RREICHTLHEHAE (%)

OHNRT T F U VESHE 450mgl H = T

EMRERRR  25°C. 60%RH [k mtEmae]

HIEmEH =V PR A7 HA R
<> H5 BA AG 6 % A 12 % A 24 5 H
PELR e A e A e A A
A o B T D > C105 A A WA WA
pH
CEO~T0> C105 5.44 5.81 5.57 5.84
ol Bl . . . .
#LE *jﬁ%(fw’ 105 e e e e
P = X2
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(1) Wk

RASZERUBRRROREN

ARG, &5 &G U T 250mL LA EO 7 OGRS T AP B RIZIE T 5,
(2) WMREDLENE

<AL DR > 2

HART T F R 50meT IS L) 5mL & TRl CAHR L, SME, pH, Befr iR L.
TR -

AR 1.0mg/mL ;

B SmL AZAIRIE 45mL =Nz 5,

2.5mg/mL ; 38 5mL IZARHK 15mL =z 5,
Eap N3 R Fi % DR
(INRTTF A TRE) THH L NIERES 1 B 2 B 4 Rpf] 8 IRFfE] | 24 IRfR]
B A o1 MR | MR | VRN | MEAVERT | MR | AR
(1.0mg/mL) ‘ pH 5.94 5.88 5.88 5.93 6.04 6.11
AR (%) 100.0 101.3 101.1 100.5 99.9 100.1
He B At o1 Mo pge | MV | MR | MEAVER | MR | A
(2.5mg/mL) pH 5.81 5.94 5.99 6.02 6.12 5.99
' BrE (%) 100.0 99.6 99.4 100.3 98.7 94.1
e PAx) My | MR | VR | MEAVER | MR | R R
% (1.0mg/mL) pH 4.71 4.75 4.81 4.89 4.96 5.26
i ' AR (%) 100.0 100.2 100.0 99.4 99.0 99.4
D S8l Mo pge | MV | MR | MEAVER | MR | A
T (2.5mg/mL) \ pH 4.92 5.03 5.11 5.29 5.43 5.56
BAFE (%) 100.0 99.9 100.0 99.3 99.0 96.2
5% | A ) e | MR | MR | AV | MR | AR
(1.0mg/mL) pH 4.93 4.98 4.99 5.10 5.02 5.12
AR (%) 100.0 100.7 101.1 100.5 100.6 103.2
5% Ik o1 MR | MR | VRN | MEAVERT | MR | AR
(2.5mg/mL) ‘ pH 5.05 5.21 5.41 5.59 5.79 5.16
AR (%) 100.0 99.8 100.0 100.0 99.9 97.3
He B At S8 Mo pge | MV | MR | MEAVER | MEATEE] | A
(1.0mg/mL) ‘ pH 6.03 6.02 5.97 6.10 6.18 6.01
BrE (%) 100.0 100.0 99.7 99.4 98.2 99.3
APt A My | MR | MR | MEAVER | MR | R
(2.5mg/mL) pH 5.84 5.87 6.00 6.11 5.91 5.88
' AR (%) 100.0 99.2 98.9 98.4 98.2 98.5
o e i S8l Mo pge | MV | MR | MEAVER | MR | A
" (1.0mg/mL) \ pH 4.75 4.79 4.83 4.91 5.02 5.04
;E BAFE (%) 100.0 100.0 99.6 99.2 98.7 99.4
T | o ek A ) e | M | MR | AV | MR | AR
(2.5mg/mL) pH 4.87 4.93 5.10 5.32 4.95 4.94
' AR (%) 100.0 100.2 100.0 100.9 99.0 100.2
5% <k o1 MR | MR | EEVER | MEAVERT | MG | AR
(1.0mg/mL) ‘ pH 4.92 4.96 5.03 5.13 5.24 5.00
B (%) 100.0 100.4 100.3 100.4 100.2 103.6
5% |l 4 ) My | M | MR | AV | MEAREE] | AR
(2.5mg/mL) pH 5.41 5.31 5.50 5.75 5.13 5.06
' BrE (%) 100.0 99.2 99.3 99.2 98.3 101.6
(GREXXE &Y R
14 B8R LOFEE

14.2 ERBESHOIE

14.2.2 AFNL, APEEIEIR S O R

8HFHLINICR G2 T35 Z &,

(NaCl, KCI, CaCl:%) z&H 3 DWiEIiRmY 25 & 13,




8. th#F LDEESELL (WEBIEFENEL) ©)
AEOIERICET IR
ARIET, AFN OB L EMEICET HEHRTH Y . A LS U THER LB oA M - 22tk
IZOWTOFHIEER L TRV, £72. WA LAl OB L 22 EPEIC W TG L T
VN, RFIE A E A L CERAT AT, BIEFORM CELHGEL, BT o2 &,
(1) pH 8
HNRT T F o FEFHE 450mgl HIE T 10mL 270k E L7z,
- g | 0.1lmoVLHCl (A) mL | gk | B#) BAFE (%)
PH | 0.1mol/L NaOH (B) mL | pH | 8% | & pH Bk | 24 BEf#%

HIVKRTZF

o (A) 10.0mL 1.25 4.54 99.1 18.0

EHHE 450mg 5.79

THET) (B) 10.0mL 12.83 7.04 101.9 43.6
) RBRBAAEFDE B % 100% & L

pH 1 2 3 4 5 6 7 8 9 10 11 12 13 14

«—0.1mol/L HC1 0.1mol/LL NaOH —
HEE 10.0mL M2 & 10.0mL
1.25 5.79 12.83




(2) FAZEARER
ANRTZF o EFHEIBE T (150mg ik 450mg) % T itk TRl A L7z,
Bl 5k BlAHE 1.0mg/mL ; 306 5mL (2B AR 45mL &Nz 5,
2.5mg/mL ; 3k 5mL IZELAHTE 15mL 212 5,

e Q@ R N » Bl A 7% D IR
P ”W[;Zﬁa”“%@ PR | oo | 1em | 2nsm | anen | s | 24 mER
AT AR AN ) TR | AV | M VR | S B | MR B B | R
(1.0mg/mL) pH 5.94 5.88 5.88 5.93 6.04 6.11
(AR ] PR (%) 100 101.3 | 101.1 | 100.5 99.9 100.1
A PRI IR S8 (0 PRSI | R £ YRR | JHE (0 YRR | JHE £ YR | JHE € R B | R £ VR
(2.5mg/mL) pH 5.81 5.94 5.99 6.02 6.12 5.99
[A=H A HEiE] FEER (%) 100 99.6 99.4 100.3 | 98.7 94.1
KN & 1A 4x ) ST | eV | VR | B | B B | Ry
(1.0mg/mL) pH 4.71 4.75 4.81 4.89 4.96 5.26
(B ] Pl (%) 100 100.2 | 100.0 99.4 99.0 99.4
KN i 1A S8 A TR | G R B | R B | O VT | £ Y | G £ Y]
ik (2.5mg/mL) pH 4.92 5.03 5.11 5.29 5.43 5.56
% [BR A& ] AR (%) 100 99.9 | 100.0 | 99.3 99.0 96.2
& V) Z-T3 = 4x ) 00 VR A | 0 P | 0 £ 75 D | 0 €2, 72 | A0 2 5 T | 0 2 5
= | Al (1.0mg/mL) pH 5.10 5.10 5.12 5.12 5.13 5.14
jzjk HERRIR ] FEER (%)| 100 97.4 97.2 98.7 97.4 96.4
e VU E-T3 5 S8 A TR | G R B | R B | VT | Y | £ )
T (2.5mg/mL) pH 5.15 5.14 5.15 5.17 5.17 5.23
K35l P (%) 100 98.6 99.8 99.1 98.2 97.0
AKZa—L R S8 (0 PRSI | R £ YRR | JHE (0 YRR | JHE £ YR | JHE € R B | MR £ VR
(1.0mg/mL) pH 4.86 4.89 4.88 4.90 4.89 4.90
[~ b —2MFEEY 7 v] BEFEE (%)| 100 99.2 96.7 99.9 98.7 99.9
RKEa—1LR 4 ) ST | VB | VR | VR B | MR E B | IRy
(2.5mg/mL) pH 4.88 4.88 4.91 4.92 4.93 4.95
[~/ b= M) 7] FEFE (%) 100 102.6 | 101.2 97.7 98.1 93.7
5% Kk S8 A TR | G R ) | G R B | O VT | £ T | G £ Y]
(1.0mg/mL) pH 4.93 4.98 4.99 5.10 5.02 5.12
i%; [7 k] R (%) 100 100.7 | 101.1 | 100.5 | 100.6 | 103.2
% 5% 7 R vk 4x ) 00 VR A | 0 P | 0 £ 75 D | 0 €2, 72 | A0 2 5 T | 0 2 5
(2.5mg/mL) pH 5.05 5.21 5.41 5.59 5.79 5.16
[7 RN opE] EEER (%) 100 99.8 100.0 | 100.0 99.9 97.3
(GREXXE &Y R
14 BALDEE
14.1 RFARREOIE
1411 AFNZ, A A0 E2ET I AFA=0 RO 2AF ) WiRT THOMNEZ 5720, b

DT 2B E OBLAERET D Z L,

14.1.2 RENL, TAI =0 L ERIELTHREDZRR L, IEENMETFT 50T, ERICHZ> LTV
RoULEGURERBEEZH W N &, [14.2.1 ]

14.1.3 AL, $5LEWTH LD T, MOFUEMEESH & ITRE LRV &,

14.1.5 AANTEIK IR L=, TEXHETHECERTL 2 &,

14.2 FRIBERHOIE

14.2.2 A#HNE, AFEAHEESOEEETE (NaCl, KCl, CaCl%) Z&A 4 2kl iRfT 5 & &L,
S8 REFMILAINICE G279 5 2 &

9. Bk
M L




10. B3 - A%
(1) EBNRELRSR - O, NEVRBRLERR - AEICET IER
AENX, TAI=ULERG L THREBMEZER L, IHEMETT20T, HHICHZ>TUET LI =
U LEGUERG R AN RN Ly
(TVIl. 11. WA EOEE] OEBMR)
(2) A&
(ALKRTZF U5tk 50mg THETL])
5mLX1 /3147
(WIWRTSFUixst& 150mg TEEIL)
15mLX1 /34 7L
(ALRTS5F x5t 450mg THET )
45mLX1 XA 7 )V
i - 5 - WD EoEEBAEZFEME (TXI. 2. ZOMMOBEEER) OHESH)
(3) PlEBEE
M ERR L
(4) BHROME
RNAT I BT A ()
Tt TFNIT A

1. ARSI HEME
MR L

12. Z0fth
G L
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ARICEY 5EE

. FHREN(TZh R
OUFESEHEE ., I/, SEAEE, ISR, e SuE,. B o5 E, e miaitE, s, T8
(N

OLL T OEMEZ I )T 2 i OPUEMEEEA & O OF Ik

ANV RS (PR EAE - WM - HF2EAE - PR R IR . PR ST R D . —
A TRET 7 IV S - B IR

2. PEXERICEET HEE
RE I LTV

3. AERUVAE
(1) AERUVRAEDOHEHR
(EEHE. /lRE, 2LESE. NRE. FERE. Bt U/ \E., F/NEabhE)
HWHE. KRNI VR TZF L LT, 1 H 1A 300~400mg/m2 ((KEHFE) Z#&5 L, Dl L
b 4ABEBKREST D, ZhEx 17— L, HEERVIET, 2k, 5RIX, Fle, FKE, ERIC
XV EEHEET 5,
(FL&)
N7 AV RX<T (B Efz) KO X3 2 RPUEMEEEAl & OPFHICBW T, WHE., A
ANKRTZF LT, 1 H 1[H 300~400mg/m2 (KFmfE) Z#&5 L, bl &b 3 HFEIAEK
T2, k17 —nb L, EHEEEEVIKT, 2k, F5ET, BEORBIZIVEERT 5,
CUMREMEMES (FiEFE - @EFE - fF3FE - PRpEREHRES. BRI EELED1—
AVTRE7 7 2 )—[EH - BFE) ISxT 2th0mBHESRF & OGREER)
OWEFE - FFE - PRAEREMRES. BRI AMOI— VY /RED 7S ) —EE -
BFEICHT 50 EEESHR & 06t REE
AHRAT 7 I RExT hRY REDOIFRFIEICBWT, IVRT T F o0& HEKR O 57151
ANRTZF L LT 635mg/m2 ((KFKER) % 1 HREAMEEEIL 400mg/m2 (KR HFE) % 2
HREREEHEL, Dl &b 3~4 MRS 5, Zhax 17— e L, EEEZERDIET,
¥, BEEROBS AEIIEE, SER O3 D o HTEEMEEL AN L0 S EET D,
Fio, TR S L <IHEAE 10kg R o/NNRICKk LT, FHREICITHoEET 52 L.
QRIEFEIHT St MBEEESA & DO HtARE
EY 7 U AFUREE L = AR Y R EDOPFRRIEICRBWT, IAVRT T F O h &R O
HBix, VAT Z7F L LT 560mg/m? ((KFKmfE) % 1 BREAMEEEL, D7ed &b 3~4 HfH
W45, Zhalr—Lb L, HE5EE2HBY KT,
727120, 36 » AL FOBIBIZII I NVA T ZF % 18.6mglkg L9 5,
¥, BEEEOBS AEIIEE, ER. T 2 o HTHEEMEERANC L0 ST D,
(FEHE)
L OFUEMRESA & OOFRIZB VT, @, AL ARTZ7F & LT, 1 B 1 3 AUC5~
6mg * min/mL A EE=HKEG L, Dl b SHEMKRETD, Znz1 27—l L, B5%2#0 i
T, ek, HEEE, BEOREBICIVEERRNT S,
(RhRELE)
AFNBEHE, F5-8I2IS UC 250mL LA EO 7 R o SR U AR ICIRAI L, 30 43 2L ks
AT D,
(2) RZERUVHAERORERE - 1B
Y ERR L

11



4. AERUVAERICEET SR
7T.RZERVHEICEET 38
(FEHE)
AUC HEEE R OVBHEREIC S S AF LG EICHOWTIE, Bl 2H2ORFTOHA KT 1 5%
EBEBITRETH I L,
(fizas)
HEEME AN LB X RE LT,

5. ERERAR

(1) BERT—2 1Ry 5=
AR L
(2) EREREEHER
MER e L
(3) AERIGERER
AR L
(4) BRILMHER
1) AR
AR L
2) RLeRR
AR L
(5) BE - WEBAHFR
MMER e L
(6) AammfEmM
1) EAMERE (—REARERE. BEERARERE. EABRLRAR), RERTRT 4R
—RARE. RERFBERERABRONE
AR L
2) RBEFHL L TEBEFEOABRXIIREL-FE - HBROME
AR
(7) ot
17.1.1 ERNERPR SR A&
BbRE MARRRBR (W VR 7T F o HREE) 12 X DRERIZRMR (EMR) ZROLEBY THD.

. AIPSES E B R AT ZRHE%

JiE Bl %% (CR) (PR) (NC) (PD) (CR+PR)
SRSE AT ) 70 1 13 38 18 20.0
Jiti /I~ e g ) 51 0 13 21 17 25.5
Jiti /I e fs ©) 29 0 15 7 24.1
Jiti /I~ A e 7 18 1 13 27.8
Jiti /I~ A e g ) 18 0 10 2 33.3
=2 HUIEE ) 21 1 7 4 47.6
P b O 50 5 14 22 9 38.0
TR g 31 2 4 16 9 19.4
HEPE ) X Y 33 2 11 20 39.4

) ER=E WM. A=ACEEM, RN - T =T
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F7-. G R OB A G R L LIV R T 5 F o e G RiE L v AT S F 28T
DEFAL 0 & ORI R T AR T 5 F o OFAMRRD BTG 13 14

57 S 25 TR Sk B OV R 25 TR 5k Bk 00 22 A MERTATEE (911 2 5 ) TR S 7z AR RIE R & O
AERE RS -\, AR, 2Bk, BE, /Wasd, Ak, ~€ 272 e
b RMEREA . ~~< k7 Uy MEEA . AST 5. ALT B, BUN ER., ZL7F=r 21
TIURET, M LT F o ERETH ST,

17.1.2 B EEREER R E
WEAMZ 33T A6/ NRa I 2t & L= h AR 7 5 F o BB RIS K 5 B85 & OVEF IR
DEFBYTHD,

- T % 52 225N BB asye:til
JE 1%L (CR+PR) (%) (Hr S-AiE)
Kreisman et al.' 70 6 9 6.5 7 H
Kramer et al.' ®’ 50 6 12 —
Bonomi et al.* 7’ 88 8 9 31.7 11

Fro. ERatE AR & LT W VR T T F o h S e O b ERIEIC 38T D 28803 OVEF I
RO LB TH D,

FEAT X G 2B ZRihE PEAT 1]
DF s "
HEBIEK (CR+PR) (%) (1)
HNVRTZF v+ FRY RS 102 16 16 27 i
HNVRTZF o +37 Y ZxLt?) 190 43 23 233 H

13



VI. EHEEBICEYHEE

1. EEPFMICEHEHSLAYMXIELEYE
SRR A
TR BEEOH LG OREE « DIRFEL, KIOBMNLEZSZRT 5 &,

2. ¥BEER
(1) YERERLL - 1R
JEAIAIN O DNA 85 & 54 L, DNA AR OV EUCT S S0 R A E T2 b0 E XL
j”L“Cl/\%)ZO) 722>O
(2) EDZEEMITHEBREE
18.2 EHER
~ 7 AD L1210 HiffE, P388 HIflfF, B16 A7 / —= . colon26 f&i#E. M5076 IS, Lewis
JitE (2 eh U CHUIESAE R 23580 iz, v A7 7 F UM B E Ak KFr X OV TYK-nu (R) ##
Rzt LANVAR T 7 F AR EZ R LT, ZOREITSATTF oD 1/2 KT 1/4 Th-o7z

20), 23) —29)

o

(3) {ERITHR] - HEEHAT
AR L

14



VI. EMBEICEY SRE

1. mMPREOHTRE

(1) BAERLEADGOLFARE
MR L

(2) BEKRSEBRTHESA-IHRE
DABEIZHNERTTF L LT 75~450mg/m? ™ % 1 BIAMEEHE L & X OMPREOHBEIT 3
FAVEDW IR Z R L, o FHOYHIE 0.16~0.32 Ffi], BAHIE 1.29~1.69 H§fi, v fHI% 22~32
R THY . K DOINRT T F ATREHZERLIC, £, RO & & bR L
?iéjﬁebf:“) 732)0
) AA|OAGR S 7= &1L 300~400mg/m2 TH 5,

(3) HhiFE
B R e L

(4) BE - tAEOEE
(IVI. 7. FHEAEH ) OHEZBHR)

2. EMEERN/NSA—4
(1) A
MR L
(2) RUGEREEH
AR L
(3) HEAEEEH
AR L
(4) VUYFPS VR
R L
(5) PHER
AR L
(6) Tt
AR L

3. BEMA (REaL—>3Y) &F
(1) BiFAE

MMERe L

(2) IS HA—AEEER
AR L

4. WRIN
BU R L

5. 9%

(1) mik-iHEIFEEY

BRI L
(2) mi#&-paARRIFI BB

(V. 6. (5) iltm) DIESM)
(3) Bt~

(TVil. 6. (6) #=3Lim) DOESMH)

15



(4) BBA~OBTH
LR L

(5) ZDHEDOBHADBTH
LR L

(6) MEBEMAE
MR L

6. R

(1) KEHERALR UM BERS

DR L

(2) RWISBIST 8% (CYP %) OHTFH, F5%
KR L

(3) DEEEHROERRUZOHA
DR L

(4) REMOFLEORRRUELL, FELE
KPR L

7. it

HIVKRT T F o OB AEEITBIT D RPEERT, BEGZEEAE <, 5% 24 FRIZ 57~82% 0 4
ﬁﬁtéhf:g 0). 3 1)0

8. FIVARKR—E—IZEET B1EH
MR L

9. EHHI-kIREE
LR L

10. BENDESZETH8F
MR L

11. Z04ih
B E R L

16



W Ze4 ERLDEESE) ICBY5EE

1. BEERBLENER

- -3
=]
A
=R
1

1.
1.1 FEZECHALRRER, RARITHIHETE SERERICE T, PALERECTHE
@ - BREFOEMDD & T, FEWENEY L HFH SN SERICTOVTOHAERET S & Fi-.

AEWBRICEILL. BEXEZORKICANERVERKEZTSHIAL. ARZRTHORET D
Z&,

1.2 FFEEC/NDREHERESRICHT SHALBERER, DR

ROMNACEEEIZ+ 3G E - BER
EROEMDL ETRET S &,

2. BERABRLTDER

2EE (ROBHIZEBELLGLI L)

21 HEREMINHOL 5 EE VEREAHIIHERFIN T TH Y | BOYESUIHIL 2, BEAT
DAREMEDS B . ]

2.2 AE|I IO A4 % & eIEANIx L, BEEZIRBUEDBHERO H 5 BFH
2.3 il X ATHAER L TV D RIEEMED & 5 ctE [9.56 &HE]
(fifas)

2.1 AFH O HEMHIRF 25 FHERH TH 5720, EELEHIE O H 5 8E KRG LG E HITE
b+ 2 TREMED & %,

2.2 LIRMSBUE 258 L 72 BE 13, ARG L0 ONRBUE 28 Z 3 rseftrn @y, oo ne
A CHBUEZEZ LI2SE, FACHERATH AR THRE Z S REEr S 5,
2.3 AFNTEHFEBRICB WD TRGTEAEMSES®E S TR Y . RIE~OLREMERHESL L TH72Ru,

3. VEXXITIHRICEET HTIELTDER

BEINTHZRWN
. AERUVAERICEET 3R L TOER

(T'v. 4. AEEOHECEEST 2 FEE] 2203552 L,)
. BEELREXNEREETOER

ERLGEANIE
(ZheetaE)

8.1 FHEMFIGEOEELRFAWERNKEZ 22 N5 50T, WEKRE (MKRE, IFEERE, &
BEREMASE) 2175708, BEORBEL+DICBILT L2 L, o, HHANEHMICHS L EITE
g Hobiv, BIEMEICHER T2 E083H DT, BHIXEEICITY 2 &, [11.1.1, 11.1.4,
11.1.5, 11.1.12 &[]

8.2 [ ABIEGEE N H B D Z EXB D DT, MG EMERE L OBSERELZIT) L, B
FOWREE +oIBET 52 L, [11.1.18 2]

8.3 AAHNDEGIZHT--> Tt G-CSF WA ZEDOwY 2B L CHEBETHZ L,

8.4 L - WERE, BAAIRFEDOILIERPEZ D ZENHHDT, BEORELZ 3B L, E
YR LEZTT D 2 &,

8.5 JYWE, HMMHA OB I EIZHEETHZ &,
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CUDREMEMES (MiEFE - @EFE - fF3FE - PRpEREHRES. BRI EELED1—
AVTAEBD 7 2 )—[E% - BFIE) ISHT 3th0inBHEESRH & OHFRARE)

8.6 BIE Sk ([HIMNAAIMEE : WALRTTF o (NR) ] %) 2RFET5H2 L,

(5L

8.7 BHmiCHk (TR Lo MEMED R WARKGEH - BN/ ERGT S AHREE~O S EIIR D #H
HEEINRTITTF (FE) | F) 2RGTLZ L,

(FEHE)

8.8 Bk (TR Lo MEMED R WARKFEIE - BN/ ERGTSE  AHPEE~O SR D #H
HEAONVRTITTr (FEEE) ) %) ZRGTH L,

(fiFEz)

8.1 [ZEILIRIL]

AHN O HEHHIR X EBEH CH 5, Eo, /RIS A BRI K 0 00 T L TIEEL
L., ®EERLMEm1H 5,

CRP A 5% ]
NIVART T F TR OEY B REFHOREE b B NS 2 TR L, 22 Tk 5 EEHNT
L2 ENAEETH D RONORENH D,
WFHOFERXN K BB TH DD OWTIIEERH 508, B 3— b H0FEA?S 2
T, BBRT —F L R<AELTVD LD Th D,

8.6 HINAAIMEE : WARTTF o UNR) ] ROBFHEROBRMXEZ, £hfhA o7 —x
v~ DEATHIE K ORI ERBE SRR OIS O R — A=l s h T o,
THRARIMREE  IAVRTTF o UNR) ]
https://www.mhlw.go.jp/shingi/2004/05/d1/s0521-5q.pdf
EPEAERKS  HHMHRR - https'//’www.pmda.go.jp/PmdaSearch/iyakuSearch/

6. BENDERERATHIBEICHT IR
(1) &A6HE - BEEFOHLHEBE

9.1 ABHE - IEEZEDHLHEE

9.1.1 BEtIHDHLBHE

EREIHI A EE ST 2 LB 5, (8.1, 11.1.1 ]

91.2 BREFEFSHLTLIEE

FREHIC L, BYYEAHESEL 2355, [8.1, 11.1.1 BH]
9.1.3 KESHHE

B eHEmENHLbNDOIBENLRH 5,

(fR)

9.1.1 AHIO M ERHIR 123 FHHE T o720, BREIHEIOH 2 EE &G 556, B REHH)
MEDIZEALT 2 A REMEN B D,

9.1.2 AFIOAEBHIN T-2VEHMH CH 5720, BYJEEZ AL T D BRFICEST 54, A
FNC X 0 BB LB MHEIC L0 YEN S DICHET A REERDH D, DX D RBE A~
L3558, BESOLENLERGALEZ LD,

Fiz. BWEAORBUCHSEERE L, BEREMESEOBELMLETH D,

9.1.3 fhOPIEMFEANC LFEEH SN TWDHIEE TH LN, KEREICAFZRGT L2 L10kD

B BEIHICAR TR N EE CAEREAME T35 & EmERERITH T 2 ATREMER & 5.
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(2) BRRERESRSE

9.2 BFiEEERSE
BEHREDMET L TW2LDOT, BHEARBS H 60N 0D D,
9.21 FAR, BICVRATISIFUOOBRELZZTRHBENMETLTLSEE
WIal e 5B e i B L, IR AE IS 0BT 5 2 &, Bt Am< 6 bnd 2 &b D,
9.2.2 MREMEBES (HEFIE - BEFE - FFE - PRMERIEHEBES. BRNXEH#HAED
A—AVJAED 7S ) —EE - BFE) ICHTHORBEEESHEOFRAREICESNT, Bl
ENETLTWSEE
HREE BERREE BEEORIUCHHIERE L, IR NCEREFBICEET 272 EEE ORE
ZBE LN OEBEICERET D 2 L, ks, BHREOFEIE & L T GFR (Glomerular filtration rate :
ARERIEASIE) F4ZE LT, REBELZEIRT DL ENEE LY,

(AR

9.2 BEHREfEFEE TV TIL, AAIDBHREOIFITH 5 2 & X0 PRI EIE L, B REHHH3 &
EHBEHE IR HD RN H D,
USP-DI CCer lIZ LG EDBLENH LN . BEENTH VAR BLZRR2NONEIRTH D,

9.2.2 BHEREDME T L TV A/NRIZIRW TR, FRCEREDIREE L LT TGFR CRERIE A1 1E) |
HEEBRLT, HEELZRINT L2 ENHERIN TS, KAl CDDP & 720 Fh EPRAE )
O ORI « 5WebHZ T TIRERIRTAE S THEItE L 5,
AFIOPEMERIZ, GFR 1LV B2 D Z L1, T CIcE*Y 22 shTnd, BHEREN S
586, AHKlD AUC (Area under the serum concentration versus time curve) 23 EfE & 720
BRIk FEZ B < TRER o PRI L7720, GFR ICX Y AFO®RE &EZ2RET
B EMTORTNG 3D 36,

(3) HHEEESRE

9.3 FFieEEERA
REHERESME T LTV D 0T, BHERANRS HHbhd Z L n3db b,

(fig)
IT S RE IR B B RE F ME T L TV D O T, IEW 2 BHE L0 BWEM 2338 < FEBL$ 5 rlaerEss
Ho,
(4) 4REREEHTHE

9.4 £NEREZEHT HFE

9.4.1 /NRE KX OVEFE W REZR I DB TR 5T 2 ME R B 5 5 A 113, RS 282 BET 5
&,

9.4.2 IR D AIRENTED & D A PEITIR, AFNIR G- RO G T — EMIRI3E Y et 245 & 9
ey 5Z L, [9.5 2]

9.43 /N— b T =R D ATREMED & D HAEITIT. ARAF G- e OG- T 1% — e BT 130 B 75
Rad 2L 08T L, MW Z W AEIm SRR SERBR, W PLBES R A 2 W 7o Qe R S
AR KL O~ 7 A& W MEGRABRIC B W T, BImmEnHmE S Tns,

(fia)
9.4.2,9.4.3 LMK OB YEBIF T L Tl 2 HELE T 2 1M 28 CCDS (7 —# > — )
ZEEH SN TR D | B & O 718 i 280828 FL IR <ome LA RS 28 A 2 F N o Yt R R B 7
LN~ U A Z W /MERABRICB T 2 BEEEORE L HDH 2 LD, RIS gEEDH 5
LTMERE K OS— N =R T 5 AR O & 2 BERE I L Gl et 0fFE 42175 X
JIBFLL., EEMLE TSI & L,
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<HBE>
Biis ] hielike
BYEC BT DALFHEK TR O FHRESRARIEERE N2 573 < 25 ETOHMICE L
THE— L2 BRI D TR b9, O ST 1C W TRFRIE T 12 OBETE A HELE ST
WHD, ZOWIRIE, TR 1A 7 ViZikM8 953 » HULEET 2000 BEY A 7 1
Y425 1FEUEETE2H0ETHY T 49 CCDS THEAFIRGHK THORTIEK 2 1 7
MY T 5 6 5 AL EOBHEZHELE L T\ 5,
— 05, ZMEIZB W TR, IPREAEA 2 RIC B L TR FIREE /e D £ T 6 » AZET 5 L b
TR LY BRI, CCDS IZB W TAAMELGH T 25 6 5 AL OB AL L T b,
(5) Hhw
9.5 iEHF
TS XATAEIRE L W D ATEEME D & 2 etEIc i3 e G- L2 &, @ 3Ek (T v ) ICBW TR
PEVER. BRUEBSEER S S5, [2.3, 9.4.2 2]

(6) RFLWE

9.6 Z3LIF
BRHLARWZ ERZEE LY, BWER (7> b)) THLHF~OBITARESNL TN D,

(7) MNR%E
9.7 NRE
9.7.1 /T EENES; CPRRREAENE - HEMEENE - IF2ENE - PR SRR . PR SRR o
A—A T RET 7 U - B (SR D ofTEMEG A & O RRIEICB TR B
BEENH, BEERPEE . 7 7 v = —JERREE OB EE OFBURHIEERE L, HEIE NSRS FRICHE
BT EBEORBLBIE LN OEEICRETHZ L,
9.7.2 SMEH T, A% S HE THOESREEZ A3 238 L0 LGS, BIR AR E T2
INRBEIZHEBT 5 L OWMENRDH D,
(fi#Esi)
BANAGE & 7o To /N REMEE IR O BESCHER (TR ARISREE - AIVRTIF 2 URNR)D) K
OKERISCEETRH SN TOWDOINF L OBSEEZH D T2OIZBRL LT,
- AFNTBIEE LR E 2RI L D 2 2 & AAIE PFHEE THEM T 2 Ha g s o2 o
fLDBEER NSRS D AIREMEN H D Z & S BITIF/NE TITRENRAE OREREN BN & x| 3K
MR BN E B2 D Z %< AL IR R DARIERH CDONDAREERH L Z Lnb, K
FIOEERIZ BN TUED AL 70 ik & B A2 A 2 =M ChEE) NEEICRE T2
VEND D,
TR ARIREE  hAVRTZTF URNR) -
https://www.mhlw.go.jp/shingi/2004/05/d1/s0521-5q.pdf Z i
KEVRASCED, ANRICxE UARAIZ HER & L0 @G & oS EE 2 A 9 5 385 & OFA
L., BEOMETFRRE LT E W) MEORHNH D,
(8) EiE
9.8 miE
METCICRGHBICEET 22 EREOREBZBE L 2N OEBICREG T2 &, —RICAPEE
RE (CHBERERE. ATEEEE. BHEEETS) PMETLTWD,
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7. HEH#A

(1) BERESLZDER

FRIE I LTV

(2) HERAZELEDER

(

-t

10.2 BtRHIE (BtRICEET S &)

A4 5 HRARAEAR - FFE T PR - fabRIN T
JEC R IR BRI ORBIEM NIRRT 2 2 L2355 DT, B & b2 E B K 5 o &l

REEEAT O HEIIEL, BEORBEZBIE L 2BWEREAT 5,
5, WMETIRFARICEET DL L,
s~ D HSH BB 2 OF L= 5810 EE RSB T II R Th 508, 8)
RNIMNER DS FEBL L T= &L OWEN D 5, 0FHT 2 (kB (=7 ) TAFA
BaIciE, BEOIRBIEE L, RIEROMIEREE (T K 2 BN BIE S MY
DIHEBL L e 58121, AAI OB K OB RIS 2 RS b T b,
EbHIZHIEL, @MERNEEZITH Z L,
AF & RIS O OFFIC X 0 D ERREA ZEE | B A~
(VOD) MHIE LT OMENRHLH DT, +oi
ETHZ LY,
UM A EREIH S ORIERNIRT 2 Z 08 H DO T, PF & b B HI4E o g
RREEIT O HAII, BEOREZBL LB ERZ2ET 5,
O, METHREMRICERT HZ &,
AH &M O BB A O OF I K0 | D ERIR (A B
FZEIE (VOD) 233JE L72 & OMENH D DT,
FOEBET ALY,
B L OB AR A | PR L OMESREE R T 5 2 e 5D T, OF & bICEEE KOG
B3 2 FHAl RFEEATH HEIIE, EEICEG T2 L, fEEELHT D,
TV avRAk
PUEWE S

. El{EA

11.814EF
WORWERANH b Z LnH B0 T, BIEE 52TV, BENEO LNEZHEICITRE % H
1357 CHbIREEITH Z &,

) EXGEIER & OHER

1.1 EXLEIEA
11.1.1 EEEIHI

PLLERIEA (0.1%A00) . Al (~E 7 = B UEd (40.1%) . ARILEKED (36.1%) . ~~ h27 U
MEJREA (31.7%)) . AMLERED (56.4%) . 4FHEREA (7.4%) . /WD (42.7%) . il (0.1%
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TRIEFES 2,
<DailyMed (USA)., 2024 4 12 H R >
4 S
=44 Accord BioPharma Inc.
Hr7e44 PARAPLATIN- carboplatin injection
FIJE - Hik | Injections ; 50mg,150mg,450mg,600mg,1000mg
INDICATIONS AND USAGE

Initial Treatment of Advanced Ovarian Carcinoma

Paraplatin® injection is indicated for the initial treatment of advanced ovarian carcinoma in
established combination with other approved chemotherapeutic agents. One established
combination regimen consists of Paraplatin® and cyclophosphamide. Two randomized controlled
studies conducted by the NCIC and SWOG with carboplatin versus cisplatin, both in combination
with cyclophosphamide, have demonstrated equivalent overall survival between the two groups.

There 1s limited statistical power to demonstrate equivalence in overall pathologic complete
response rates and long-term survival (> 3 years) because of the small number of patients with
these outcomes: the small number of patients with residual tumor < 2 cm after initial surgery also
limits the statistical power to demonstrate equivalence in this subgroup.

Secondary Treatment of Advanced Ovarian Carcinoma
Paraplatin® is indicated for the palliative treatment of patients with ovarian carcinoma recurrent
after prior chemotherapy, including patients who have been previously treated with cisplatin.

Within the group of patients previously treated with cisplatin, those who have developed
progressive disease while receiving cisplatin therapy may have a decreased response rate.

DOSAGE AND ADMINISTRATION

NOTE: Aluminum reacts with carboplatin causing precipitate formation and loss of potency,
therefore, needles or intravenous sets containing aluminum parts that may come in contact with
the drug must not be used for the preparation or administration of Paraplatin®.

Single Agent Therapy

Paraplatin® injection, as a single agent, has been shown to be effective in patients with recurrent
ovarian carcinoma at a dosage of 360 mg/m2 IV on day 1 every 4 weeks. In general, however, single
intermittent courses of carboplatin should not be repeated until the neutrophil count is at least
2,000 and the platelet count is at least 100,000.

Combination Therapy with Cyclophosphamide
In the chemotherapy of advanced ovarian cancer, an effective combination for previously untreated
patients consists of:

Paraplatin®300 mg/m2 IV on day 1 every 4 weeks for 6 cycles.

Cyclophosphamide-600 mg/m?2 IV on day 1 every 4 weeks for 6 cycles. For directions regarding the
use and administration of cyclophosphamide please refer to its package insert.

Intermittent courses of Paraplatin® in combination with cyclophosphamide should not be repeated
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until the neutrophil count is at least 2,000 and the platelet count is at least 100,000.

Dose Adjustment Recommendations
Pretreatment platelet count and performance status are important prognostic factors for severity
of myelosuppression in previously treated patients.

The suggested dose adjustments for single agent or combination therapy shown in the table below
are modified from controlled trials in previously treated and untreated patients with ovarian
carcinoma. Blood counts were done weekly, and the recommendations are based on the lowest
post-treatment platelet or neutrophil value.

Platelets Neutrophils Adjusted Dose™
(From Prior Course)
> 100,000 > 2,000 125%
50-100,000 500-2,000 No Adjustment
< 50,000 < 500 75%

* : Percentages apply to Paraplatin® injection as a single agent or to both Paraplatin® and
cyclophosphamide in combination. In the controlled studies, dosages were also adjusted at a
lower level (50% to 60%) for severe myelosuppression. Escalations above 125% were not
recommended for these studies.

Paraplatin® injection is usually administered by an infusion lasting 15 minutes or longer. No pre-
or post-treatment hydration or forced diuresis is required.

Patients with Impaired Kidney Function

Patients with creatinine clearance values below 60 mL/min are at increased risk of severe bone
marrow suppression. In renally-impaired patients who received single agent carboplatin therapy,
the incidence of severe leukopenia, neutropenia, or thrombocytopenia has been about 25% when the
dosage modifications in the table below have been used.

Baseline Creatinine Clearance Recommended Dose on Day 1
41 - 59 mL/min 250 mg/m 2
16 - 40 mL/min 200 mg/m 2

The data available for patients with severely impaired kidney function (creatinine clearance below
15 mL/min) are too limited to permit a recommendation for treatment.

These dosing recommendations apply to the initial course of treatment. Subsequent dosages
should be adjusted according to the patient's tolerance based on the degree of bone marrow
suppression.

Formula Dosing

Another approach for determining the initial dose of Paraplatin® injection is the use of
mathematical formulae, which are based on a patient's pre-existing renal function or renal function
and desired platelet nadir. Renal excretion is the major route of elimination for carboplatin. The use
of dosing formulae, as compared to empirical dose calculation based on body surface area, allows
compensation for patient variations in pretreatment renal function that might otherwise result in
either underdosing (in patients with above average renal function) or overdosing (in patients with
impaired renal function).

A simple formula for calculating dosage, based upon a patient's glomerular filtration rate (GFR in
mIL/min) and Paraplatin® injection target area under the concentration versus time curve (AUC in
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mg/mL- min), has been proposed by Calvert. In these studies, GFR was measured by 51Cr-EDTA
clearance.

CALVERT FORMULA FOR CARBOPLATIN DOSING

Total Dose (mg) = (target AUC) x (GFR + 25)

Note: With the Calvert formula, the total dose of Paraplatin® is calculated in mg, not mg/m 2.

The target AUC of 4 mg/mL*min to 6 mg/mL+min using single-agent carboplatin appears to
provide the most appropriate dose range in previously treated patients. This study also showed a
trend between the AUC of single-agent carboplatin administered to previously treated patients and
the likelihood of developing toxicity.

% Actual Toxicity in Previously Treated Patients
AUC (mg/mL-* min) Gr 3 or Gr 4 Thrombocytopenia Gr 3 or Gr 4 Leukopenia
4to5 16% 13%
6to7 33% 34%
Geriatric Dosing

Because renal function is often decreased in elderly patients, formula dosing of Paraplatin® based
on estimates of GFR should be used in elderly patients to provide predictable plasma Paraplatin ®
AUCs and thereby minimize the risk of toxicity.

PREPARATION OF INTRAVENOUS SOLUTIONS
Paraplatin® injection is a premixed aqueous solution of 10 mg/mL carboplatin.

Paraplatin® aqueous solution can be further diluted to concentrations as low as 0.5 mg/mL with 5%
Dextrose in Water (D 5W) or 0.9% Sodium Chloride Injection, USP.

When prepared as directed, Paraplatin® aqueous solutions are stable for 8 hours at room
temperature (25°C). Since no antibacterial preservative is contained in the formulation, it is
recommended that Paraplatin® aqueous solutions be discarded 8 hours after dilution.

2. WOV HE T SERERIRER
EWRICEET SEBIMER (F—RX SV THE)
AFNZBT DN EOEBEOHDOFLMRE A—A N T VTS ITR7 R D,
(VI 6. FFEDYREHT HEEICHETLER) OESM)

Drug Name Category
F—ANZ U T DR carboplatin D
(2021 4= 4 Hnsg)

2E R OE
A—A +Z U T D555 (An Australian categorization of risk of drug use in pregnancy)
Category D :
Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may

also have adverse pharmacological effects. Accompanying texts should be consulted for
further details.
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