2023 £ 10 AKET (5 13 hR)

BARERRSTERS : 874291

E X S 4 v 4% FE 12— 7 #4# — LA

BAREEFIERO IF ELEHESE 2018 (2019 FFHhR) (CERL THERK

HESES S
BxERA HDILRTSF UK

AIWKRTSF XK S50mg TBEI]
AIWKRTS5F VEHKE 150mg THET )
AIWKRTSF XK 450mg THETL )

Carboplatin Injection

#l

e | AKVEESTA

HHOBREE S

BIE, AN
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s
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iz 4]

& INKRTTF
£ 4 : Carboplatin

MERFTRBAEAL B | WENRTARR 2006453 A 15 H
MBI - BRFERAIR | SEMHILVEINEL - 201246 H 1H
£AAR

W 52 B hh 2006 4E 7 H 7 H

A% - BLEARSE (BA) -
R#E -RESHA

SUEARSE T « A E TS

EEERIBLFDOERSE

HETHRASE BFRYFR— b2 —

Ly H & E O | TEL: 0120-517-215 FAX : 076-442-8948

PR T AR — 5 —  httpsi//www.nichiiko.co.jp/

AKIFIX2023 58 ARET (F1hR) DOFGXEDERRBICERIEWETL =,

RO BIE, MSATBOEN RIS O O 3R A iR SR~ — U THERB L T< 280,

SR 50mg : 1 31 70 ( bmL) FAHNKRTTF > 50mg &8
HEHE 150mg : 134 7V (16mL) HFHALRT T F 2 150mg & FH
SR 450mg : 1 31 7V (4bmL) FAHNVKRT T F > 450mg &8
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EERAVAEL—T7+r—LFADOFEIZOME —BHFRHEEREFMHE—
(2020 4= 4 A &ET)

. BEERKAM VA E1—T+—LERORER

PR RS O AR R B H & LT, ERAEELRMASCE UUF, BA3E) e b, EEE
B CEERD - SEAIATE OEFEICHEE DY B 3B B BRI O B 216 H 9 BRI, iR
CEICFE SN F R A BT 2 FICHEMRERDPLE ARG ENH Y | BIRAEO EIEFHRM Y E
(LLF. MR) Z~OEHOBMGFERSERIC IV EREMHTL TETND, ORI EHR %
MREMNZAFTHOOHEH VA M LTERGLA VX Ea—T7+—5 (BUF, IFERET) BSFEA L
77

19884FE|Z 0 AJBE Al (LT, BWREE) FINE2/NZBESNIFONE T, IFGEaERR. IFFiH
HARE L, £ O%1998FIC ARSI/ NEE S, 20084, 2013412 AFEEIRIERE B S
DIFFRREFHEDO KT 217> T T,

IFRE# EaE2008 LMK, IFIZPDFEOE 7 —% & LTI 2 Z ENFHIE 2572, 2T LY,
W SCEOFERUGT N H > -G A ICSGET ORILT — # 2B L2 IFAE MRt S 2 & &
Iolo, BOROIFIL, ERMERERRGHEME (LUN, PMDA) OERHAEEMIERRBEO—
(https!//www.pmda.go.jp/PmdaSearch/iyakuSearch/) [Z TAB X T35, HIFIKTIL, 20094
LV HFHEHKGLDOIFOBERERFTT A E LT Mo a—T7+— 2R Z2EL, Hx OIF
DA CELMTET 2 EE GRS L CHEINER - L T2,

2019F OUAT CHEFLHBEHOETIZ A D, [FLHEH2018 03 ARK S L, Ak TEEHEIE G OI)R
TGRS T DA KT A4 ) [CBET 2 IE RO =0, TOEFMEZKE L1,

IF& (X

IFiZ T SCEEOFREMTE L, B - RIS OERIEFHIZ L > THREBICLER, EHRD
DREELDOT DO R, WHHEEO O DR, TR O OIFHR, FEIHM O IERH D720 D
., HLENIRBE T T OO OERENERN SR ANRENOERMEHEL LT, BRENT
HEAE A R E U, KA O 72 D10 Y541 3K 0 0 BE IR 78 T ARTE I #50 B R ZEITHERR KL O fE 24K
FHL TV DGR SALERT B D,

IFICFE#s 2 H B RSN AR RE U7 IFRR s E I L L, — 5 OB A bR E AGR O FEFHN O 1F
WOFEH SN D, 7277 L, BEAEEOKEEICED S b O R ORI B OGN - Hkr - f2ft~x
FIEEIIFOTHFEL TR O, ENHZ 5 L, SEAENL RIS IR, FIRE A S35
fili - fIWr - BRREH T 5 & & bic, BERMTEEZT DD ENIFRMEFF O L AR LTW5D,
IFORRMLITE 7 — 2 AR L U, RIEAETORKITLAETITZR,
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A EIAROIFIZ, PMDA® EH I E TG WIRR O~ — DIl sk E Sh T\ a,

RUSR S TEEIRAL A V7 B a—T 3 — 2MER O T5 & ) 12t » TIFZMERL - #2863 528, IFOJF AL
EHEE 2 ERBGICAE LT D EHRSCIFERR RIS RO LR E RS 2 oW TSR3 O MR
DA AE2—IZLVFIHEAOPNEERRESE, IFOFHAEEZ@O L LERNH D, £1-, bR
BETEN DA EOEESICET 2 FHEICE L CiE, IFAKET SN D £ TOMIT, RESRAENRIT
DUGTNEZW LN L2 CEE H 25 WSO E R D IERIBMEY — £ 2582 L 0 AR A &2
i 2% & &bz, IFOMERIZH 7= - Tk, BT OU T SCE 2 PMDA D [ 355 [ B 2R T B R D~
— U THRT DLEND D,

7eB, WIEFERASCZEMNOMARO SN LR INTWD VA, BRME < IXI. 2E5&6, IXII.
&) BT 2HBETARELZIT TOWRWEFRN G ENDLZE0NH D, ZTOY FNIZITHoREE
TRETH D,

. FAICKRLTORBRER

IFZ HEEBICBOVTRNT Z ENTERWEREBERIRE UTUHEH L TWeZ & 720, IFX AR
DEGEZ T T, ML R IR O RIKEIRFE X ITARTE I B 3 MMERL - #8692 PR IE S E A
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T, BIEBENERULEFEENDOORDIISCTITI T EIEFELILZRNE SN TEDY, MRE~DA
VEAE2—RH OO E R LI FAZEE ORIFONE A REIELRE O THDLZ L&
ik L TRt by, BERMEN OB O A HEROBAIRILEZ R L, T OREIMEZ A
&, ERBFSICR T A EEM A AHET D 2 SIFERFOAE TH Y, IFZIEH L CH (B2 E
IAESH A DI L TWETE X0,
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I. MEICETHEE

1. FAROEE
AL, AR THDIHINR T TF 2[5 &5, PrEMEERITH D,

[NV ART T F SR 50mgl~/v =), [V RT T F SR 150mgl~/v =) | Ot Th VR
T F SR 450mg [~ /L)) 1 E, v L a SRS Y B EA & U TR A EE L, BE K&
ORBR VLR E, REMRBREZ I L, 2006 4F 3 H 15 HIZAREZESF. 2006 47 H 7 HIZHK
et Uiz, (BFIEE 4815 (PR 1144 A 8 H) ITEED Z/KGEHIGE)

200946 H 1 Az, v /a3 Stix, 42 AETLY 7 —~HASHICE T Lz,

20124 3 H 9 HAFC, T OMREXITZNR, MEXOCHEDBMD KR S i,

201286 H1HIZ, HETLY 7 —~HASIT A E THXSHIC A0 s v, BUERSE B E TS
AT M S T,

7B, LTORZBAHAELE T T,

FEAh B B W5t A 5E44

VR T T F EFHEE0mg T H & T HNRT T F EFHEE0mg [~ L=
20124F6 H1H | IART T F U ERIK1I50mg HE T | AVART T F 2 FEHE150mg < /L =]
VIR T T F AERIKAS0mg HE T | VR T 7 F SR A50mg I~ /L = |

2. HA0BRFHEE

(1) AANZ, ARSEETHLINRT TF e fGm &+ 5, FUBEGEHTH 5,

(2) EXZQBEIEME LT, BHME. > avr, 774 7% — HEMEME, SEEESE 77
o =—JEMRRE, FPAA, APEERERET . BH. LEEE, LB ZRIL. LB i, BT,
I PERG IS (AP RIG 2. BREETE A Lo A IREZE, AEZE, MmAR - ZEARAE, (LAFEZE, 5 oI
PO VA IR PR B AEAE R . VR PR B3 B (R . R A8 PN BESVE e (DIC) | 2%
R, AERE (TRt A ERGERERRE 2 &) . BRSERREEMRE, O o MFLER, BRI 2,
FEE., BiEL A REENL TS, (VL 8. (1) BERZRRAIWEM & WIHPER] OHEBM)

3. HROHFFHHYE

(1) WHERFOT T A, HEREO U A7 EBE L, TAIrb7raT s 4 —EKiETH v v
2 U7 &L T\ 5D,

(2) BB IEZRE L. A TR, 7rnT7 7 % — (BIEBE) 2200 Tnb,

(3) EEFHMIEEZEE L, XA TADTUVERIFTE T LTS,

(4) T2BIIEHFENTF LT LEZHHL TN D,



4. BEERICEALTAMIRERHE

i ERE B9 5 & A

R A K51 | oAb SRR
RMP 1
BIO Y 22 B MEET S LT | 1
TERL STV 5 B
S 1 155 A 1
R L o> B T A &

5. RBEHRURE - FRLOKREER

(1) RKB&EH
L

(2) i - EALOFIREIR
4 L

6. RMP OiE
LR




I. &WICEYTSHER

1. BR5EA
(1) M4
NNKRT T F SR 50mg [HEE T )
HNRT T F FESHE 150mg [H[E T
VKR T T F ERHK 450mg [ H[E 1|
(2) ¥4
Carboplatin Injection
(3) &FDHE
—ixA LY

2. —i&4
(1) M& (WwAE)
ANKRTZF > (JAN)
(2) #4 (WMAE)
Carboplatin (JAN)
(3) AT L (stem)
S AR PUEMEEESE © -platin

3. EEXANETRERX
e

O NH

o NHa

4. PFXRUVHFE
4373 0 CeH12N204Pt
S+ 371.25

5. %4 (Mfk) XEXHE
{b524 + (SP4-2)-Diamminel[cyclobutan-1,1-dicarboxylato(2-)- O, 0’]platinum (IUPAC)

6. RA%A. M4, KBS, E5ES
7= : CBDCA



. HHEP BT SHER

1. YEEMEE
(1) 5MR - K
A DRE i XUTAERIED K TH 5.
(2) BT
AKIZRREFIT K, =& 7 —/b (99.5) ([ZHRD THITFIZ W,
(3) WiEtE
MG R R L
(4) AR (SRR, K. BER
Ale K9 200°C  (5fiR)
(5) BIEEMHMEN
MUERR L
(6) REREY
AR L
(7) TOMDOERRIEE
A 0.10g 27K 10mL ZIED L2 D pH 1% 5.0~7.0 TH 5,

2. HHRAOEMEHTIH T ERE
LR L

3. BMESOEEERE. EEE
(1) HeiRaRyk
1) TRESOG

AREDOKRERIZED LA X (D) Rz A D L&, HEBEOLEREEL S,
2) TN A7+ VE

BAb B U U AEERNEI X0 RBRZITV, RED AT ML ERBDBIANLT NV U A NVAR T Z
FURERESL D ALY VBT D L& WHE DALY R UIRR RO & 2 AIZFREEOFRE O
INZERD D,
(2) EEWE

k7o~ N777 40—

FR AR« SO EE G

BE#HA: 7 NI T7FAT B ARBRKFEE, K, U U, KERET R U U LRI
BEHEB: 7 N7 7FAT =T ARBRKER ., K, U B, KBBEF NV LA TER=RY

VIR



V. RAICEITS1EE

1. HFiR
(1) HERORH
TR TE S A
(2) HFEDONBREUHEIR
TN T T F SR TN T T F S TN T T F SR
R5E44
50mg [HIET | 150mg [HET | 450mg HIET ]
o KPR A
P - R 41 5~ B )
pH 5.0~17.0
- £0.1
PRI CEFR AT 5 b

(3) #Aa—F
A Lgn
(4) RFEOYE

(M. 6. "WAIOKFEEM TR 2LEN] OHESM)

HNKRT T F R
150mg [HET |

HNKRT T F R
450mg HIET ]

13147V (15mL)
TNV T T F L 150mg

1317V (45mL)
TNV T T F L 450mg

(5) £t
B R L
2. WHE|IOHERK
(1) BES GEERS) OEERVHEMHF
. HINVIRT T F R
ok 50mg [ FE T
134 7 (5mL)
et 4N
AR HLRTFF L 50mg
Al

1 /34 T )L
pH JAEHI - &

(2) BREFORE
RUERR L

(3) RE
EEER L

3. BERACHERAUERE
A L

4. A
LR

5. BAT 3TN H5KHN
KB L




6. REDEEEHRTICETEIREKRY

R R
ONNAT T F LK 50mgl HET)  EMRERR  25°C. 60%RH [k misiE]
) a2 b PRAFEATE
HIEE .
HERA &5 BREATE 6 7 A 12 5 /1 18 5 /1 24 7 Ji
VEIR N N N " .
<d g~ e o> |TR0300|  EA a g A A
pH
<B5.0~T7.0> FK0300 6.0 6.2 6.0 6.0 6.3
ﬂgﬁf;ff“” FK0300| @& e A e A
ZR (%) %2
<95.0~105.0% > FK0300 99.2 98.0 97.5 97.0 97.3

K1: L1277 H VRNV 0.T%LL0F, BiEWHE ; 2.0%LL T X2 FREISET 2836 (%)

OQOHNRT T F S 150mg HET)  RHIRFRAR  25C, 60%RH [t tliEFRE]
‘ XY R
SHi ,J—»IE .
R B BRIAIE 6 5 /1 12 7 i 18 7 /1 24 % /1
S | S e i i i
<5 012{7 0> FK1200 5.7 5.8 5.9 6.1 5.9
PR WPLO T Tekasoo| e e e e e
ZR (%) ©
<95.0~105.0% > FK1200 99.4 97.9 97.9 97.5 97.9

K1: L1277 H VRNV 0.T%EL0 T, BiEWHE ; 2.0%LL T X2 FREISET 2836 (%)

OBNRT T F L AEHHE 450mg HE T EHIRFRER  25C, 60%RH [HfmitmiE]
‘ R CRAF 1)
HIFEIE
HERH kel PH AR 6 » A 12 5 A 24 #» A
PER N N A N
<t~ pimmor> | 10 i e A o
pH
<5.0~7.0> C105 5.44 5.81 5.57 5.84
nﬁf@r;aihiﬁ%(llimc) 105 N A i i
a8 (%) *?
<95.0~105.0% > €105 100.9 99.6 97.8 97.6

x1:

CERE  LO%LL T X2 FoREICxT 5 E A%

(%)




7. RRERVERROREN

(1) F%&ik

AP, $EH58I205 0T 250mL L D7 R o EsR IS A R IR T 5,
(2) WEiE% DR EME

<ARE DL E AR >

HNVRT T F ESRR 50mgl HIEE T 5mL % Frilgi@ CTAR L, ML, pH, R EMEER LT,
R

R 1.0mg/mL ;

B 5mL (2

FRiK 4bmL Nz 5,

2.5mg/mL ; 38 5mL (AR 15mL 2z %,
iRk R FfR s DR
(IR T T F o RLETRRE) HH G NERES 1 e 2 R 4 R 8 IEfE | 24 B
TP A 8 MR | MR | EOE | mEEH | EEER | O EH
il pH 5.94 5.88 5.88 5.93 6.04 6.11
(1.0mg/mL) FRIFE (%) 100.0 101.3 101.1 100.5 99.9 100.1
He A 8 MR | MR | EOE | mEEH | EEER | O EH
pH 5.81 5.94 5.99 6.02 6.12 5.99
2.5mg/mL ‘
(2.5mg/mL) BIFR (%) 100.0 99.6 99.4 100.3 98.7 94.1
o | g — b 8l MOV | MEAERDH | MR | e | MR | MR
o R pH 471 4.75 4.81 4.89 4.96 5.26
Q (1.0mg/mL) BIFR (%) 100.0 100.2 | 100.0 99.4 99.0 99.4
%IE o I — At ﬂﬁﬂ ﬁﬁféﬁﬂ ﬁfgﬁéﬁ;ﬂ ?ﬁigﬁ%ﬁﬁﬂ ﬁ{;ﬁfsﬁﬂ ﬁf—gﬁ‘?ﬁ?’ﬁﬂ ﬁ{;ﬁféﬁﬂ
p 4. . 11 . 4 .
2.5mg/mlL \
(2.5mg/mL) EIER (%) 100.0 99.9 100.0 99.3 99.0 96.2
5% vl 8 MOV | MEEPRDH | MR | e | MR | MR
0 (=]
pH 4.93 4.98 4.99 5.10 5.02 5.12
(1.0mg/mL) BIFR (%) 100.0 100.7 | 101.1 1005 | 100.6 | 103.2
5% | g S8 MR | MR | EOE | mEEH | EEER | O EH
0 (=]
pH 5.05 5.21 5.41 5.59 5.79 5.16
(2.5mg/mL) FRAFE (%) 100.0 99.8 100.0 100.0 99.9 97.3
He A 8 MR | MR | EOE | mEEH | EEER | O EH
pH 6.03 6.02 5.97 6.10 6.18 6.01
1.0mg/mL ‘
(1.0mg/mL) BIFR (%) 100.0 100.0 99.7 99.4 98.2 99.3
He PRt 8 MOV | MEEAERDH | MR | MR | MR | MR
(5 5merml) pH 5.84 5.87 6.00 6.11 5.91 5.88
-omg R (%) 100.0 99.2 98.9 98.4 98.2 98.5
L P45 MR | MR | EOE | mEEH | EEER | A EH
" pH 4.75 4.79 4.83 4.91 5.02 5.04
. 1.0mg/mL \
Jj@,z (1.0mg/mL) EIER (%) 100.0 100.0 99.6 99.2 98.7 99.4
T o | — b 8 MOV | MEEPRDH | MR | e | MR | MR
@ 51; /mL‘;l pH 4.87 4.93 5.10 5.32 4.95 4.94
o BAFE (%) 100.0 100.2 100.0 100.9 99.0 100.2
5% | g S8 MR | MR | EOE | mEEH | EEER | O EH
0 (=]
pH 4.92 4.96 5.03 5.13 5.24 5.00
(1.0mg/mL) FRAFE (%) 100.0 100.4 100.3 100.4 100.2 103.6
5% ¥ b 8 MOV | MEEAERDH | MR | e PR | MR | ME e
(2°5m D) pH 5.41 5.31 5.50 5.75 5.13 5.06
oM R (%) 100.0 99.2 99.3 99.2 98.3 101.6
(GBRAXE LY
M4 EBRLEDOIE

14.2 ERHESHOIE

14.2.2 AFHL, AR ESOBEEEH (NaCl, KCI,

DL EE SRHURNICREER T T &,

CaCl %) Z&H ¥ 2EikIZIRF9




8. fFlE DEAELL (MEBILFHMEE) »

FEOERICET HFE

ARIT, AKEN OB FZEMEICET 2R TH Y . MH L ELE L THEM LB A2 - etk
[ZOWTORIIEER L T v, £z, BE LA oL PR Z EMHEIZ OV TIERE L TR
Vo A ZAlAl L BLS LT D BRICIE, SRAIORMNCELZMR L, Hld 52 &,

(1) pH Z#EAER

HNVKRT T F U PERR 450mgl HE T.) 10mL 230k & L7z,

- gk | 0.1moVL HCl (A) mL | g | &#) B (%)

" pH | 0.1moV/LNaOH (B) mL | pH | 5% | Stk pH BliEmisg | 24 R4
ANRTTF (A) 10.0mL 1.25 | 4.54 99.1 18.0
N 450mg 5.79
THET, (B) 10.0mL 12.83 | 7.04 101.9 43.6

) RERBALEIFOE &% 100% & Lz
pH 1 2 3 4 5 6 7 8 9 100 11 12 13 14

«—0.1mol/LL HC1
{H#E & 10.0mL

0.1mol/LL NaOH —
H# & 10.0mL

1.25

5.79

12.83




(2) FAZEARER
HNKRT T F U ESETBET) (150mg X% 450mg) % Froliikic TheA L7z,
B A BEAER  1.0mg/mL ; 30k 5mL (CEA#R 45mL 2 1% 5.
2.5mg/mL ; 38 5mL (ZE AR 15mL 2 1%x 5,

e v@ & N ) B & 1% D IE[H]
N ’”WE;ZQE”“%@ PR g | 1w | 2nsm | awEn | 8w | 24 e
R AR sl S0 YRR | YRR Y | R R A | (0 VRS Y | 0 PR | R VR
(1.0mg/mL) pH 5.94 5.88 5.88 5.93 6.04 6.11
(A PR AR ] A (%) 100 101.3 | 101.1 | 100.5 99.9 100.1
AR R HEIR 4% ) I £ YRR B | YR Y | O % | £, Y Y | G2 YR Y | G £ R
(2.5mg/mL) pH 5.81 5.94 5.99 6.02 6.12 5.99
(AR R ] EIEER (%) 100 99.6 99.4 100.3 | 98.7 94.1
KN #ik 1A ax ) S0 P | YRR Y | R R A | 0 VRS | G PR | R TR
(1.0mg/mL) pH 4.71 4.75 4.81 4.89 4.96 5.26
[BA Ak ] R (%) 100 100.2 | 100.0 | 99.4 99.0 99.4
KN #fi 1A ax ) (0 PR | YRR Y | R B A | 0 VRS P | 0 PR | R TR
1L (2.5mg/mL) pH 4.92 5.03 5.11 5.29 5.43 5.56
‘?fé [BRAER] AER (%)) 100 99.9 | 100.0 | 99.3 99.0 96.2
H V) AZ-T8 & 4% ) I £ YRR B | YR Y | 0 0 | £, Y P | G2 YR Y | G £ 5
= | Al (1.0mg/mL) pH 5.10 5.10 5.12 5.12 5.13 5.14
i:;}( G AP (%) 100 97.4 97.2 98.7 97.4 96.4
S V) AZ-T8 & 4% ) (0 PR | YRR Y | R B A | 0 VRS Y | 0 PR | B £ TR
T (2.5mg/mL) pH 5.15 5.14 5.15 5.17 5.17 5.23
UHERRI ] A (%) 100 98.6 99.8 99.1 98.2 97.0
HExa—LR 4 ) I £ YRR B | YR Y | O % | £, Y Y | G2 YR Y | G £ R
(1.0mg/mL) pH 4.86 4.89 4.88 4.90 4.89 4.90
[/ h—2NEE Y 7] FEFZE (%) 100 99.2 96.7 99.9 98.7 99.9
A% a—LR sl S (0 PR | YRR Y | R B A | (0 VRS Y | 0 PR | R £ TR
(2.5mg/mL) pH 4.88 4.88 4.91 4.92 4.93 4.95
[~/v h—2MFLER Y 7] PEFR (%) 100 102.6 | 101.2 | 97.7 98.1 93.7
5% Kok 4% ) (0 PR | YRR Y | R R A | (0 VRS Y | G PR | R £ TR
(1.0mg/mL) pH 4.93 4.98 4.99 5.10 5.02 5.12
% [7 K op] Pl (%) 100 100.7 | 101.1 | 100.5 | 100.6 | 103.2
1 5%7 K Uk SMBL | MEC VR | VY| o R | A £ | 0 VB | A Y
(2.5mg/mL) pH 5.05 5.21 5.41 5.59 5.79 5.16
[7 Kol A (%) 100 99.8 100.0 | 100.0 | 99.9 97.3
(RAXE&VER
14 BARLOXE

14.1 EFFRARFOIE

1411 AFNL, A A0 aEeT7 I /B AFA= FORRAF V) BiRP TR EZ 570, Zhb
DT 2 BRI & DA ZRET D Z L,

141.2 RANZ, TAI =0 LIS L TWEMEZER L, IEEME TS50 T, HIZH > TET v
RoULEGURERGEZHW N L, [14.2.1 B3]

14.1.3 £HL, $ELEWMTH LD T, MOGUEMERIGH & IZREL WD &,

14.1.5 AFNIWHE B Lok, CEAHARTESCHCHERT L2 L,

14.2 EFEBEROIE

14.2.2 AFHNL, AP ESE OIS (NaCl, KCl, CaCl%) Z&A3 2kl iEMT 5 & X3,
8 RFFILINICE G A& T HZ L,

9. K
FARANA




10. &A% - 9%
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
AFNEZ, TAI =T N ERIS LTI Z TR L, IEEMET 20T, EHICHTz>TIET VI =
VA g ERERE L AN L
FRHICHT->TET NI = A EREERBBLZH W &
(TVIl. 11. #H EOER) OESMR)
(2) A%
(BILRTS5FiESiK 50mg THEILD)
5mLX1 /314 7 v
(MR TZFUE5K150mg THETL])
15mL X1 /34 7 v
(BWIWARFTS5F k5K 450mg THEI D
45mL X1 /X4 T v
P - B - I o EFSIIE AR (TXI. 2. ZOMoOBEER] DEEMR)
(3) PREE
MUERR L
(4) BROME
INA TN T A ()
=N A Y = W

1. BRRHEEhZEME
AR L

12. ZDh
B E R L
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V. ARICEYSEE

1. BREXIEHER
OUHSHE ., /IR, SEFUESE, DRBLUE, F=Sm, Bk oSl R/ himiaiteE, Fom
OLLUTF O EENMEEFF 5~ 2 Mo HUEEMEREL A & o OF FIRIE
ANJEEETEIESS (PR EEIE - MR - AR - SRR R ARG, AR ST EE R E D o —
A TRET 7 XV —JE - B

2. PDEEXEHRICEHET HFE
FEEIN TR

3. HiERUVHAE
(1) AERUVAEDOHES
(BRI, Fh/difafe. EAEE. NERE. FERE. B V&, E/MEaibE)
WH . RAZIZDNVRTTF L LT, 1 H 1\ 300~400mg/m? ((AFmfE) ##&G L, bt
H4EMKRET D, chEa 17—t L, BHE5E2EVIRT, 28, #5RIT. Fin, KA, ERIC
KV EHET 5,
(R
NI AY X=7 (BIEHHLZR) ROV X 0 REUEEMEETA & OBV T @E ., AT
HNKRTZF L LT, 1 H 1E 300~400mg/m? (KEEM) Z#5 L, D7 &b 3 HEARE
T5, Zhxl1r—nbl, #5280 KRT, ok, #58F, BFEOREBICLVEERT 5,
UMNREMERESR (MEFE - AESFE - FHFE - PEaEREERER. BRXITHEAEDL—
AVVAE7 7S —E%E - BFE) IIHT ItOREEEST L OSHARE)
OMRFE - FFE - PEMEREHMRES. BRI LAEOLI— VTRET 7S ) —ES -
BHFECxT O BHEESEH & O6:ARE
AFRAT7 7 RET FRY REOHAFIEIZBN T, IVRTTF o OHGERORS55EL,
HNRTZF L LT 635mg/m2 (IRFHAE) % 1 H BT 400mg/m2 (KR EHE) % 2
HREREFEL, e &b 3~ BRRIET 5, Zhax 17— b L, &EEZHDIRT,
kB, HHEREEOERS ABIIEER, ER. 0PI 2 thoBUEMEEREANC XV ST 5,
Fio, TR S L <IHAE 10kg Ko/ NaIZkt LT, #H&ICITHoBET 52 L,
QWEFEICXT 2t BELESH & ORARE
BT U RAFURRBE S = N AR Y REDOHFHBIEICBWT, IAVRT T FroBRGELORE S
X, ANVARTTF L LT 560mg/m2 ((KRMAE) 1 AFATHiHEL, 27 < &b 3~4 HHfH
i+ 5, chx17—Le L, #5520,
7272, 36 5 AWMU TORIBIZIIANR T T F % 18.6mgkg L1 5,
7k, HEELOERE BEIIEE, ER. 0PI 2t oHEEMEETANC X 0 #EERET 5,
(FhBELLE)
ARFNE G, $e b #1205 UC 250mL LA o7 R SR U AEBR AR ICIRAI L, 30 43 BA ks
TR T D,
(2) RZERUVHAEORERE - B
Pl v/

4. AiERURAEICEHET SEE
FEEIN TR

11



5. ERERALAE

(1) BET—aNn\wFr—o
MM ERR L
(2) ERERZEEFER
MER R L
(3) AERGERFEAR
ZUERR L
(4) BEEMEER
1) ENEREERR
U ERR L
2) REHER
U ERR L
(5) #BFE - WBHFAR
Pl v/
(6) AEMER
1) EARERE (—REARKRE. FEEARERE. SARGELRAE). RiER
—RARE. RERFTREBRAROAR
U ERR L
2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBE
Y L7
(7) £k
AR

m

BT — 5~

<

12



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T EaMEF
EE (A A=E
EE  BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT D &,

2. RBER
(1) {EFAEREL - {EFRBF
TIFF RN AR, DNA LIARET 5281250 DNA A EHEL, ZHUSkNTT A h—
VANBERIIND I EICLVHIEEIRERTEZ L LN TNS 9,
(2) EWEREMITIHBRE
FAEE L
(3) {EFAREEM - FiiEm
BMEE L

13



VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEVWGOLPRE
MU ERR L
(2) BERERTHERESL-ODRE
MU ERR L
(3) shmiE
MG R R L
(4) BE - ftREOTE
(TVil. 7. MHEAEH] OHEZH)

2. EMEERONTA—4
(1) @A
AR L
(2) WRUREEER
AR L
(3) HEREEEHK
M PR L
(4) PVF3532R
AR L
(5) HHEE
AR L
(6) £t
M PR L

3. BEE (REalL—>3v) B
(1) MBHiA®
AR L
(2) 5 A—SEHER
AR L

4. R
MR L

5. 9

(1) itk -FeiBE P& @ tE
Pl v/
(2) Imi%k-fadkEaFE &
(IVIl. 6. (5) #fhw) DHESH)
(3) Ait~oBiTiE
(IVIl. 6. (6) #flba) DOESM)
(4) HE~DOBITHE
Pl v/
(5) ZofioBm~DBITHE
MMERR L

14



(6) MTBOHSE
A EE R L

6. R

(1) BRI R R
EEER L

(2) RMICEETSBE (CYPH) O5FE, F5X
HEE R L

(3) VEEBENROFERVEZDES
AR L

(4) REVOFHEDOARRVEEL, FELE
EEER L

7. kitd
EER e L

8. FSUARR—E—IZEET HIER
MR L

9. BHHI<LIMEE
AR L

10. HEOURERT 28%
AR L

1. Z0Oith
BRI L

15



VI. ®&tE (EAELOZXES) CEY HEE

RELEDHERA

t OF

A FFZEOHALPREDT, REFRICHIRETESIERBRICE LT, SALPREICHSR
M- BRE/FOEMDY LT, FMENEY LY S BERICOVNTOARET S & Fi=.
ABERIZELSL., BEXBZZORKICAPHEUVEREZTSHRAL. AREHETHLERET S
&,

1.2 FHZEC/PDREEERESICHT SNRALCERERD. DROSAICEREICHIEHGE - #8
EROEMODLETEET S &,

2. ERHABLTDER

2EE (ROBHIZEIEBRELEWNI L)

21 EEEHOE O L EE VEmEIIHERRK - TH 0 BYYE T A, EELT
LAREMER® 5., ]

2.2 KA O A4 % ETIANCK L, BEER2BBUEOBEREREO H % B

2.3 I AR L CW D AlREtE D & 5 etk [9.56 ]

(fif)
2.1 AFI OB F 235 B ThH 5720, BEREHMEIOH 5 E8EH IR E LichE BITE
L3 2R H 5,

2.2 LIRMEBUE 2 38 L2 BE 1, FRGICL 0 BFOMBUE 2 E Z 3R my, EtoA4e
RAICEBAEZE Z L72EE. RUASRAITHOIAR THE Z I WREMDR H 5,
2.3 ARNZEERIC B TRABENE R RE SN TEY . BE~OLREERHELL THRU,

3. TREXBIHRICEET HEE L ZTDER
BIE STV

4. BERUVAERICEET 3B L TDOER
BREIN TV AN

5. EELGEXRMIE L TOER

SEELEXMIE

(FhBELLE)

8.4 HHEMH S OEEREIEANSEZ S Z LR H D0 T, WHEKRE (MiRE., IFHEERE, B
BREmASE) 2175708, BEORBEL+DICBILET 2L, o, HHPEHMICHZ S L EIE
ARk H b, BIEEICHER T2 R85 0T, HGIFXEEIZITY 2 &, [11.1.1, 11.1.4,
11.1.5, 11.1.12 &#]

8.2 EENEMIEN H O OIND Z LNHDHDO T, MG EMEIRE R OEERELITO R E, A
FOWREZH0IcBlET 252 L, [11.1.18 B

8.3 AFIDHIZd 7 - Tk G-CSF [AZEOU R EHICEH L THBET 5 L,

8.4 . - g, BARIREOMLEIERNEZ 52 L NHDDT, BEDREZ B L,
B2 E AT H 2 b

8.5 RYUE, HIMAG M ORBLIIH I HEET 5 Z &,
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CPREMERES (EFE - BESFE - FHFE - PEnEREHERES. BRXIS# LD —
AT RAE77 ) —E%K - BFE) [CHT 2tOMEBEEESF & OSEAERL)

8.6 PEECHk (HINAFIMEE : IALRTFFTF > (UNR) ] %) 28FHETH L,

(EL#E)

8.7 BEE Ik (M= LB B ARAGRIE - RIS AMBFE~OF YR D
HEINRTTTF () ) FRGT L L,

(fi#i)
8.1 [FEILIRIL]
AHKN O EHHIRFIXEBESHE T 5, £, /IR0 B B K0 0R0%1T L CHEEL
L., mELRLER»H D,
BSp ¥Rl
HANRT T F TR OEYBEIREFHVRFE DB REIH 2 TR L 22 THD k5 B2 HHT
L2 EMARRTH Y KONOHRENRH D,
W OFERN R b AR TH 2 I ONW TGN H D55, B3 — b HOFHER )3
T, LOBBRT—2 b RAELTVDL LI TH D,
8.6 TN AAIMES : WNARTZF o UNR) ) MOPFHEROBRAM CFEIL, £nEfhA o F—x
v N DIEATHEE K OERE S ER AR A O R — L=l S TV 5,
TN ABIREE  IVRTT7F > URR)
https://'www.mhlw.go.jp/shingi/2004/05/d1/s0521-5q.pdf
EEHEIERNL [HFHRHEZK  https//www.pmda.go.jp/PmdaSearch/iyakuSearch/

6. RENERERTIBAEICHTIER
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEEOHLHE

9.1.1 BREIIHDHZBE

BRI AZHEESES 2208355, (8.1, 11.1.1 B]E]

91.2 BRRELZESHLTLESBE

BHIHIC LY, BRYEA MBI 2208355, [8.1, 11.1.1 &)
9.1.3 kKERE

B 2HRmERNL LbNLIBENNH D,

(fiA)

9.1.1 AHID M EHHIK 23 E MG CTh 2720, BHIsl O b 5 BF &G 256, Bl
MEDIZHEALT 2 RN & 5,

9.1.2 AFKIOHEHFIA -2V TH 570, BYPEEZ AL TV REICEET 254,
FNC Z 0B U7 B HMaNC L0 | BYEN S DICHEET 2R H 5, T L9 ImBHF~&
5T 25546, BEEOLENLERGELEZZOLND,

F2. AEHORBICHSERE L, BAREEZEOBSELNETH D,

9.1.3 MLOPTEMEFEBEANC LM SN TV DIEHE TH DM, KEBRFICAFZRGTHZL12LY

B REINHICAR MR T2 CRERENME T 472 &L HEZVERITHEST 2 /iR & 5,
(2) BHEEERE

9.2 BHREEERE

BEHENET L T020T, BHEASRS HEbNDL ZLNH D,

9.21 AR, BICVRTSFUNREEZTEMEMET LTS EE

RIEIE G- 2 EL R U MRS 0T 5 2 & BlIH M b5 b s Z b 5,
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9.2.2 NMREMERES (MEFE - BEFE - FFE - PRaEREHRES. BRNETH#E D
A—AVJAET 7 S —EE - BHFE) CHT IO BEHESAEOGAREICENT, BH
HEMNMETLTWSEE
HREANE], ERREE . BREEORBUFRICER L, HEIT IR ERRICHET 272 SEE OIRE
PRI LN OEEBEICEREGT L2 L, 2B, BH#REOFEIE L L T GFR (Glomerular filtration rate :
AREREA ) F2BEL T, REBEZRINT L2 ENEE LY,

(fi#i)

9.2 BREREFEE EA TR W T, AFIDNBIMOIER TH L Z & K0 PRl B U, B BEEH 23 %
EFEELVRI D TREELH D,
USP-DI CCerlZ LG EDBLNH LN . BEENTH Y AR BLZRRNONRBIRTH D,

9.2.2 BHEREPMET L TWA/NNRIZEBWTIL, FrICBEHEREOHEIE S LT IGFR CRERIEA1HEHE) |
HEBELT, BEEZRIRT 5 Z ERHEINTWS, KL CDDP & %72V 5k EJRMIE D
DOFRI « ZWeHZ T TIRERIKTAIl STt S L5,
AFIOPEMRIL, GFR ICXVERDZ L, TTICHE O 7S TWn5, BHEERE 25
4. AAlD AUC (Area under the serum concentration versus time curve) Z23&fE & 720 A&
KA E D M ENEZ B < FTREER + o TSN D720, GFR XV AFlORGEZRET D Z
EPTOITND 978,

(3) HHEEERE

9.3 FF#ReESTEE
RBHERELENME T L TCWDDOT, BHEANBS BN ERH D,

(fiF)
FTHERE PR B I RERERE FE MK T LTV D O T, IEW Z2EE L0 BEM 23R < FEHS 5 rIRetEn
0%,
(4) 4REREZRT HE

9.4 HFEREEZHT S

9.4.1 /N OAFEAIRE/R M O BE TG T DL ER S 5 5E8121E, RIS T 2 EEEET S
zk,

9.4.2 [EHRT 2 FREMED & 2 LMEITIE, AAIFR G- H R OG- T % — EHIRILE ) elt 2925 85
B8 52 &, (9.5 2]

9.4.3 /\— NP —DMTIRT B FEEED & B BIEITIE, ARFIE G- K OB G-H T 1% — 8 I I U 72k
HaT oL 08528, MEZHWEIRIGRE AR, WAL ER M2 V7 g ek R s
RER L N~ U 2 & HWTERBRICB T, #eEEsmiEsnh s,

(fi#sh)

9.4.2,9.4.3 LMK OBMBFE T U ThREEZ HELE S 2 1B 28 CCDS (BT — % v — 1)
IZRCH S TH Y | B & HI 718 i 229828 BRI e LR RS 28 M 22 P 72 Gt R B B 7
LN~ T A E W /MERBRICBIT 2 BEFEEORE L H D 00 HIRT I AEEED H 5
MR R OV — N —DMERT 2 ATfEtE O & 5 BHEF T L CGHUI BT ORE 21T 5 &
SIBFL, EEMET S L L LT,

<BE>

< WIS OWT
BB T 2L FRER T RO FHRESCEAKREERE R AN R R ETOHMIZEL
THE— L RIS O N TE O3 O SRR E 123 T FPIRIER T OBFEAHERE ST
WD, ZOMMIT, K TFEED 1A 7 C#ST 53 AU EET 8O0 6E A 71
FIYT 21U EETE2H0ETHY 9 712, CCDS TIHXAAIFRGHK T O TR 2 V1 7 v
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WM 5 6 5 HLLEORHEZHERE L T 5,
— 5, HEIZR W, IR S R IR L CHER AIRE & 72 A £ T 6 » HRZE T 5 L b
TR Y 1B BIEFERIZ, CCDS IZBWTAFIEGE THE 6 5 HU EOBHTEZHESE L T5,
(5) Hhw
9.5 iEiF
B0 SUTATEHR L TV D ATREME D & D Lot i3 & G- LisnwZ &, @R (7 v b)) 2B W TEaTE
PEMER. BRIRBEEER S ShTwab, [2.3, 9.4.2 ]

(6) R¥LIF

9.6 RELIB
RILLDRWZ EBREE LY, B8R (T v ) THHT~OBITAHRE SN TN D,

(7) MNRFE
9.7 NRF
9.7.1 /NEAEMEEZIES; (PhRRZFNE - MANEEIE - T 20 - PR RCR IR RS . F36 ST ERA D
a—A U JRET 7 IV —EE - B (ST D MOFUEMIER S & O HRIEICS TR, B
BEBNHI, BEERPEE . 7 7 o3 RS OBEE ORBURIIER L, HEIE ISR G FBICHE
BT BEOREBLBILE LD GEEICERG T2 L,
9.7.2 SME T, Az S HE THOESRFEEZ A 23845 &0 L7256, IR EAEZRBE T2
NRBEICRBT D L ORERH D,
(figsn)
IBANAKGE & 7 o o /N EMEE IR O BLESCHR (TR ARISREE - IAVRTZ7F 2 URNR) D) &
CKERMSCGEETRHBINTVWDOIAR L DAL X 5 T2 OITBR LT,
< RANTEEE LHEAREE 2RI L 9 5 2 & AAlZ fFRRE TEM T 256 (I3 E B mH e o
OBEWERNHER I D AEEMENH D Z & S BITIT/NE TIIFENEZR OMBE BN & By | 3K
MR BN E B2 D Z e NE < AL TR RDRIEN D LD AREERH D Z Enb, K
R OAERIZ W TN AALFRIEIC o sk & R A A3 2 EM ONRE) NEERERICKRET S
VNS D,
IR AKIRES : IVRTTF > VN
https://www.mhlw.go.jp/shingi/2004/05/d1/s0521-5q.pdf Z[#
 KERTSCED, ANRISK LAKIZ HER A & X 0 @G58 o REsREEE2 A9 5385 & OFH
L., BEJHMETARBEL LI E W) MEOTHLH 5,
(8) ElmE
9.8 BinE
MEN IR GHRBICEET 272 EBFEORELZBE L2 b EEICREG T 52 &, —RICAHRE
HE (CHRiRE, TTHERE. BHERES) NMET L TW5,
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7. HE%EHR

(1) BtRERELZTDER
BE I TV
(2) $ftAFE L ETDER

10.2 BiRERE (BHRICEE TS L)
FHA BRRAEIR - #1871k BF - fabRiR 1

T R EHEPH S ORERNET 2 2 &3 50T, 0F & bIEHIH % Ol
MIEZAT O HBEIiE, BEOREBZBE LR ERZA7T 5,
O, METHREHBICERT HZ &,
s~ U BRI & OF ) L 7235812 R R [T II A CTh 523, B)
RNIIGIER DRI L2 L ORERH 5, 0T 2 Wik (v R) TAHA
BAIcid, BEOWREBICHERE L, BRI % 1 K 2 HUR sz PR
DSHBL U 72 5 A1 ARAN O 5 J OVHUHRBRE 2 N35E 0 BT\ 5,
EHICHIEL, HEERNEZIT) Z &,
AH & RIS O ORI X 0 | FF O E IREA ZE5E [ A< B
(VOD) MFIE LTz & OWENRH D DT, +oiE
BiozZ L,

P A HHEMHEIZEORIER NSRS 52 R3S DO T, 0F & b I B BEMHISE O |
MEZAT O HaIlciE, BFEOREBZBE LN ENZAT 5,
O, WETAREAEICERTHI L,
KA & A OFUEMREEAIOGF I X 0 | O ER R (A B
PAZESE (VOD) MRIE L= & OWMENH H DT,
BT D LW,

B EE R OVE AR A A B RE R OEERREE NIRRT 2 2 & 03 H 50T 0F| & b I B EE K O

A D IEHA| RBEZITHOHEIIE, EEICRG T2 L, EZHT D,

TI/ 7Y av Rk
PUEYME S
8. El{EHA
11.8l{ER

ROBWEHDR S 5OND ZENHHDT, BELTHIATV, REDHED NG EIC3H&kEG 2%
13 % 72 LG 2R ALE 21T O 2 L,

(

—

) EXGERIER & R

1.1 EXGEMER
11.1.1 BEEIF

PERIE D (0.1%A0) , Al (~E 77 e rEd (40.1%) ., FRinERED (86.1%), ~~ ~27 U v
MERA (81.7%)) . BERED (56.4%) . 4FHEREAD (7.4%) . /s (42.7%) . Hif (0.1%
i) ERHOLbNDLZENHDH, [8.1, 9.1.1, 9.1.2 BH]
112 Yavy. 7Fr745F>— (0.1%K0H)

F7 o —8, EREEE, NS, EERT, JESTEEEND L DbNTGE Il T &k G2 PR L,
WEIRILEZ1TH 2 &, ek, ARlOREEREZERD L, Yayr, TF7 4 7% — DB
EnmEmL mbEmb A b5, [15.1.3 B
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11.1.3 MIEEM# (0.1%)

FEEN, Mk, PR R, B X AR S A L S BEER A D Db b Z LR LD T, BlggEt+
ATV, BEPRD LN GAICIER G2k U, GBI EERVE CAIORE% O] 7o L& %
192 &,
1.1.4 [HEBEEE (0.1%K0) . 27 a=——EEE (GEERH)

SMEREE, 7y Vv a s —EERERHLDND T ENRH DD T, BlEE+212/T . BUN, Mg
JVTF=v, JVTF=r s VT T U AMEEICRERRD bR GA RS 2R IE L, )
RALEEITO Z L, [8.1 BH]
11.1.5 FFFR£. FAERE. BE (Wb HEERH)

[8.1 &H]
11.1.6 SHIEEIRIE. HIELEFF. HIEEHM, HEERE (T LHHEERH)
11.1.7 HtERS. BEEXBRE (GEEAH)

ARG R . BIEERIBRENRH LD T ENRHDHDT, BEEH7ITITV, BMUWIESR - TH
ERD L DbNIGAIIIE G AR L, WU RAEEITO Z &,
11.1.8 FEMEA LR (0.1%A0H)

I R (AR, O - MErk, B UWERE, IR, M ORAN & 5V EitsE k I EY O 5
STFE) L, MEMEA LU RIIBITTDH22 B0 T, BEMREND L LN LA ICIIRS
ZHIEL, BEBIEESOBUIRLEEZITH 2 L,
11.1.9 NAEZEE (0.1%A0m) . MEE (BHEZ )
11.1.10 mi2 - TR (BHEAH)

A - 284 (FZEte, BMite, ZOMmoOBRUIFFIRMRIES) HNdbbhd I &b b,
1MA4.11 DHEE, 5 --MmEDFRE GEERH)
11.1.12 B RSEEEREE (L)

MR BRI EE i B AR 2% B E T ABMMER FEEEREL D bbb Z ERH H,[8.1 &
]
11.1.13 SEFFIRESEAEREE (LR

AT B PRI IR, AR SRE , M IME OV E AR S5 O I s X AR S5 8580 DLz
BB EZ PRI L, @YRAELZITI Z &,
11.1.14 BEEOERNREERSE (DIC) (L)

/i, Mg FDP i, Mg~ ¢ 7V 7 7 UV REE O MR AR T 03580 b 5G6 13k 5
ok L, @YeE AT Z L,
11.1.15 SEBEExR (FHEARH)

MiE7 7 —8HE, Mg S—BEFICRERRBD SN HA T2 IET5 2L,
11.1.16 ZEE (0.1%A7)

R, BRERHLLDLNDZ BB 5,
11.1.17 BERE (TEEERRBEFEERBZEL) (BHEAH)

BITRED S B0 & | FOHOh, K BR, ShEl, HREREEENRO bNGE Tk 2 ik
L., BUIR0EZITS Z &,
11.1.18 [EEERIRERSE (A1)

BE N LN GA IR G2 R IE L, WY 0E AR, BIRBRIERRAIE O,
BITE) 2175 L L b, JERDEET S £ TREOREZ FOICBET S 2L, [8.2 2]
11.1.19 5 > MELEA. BREAAER, REE HELRH)
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<DailyMed (USA), 2023 4% 8 H sk >

4 K

24 Accord BioPharma Inc.

W7es PARAPLATIN- carboplatin injection
I - Hikk | 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 is 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
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.
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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
mg/mL-+min), has been proposed by Calvert. In these studies, GFR was measured by 51Cr-EDTA
clearance.
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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. BUCEBITLBEKRZERR
ERICEY SBIMER (F—RAFSUTHE)
AR T N EOEBOHDLER E A=A M T VT LIRS,
( TV 6. FrEDHE Rz AT HEBHICHETLER] OEHEMR)

Drug Name Category
A=A NZ7 VT DHFE carboplatin D
(2021 4 4 A fR)

BE O
A=A NZ U7 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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