U—JRAAETFE3.6mg
ICRE3 5 &H

AEHICEHESNE-ERICRIEFRVATOERIE
mmEESL) DRASHITHY FY,
LRELOBEBEFEROAMABHMUNDERBEMIC

REMZAAI S LFTEEEA,

BAFEET) VR4
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KRN125 1.5 2R U338 R O K OSBRI 76 O 1%
BERUVAEOEERE &
BE=
[ B& L CTULNVELARE
ANC Absolute neutrophil count (4 HER%ED)
ASCO American Society of Clinical Oncology (K [ [if & B 722
CFU-GM Colony forming unit-granulocyte-macrophage (BAHIEK - v/ m 77—y ap=—
T R AR )
DPC Diagnosis procedure combination (FZWrE )85 e FERF)
DSN Duration of severe neutropenia (ANC 7% 500/uL i @ H %%)
EORTC European Organization for Research and Treatment of Cancer (R A FEREA%)
FN Febrile neutropenia  (F& BV 4T HHEK A E)
G-CSF Granulocyte-colony stimulating factor ($EF7EK = & = — Rkl & 1)
NCCN National Comprehensive Cancer Network (2 K#8 A0 AAEHRE Y T —72)
PEG Polyethylene glycol (ZRY =F L 7Y a—)L)
RDI Relative dose intensity GE#f O BEALRE] &H 72 0 OHLN AFIB G- BT 5, KBS
OG-8 &EIG TR LR
sc Subcutaneous (injection) (2 F (#%5-) )
FEEDEE
R EE
12 e

['PIJKRN125

1251 CHEER 72 KRN125

5-HT;

5B Re®o R 7FH I3

AC followed by Doxorubicin/Cyclophosphamide ( KV LB > 7 uakA7 7 I R) JEH%E

paclitaxel 1% {5121 Paclitaxel (/N7 U Z % &1) 5

CHASE i Cyclophosphamide/Cytarabine/Etoposide/Dexamethasone (27 B A 7 7 I R
VETEL TEBAL YUKV FARYR) JFHEE

CHASE(R)J% 1k CHASE+ Rituximab (V> ¥ > ~7) fFHEE

CHOP %15 Cyclophosphamide/Doxorubicin/Vincristine/Prednisolone (7 @R A7 7 I K|
FEyreyy, 7V AFUROTV F=vnr) JHARE

(R)CHOP #14 Rituximab (V¥ <) + CHOP ff 1L

ESHAP &% Etoposide/Methylprednisolone/Cytarabine/Cisplatin (= AR K, AF /L7
F=ynrr VEZIEUVROBVRATITF) (HHRE

ESHAP(R)J% A ESHAP+ Rituximab (U Y ¥ ~7) PFHRE

GLP PR b DL MEIC BT 2 FERR IR R oD FE i D FEUE

INN [= B it R B Y — e 4

KRN125 KRN125 /% pegfilgrastim (INN) O F5EE S U RST80T D16
LT CTH DN, ALETIX AmgenInc. CKIE) 2350 U 7= AN i AR FBR BGRE
@ pegfilgrastim PFKFlH KRN125 & L TW5, 7235, Amgen Inc. TORHFE = —
F X Filgrastim-SD/01, Pft4 1% Neulasta® T 5.,

KRN8601 KRN8601 (37 4 V7T AF L (BAnF##EZ)  (JAN) OEFIsEREF Y K
ASICB T DR T TH D,

Nadir TR 5% O ANC O fe/ M

QOL ATEDE

TAC #iE Docetaxel/Doxorubicin/Cyclophosphamide ( K% &/, KFV e v KO

VI aRAT7 7 I R) HEAEE
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B R

B 5 R O B 0D T 3 ettt ettt ettt 2
H T ettt ettt ettt ettt ettt ae et a ettt et et et et et eteneeeens 3
1.5 L U8 R ODRRAE R OB FE ORI oot 4
1.5.1 FEL L LTI L ODTEAE <ottt 4
1.5.1.1 KRNTI25 LT DU N T oo snese e 4
1.5.1.2 DX AACFIRIENT LD AFHERIEAMIE oo 5
1.5.13 G-CSF AN L DIRIESZAE & FHRERL oo 6
1.5.1.4 FEE S KRN125 DIEHRE DAL ST oo 7
1.52 B T DI oottt 8
1.5.2.1 JEHE R OVBUAIN T B2 BHIE OO RHE oo 9
1.52.2 B R TR DA <ot 10
1.5.2.3 B R BB DDA .o 11
1.5.2.4 TR EEIC DN D EEIR T 780 72 e 12
153 KRN 125 DFFE R O FIE oo 15
1.5.3.1 a5 C7 4 V7T AF LB H 5 L RIZEOF %% 7R L FN OB I

T D) e 15
1.53.2 FNIZEDABED U A7 B OFUAERI O HEIG Z D SHED e 15
1.53.3 EEE I L THANTHY , BRI TED e, 16
1.53.4 B O FITE D E & 0 e 16
1.5.4 BEFE TR oottt 17
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1.5 EREXEIEROEERUVRAFEDER

1.5.1 EEREXIEIERROEE

B HRERIT MR D [ ER D53 LA b % 5 8 2 M ERHIAE CRYLH RS (I W C R E A %E %
RIL TS, FEREK 70 =— Rl -+ (G-CSF) 1%, 4FHERO M bIgIH A RS 553 1
520000 DEAETH Y . FPERBUOE IS T A IRFICHVW LN D E MK TH 5,

B N G-CSFERF 7 n—=2 7 &, KIGE A AWM RO RERBLRDHRE ST
Z LT X Y, 1990 AL, Rz b b G-CSF K| g F 28 ATRE & 72 > 7=, G-CSF |
—OTHDLTANTTAF L (EErfz) (Em427 7% 1220124 7 AHE, A%
OO 117 OFE & HMIB T, KREOLFH ERBUDE O 1R M O M #HEiE O R AE i~ D@ B
WZxt L CARR SN TV D, L L72Ros HEE(F0 G-CSF BUAIT i mp il s < . 2N AALZRIE
DRATIZEEGF P ERBUE 2 R 8L L 72355 121%, P ERE (ANC) 23EIET 5 & CH A& 59
HULENDHY | BEROEFREFEOAMEE K&,

ZOMEOSESE B, BN TIE Amgen Inc. CKE) 12KV, G-CSF |0 £t
BUFI & U Cl i 2 B R S 72 KRN125 (—fR&27 7 4 V7T AF b (EinF-#lik
z) ) DAL, Amgen Inc.i, KE, BINGEE., T X KRA—A T U TIZHBWT,
KRN125 OEGRRERZ FhE L, 2002 4 1 AN KETHID T ek o B B HE I3
PELF R ERIBAME (FN) 12103 S 2 FEGYE O R BB O | Odiis CAGREUS L 72, KRN125
I%, 2002 4 1 AIZKIE, 2002 4F 8 HIZERMN THGR U TLk, 201443 A 31 HEUE, AR 107
DFE &Iz B N TERBI N TN D,

KINCBNT S DAL FIRED 1 A 7 T 212 1 BlO# G TR 234+ % KRN125 1%,
BEFD G-CSF i & e U Tl Eo A AMER IR S /o720, BBkt (B, s
B ) kA AE) X, 2003 4E1C KRN125 OBRFICEF LT,

1.5.1.1 KRN125([ZDLVT
KRN125 (X, 175 DT X VNG D T 4 VT T AF LD N EHGZ, 7185 20000 DR
JxF L7 Ya—i (PEG) NILARE Lo+ ThbH, PEG IIKEERES T THY ., EH
B PEGIEiTHZ LICL Y, BIRICBT D7 VT 7 AR T 5 L3k, TeTr7—8i
R DI RIES 2 725, AN ER T2 2 E A6 T %Y, KRNI2S DT 2/
Fefc % 2% 1.5.1.1-1127 7,
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1 10 20
Met Thr Pro Leu Gly Pro Ala Ser Ser Leu Pro Gln Ser Phe Leu Leu Lys Cys Leu Glu GIn Val Arg Lys lle

o

30 41 50
Gin Gly Asp Gly Ala Ala Leu GIn Glu Lys Leu Ala Thr Tyr Lys Leu[Cys|His Pro Glu Glu Leu Val Leu

60 70
Leu Gly His Ser Leu Gly lle Pro Trp Ala Pro Leu Ser Ser|Cys|Pro Ser Gln Ala Leu Gin Leu Ala Gly |[Cys

a0 o0 100
Leu Ser GIn Leu His Ser Gly Leu Phe Leu Tyr Gln Gly Leu Leu Gin Ala Leu Glu Gly lle Ser Pro Glu Leu

110 120
n Leu Asp Val Ala Asp Phe Ala Thr Thr lle Trp Gin Gln Met Glu Glu Leu

Gly Pro Thr Leu Asp Thr Leu G

130 140 150
Gly Met Ala Pro Ala Leu Gln Pro Thr GIn Gly Ala Met Pro Ala Phe Ala Ser Ala Phe Gin Arg Arg Ala Gly

5

160 170
Gly Wal Leu Val Ala Ser His Leu GIn Ser Phe Leu Glu Val Ser Tyr Arg Val Leu Arg His Leu Ala Gin Pro

Met' : PEG fi &L E
- DAV T 4 RiEA (Cys'—Cys® KUY Cys®—Cys™)

[1.5.1.1-1 KRN125 D7 = / B&EC5

1.5.1.2 HALEEEIT & DIFFEEAE
AFHR BRI . B (kT 2 R R I B A 2 P | A HRERIBVD IR IS IR D U R 7 238
KT D, DAMEFEEIEIZB T 5250 AR D%  IERIIER DI 72 & T HERDOPFEATN TH 5
B BEO R BRI L C b EmEE R T 720, PRSI B A LBRIEEZ T2 L
Ao E DD BE TR ERBIEDR BT 5, Z OUF P ERIBAMEIZ T EA 1 9 556 FN & FEE,
SEICHAE L L CRICE D ERIENE L 725, £, HFHEREOBO BN EWIZE, FN 0%
Y ZATWEED ZEWRENTWD™, KETH AL ZZ T T2 BEK 30000 A% %5
W FNE ST TIL, FN 22881 L7, FN 258l L 20 o 72 B & ik U CHIRIS A
{LAIRIER DO ABE U A7 8 104%, SE1C U A7 D5 35%, INAALSFIRIES O 7 0 —7 v THifH
DEFERFET: U A7 8 15% F7- LT Z ERME ST aY, BIC, KED 115 O E R
IZFUWT FN 2038 L CABE LIS AR (GEMEY SN, (il & O 23 A) £ 40000 A%
BRI ESNETIE, 2095 H%BDBEENABRRTIEL L2 LRSI TNSY,
BFHERIBMEIZ L D FN ROBYYED U 27 B S 5720, BSALFRIEEZZ T T 58
F\ZIF BRI 23380 ST IHAITIE. BICHB AR ORESCE SRR OEE 217 5 LER H
Do Tibh, WLV A OENRE B 7 0 OEUER 22 HLS K 5Bk 5 BB O 5
BEOEA RDD 2ME T 5, RDIOE FIZ LD 02 BBEN S LN 2 LT, EFERN
KT+ 25 2 EBRESNTNEYH,
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1513 G-CSFRAEIZKLPABEERLMLER

HEENE LD B R ERBUDEIL FN &M, EmE BT AIHETH 5,

1990 X122V . G-CSF #AI23 FN x93 58 17e ek & LA ERRBEH NS L9
2o Tz, THETIT, BAALHIFRER O G-CSF 8E| A ATEIC W T, 2O S CTRGE
FERDHE STV DDA BRI N OFEBIR FNICRE D ABERA Y 2 7 132 AALSIRIED
B A7 NARERRBEWNI ERRINTEY , BAALFIRIEDOSF 1 A 7 v bEmIIC
G-CSF 84K D PR 5-%1F 5 2 & DR S JLC U 5 21341510

MW AALFIREITLE D FN ISk D ZRHEEICOWTIE, EWNAOREL 274 K74 > FIZE
Wb D, REWRTA KT AL LT, KETIE 2006 F K EHEERER Y2 (ASCO) HA
KT A VUGTHR' B O 2010 4EIC KR AR AFH S » FTU—2 (NCCN) HA RT A L UFTHR
BN TIE 2010 I ERMERTZCEERE (EORTC) HA R 5 A VUGETHR M2 ENHIT SN T
Wb, WTFNDOHTA RTA4NZBNTH, DALERIENITINABED FN BBLY X7 %
FEAME L7z BTG, G-CSF BH| O TG0 LB 2 k45 L 5 #BE S Tnb, ASCO D A
RI A4 NCBNTIR, FET D TEODAMEFRIEL Y A O FNIEBLY 27 Z5Hii L, FN ¥
BY 270 20%0L EOBEITIE. G-CSF #AIO TR ENHERE SN T D, T2, BALHR
ELTA D FNFEBLY 2713 204 ChoTh, BE IV RAIVRFROIBFHANZEZE L)
% T, G-CSF 8H| O P50 % B2 W+ 5 L o BESn T 5", NCCN T} EORTC
A RTA4UNZEBNTEH ASCO A KT A v LREBROFEG HEHPHERI TV D,

ENIZHIT D G-CSEFRAIDFER T A FT7 4 > & LTE, 2001 I 4BEOMWHNH A KT A %
BEICHIESNT [G-CSFHEIEMI N A RF A ) ODUETIEREN 2013 4F 6 A BIEEITH Th
%o Fio. 2012 FIC H ARG 22K E LT EN 2P A K74 CTld, oo R85
A KT A4 > ERBRIC, DAABSIRIEZIZ FN OFRIERDN 20%LL L (& U A7) OO0 A bEEE
BT HREICK LTI PRI S G-CSFRA DO T 52175 Z ERHER I TV A, BT,
FN OFFEFEN 10~20% (FH U 2 27) ONALFRIEEZZ T HBFICH L TH, BEEAOY
27 WNFZFHI L, —EBOBREITIE G-CSF /WAIDO FH# G 21T 5 Z L BHEES LTV 5Y,

—J5. AFRTREAFRD G-CSF #HK| (B4 7T, — 47 4 VT T AF I (G-
Z) %) OARHE - HEIE. A4 RI7A4ACEVHEREND FN BE Y X7 TlER BANE
WD ERINTND,

PERDN IR T2 B BEIH 2 T D B AALFIRIE L O A U TAT SAVTW B Y Nl
AR, MSHERRAES (SESUNESS, JRBIEE %) ARRREEMAaNE, NEA A SR HEIZ L
TiX. G-CSF ®AOTRHEGNRD LN TNDEHOD, JEEETLEOMO N AMEIZK LT
BOLNTVRY, LL, 77 VKGR, FEZFEAR RF Ve v % sl a i
I 2 BT DN AMEFERER Z G L DA TR SWAEMER RE SN, RIS A
F O GO PR BRI OEHEIZ LY RDIZED 5D 2 L NEFDIERICHE ST 5 2 &3
SNEROTERE™, ZH LETEF UV AOEFMICL Y, AARTIEL G-CSF /AIDFBhi#% 57
D BV W AEIZEB W T, MY Tld G-CSF fH 2 TR 5 L 72253 55RO D AALSFIE N
IThnbd Lol oT-,

H A Tld G-CSF S D FBi# 52858 STV =6, HEEBRE I L Cliis S 5 Bl
| DFEV Y TAC #E75X° Dose dense AC followed by paclitaxel JE{EZE 1L 5E0E S AL TV 72 WO 23 ELIR
Thb, BT, BRAZELT P77 ATIE. DAALEBRIEICERT 5 FN 08Bk 23 5835
LRoF T &Y, il e OVFLIE - L2 DS ALk 2 i T L 72 BRIRERBRIC 31T 5. ENSO#E
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BHEN DRI TH D, KM THFHELEDO N ANEIZ 3 LT G-CSF 8HI 0 T 5 03
RN T, B REIH ORI AALFRIE D FE A NI T 5 — K& L TRREE 2o T D,

2O LIeHEmn D, BEER D513 G-CSF A D PRI G- OB 64 2 BWEEN R S
TU \ 528’28’30)0

Fo. EN TR AALFIEEL AL TIT D 2B — I ThH oo, AR THHEE ]
REZR N AALFIIE L A L ORFE, 5-HT; A EREEHUAIR G-CSF #H DB IGT K 2 BIEH %R
DO E, FFEMRERBTSE ~ OB WEE R AR (DPC) DE A, SR L FIEIMNFE OB A
SR OERICE D . SRS ACFIRIENE L L TE TV, BT, ITFEIIA AR AL
DOFEIT HY AR RHAEE A O R EITFE, FRRA AL SR xhit U 7= PR B AN n L
TWBP 2 S IR B ORI L 0 | AR T OISR 0 F it o OV St ]
BUIAERITHEML TN H DD, BEFD G-CSF /AN DB - O 7= OIZHERI OKE &2 LB E 55 2
L, ASRALFIRIEL R DFERED — > L 7 5 TNV D,

1514 HEINDKRNI25DEBELDLEEDIT

AR D & 360 G-CSF B-AIDFR# 513, 2 A b FE1ED RDI OMERFC, B BEFH O8R5 A
(LFPREO S % BB L B ROME FIC o735 2 EARIB STV, AlEN CE
L72IBBRICEB W TEH, KRN12S O FREGIZ X0 . BHEmH O8O0 AL L%, RDI Z
FFLARICERTE S Z EARENTVSD, KRNI25 ORFEMFICE L TiE, BEfFED G-CSF il
FO X ZHANET L IGO0 R B AR5 O Tix7e . ERNADOTA T A 2HE0,
HM—ELLED FN BB 27 /T 558 PIMICEGT 22 LRI THDL EEZ LN
Al

F 72 KRNI125 (%, BEFF G-CSF A & bhils LT, EH O 723D O B R O 3R AE 5 H &
DEBEEFEOEBEZHO T Z ENHIFFSN D720, FRIHN RN AALFIRIE IR R R D
N7 4y MERETLHEANE 2D LEZ NS, ENRGERBROF RS H KRN125S O T
BHAIZ LD | ARDBACFFRIEE R RIIHITTED Z EDNREN TN 5D,

LI X KRNI25 (X, BASEIZ»b 53, EN LY 27 83— ELL LD AL E fel T
FTEDBEITH LT PIHREG S, BRIH RN AL SR 2 AT T E 0 BE I L Cix, BEiF
® G-CSF K| & b U THEEMICHER SIS b0 L BE IS,
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KRN125 1.5 L JF U358 FL O B8 K ONBR %8 D % i

152 MHEOFE
ARHFEIZI1T D KRN125 DBIFEORER A LUF DX 1.5.2-11277 7,

B

1. &RI-MT5H8
(1) MEMLPRER

(2) Mm%
1) g A&

2) MR URBRITE

3) REMRER

[OF= ]
1) RAREG R URES A

2) MR URBRITE

3) REMRBR

2. FEESB
(1) REHRB
N BN EEH T HRE

2) REURERR

(2) KRR
1) iR

2) ¥

3) fti

4) T OHDOEMBHERER

(3) WiEEAM
1) HER S HERB

2) REHSHHRR

3) EIEHEHR

4) B EBIEHB

5) BETRIAREHER

3. ERERALER

(1) BRI (PK) SR

1) REHBREICE T HPKRY
MBE B

2) BEICH I HPKRUMMB SN
HEBHEE

(2RBERVREERER
) BT HEIECHT 2
Edussictniy

2) XM

Lan B B3 % kiR

[ BRI AR

[l PR R ]

1.5.2-1 KRN125 DRF#ZEERE
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1521 [RERUVHAICET HEAFKOERE

KRN125 ok o opis s, s o nsnr,

KRN125 J5 5 0 UGB 2 T 2 Ml AT 13, AFBEGRRAITh 5 77 L 0 g
EFT 2MREM ER—D L ONRHAWVHT-, KRN12S FERORE TRIT, B TR &K O
TEMNOHEREND, MRTRERIX, 74V 7 7AF L (BaTHRZ) 2BST5ETOTRE
L. ENEYEICTRO PEGiLZ BRI E LU TREZE T TR S 720 . KRN125 L
75 FEHROBGE TROER AT H L, BBETENS 74 NT T AF A (B FHfkz)
AT HE CORBTIRIIA—CHY ., b TRAZ S FROBUTROLNRR D, B
EEpED KRN125 JFUERALE X, 558 TREE KR TROW TS BRAREES U St Emin T
35 R O A BERATRRGE AT THME L T Y . AR EMERBRIC W 5 FERIC OV T b [RER
CHE L, Bl opgsErc . TR0 EEE B Y S i T
<EiiT 52, Il TEEA -7 v 7%, I - i 5 T ETH
%

KRN125 85003, s ok il = v Lot [ = R 6 LR A A
EAME L, EEAICTIET S 2 LIc kv iET 5, AU Th S KRN12S (3
B 55 L C U < SRR AR Ui, BRI Al U AL
EHIIEC -7, BERAER . I, - -
23, BRI IERNEE O EOBANS T ZAF v 7o) L ORKIZ WS FETH D,
BB T S . s U RS S o A AR EE AT S AT T A
shiz, bEdgofbEgH, I 7 7% .
B s SRR O ICE R TR, iR E RV ANL, )
D% PE @40 g AP

JEUSER i OB 2 L 2 00 BT A PR ) 7 RS S OVERBR T 1 A 5 LT,

JEH R O & b IO R MREAERER (538 - 15 % A, 85021 % A) . IsEaRBR, ket &
UEZEMERBR % i L, M2 RE & COREEEHRBL TV 5,
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1522 JFERIREAERDIRRE

15221 ZEIBHER

KRN125 OAERBEFF 2 3 O 7= PR E 2 B 6 200MC 32 BT, 22 E 41T 2R A
L., e T4 NV T T AT LR E I LT, invitro DFRERTIL, & b G-CSF S HR~D
faatE, WNCE P RO~ T ZAJRIEK - v/ v 7 7y — Y an =—JEp#i (CFU-GM) =1m =
— IR KT DER Z Gt LTz, in vivo OFRERTIE, EFEW 2 W 2R EROBEINER . &
WIRREE T VM) 2 O T2 i BRI 233 D UCEE 2 /it Uz, BIIRADSEBEEBR 13 5406 L
ol ARG L LT, PHARRR, D R O ER R 2 B A Mt L
7

15222 EYEhEEsER
FEREFAA (KRN125) K OME#EAK ([PIIKRN125) Z#AWT, T v MIBIT 5. B F ROk
W G- O MAET IR EHER . MRk AN, I8 IRBATH, invivo 3, IRFETHEME, ST~ D 2|
TR O =7 A P DT R OEARN R 5% O A HREHER 2 REt Lz, £72,
MAEFIREHERICEE L Cld, IEFEWICIZ Tl Z » N RO EE D 7 » MzonT
bR LI,

1.5.2.23 HM4HE&

KRNI125 1%, KIGHE CHEASINT-BE B EAE THDL 7 4 VT T AF AONKNIZPEG
#%ﬁﬁébtﬁ%f%é_&w%\FA%ﬁra/u/~m%E%m®#%f BT b%4E
PERTA ) CEARAET 03235 1 5, PRk 2443 A 23 H) (2S5, HEEGEERR, KE
P Gl B R Gnvive) | AFERAE TSR L VR P firEBR 2 i L=, 23
AUSFERRIBR I FEHE L 72 Do T2,

MR OB GBI, HIRNE G TERLT7-T v Mo % HE G35k & O e %
ﬁﬂrﬁﬁ%%%\mmusw%%&@ﬁ%f%éﬁTﬁﬁégﬁbkoit\ﬁ:ﬁ4$w
BT D AEE G BB O FRPUARIE ZBR X . W oRER S GLP IZHEIL L T %M L 7=,
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1.5.2.3 RKRABROERE

B Rt (B, B s U U RRS4h) 132003 412 KRN125 OBRFEICEF LT,

prEFCHY . LA R P ovEEBEEE (1.132-) 2% L7z, 2ok, Il
|
- ! .
[ PN E RO e W 1 Y R S e

(KRN125/03-A01 &R, LLT, AO1 aBR) £ %Eh L7k R, SEMBREOIERIZIENGRD B i,
EN &M TH LN TV DE THRBROBRB AR DR RIEZEITFEO bR o2 b DD,
MABFE TOBRRMER RPN T — 2 2 BUST 5720, DD AALTFIRIERITE Ot 8
Zextg & U5 1 FEER PR 3RHEEBR  (KRN125/04-A02 3ABR, UL T, A02 3ABR) 2 Efi L7z, T
flE, HERERN & RIRRIC S ENRE O IR 5R 8 B ATz,

D% MY L oEO N AALFIRE L LT ESHAPR)RE K O CHASER)EE 2 x5 & Lz
FER TR (KRN125/05-A04 ikBE, LT, A04 ikBR) %306 L7-, TFEHMTE R 13 & [F
BEIZ ANC 500/uL Kiii > A% (DSN) ZdsmE e LcaE Lz, Rz 2. 15
B o cE R T e P (132-2) 23 L.
I (- C Ak L7 2 of R

Y UREE G L LTz 005 sBR L OFLE A %15 & L7z 006 sBROFERZ N Z o T
1.8, 3.6 XiX 6.0mg D3R TDSN 25 & L THEKIL TR 7 7 A VEREILTZEZ A, W
NOBRBRIZEBNTY 3.6 mg BETHA LEaFD) 2 pEOKR /NS VWHERIST a7 7 A1 e L
TRENTe, iz, BRMIIBWOIMAEM CHRMICHBE S 22 232 oTz, Th
O OFBRAE R D KRN125 OFMER NLR2MEDO &S MEX, DATESR AL TFRIEL &
A AL B TREBEOZEEN 2R L2720, KRN125 OHEEF I, DSAMESCR A LFRIE L O A
NEFET 3.6 mg i TH D EE z Tz,

Zn ooz F o < I~ >\ C
=)0 P csnmkrgenmg G (1324 217-o7-, 2R I
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1.5.24 EABHREICAWSEREKT—2/\vi5—>

% ARREE Tamig GHp  (.13.2-4) _
B KRN125 D7 (V7T AT KR 2 BB DIEDME & RS 020,
KRN125 O 77 & RETKT 2 A 20 T OmETE & 2 eﬁﬁéiﬁﬁérﬁz PLAONE iifsE b SIANE
t KRNI25 /X7 4 V7 T AF L& g U CHIMERLZ BMEIC KR EREWNT R WD & AR LTz,
T, BASESCRAALZRIE L ¥ A > OFRE % 179 KRN125 OZhEE - ik & LTk L7z
KHAEHNWTHFFT L Z &IcoWWTE, LFTOBRNLAEETH D & LT,

1) KRNI125 |35 8- O BRI ERRRTEGMAICER LTt - 52 (e S, i EREEATT
EEHZ T, KRN125 13, BAALFRIER IG5 2 &I2 L0 | ek E 2 0
fl L, dFRERE O EIE A RET D 2 & T, 4R ERE O HIM & R S & 5, 4FH BRI
VORI B R 52 5 DIINAME TR L BITRAALFERIEL U A - OF#EH O
SREETdH 0 | A ERIBD BIR ANERE AU PN OFSBLERIIHRETIE T 57,

2)  [EWNTIHEM L7- KRN125 O A &R ERBRIZI W T, 1EMESEE - B A OE
ZREIDOT, LV A L OIRFREIC I 57, KRN125 % 3.6 mg OEEHETE ST 5
Zrizko, tonan s ns Z EREMT LR, B, ZORE - HRETE
Jite L72 KRN125 O MARRGERBRICIB N T, 7 4 VT T AF AT HIEL M, KO
7B RITRT HEEMEDN R S T,
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L, 3.6mg 2 bFHIE1LYA 7 VB0 1K THRET 5,

F 72, Amgen Inc. 23EAN T30 U 72 HIAERER X, ENICHIT 2B MHERBR OB G & & 1
25b 00O, KRNI2S OFHEICHATHD LB X2, 3EERIE LTRINT L2 & & LT,
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(5.3.3.2.-1) Bk v
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% 140 gy;Zk\ EH Y o | T ANV TAT LR 3.6mg: 254 TAM#%%
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(535.1.1) | AT RER S H 725 ANC 78RR -1 O Nadir #8384 ‘ v
LI 5000/uL BL ICi#ET 5 ¢ TR A 21 | T ANVT T A
DB ACEFEBRETER O 2 Az co | 75254
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D AAL PRI
11702
=3 EIES 2N
4 A 7 L
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o e, —EE A ) e | TTER P AALE R
(5.3.5.1-3) FrigsakER F—7 > HH KRNI125 3.§ mg % 78 AALTHE 34 P
VA T 4 24 WE LA L WU T4 5 [
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BT 494
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5 TIHE TR R TANT T AT NEE D AAL R 1B
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Ak L
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AR BRI B T % b
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po— Z;/f‘zant @75’5'“%%&?74/V73X3’”L\7°3“E DS AR
KE BT %%ﬁ%f+ FLEE R ﬁ%lﬂl@@ﬂ&?&@ AT N
(B 535.15) i;ﬁﬂt& TANY T AF LR S v
A 5 ng/kg K OVKRN125 7' 7 & 7R & A AR 1504
TEREATHE T 1% 24 R AR | B RIR T 8
% D% ANC 73 Nadir £ 10x10%/L LA _E A3
R INDETITHRAK 14 HHOWTH
PRWRFRE TS pgkeg % 1 H 1[EEHE T
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KRN125 #F :
KRNI125 6 mg/body X TNT 4 V7 T AF I
77 v R E B IACFRIENEATE T % 24 I
LA R L HEL R B T4 5
% D%, ANC % Nadir £ # 10x10°/L LA |
S PHEBSNDETULRK 14 Ao | KRNI2S:
990749 N NPRVEETTI AL T AF LT T | T84 B AL FR I
B gogepim, — | sommar | R% 1A L ERERAR PG | mxavas
KIE, A L TANT T
(% 53.5.1-6) HE R TANT T AT LB F 1 v
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IEREATHE T 14 24 R AR\ B RIB T 8
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R INDETITHRAK 14 HHOWTH
PN E TS pugkg & 1 A 1A T
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ekl KRN125 :
20010144 P NN KRN125 6 mg/body XiL7' 7 &R ENBAAL | 463 4 DS AL TR
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1.5.3 KRN125 QR UERME

1531 HEKETIAINISAFLERBRSLEREFOANEEZTRL FN ORBE%
HHS 5
TANT T ATF LERIC IR STz 007 SBROFE R B, KRNI125S D7 4 V7T AF Al
KT DIELERRINTEY | KRNI125 OBAALFRIES 1 A 702 1 BOREIX, 7 11
7T AF LD 11 [BOFEGITHYE Lz (F 1.53.1-1) , ZOREENDL, KRNI125 1328 AAbZFEE
B A7 M 1 BORIETT 4 V7T AFLOHA & TG L FRSEOFNENTIHFTE, &
BRI B RN LD ARBAAEFRIEC LV L3R & 72 D Z R EN TV D,
F 7o BFITICRPEEIEIR D e OVES RREIR ST 2 L D QOL M Ex 6726 L, ERHEHE
WITEB A OB, EREFL D 27 O, ERBEEDOHIRED SR 4 v M blzbT
ZENHIRREND,

%1.5.3.1-1 KRN125-007 RERIZH [+ 2 8B ERERMDEN
HEAREE KRN8601FE KRNI25HE

N=55 N=54
e SeAIEIE 4 S E 11.0 1.0
e 1.3 0.0
B/ IME 9 1
o o f 11.0 1.0
e KAE 14 1

a) KRN8601(X 7 4 /v 7T ZAF LDIRERIK /7L

77 2 ARRHRTEM S 7 008 BREROFER NG . BAALFEIEE 1 YA 7 V12 1 [\ KRN125
B G1E, MBAALTRIEIC X DR ERBAE DS BLY 2 7 Z il L G Yuikie & mhE S &, i
WZHED ENFEBLY X7 RS E 5 2 EDRRSNTWD, £70, AIDO N DL IEH 134 7
JZHBLL TS Z LD, KRNI2S ZH 1A 7 b L, FNREELOMH LW XY v
M RIbT 2 Z L1280 KA 7 VBB DL TFHE O ESEIE Z R4 25 2 & iR S
b,

1532 FNIZKDHABRDY) RV BRURAEFIOFEARBNEZRHLSED

008 FRER TITA N AALFERIEICI T D KRNI125 O FAERE & A A2 iR 570, 4k
W CIRBRZ 5206 U 7=, JRBRIIFIAFIC, FNIC X0 ABE L 7= OFIE1E, KRNI25 BETIX 173
404 (0.0%) . 77 BARBETIZ I3 4H 124 (6.9%) THY, KRNI2S #5352 LT
KO BRITHED AMFIRIEEZZITTED 2 RS (p<0.001) , 7=, FN IZ L5814
FIOFEHEEGIT KRNI2S BETIE 17349 14 (0.6%) . 77 BRBETIZ 17347 9844 (56.6%)
THY (p<0.001) . WTFhHLAEEINRESN,

ZOFERN B KRN125 OF 52X D FN OFBLNIIH S D 2 & T, SR TR AL TFRIEE
Fhti 9 5 HBE D FN AL D ABERNED T2 Z E0REN TN D, U X D EEOEIRK
AL OP R 28 S, QOL ] E3w5 Z EnifFans, £/, EEBGICEITS
ABE sy REDOFIFIOIN ., BLESN KRBT OWA . FUAEROERTIE AR ST 5 2 LI X 5t
PEREFEEL Y R 7 OIS OMEE B S D,
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1533 BERBIIFLTELETHY. TL2ICFEATES

009 FBRTIL, IR TF U AEBEZXIGIT, FN OFBLY 2778 10~20%E SNDH DA
bFREE (R)CHOP ¥RiE) ZMfT TED 9 B, FN OFELY 27 OE\  En A IZRE LT,
KRNI125 OHREIE TG OENER LS L, 74 VT T AT AOHH K G2 E L
72 Z v 2 A — 7 L WATRERI LGB I TRt L7,

BRMEDFER K ORIERAOREEIGIZIHW T, BRI TR ZITRO 6T, mlDI R
F U U NEBHIZBWT, KRNI2S OREIE FREGIZT A V7T AF LOMEHAKR FRE &
NT, A - Bt R TCHE RAERITRV I ERER I TN D,

1534 HHERUVEAMOFEFLD

G-CSF BIANT S AALFIRIES O IF P ERIBAIRIED S DEE 2L L, FN 2 G T 011272203 %
faRRMt 2 FF O BB AR YE Y X7 AR5 Z &b, ERATIELS BEEH ShTn5, L
22U, EWNTHEGE STV 5 G-CSF AN HTE I 23 < | B2 E T 5 7D i2idas
HORE FEGBUETH S22, IRBAACERIEZ T 5856 T HEBE ORI S A
FSCEEHITLE S W, R COREBERDO IR RSB TH - 72, KRNI125 1%, BALFREED 1
YA I CHOE 1RO TG T TV L RASEOHMMEEZRE L, 77 RISk LAREIC FN
DFRBLEMEIT 52 0 n, FEOT-DOKREERESE S Z N TE S, o, THRICE
B3 22 LT N ICEDABECHAEROFER D SE2 2 ENTE L7200, BRIIHNKB A
b IE A AT L, B3 O QOL D n) LR DX, ERAEHE 1T U IR ORI &
WRROBS 27235 Z EREIfF SN 5,

LT 07 7 A VB ARBROBE R U LFEETH Y Hilze ) A7 I3 E SR
TR, IR LT 5 & ENERRER TR LS HEORBSEE NS -T2H O
D, ZOMIZERARBERUIRD TR,

ULEED, KRNI2SIZ K DR EORRT v ME, VA7 % EED 60 LW LTz,
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®1.6.1-1 RITTAIWTSAFL BEFEERZ) ONEICETIRFBFRVAZBRGKR

(#EZ)
4 R 7844 A8 H
Cx~A N Neulastim® 2008 4F 6 H 19 H
EWI A Neulastim® 201048 A 29 A
TR Neulastim® 2008 45 10 H 8 A
=7 Neulastim® 200743 A 3 H
B[] Neulasta® 201245 A 3 H
77 x—h Neulastim® 2006 4F-5 H 2 A
Z Z A Neulastim® 200945 H 8 H
LX) Neulastim® 200948 H 5 H
~47 K=7 Neulastim®™ 2005 4F 12 A 23 H
Neulastim®™ 200745 A 24 H
MG Peglasta” 200745 F 24 A
F—UT ¥R Neulastim® 2005 4F 12 A 15 H
A¥x Lo Neulastim® 200643 A 31 H
F/LRA Neulastim® 2006 4F 10 A 11 H
FLTF R T Neulastim® 20104E5 H 10 A
Enova Neulastim® 201247 H 4 H
Ixrv— Neulastim® 2006 4F 5 H 29 H
EATY Neulastim®™ 2008 ££ 4 7 25 H
=hZTT Neulastim® 201343 H 7H
=a—Y—F R Neulastim® 200746 H 7 A
Fe—r Neulastim®™ 2006 4 12 H 26 H
IRF AL Neulastim®™ 200746 A 27 H
R AFF Neulastim® 20094 8 A 26 H
P Neulastim® 2009 4F 10 A 20 H
RTTTA Neulastim® 200746 A 20 A
A L— Neulastim® 2008 4F2 H 13 H
B Neulastyl™ 20069 H 6 H
Peglasta” 2007 4F4 H 13 H
g1 2 — L Neulastim® 2006 4F 5 H 30 H
a7 Neulastim®™ 2006 ££ 12 H 8 H
POV TIET Neulastim®™ 200642 A 13 H
AT Neulastim®™ 201045 7 10 A

CONFIDENTIAL -5-



KRN125 1.6 ZMENC IS 1T D AR I I B 3 5 &k

®1.6.1-1 RITTAIWTSAFL BEFEERZ) ONEICETIRFBFRVAZBRGKR

(=)
[E4 IR 7E4h AR H
. Neulastim® 2006 4F 4 A 20 H
VAV I T~ — )L
Peglasta” 2007 4E3 H 23 H
77U h Neulastim® 2009 4F 4 A 17 H
20T h Neulastim® 2008 4E2 A 14 H
Z A A ¥ Neulastim® 2004 4E 8 A 2 H
e Neulastim® 201242 H 14 H
wis Neulasta® 201149 A 8 H
ot Neulastim® 200742 H2H
Peglasta® 200842 A 18 H
)= —FR« pRT Neulastim® 20054 10 A 10 H
N%= Neulastim® 201349 H6H
KLZ A=A R Neulastim® 200946 A 2 H
T4 ) Neulastim® 2007 45 A 10 H
7 T 7 EHEEEE Neulastim® 200841 H 14 H
VT T A Neulastim® 20064£ 9 H 21 H
7 RANRF AR Neulastim® 200941 H 16 H
NI AT Neulastim® 2006 4 6 A 14 H
o Neulastim® 2008 4F- 8 H 18 H
e
Peglasta® 20124E 6 H 22 H
AT A Neulastim® 2008 4£ 7 A 21 H

U A B &3 5 R O B AGR D A
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1.6.2 HE® Neulasta® (pedfilgrastim) &t XZE (FER)

1 1 it
Neulasta® DN L, RO X 5 REFICBIT DGy CREMEG P ERME L L CROBND)

FEBBRE DA T %« FRIKAIZ F?%k@é%%%ﬁff%’ﬁh PEGF I ERTAME 237880 & 1L % B
PHIER 23 8 2 BUBAI O$ G- 252 T I FRIEEIEES RS (A8 (14 7)) 2T

& AR 2 B A9 & LRI ILATERAERD (PBPC) D@ E OIS0,

2 RERUVRAE

Neulasta® D i A\ HESE B L, (L3 E 1| 29— 2 H7=0 6 mg DHEIF FHE L35,
Neulasta® IR0 EOBR GG 14 H A 5 EILAH 24 R E COMIBICIZBR S LTI s
VAN

FERE 0 AN & B 5 2 RN, YEWQ%’E%&@%@"ZP BER G B IT A AR OF IZ SN T
VTRRT S5 2 &, BESORFED L1211, Neulasta®7£’§f%’§* LCTIX 5720,

EE HEFEHOT L7 4V Ry ) OO KRR I L (TT v I R) BEHL
TWb, 777 AT LAX—DHDHENIAFNZ KRG LTI B R0,

3 FERUE=
HEEHOF L7 0L Ry U o 2HiZ 6 mg/0.6 mL

4 BB

ZIS I

Pegfilgrastim (L7 4 V20T AF MIHT HEERT LA —RGHED & % BHIC Neulasta®
AR LT b0,

5 &U‘iﬁﬁ J:o)lin_.\
51 [EmH
Neulasta® D% 54 (2B 11 2 & @H%Eﬁﬁ”ﬁ)%ﬁiﬁ?é Wb 5, Neulasta®Z 5 L7 BN
e BN 72V LB 2 ik 2 235612k, MIE ST R o F 2 A - i+ s 2 &,

52 2Nk ESBAEIREE
Neulasta® % #¢ 5. U 7= R (A VERFIR S50 EWERE (ARDS) MR % Z & 238 %, Neulasta®
ARG U B ICREN, RSO ES A U5 A 121, ARDS O REME 2 M4 25 =
&, ARDS 78531 L 7= #88 Tl Neulasta* D 4% 5.4 H1 1k L2 1T AU 7 5720,

53 EELT7LILX—KIE
Neulasta®Z % 5 L7-HFHICT T 7 4 FX L — R EDEERT LAX—ISNHET 52 &0
BB WEINTZFHH O KT IIPERGFFICED 5N TWD, FIEIOHT L F—EELE &
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5

5.

6

6.

TLTOLEAUNIZT T 74 7%= EOT7 LAX—KIGOFEPRBOONDL Z BB D,
FERT VAX SRR BN HBRE T Neulasta" D 54 L, G L TUIRLA
VY, Pegfilgrastim XX 7 4 V7 T AF LT LEHERT LA —FUSEN & 5 B
Neulasta® % #¢ 5 L Tl H 720,

4 SRR MBRAE BEA~DERA

Neulasta® % #% 5 U 7= SRR A7 ML ERSE SB35 10 i BE OSIRR R INER 7 U — BSR4 5 2 L3 d 5,
Pegfilgrastim OBULEM T D 7 4 V7 T AF LA HEE U8k RILEE B0, EEOR
IZBBER 72 8RR IMER 7 U —E R HEBLT 5 2 L 3D 5,

5 EMESHREICFEINSIEREBERBER

Pegfilgrastim X N7 4 V7T AF LADHEGT D G-CSF AR EEAKIZB W TRD b
T %, Pegfilgrastim O Jis & 72 & 22 WML E B B OVE SR IE SE R A2 50, IEEHIA
2%} LT Pegfilgrastim 23 i KKl 1- & UL CEH L 9 2 AIREMEIEBRSN T E 220,

sl{ER

LIT OEERBWERIC B9 5 35 2 BRI R T

MR [ R OMEHT L DVEE (5.1 H) 24T
SVENFREDEERRE [BER MEN LOIEE (5.2 1]) 2]
BERT VX =S [BEHERMMEN LoEE 5.3 8) M)
PRRIRMERIE B ~DMEH [BE R M LDOEE (5.4 1K) ZH]
ENERESS TR S N D WK R AN [BER O Lo (5.5 /) 2]

FHBEIGD 5% ETHY . o, 7T BREEBRIZI W T pegfilgrastim #EIZIS 1T 2 FEH
FENT T EREEL LT 5% E@mho7cfie b L <RBOLNZRIERIZ, B & MEJE T
H D,

1 ERERFEEASOME

MR PR ARk 2 72 - T CHME S D T2 FFE D FAFN DERFAR TR TR0 b AVIZBITEHI JE B
EENEN ﬂﬁﬁmﬁmﬁnﬂﬁf WO LN T-REERREEIG L BT 5 Z LI TE T, EEOR
RICBT DRIEHEREIE 24T LT 2 6D TR,

Neulasta® D ER R RER DL 2MET — # 13, HEVEALRBR 7 308 T Neulasta® D 5- %52 1F 7= 932
DT —=HIZHESNTWD, BEOERIL 21 %05 8 THY ., NUWBRLMETH-T=, BE
DANFEONRIE, AN 75%, B A= 18%, BN 5%, 7TVT N 1% Th-olz, BEITH
(823 44) | MK OWaERRE (534) XIZV v N (564) THY ., BEEFEMIEER 2 nEt
{LHEE T Neulasta® DI 522 1T 72, 1T A EDEREIT 4 1 7 VLU ETHER SN DL
FEIE 1Y A 70T 812100 pg/kg (259 44) XL 6mg (546 4) OH[ER G252 1T 72,

1 ORIWERT — 21X, BB UIFERBMEAEOEEICXH LT 21 BZEIZ XX R
100 mg/m” A5G S - EIEA(L " HE @77?Tﬁ%ﬁ%(ﬁ%3)W%HEﬂt%®T&
%o Bt 928 4 DB Neulasta® 6 mg (467 4) XITFT&R (4614) BRHIE(EAIHEI (1)
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STz, BEOFEEIT 21 D 88 TH YD . 99%NLMETH -7, BEORIEMEDNFRIE,
AN 66%., EAN=v 7 31%. BA 2%, 7T A, T AU BEERKERZFEDOMD 1%A5H T
HoTz,

Neulasta“$ 5-H8# TIL7 7 B R EGBE L B L, H6 & OWUIBIR OFBLEI & 03 B h > 72,

£1 T5eREBEEEEFELLEE LT Neulasta®iR5EBETORIREIEH 5% EESWEIEA

(3AE% 3)
FHEBIRSFE (SOC) AV N Day 2{ZNeulasta “6 mg & T 5
FEARGE (PT) (N=461) (N=467)
0 B 3 M OVt B kLA i
B 26% 31%
VU i 9 4% 9%
[ 1 ER I T

BaREBR ClE. Neulasta® D5 %5215 7= 932 4 OIFFHMEMEEHRE D 5 5, [MIEREM
fE (FIMEREC>100X10° /L) RO LNIZBREIT 1% K Tho7-, £, FIMEREINGEIC &
KT DR 72 B EERITRE S Neno Tz,

6.2 HRERME
T RTOEHERA LRI, REREEZET 2R REMENH 5, Pegfilgrastim (2XF3 D55 S
PUAIZ BlAcore 7 v A ZFAWTHIE Lz, ZDOT vEA OBHRAITH 500 ng/mL THh 5.,
R IEFLEEE DK 6% (51/849 44) T, HEANZT TITHAIASHE SN TWND, A
HAHNCHURREM: CTh o 7= pegfilgrastim ¢ 5-F8F 521 4 4 4T, & 54%\T pegfilgrastim (Z%F9
LfEPUARBIt STz, Thb 4 4DBENTIUICENTH, Mld A 47 vEAIZk-T
ORI IR S v o T,

FURFEBLO M LRI TR OB R ORI TR & < (R1F L. & % M TR b HLIkE
PESRIE, JETE, AUBHOMIR, AUBHREGN, DESER ORER i & OB O R Tl ke fi
SHAMRMN DD, TOL5REMME. Hi Neulasta HrAR BB A & M OB = 5t 5 B
KORBEID L T 5 2 L 13, BER<BRRS 5,

6.3 TIREROERARER
VLT ORIWER S Neulasta* O iR ICHE SR T2, ZH b OFIERIZBIBL R O M
NHHERESNICOOTH DI, £ OFEBMERE 2 IEMIZFHEY 25 2 & ITEAREE L DR
RERZHET D 2 ENRARRGENRH D, @H 06 ORWEM 2B SCEICREET 208
NI, WORFDHH 1 DL EIZESHWTRESHhS « (1) BWEHOEEME, 2) BIERO
WEMEE,  (3) Neulasta® & ORI EREFROM S,

BE - MR [ R O LD EE (5.1 H) M

MR TN Y VRl GRRIRMER 7 V) —8 [BER OMEH LoEE (5.4 H) ZH)
BBDERIE - T 7 4 FF% 32— BB, HEMRBREDT LAF—RIS/WHBUE. 5 RLHE K& O
KL [BEHR O EOREE (5.3 ) M)
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IR G, WIZER Ol 2« ARDS [BE R OME/ Lo/ EE (5.2 8) M
M« BLEFTR ORGSR - G ELOG
ST R O TRl 2« A0 ¢ — MEMRE, BE LA 2%

7 EYHEEER
Neulasta™ & fit DHEH & DFLYIBIREEHFE I EF 2 3415 2 BRPRRBRIL M S TL7e0,

AR FIZSOE U TR RO E MIEMEATLES 5 Z L2 KD BEgmda T —Rroe gtk
G BBOOEND Z LR H DI, BFHBHRAEMROFEIFIIIZOREBET L L,

8 HHGEAEREA~NDEH

8.1 iR
RIS 2 2% 17 =) —C

IR % RS LLEG R IR 28 & | B IEICSE M SR BRIT R, IR T RICe MERHED
) afE (RREREIZESL) O pegfilgrastim % #5- L723RBR CTld, MEEMHESOTE DN R
Sz, FHE TIIRHARMENZRD bz, EIRTICH TS Neulasta® D 1%, REHIC RIA
ENDHMEDIRIINCKT D EMME%E BRI SGEICRET RETH D,

KRBT, IR FiIZe MEEHEOKN 4 5 (KEEREICES) ©
pegfilgrastim Z#5- L7z & 2 A, HIREIE TR L OGRE DR E OB MAE O bz, & b
OHELEH & S ZIFRISEOHE (KEEEICES) T, RS (KE A BiiEoRD) &
DR IRIREODRRO 5N, WTHOHEIZBWTH, EAFBEITRD bnZenoTz, iE
BRZ > M MEEHEDOK 10 ff (ERERHEEICES) O pegfilgrastim 2% 5- L7 & 2 A,
WHROFAENK T DB o Te [FElKZIE (13.3 1H) 2T

FRE Y Neulasta®|Z X 21 ICHENR L7255 A%, Amgen IFIRES IR 7 0 775 D~ &GN I
EhEa b, HESIERMD 1-800-77-AMGEN  (1-800-772-6436) (ZFEaE L T, Bk 25 Z &2
PE LV,

8.3 REHODOEHA
Pegfilgrastim 28 & MFLHHIC MW SN D0 E 2 DIAHTH 5, fthoBisT#AH x G-CSF &
A DFLIH P A~D U EIT A 72 < L ARV T G-CSF 13#8 AU S 41720, Neulasta® % 1%
HIF B 5T DBICIITEE T OILER D S,

84 INRADFEH

INBEBFITHT 5 Neulasta® D72 &M K O EITHEST STV, 37 4 o/h A ERYE
Extg L LR ICE W T, pegfilgrastim O FEITERH R ONEMEBNREN T S vz,
Neulasta®100 pg/kg % R T 54 O PR 52 8% (AUC (.) 1%, 6-11 ik (n=10)
IZHBWT 22.0 (+13.1) pg-h/mL, 12-21 5%#E (n=13) (23T 29.3 (£23.2) pg-hr/mL, F7-,
b EWEREE (0-5 7%, n=11) [ZBW\T 479 (£22.5) pg-hr/mL Th o7z, HEMIZBIT D
HRAEEN L, 22 NORIZHB T 202 (£11.3) KF#, 212 (£16.0) Kff#, 30.1 (£38.2)
Kl T o7, HBEIGH &b @ > ZRERITE R CTh o7,
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85 EEE~DER
i R 5ABR C Neulasta® D 5- %2 1F 72 92 4 OB AMERED H B, 1394 (15%) 28 65 1Ll k.
1844 (2%) N 75l ETh o7z, &fRE LT, 65l EOBEREL L0 FFERELE OMICZ e
PR EMPEIZBAT 2 2T O bR o T,

8.6 TEHEIEE
RN BB %8 Lo O TS OB ERE 30 L2 /R L LRk, ByH)
BEIC R 2 B RERE E O MBI b oTe, Lo T, BHRERERTICB O CHRE
R EAT O MBI, [BFFERE (123 ) 2]

10 BERE

LACHBUIRE R 5T & % Neulasta” DI KEITIRE STV, 8 4 DOREH Aol
& 3 A O NHRAPERE B IZ 300 pgkg NHAIR LG S22, BEELZENERIEES bh
Peotz, TS OWERE O R E L REREL (ANC) 1% 55%10°/L T, & DR FH i
M ERE T 67x10°/L T » 7=, ANC D@L 96x10°/L, % O o> [ 1 B o & i i 1%
120x10°/L %75 L=, FMEREEAE OEHHIRIT 6~13 B 0% T - 7-, Neulasta®|Z k% [ 1fL
ERHEINE 2 & 7= LI AEM O BE OFBIZBIT 5 HIERT 7 = L— v AOFMEIRF ST
A 4N

11 IR
Neulasta® (pegfilgrastim) (%, Bz F##iz t N AF A=/ G-CSF (74 VT T AF L) IZ
EFE/AIRIR)ZF LT a—LE2EAREIELbDOTHDL, 74 NVT T AF LT,
175 HOT XV BNORLKEEEAE THY . TOH0F&EIFN 19 FrF vy (kD) Th
by TANTTAF LT, B LFHFEICEIY B b GCSF Eiafa2air77 A3 RTE
B SN RIGEMKZRTET 52 L2 L3 bhd, Pegfilgrastim ORLIEIZHT- > TUE, =
DT AINT TAF LD NKGGDATF A= FRIEIZ 20kD OF/ A RF AR =F L7V a
— oA RS S %, Pegfilgrastim O %)y - &35 39 kD TH B,
Neulasta®/ I Z FIEHH E LT 0.6 mL OIERH S UH T o DICFE S REE TGS
SINb, £V U ViE, 6 mg O pegfilgrastim (FREA'E&IZHE D) 25K, TOERIL, KE
KR A OEH AAICEHEE (035 mg) . Y/VE h—JL (30.0 mg) . KUV LX—]1 20
(0.02 mg) MO hU DA (002 mg) ZNNZT-EERE CHEAEBIZLIERZE £ 22W0IEK (pH
40) ThHo,

12 ERIREHE

121 {ER%F
Pegfilgrastim |FJERIEK = 7 = —JZRHIHIA 7 CTh 0 | FERIERCRATENMIAE 71 > G-CSF 52 4¥
RICRETHZ LIk, #H, bR ObomR A2 TtEST 5, £/, FPERICER LT
HERDOHREEZ TLET 5,
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12.3 EYFE

Pegfilgrastim O 3P EHREIX 379 LA OB ABEF 234 & LKA BR CHRF Sz,
Pegfilgrastim O MEMEREIZIERETH Y . 7 UV T 7 R X E G EOEIIZ LW ED LT,
Pegfilgrastim 2 U7 7 2 AiE, AFFERICHE L2/ E OfENEEREE 2R LT
B, MEZ V77 REFPREITEZEBEEL TWD, FPERICMZAT, FED
pegfilgrastim O 27 U7 T AT BET L HKTHDH EHE X LD, KETHIE LG & T,
RENEVNEFIZEEYBRERN DI -T2, Pegfilgrastim OIEYEHRE IR X I fBlAEZ R LT,
B T $e5-1% OTE IS IE 15~80 REf] O#EFHA T do o 72,

Pegfilgrastim O FEMENRBICITMEAITFR O BT, milnd (65 U L) LIFEEEE (65 AR
i) OIEMENREIZ TGRSO DR o T [ RBAFEL~DREH 8.5 1) /] . NRA
JEEE 2%t 5 & U= BRRRERIZ IS\ T, pegfilgrastim O ZEMBNRE SR STz [4F0) 0 A 2E
[HI~DEH] (8.4 H) 2/ ] . Pegfilgrastim O HWBIHEI 64 2 BAEREFEE O BIIFE O b7
Mmole [FR2 BT ~DREN (8.6 H) M o FTHEREREE BT 2 BB I LA
I TV2RUY,

13 SEERRFME

131 REM. TERMY. £EEE
Pegfilgrastim O 73 A/ JUME B OVAS S JMERRER I 920 S A TUh7guy,
MiED T » Mot MERHAEOK 6~9 ff (REERHICLSL) O pegfilgrastim 2 1 [E[4 5
Liz& 2 A, EBERE, ZIRHER OFER I BIERD b o 1o,

13.3 HBEHRESM
TERR 7 BT xt U CRY BT AN pegfilgrastim & [ H 2 F#5- L7z, b MERHE L IZIER
CHENSZDK 4 f5FT (RREMEICESL) BE LR, REW OB ERAD K OKE
Wb, BRI EORD Kk OSEET OBALERIENFED T2, AR b ho Tz,
b MERHEOK 4 5EEKE LIZHETIE, HERBIECTELOREDORBURE L EOIER
W TR OHEMNED SRR, Zhbite FoHERFAE L FEEZRE LIZEAICIERD
LR o T,

AR Z v Mkt LT, SRETAI. ZCEEH SATURAT I, R OMEIRES 1 #1050tz a8 L C
I E T, b MEEHEDOK 10 f%F T pegfilgrastim & %592 3B ElE <z, WTho
HERIZB W T H IR O TEIIRD Do 7o, & MEFERAEORK 3 O 10 512
VI 2LHEEZHRG LIEGE. MR TRECIIIB VIR E 2358 D=8, 23k THF
WZITRRD b o Tz,

14  BRPREER

Neulasta®/ 3K D 3 DO HEAE 2 (b~ H 5 oo FEER TR S av7z, BB 1 R OGAER 2 13535
B ChH Y | IEBIMEOILEESIZ 21 HEIZ KXY LE T Y 60 mgm2 KON REHXFEL 75
mg/m23 4 A 7 VETERELG I, BB 1 TIE—EHED Neulasta® DA AN FEM S 41, 3R
B2 CIIAETHELZHERRE SN, RERFICKE 2 ZFHRRER LOGE, Rfko LY
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A N R DAFRE TITEE D 100% CHEE D4 Bk E [4fF B3 (ANC) 0.5x109/L K
] CEERREIE 5~7 B) 25, 30~40% CHREWEL HEREAMENSE L D 2 & ImE S Tn
Do TANT T AT LOFER TR b AV B LA R ERIBAE O FFE I R & 58 2R AT s BRI JE
DIEHES & OFBIMENS . MBROFET o RRA > b & U TEEL P ERIBAME O R 1 i
DERE SivTe, AT ERBUDE O B FHGE B I DWW T, 7 4 VT T AT AL DOREMED
A X Hu. Neulasta® DA ZhME DN KEFE S 107,

ABR 1 TliX, 157 4 O3 D Neulasta® 6 mg & FSALFEEIEY A 7 LD day 2 ICHBIE 57
DRENET 4 NV T T AF I 5 pglkg/ A AU FIIET A 7 VD day 2 DR K MRG58
IZHEVEZ BN AR Bz, 3Bk 2 TIEL 310 4 O FBFE D Neulasta® 100 pg/kg & 75bF2FEY
A I NO day 2 I[ZHEIRZ FEHTDHULT 4 VT T AF A5 pgkg/ A & 5ALFERET A 7 L
@ day 2 7 B H T EG-T 2RI IEESI2EI 0 (T b,

KB 1, 2 OWTRICEN TS, FIRIOLFEREEY A 2 /LT Neulasta B 0 5B 4 ERIBA E
OEBIFFRE AN 7 4 VT T AT AEEOFERHE A% x 1 ALLE EEIG /202 & L ER SN
FEAET LV REA 2 F AN S, R 1B D RIEY A 2 L 08 AT BRI FED
T FRGE B 20T Neulasta®#E T 1.8 H, 74 /L7 T AFLRET 1.6 B [EHHER O 02 (95%
Cl:-02,0.6) ] . 3B 2 TlE Neulasta®FET 1.7 H, 74 AT FAFLRET L6 B [ESER D
720.1 (95%CI:—-0.2,04) 1 TH-7=,

HFRBROBENIR T RARA b & LT 5 2~4 YA 7 VITI1T D B AF PRI E D Fife H 4K
WED BV, FIEY A 7 v & [FEEOR RGBT,

AR 3 IIIEEAL —EER T 7 B A R C, BB IR AR OTRRIC R 2 %
£V 100 mg/m2 2 21 HZ L2 4 A 7 vzl THRE S T-, BBRTIE, 928 4 DEEN
Neulasta®6 mg Hi[a| 2 #5837 7 B A REICEIELIZEH O 0 b, SAbFREY A 70
O day 2 IZ# 5 %% 7, Bk 3 128\ T, Neulasta®¥% 5838 TIX 7 7 B REHEBE L g L
CRBELF R ERIBAME  (38.2°C LU EDFEEK OUFHEREL 0.5x109/L LLF & EFR) OFRBLEIS M
B (1%%F 17%, p<0.001) Z & L EFINT-EET L RRA > M- ST, FEEWEL
ERIB/DIE DIRIE D T= D D ABEDOMEE (1%%F 14%) & OEARNBEG-HAERI O %%t 10%)
IZ2OWTH, Neulasta®& G HBE TII 7 I v ARREEREE LB UEWZ 2RI,

16 HE/ RERUTEEKL
Neulasta®iZ, 6 mg O pegfilgrastim # & H 4 5 HERGHO U VoL LG Sh b, v
VI UltraSafe®=— RV — ROMEIR L7z 27 77—, 12 A VT OEFEPEER ST
50

TVT 4N R Y PORAN—ZRIERIRT L (TT v 7 AFER) 23 HLTWD,

Neulasta®1Z3 VU v P 1 AZ G THREN S (NDC55513-190-01)
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Neulasta® (2 D 72 D 551U D T 2~8°C  (36~46°F) TWHTHRAE L2t nide bawn,
Neulasta® Z#E%: L Cld e b 722w, 48 HERIBICh -0 |EICE NV ) v I3 ET S 2 L,
WG 2 BE T DR B DA, WAE LG 13 B G AT @ R N CREE L 72 T iU H7eu, 2
ML BB L= ) U PR ET L 2 &

17 BEHADUE)VTER
LUUTDU A7 IZOWTERFICHERZRMET 2,
o AR

NE R, 5558 i R R E

EERT LLE—KS

PR RIMmER 7 U —¥

BT L. LT OERARD SN B EL Y OEREFREIOER L, Znx ik
HTOEOETRTH L,

o JE BJEER R LT TR

- Bl

o BRIRARIMER 7 U — 8 O g SUTIE IR

© GO SUIIER

o WAL, VFEMED F WV IUIEZ
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AMGEN
Neulasta” (pegfilgrastim)
BIEE
Amgen Inc.
One Amgen Center Drive
Thousand Oaks, California 91320-1799

A7 BN FDRE RO/ UIERICHOWT, B O KERSZT (FZE S 5,824,784;
5,582,823; 5,580,755 Z&de) [z, WiET DO D& ETeZ OO S5 ATREMEN
»H 5D,

©2002-2011 Amgen Inc. FUHERA

www.neulasta.com
1-800-77-AMGEN (1-800-772-6436)

I XXXXX
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1.6.3  ERIIZ# 1T 5 Neulasta® (pedfilgrastim) FHfTXE (FRER)

1 EXRA
Neulasta 6 mg 715

2 ER
Pegfilgrastim 6 mg*Z 5 A7 2 0.6 mL OESFEBFHE SN T LT 4L R U ThHY
BAEEORTHED PRI 10 mg/mL Th 5 **,
*RIGEEZ VT, BIE AR ORY) =F L7 ) a— (PEG) & DOfEEIC
&0 i,
** PEG #i70 % & O 1= 88 OIREEIL 20 mg/mL THh 5,

AN D& 1% F U EOMDO LT IIFERTE R S LW &, B
WZOWTIES1HEASROZ &,

wny -
ERADNHER STV DU « YL h—/V E420, Fiig b A Q4ATHSBR)
BRI DO —EIZHONTIL 6.1 HEBRDOZ &,

3  Flf
FEATIE
AR ORI T B,

4 ERER%FIE

41  EIGLE
SEVEREES (R VEEBEME A M5 M OVE B R BE R 2 R <) I2x T 2 MpaE 2 69 21k
PR A 2T D BB D I ERIEE O R 1 O e M OV BT FRER D iE 00 %8 BLAE FE
DAL

42 EE2FZERUESAHE
ARFNINE 5 K O/ AT MK FC BT 2R a2 63 2 EMA R G R OERZITI 2 &,
m%%&®1#47w_&_$ﬁmm(7v74wk/)//1$)%ﬂﬁaﬁ4¢%$ﬂ
O GBI 24 FERZICKE THEMN E LCTLEEETZENEE LU,

N BE

INB O FRRER 1T A 720y (48TH, 5.1 LN S2HBH)
g RE R

KB EEE 2 GO EHEEESE CIHERTG 21T ENREE LY,
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43 EE

ARFN DA BN AT T I DTN % 2 1 E

44 FHAGEERVEFEALDIE
WG O 2MEEHNE A 5 A2 A9 5 BE IS T D BmE AP ERBUE O [RIE F T2 B 5 Wik
i h 1L Pegfilgrastim & 7 4 V7 T AF ATRBE TH D Z &N —HOEKT —Z NHREES
NTW5D (5.1 HEB) . UL, 2MEEkEtE A imsEE 2B T 2 ARKF ORI RIS
TN, ZOBFEMATIIERICKG T2 &,

RERIER = 1 = — RPN 113, in vitro (2B W THBGRMISO I AR L, —FOIEF HERA
Rzt LT b invitro \Z3B W CRBRICIER T 2 ATREMED 8 5

B BE S E MR, R E BV B L O RSB REE B (AML) A9 5B
TIEARAN DL RN & FANEDBRFT SN TWRWD, 2O XS REBFITIIRE LN L, 18
PR BEVE P23 1 2 2FERO TR B & SVEE S0 B IR & OB KNI IR ICIEE ST 5 &
HRDH D,

TR B FRIRRA Tt (15;17) $REEAFRD HALTZ 55 Al O #IF AML B 238 1 5 AHI#
H.o22 e L AL STV AR,

A EALTFRIE 22T TS BB DAF O e L AMEIIRE S hTuen, Mg
B L FRIEAE L SN TV EEE L U A DL EE THET 2 BRIZIIAFZEH Lnz
ko

G-CSF 5% TARME (21/1000~<1/100) THiBED A EFS (FrlCHEMEMR) &
SNTWD, FHREUIR OB OB N & 5 BE TN ) 27 REnEE2 bR D
(48 HZM)

JiSE D 180 A R 3 XORRAT SIS B U TRk, FEEN, RRIR IR e & O SR BL L. A
BRI N & 08 O IS REIR T 2380 D=5 a0k, AMERFRESaEGRE (ARDS) ORI#ETH
LEREMER S D, O LD RGEIEL, EROHEEN L0 AR OR G 2R IE L, EERER AT
2L (A8IEBM)

Pegfilgrastim £ 5-% (ZARAEE  (=1/1000~<1/100) TlEdb D A3 8 F HESEAENE o R K OMEAE
(21/1000~<1/100) D MliEikR GECIERZETe) MG SN TWD2D (48 HEBH) | i
BOKRE S ZEBEICHET L2 L (B BARRE, BEFRRA) . A2 REEE IRk OKR
WBE D DS SN G E IR OB BET 5 Z &,

FEAE B OB BEIH 2 A9 DALFIRIENRE SN A V2 — )L THERF S LD 72 AAID
5D T MIBAE & OE L OFBL 2 16§25 Z L IXTE RV, /ML O~~~ -7
Uy MEOEBE T =4 Y VBRI NS, EEOM/IMOBAEZ | 232 &AW
TV DAL LA 2 BAMSUI PP TG T 25613, FlREREZ LI LERD D,
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Bl IR MLERIE 2 A 3 5 BB 128V T, Pegfilgrastim % 512 X 28k R ek 7 UV —EB 03O 6
NTWDH7Z (4.8 HEZM) | EMITSCRARMERE 2 A9 25 8F 16 L UIAF L EHE IR S
L. BHIZRERKR ST A —% LERMEE DT =2 V) o 7247 AH| & PR R K O & B 2E 7
V—¥ L OBEDAREVEICER T 5 2 &,

100x10°/L BL 0D [ L BREG DS AN 3 5-F - D 1% AT ZRD ST WD, T OTEEE O [ ik
HIEICEEER T2 EEX DN AFFRGITMES N TR, 20X 72 HEROEINIX
—EPETH Y | BEITE D 24~48 FRIZICERD HiL, AKIOEFHER L —ET 5, K
FIOERAR R O EH MERH IO FREME A BB L, B PITEMmicameEE 2 e T 5 2 &,
I BRI T S AL B BRI I3 L7210 50x10°/L B THIN L= 58 id. ARl o5 2 H
HBIZHIETHZ &,

BELRT VAKX —ISHREIL LG EITIE, WUIRBEZITV., BB > THoo7e ki
BEEITH 2 &, BEICEERT VX —ENENT- S8 I3AR OS2 L, &S5 L
Wz & 48IEBM) |

TE ML AT BRI AL OB B B3 B ARKKI D22 K OFRIEX, B LEEE R —oundhicksn
TH TR S LTV R0,

TVTZ gV RV ) P OHAN—EIRRAL (TT7 v 7 AFEE) 2EHALT0DLD, T
VAR =S 5| & ARENED B D

FERRIN IR O B SE MR O T LB G T O —i#tE O RE & ORICEEANGED b
TW5, BHEGRERROTEICHT > TUIZDREBETHZ &,

AENI VNV E b=V E2EHTH-0, 707 b—ARMEO ENRECHIEELZ /5 EE
WIIARNZEA L2 &,

AFNIEGE 6 mg H72VDOF MY U AEHEN 1 mmol (23 mg) K Th oD, FAH
TRV ULIERLEEZOND,

45 ZTOMOEESZEDOHEEERARVZOMDHEEIER
RO T BB R M A L R S M A R T AT REE N B D T2 80 . ARFIE -
IS FEEMA L FERIER OB 50 B 24 KEEZICIT 5 2 &, BRIRERTIE, (b RED 14 BAT
AR 2 G LI B O LZEERRD b T WD, KH LALFRER OISOV TIL, B
R L Ul b vy, 8T L Clit, AFIE 5-7 04T (5-FU) X
1EE DA OREHFETTHI O DF I K 2 B BERNHI ORI FRD ATV D,

ZOMOEMRER T KOV A A & OFAEERORREMEIZ DWW TIE, KRR CoRE
VA SRl e A oy A GAVAJ AN
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HFHERD I 2R T 2 U F v A L OMEER O fREMEIC DWW TIEEEM G X T h i T
VN, ZOXBMEAEERBAEEE D L AT RV,

EREIHI OBIEZ & 72 I LFERE (B = b Y U LT REA) 22T TWLBEICET
D ARND LM O EIIRE ST,

FAEAER I OGS 2 TR E LB S U TWZRWAN, BRREER TIIAH &
DEF & O AT S LTV,

46 IEIRBRUIREL
iThm~D Pegfilgrastim #5123 5+ 0727 — Z 13 7ev, EWEEBR CIX A2 780 B
TV (S3HBM) . & FTOBEEN Y A7 IIAATH D,

TEIH~DAFI OB GITHA LML E L SNDHEIZOHITI T L,

FEFLIRN T D ARAFE G- D RRIRFEERDN 727D, R DO LME~DOFRGITHRET 5 Z &,

47 EBIREARUVEBEFRE~NDZE
Eiﬁﬁ%&tﬁ%%ﬁéﬁﬁ%“@%@ B9~ 2% ABR I3 52 S AL TRy,

48 ZFLLLELMEA

a. M7 a7 7 A JVOHELK
b EBEEICHRE SNEZEWERITER B CEMEE (1=21/10) 1 KO E#KR (b T
EAE (1=21/10) ] Tholo, BRIZ. ZOLLDBE~FEELO>—BETHY, 1ZLALE
O BREDEREN R BRAI T br— L ARETH - T,

WBUER S (92, RS, METRIE, MRS, ALBE, IR OMRME 2 &) A3AA
OMEI T A B LD GRS 5 TW5 ERHEE (=1/1000~< 1/100) 1 , AH&2#
B ULTEBECT T 74 9F%—REDEERT LAX—ICNRET LA REMENH 5 KT
(Z1/1000~< 1/100) ] (4.4THZH)

AR TIE & A & DNERE M T, IRBE (21/1000~< 1/100) I28BO BN G4 THBR) |

Pegfilgrastim £ 5-% O Mlgfk A GECIEG 2 &Te) 2MEHEZIZ (21/1000~<1/100) #HE S4L
TW5 (44HSH)

filiBE DB EES (FEMEMS, MK, R ONRHEE 2 &) IMEHEE IR R
7= (=1/1000~<1/100) . PRSI AR G EAEERE (ARDS) (2B S 2ERILENLT
HDHN (Z1/1000~<1/100) . ZHHIFETICELAEEMR L H D G4THSR) |

PR ARIMERIE Z AT 2 BEICBW T, SRRARIMEK 7 UV —B N IMICED b TS [k
FRIMERERZ B O TERME (=1/1000~< 1/100) ] (44HZBH) |
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1.6 SMENZ 1 DA ALIRDLE (B9 5 &R

b. RIVER D BEHIF

HRREER > & s SN RIE R OV H S SNIZRWER 2 TRISR T, BEDOSHIT LI
LE L RWMERZEBEOEWIRIIR LT,

MedDRA wEH
oL e YA = BE
RPN | @mf e R A Fh HishC £
FRE (21/100~ (=1/1000~<1/100) (£1/10,000~ (<10,000)
(=1/10) <1/10) - <1/1000) ’
Mg K Y o) i /s B 6k /D | SRR AR Bk 2 U — 2
b JiE ! 3 i BR 0
g R HEBUIE SR
774 7% —
RO e OV 55 28 [ PR ERHE N
R REE FEVi
2/ N TEYe AN, B8 R 2
O b e 5 R DEIVER (TR MEAT
P, MKNE, iR &
OV AR AESE)
Bl s L i e 2
i i 24 2
R % Kk OV TR AT 4 — MEBERE
ik e (BN H R Rz
JEHE) 2
B g g g%
77 B H SR Me ONRE | 598
ey ki e il E R (A
J . BAHEE
VU e . 8
o, R
Jii. BAERW)
B E R O TE 5 50 A7 B | FE Uit fa e
5. Jsy ke i (VR 5B
AL IR = &
i) !
B R e A LA K SRR N K&

DTNV Y RAT 7 &
—BHEhn !
REHERE MR A i (ALT
X ¥ AST) O —iEtE
o R

1 CHZM,

2 HREHE T L& R 7oy RFEAGBHEED 720 OIATT & 7o o - AR AL REGR R T3R8 6 R 1-RIEH,
Z OBEESTIE, T AROBER BRI B TARRIZ K5 LTz 932 4 0B ITHES SREHOFI TN L v #EE Lz,

c. i O RIEHIC B9 % aiak

AT 4 — MEFEREMEBEE IS (21/1000~<1/100) #]E SN TWDH2, —HORER] TILJFE
BTH D MBEMEEE A B LI WTREMED & 2,
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4

5

5.

ARFNPe 5B TR E A R MRS IS (=1/1000~< 1/100) HE S TW5D, AFIE G EE
WZBIT D MEROEBEF IR TH 5,

TEGHBAL TR M ONESHIALALBE 2 & Ty RSB AL G [ESEE (= 1/100~<1/10) ] 23K D
WIE 5 ST 8 B LR O & 5RFICERD TV 5,

FHMERESNGE [ A fEREL (WBC) >100x10°%L) ] 2MEAEEEIZ (=1/1000~<1/100) #55 S
TW5 (44EBH) |

BRI A (D 22 W AT E OB~ 2 [ D JREE N YT VT U 3R A7 7 2 — B EE A
FEIZ (Z1/1000~<1/100) 3E ST\ D, FERIIEZEEZ fED 70\ R OB~ Th 25 FE O SR
7K SR SRHE N & AR B L P RVE R AR 2 & 5 L 72 FBET IR L2 (2 1/1000~<1/100)
RO BN TS,

LN OEERIT., BSREEZ 2T TV A BRE TR CTEEEICRD BTV

PR fE (LFT) E5 [ALT (7F79=v 73/ F7 27 x=7—%F) XL AST (7T A
WRIXUBET I N7 A7 27 —8) 1 B, MlaEHE L FHIERIC Pegfilgrastim 2% 5 L7
HBE CIERMEEIC (Z1/1000~<1/100) BOBNTWE, Znb0 EFIT—@wETH . B5hI
i £ BB L7,

M HRIBAME DS E BRI (21/100~<1/10) HE SN TWS,

INBA~DIRE
INRA~DOFERBRBIT A 700, 0~5 OIS ICE T 2 HELRAEFROBTEE (92%) |

6~11 FEREM TN 12~21 mERED /R (%M%h&m&06m»&%U_&A&whbfmﬂoh
O EHEEICRD LNZETERITER ChHo7z GAIHEEOS2HESMR) |

9 B#BEERE

b MZEBIT D AF O ER G ORERIZ /20,
EIF A

1 E NS
HIHHE - A A >, ATC =— F : LO3AAI13

b MERIEK = o =—RIR - (G-CSF) (X, BT 24 PERDPEA & B & R+ 2 b
EHTHD, Pegfilgrastim |%, BisF#i#i 2 & N G-CSF (r-metHuG-CSF) & 431 & 20 kd DR
JxF L7 Ya—i (PEG) 1| 3 FO-RAHREGIRTH D, Pegfilgrastim 1T, B2 V7 7 2K
TIZEoTTZANTTATF LOHERMZ RS LIcb DO Th D, Pegfilgrastim & 7 4 /L7 T A
FLlE, &5 24 WRERIDAPNISRIE I aF P ER 2 B (TN S 5 — 5 ¢, HERE O/ X3 »
AERIZEBERICIEIN S E D LW O R—DIERF 2R Z LR SN TWD, 74 VT T AT
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I EFRIERIZ, Pegfilgrastim (2t UCREA ST EROEEEN IEH THH b L ITTLET 5
TN, EERKOEEREOMEIC L VI SNz, oEmkER T &R UL, G-CSF b in
vitro \ZEBW T NNEABREIER 27~ L7=, G-CSF (X, in vitro |23\ THEMEMIEZ & Lo
BERAIRL DI 2R L, — T OIFFERERAMIIZT LT H in vitro IZBWTRKRICIER T % /]
REMEN B 5,

REY e b ReZ R Lo ERIMGIER 2683 2/bFREEZZIT T D I~V #
®A4Uz&%%%%%ﬂﬁkbt2#@££ﬁﬁ¢%m*ééﬁ%%’ﬁw1
Pegfilgrastim % 1 %A 7L Z L |ZHEHRE L7z & X2 b7 i HPERIBVDE O Fifoe 3 e
T O BELF BRIV E DR BLEI G IR NIX, 74V 7 7 AF Lo A G (F 58 o Rfg
I 11 HIE) TROLNEMRELFEROLDThH-o7-, KERTOIEFETTE, ZOL IR

h;éﬁv—h4@%%%@9ﬁ@1ﬁ%ﬁ%ﬁi&ﬂaﬁ\%ﬁi%%%ﬁ@f@%ﬁ%
AL 30~40%TdH - 7= Z LR & T2, 6 mg DOJEE & T Pegfilgrastim & %5 L7235k (n=
157) Tl&. 7 b — K 4 OGFRERBEUME O RHeIFIE, Pegfilgrastim #F 1.8 HfE, 7 1 /L2
TAFALEE 1.6 HREI Th o7 (BEMZE 023 HEL, 95% CI: -0.15~0.63) . Z ORBRAAKETOFR
ENMEAT R ERIBUE O R BLEIA 1X, Pegfilgrastim #f 13%, 7 4 VT 7 AF LB 20% Th o7 (B
72 7%, 95% CI: -19~5%) . & 9 —FH OBk (n=310) TIEEEIHE (100 pgkg) 23HW
Hiv, 7L — R 4 O HREREUE ORI X, Pegfilgrastim #£ 1.7 HIF, 74127 T A
F LR 1.8 A TH o772 (BERIZE 0.03 HRE. 95% CI : -0.36~0.30) , JEEMEAFth BRIV E D e
SEEEIS L, Pegfilgrastim Bf 9%, 7 4 V27T AF LR 18% Th 7= (BEMIFE 9%, 95% CI : -
16.8~-1.1%) .

FpBE LR E L7 7 v AR RIE(E AL ZEE MR CTlE, FEWELF P ERBUE O B
i mm%kéhékiﬁ%(Fﬁ&%ﬁwlmmyﬁ®3L1@&5%4#47»)@ﬁﬁ
PR VR B AT TR ERBVME D FEBUEIAG 1T %9 % Pegfilgrastim D282 FEAM L 7=, 928 4 DEE %
& A 7/1/@1[3%155{2&77@{T75> 24 BER: (day 2) |2 Pegfilgrastim XX~ 7 &R & KAl 5
T HREICIEAE 2 1 ZE 0 AH 1T 7o, REEMELF P ERIBUE OFBLE S 13X, Pegfilgrastim #EIZE/EZ (L
éﬂh%%f77ﬁfﬁ@$%ib%ﬁﬁo%(Mﬂwwap«mm) TR LT BRI
DEFIRZIWNC L 2 APt X OFURGSE O E AR G- O BEE 1L, Pegfilgrastim #£ T~ 7 EAREEL Y
BAK o 72 (1%%] 14%., p<0.001 KO8 2%%} 10%., p <0.001) .

W13 DLV S BE AR O 72 DAL 2R E 2 Z T T BE E MR & L/ MR (n=83) (e
L EHERABR T, BEAMEFHRIEIR T O Pegfilgrastim (6 mg H[El#k5) &7 47T AF
O g U, B ERBUMEOBIE CoMMO P Eix, miaEEET 22 AL
HeE S iz, BEWINZRERIIMRF S eole G4TESH) |

INRARERE A & LS LS 1A (n=37) BiEAIEEmEBR X, v 2
x%y+P#wayy+y7me77iF(mmmom)’iék#ﬁ%@%l%%ﬁw
%12 Pegfilgrastim100 pg/kg % #5- L7zfEH, 0~5 mkOILSh IR IC I 1) 5 BE O P ERB/GE (4
FEREL<0.5x10°/L) OFHGEIE (8.9 B 1%, 6~11 ﬁxE$Zk(} 12~21 D/ (EREH 6
HEEO 3.7 BRE) 25NN TEN- 72, & 612, BEWEL FERBE DR R EIS
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1X, 0~5 RREE (75%) 2% 6~11 RREER N 12~21 ikEE (ENFH 70% K 33%) 72 B ONIER AL
HRTEo7- W8EKRNS2HE) |

52 EYEIREFEMSYE
Pegfilgrastim Hil[E] {7 T#¢5-H5 D Pegfilgrastim I 1 o B 138 5% 16~120 B TR EIZE

L. st L% O P ERBRAE O R B PR S 5, Pegfilgrastim DEKITH
Bizx U CIHBRFEOELZ R L, Pegfilgrastim D MiFZ V7 7 > A3 5 BEOEIMZ LD
35, Pegfilgrastim {XEIZHFHERNTEMNEZ VT 7 UV RICX W EREZZT., SR THE &M
THLEZOND, HCHREIZ V7 7 ABBEEMT DR L LT, Pegfilgrastim O (L}
BEE P ERBOEIE LR R THESCHIIET L (K138) .

K1 6mgHEHRERICIEEEREZZTI-EBFICHIT5MmES Pedfilgrastim i B & Ui xt
1FchBk% (ANC) O REDNTOT7 74 )L

2 1000 5 - 100
E ] —@— Pegfilgrastim R /i F -
= - —O— Anc N
g 100 4 ;:Q ' X
& 5 </|' \ 10 g
) ' e F-0-0—Q ! g
1 OO P~o o f *
£ 0 - ! \ g \{'/ [ E
57 'y P
2 N o
E | l" ‘\\ g
g ,' Y %
| N €
0.1 - (') L4 - 01
0 3 6 9 12 15 18 21
BEZRE

HHRERITEMEZ V7 7 o AR XV | Pegfilgrastim DY ENEITT IIFHEREEEICL D
HEBEZTRVWEEBSIONS, IEREEERSGRER (0=31) TiX., FRYPOBEERE CR
HIBHERBEZET) OWTILD Pegfilgrastim DIEMB B EL RIS 2h o7z,

RONTZT—2 bk, mlE (65 m%8) (2381} 5 Pegfilgrastim O IEMENREN KA & RIFRE
THDHI ENRINTNWS,

AN
37 2 O/NRHEERE Z X5 L LT Pegfilgrastim OEPEREEZBFT L. T bDBREIC
VAdriaC/IE {LZFRIEDHE T % Pegfilgrastiml00 ngkg 2% 5 L7z, BbLEVEREE (0~-5%) D

Pegfilgrastim D FHJIRFER (AUC) (HAR¥ERZE) (47.9+225 pg-hr/ml) (X, 6~11 BEEER D
12~21 it (£ FHh 22.0+13.1 pg-h/mL 8 2934232 pg-h/ml) LV b K& o7 (5.11H
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ZH) . EHEWEREE (0~55%) ZRIE, NEREFEICET 57 AUC fEIX, O~V #Hlo
W (N VA7) BHL, REILET Y/ REEXFELOBRGETRIZT A NT TATF A
100 pg/kg 85 L2 NBE LRIRE TH o7 Q8K NS 1 HEBM) |

53 FERRZTEMUT—%
FERRIRARBR I 36 1T DAR YR 22 RO G- BRI B W T PIIS W 3B ER, T72bb A
MEREHEIN, B BEEZ K, BEME MM OWRIER 23RS S vz,

Pegfilgrastim % & T 5 L7CIER 7 » b Cldk, RO AEITEEITZFE O bR h o 7203,
IR ™ X TlE Pegfilgrastim 2MEH & TR - faliddtE lRIEET) 2ol L, 7y M
AW 5ABR TlX, Pegfilgrastim 23 a#E 4 8189 2 FEEMEDN RO Nz, TALDOFFTROE F~
DOBELEMEIIARHTH 5,

6  HAIET H1EHR

6.1 Ay
3l RN
Ve k= (E420)
RY VL_— | 20
e ENAEVIN

OKEERZ AKER(ET N U U ATHREL, Bk N v A s LT,

6.2 EEER

AFNFIAORIA], BT B O AR EIRE L7RWZ &

6.3 {ERAHAR
3 A ]

6.4 REICHTIIEEHE
M (2~8°C) THRFT 2 Z &,

AFNT 1 ENCEE 72 M E TEIR B0°CLLT) ICE ZENRTX 5, AflE 72 REEICH
720 RBICEWEIGEITEET L L,

AANTMM LN L&y Bo THARIREIZS 5 LA Th ., BRERH2Y 24 B T
ML AFNOZEPEC B BT IT 720,

DT, BasZ AN LR HE T &

o}

CONFIDENTIAL -24 -

24



KRN125 1.6 ZMENC IS 1T D AR I I B 3 5 &k

6.5 BREOMERUVANE
TLREL, ATV VARF A EEE LT VT gV R Y (BA TN DHT
ZH) 12 0.6 mL OFEFHE E L TR SN TS, BT A XX 1 RKADTHY, 7U AX—
O (HEREI T — P& 722 L) UIFET D 2 F —FE TR SN D, AL 13 B [alfef ) oo il
HTH 5D,

TV T 4N R PO NR—TRKIRT L (TT v 7 AFEK) 25/ LTS (4.4 1
)

RN

—HOWILY A XTHIRS N TORWEENRH D,

66 AL BV ERUVEEZELOIE
B 5N AR OB RI TR0 2 & 24138 L2 U 7e & 780, BEEEI OV RO
HERET DL,

WY T 5 & Pegfilgrastim 23 EEEE U, AW FHUCANIENE & 72 D A[REMED B 5
BRIV 7 4V RV U RERICET Z L,
KAt FH O TR SO FEIEY L, IO IRHI A>T T 5 2 &,

7 H& JC L.ﬁ |:|:L.\ ?ﬁs‘:%

Amgen Europe B.V.
Minervum 7061
4817 ZK Breda

The Netherlands

8 R R BES
EU/1/02/227/001 1 78> 7 7 ) A X —mdEs ) oo
EU/1/02/227/002 1 /X 7 FET Y A2 —pldE ) v
EU/1/02/227/004 1 73 7§+ — Rfp& 70 A x —pgldEs ) oy

9 *JJ@/E‘&JEL%DIL\E/E}i)bﬁﬂm\g¥ﬁa

a7 AT H - 2002428 H 22 A
HiE OARFEH A - 200747 H 16 A

10 AXOHETH
AN BT % R BRI F O 7 = 79 A Ml ST 5

(http://www.ema.europa.eu) .
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use Neulasta
safely and effectively. See full prescribing information for Neulasta.

Neulasta® (pegfilgrastim)
injection, for subcutaneous use

Initial U.S. Approval: 2002

INDICATIONS AND USAGE-------==-nmmmmeeemmmaeen
Neulasta is a leukocyte growth factor indicated to decrease the incidence of
infection, as manifested by febrile neutropenia, in patients with non-myeloid
malignancies receiving myelosuppressive anti-cancer drugs associated with a
clinically significant incidence of febrile neutropenia. (1)

Neulasta is not indicated for the mobilization of peripheral blood progenitor
cells for hematopoietic stem cell transplantation.

e 6 mg administered subcutaneously once per chemotherapy cycle. (2)
. Do not administer between 14 days before and 24 hours after
administration of cytotoxic chemotherapy. (2)

6 mg per 0.6 mL in single use prefilled syringe. (3)

CONTRAINDICATIONS
Do not administer Neulasta to patients with a history of serious allergic
reactions to pegfilgrastim or filgrastim. (4)

e  Fatal splenic rupture can occur. Evaluate for splenomegaly or splenic
rupture in patients with left upper abdominal or shoulder pain. (5.1)

e Acute respiratory distress syndrome (ARDS) can occur. Evaluate for
ARDS in patients who develop fever, lung infiltrates, or respiratory
distress. Discontinue Neulasta in patients with ARDS. (5.2)

e  Serious allergic reactions, including anaphylaxis, can occur.
Permanently discontinue Neulasta in patients with serious allergic
reactions. (5.3)

e Severe and sometimes fatal sickle cell crises can occur. (5.4)

ADVERSE REACTIONS
Most common adverse reactions (> 5% difference in incidence) in placebo
controlled clinical trials are bone pain and pain in extremity. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Amgen Inc. at
1-800-77-AMGEN (1-800-772-6436) or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

e  Pregnancy: Based on animal data, may cause fetal harm. Physicians are
encouraged to enroll pregnant patients in Amgen’s Pregnancy
Surveillance Program by calling 1-800-772-6436 (1-800-77-AMGEN).
8.1)

. Nursing Mothers: Caution should be exercised when administered to a
nursing woman. (8.3)

. Pediatric Use: The safety and effectiveness of Neulasta have not been
established. (8.4)

. Geriatric Use: No overall differences in safety or effectiveness were
observed in patients age 65 and older. (8.5)

. Renal Impairment: No dose adjustment required. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
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FULL PRESCRIBING INFORMATION: CONTENTS*

INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Splenic Rupture
5.2 Acute Respiratory Distress Syndrome
5.3 Serious Allergic Reactions
5.4 Use in Patients with Sickle Cell Disorders
5.5 Potential for Tumor Growth Stimulatory Effects on Malignant
Cells
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Immunogenicity
6.3 Postmarketing Experience
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

b wN -

8.1 Pregnancy
8.3 Nursing Mothers
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Renal Impairment
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.3 Reproductive and Developmental Toxicology
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

*Sections or subsections omitted from the full prescribing information are not
listed.

26



FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Neulasta is indicated to decrease the incidence of infection, as manifested by febrile neutropenia, in patients with
non-myeloid malignancies receiving myelosuppressive anti-cancer drugs associated with a clinically significant
incidence of febrile neutropenia [see Clinical Studies (14)].

Neulasta is not indicated for the mobilization of peripheral blood progenitor cells for hematopoietic stem cell
transplantation.

2 DOSAGE AND ADMINISTRATION

The recommended dosage of Neulasta is a single subcutaneous injection of 6 mg administered once per
chemotherapy cycle in adults. Do not administer Neulasta between 14 days before and 24 hours after administration
of cytotoxic chemotherapy.

Visually inspect parenteral drug products for particulate matter and discoloration prior to administration, whenever
solution and container permit. Do not administer Neulasta if discoloration or particulates are observed.

NOTE: The needle cover on the single-use prefilled syringe contains dry natural rubber (latex); persons with latex
allergies should not administer this product.

3 DOSAGE FORMS AND STRENGTHS

6 mg per 0.6 mL in single use prefilled syringe.

4 CONTRAINDICATIONS

Do not administer Neulasta to patients with a history of serious allergic reactions to pegfilgrastim or filgrastim.
5 WARNINGS AND PRECAUTIONS

5.1 Splenic Rupture

Splenic rupture, including fatal cases, can occur following the administration of Neulasta. Evaluate for an enlarged
spleen or splenic rupture in patients who report left upper abdominal or shoulder pain after receiving Neulasta.

5.2 Acute Respiratory Distress Syndrome

Acute respiratory distress syndrome (ARDS) can occur in patients receiving Neulasta. Evaluate patients who
develop fever and lung infiltrates or respiratory distress after receiving Neulasta, for ARDS. Discontinue Neulasta
in patients with ARDS.

5.3 Serious Allergic Reactions

Serious allergic reactions, including anaphylaxis, can occur in patients receiving Neulasta. The majority of reported
events occurred upon initial exposure. Allergic reactions, including anaphylaxis, can recur within days after the
discontinuation of initial anti-allergic treatment. Permanently discontinue Neulasta in patients with serious allergic
reactions. Do not administer Neulasta to patients with a history of serious allergic reactions to pegfilgrastim or
filgrastim.
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5.4 Use in Patients With Sickle Cell Disorders

Severe sickle cell crises can occur in patients with sickle cell disorders receiving Neulasta. Severe and sometimes
fatal sickle cell crises can occur in patients with sickle cell disorders receiving filgrastim, the parent compound of
pegfilgrastim.

5.5 Potential for Tumor Growth Stimulatory Effects on Malignant Cells

The granulocyte-colony stimulating factor (G-CSF) receptor through which pegfilgrastim and filgrastim act has been
found on tumor cell lines. The possibility that pegfilgrastim acts as a growth factor for any tumor type, including
myeloid malignancies and myelodysplasia, diseases for which pegfilgrastim is not approved, cannot be excluded.

6 ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater detail in other sections of the labeling:

e  Splenic Rupture [See Warnings and Precautions (5.1)]

e Acute Respiratory Distress Syndrome [See Warnings and Precautions (5.2)]

e Serious Allergic Reactions [See Warnings and Precautions (5.3)]

e Use in Patients with Sickle Cell Disorders [See Warnings and Precautions (5.4)]

e Potential for Tumor Growth Stimulatory Effects on Malignant Cells [See Warnings and Precautions (5.5)]

The most common adverse reactions occurring in > 5% of patients and with a between-group difference of > 5%
higher in the pegfilgrastim arm in placebo controlled clinical trials are bone pain and pain in extremity.

6.1 Clinical Trials Experience

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

Neulasta clinical trials safety data are based upon 932 patients receiving Neulasta in seven randomized clinical trials.
The population was 21 to 88 years of age and 92% female. The ethnicity was 75% Caucasian, 18% Hispanic, 5%
Black, and 1% Asian. Patients with breast (n = 823), lung and thoracic tumors (n = 53) and lymphoma (n = 56)
received Neulasta after nonmyeloablative cytotoxic chemotherapy. Most patients received a single 100 mcg/kg

(n =259) or a single 6 mg (n = 546) dose per chemotherapy cycle over 4 cycles.

The following adverse reaction data in Table 1 are from a randomized, double-blind, placebo-controlled study in
patients with metastatic or non-metastatic breast cancer receiving docetaxel 100 mg/m? every 21 days (Study 3). A
total of 928 patients were randomized to receive either 6 mg Neulasta (n = 467) or placebo (n = 461). The patients
were 21 to 88 years of age and 99% female. The ethnicity was 66% Caucasian, 31% Hispanic, 2% Black, and <1%
Asian, Native American or other.

Bone pain and pain in extremity occurred at a higher incidence in Neulasta-treated patients as compared with
placebo-treated patients.
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Table 1. Adverse Reactions With > 5% Higher Incidence in Neulasta Patients Compared to Placebo in Study 3

System Organ Class Placebo Neulasta 6 mg SC on Day 2
Preferred Term (N=461) (N=467)

Musculoskeletal and connective tissue disorders

Bone pain 26% 31%

Pain in extremity 4% 9%

Leukocytosis

In clinical studies, leukocytosis (WBC counts > 100 x 10%/L) was observed in less than 1% of 932 patients with
non-myeloid malignancies receiving Neulasta. No complications attributable to leukocytosis were reported in
clinical studies.

6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. Binding antibodies to pegfilgrastim were
detected using a BIAcore assay. The approximate limit of detection for this assay is 500 ng/mL. Pre-existing
binding antibodies were detected in approximately 6% (51/849) of patients with metastatic breast cancer. Four of
521 pegfilgrastim-treated subjects who were negative at baseline developed binding antibodies to pegfilgrastim
following treatment. None of these 4 patients had evidence of neutralizing antibodies detected using a cell-based
bioassay.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay, and the
observed incidence of antibody positivity in an assay may be influenced by several factors, including assay
methodology, sample handling, timing of sample collection, concomitant medications, and underlying disease. For
these reasons, comparison of the incidence of antibodies to Neulasta with the incidence of antibodies to other
products may be misleading.

6.3 Postmarketing Experience

The following adverse reactions have been identified during post approval use of Neulasta. Because these reactions
are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure. Decisions to include these reactions in labeling are
typically based on one or more of the following factors: (1) seriousness of the reaction, (2) reported frequency of the
reaction, or (3) strength of causal relationship to Neulasta.

Gastro-intestinal disorders: Splenic rupture [see Warnings and Precautions (5.1)]
Blood and lymphatic system disorder: Sickle cell crisis [see Warnings and Precautions (5.4)]

Hypersensitivity reactions: Allergic reactions/hypersensitivity, including anaphylaxis, skin rash, and urticaria,
generalized erythema and flushing [see Warnings and Precautions (5.3)]

Respiratory, thoracic, and mediastinal disorder: ARDS [see Warnings and Precautions (5.2)]

General disorders and administration site conditions: Injection site reactions
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Skin and subcutaneous tissue disorders: Sweet’s syndrome, Cutaneous vasculitis
7 DRUG INTERACTIONS

No formal drug interaction studies between Neulasta and other drugs have been performed. Increased hematopoietic
activity of the bone marrow in response to growth factor therapy may result in transiently positive bone-imaging
changes. Consider these findings when interpreting bone-imaging results.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. Pegfilgrastim was embryotoxic and
increased pregnancy loss in pregnant rabbits that received cumulative doses approximately 4 times the
recommended human dose (based on body surface area). Signs of maternal toxicity occurred at these doses.
Neulasta should be used during pregnancy only if the potential benefit to the mother justifies the potential risk to the
fetus.

In animal reproduction studies, when pregnant rabbits received pegfilgrastim at cumulative doses approximately 4
times the recommended human dose (based on body surface area), increased embryolethality and spontaneous
abortions occurred. Signs of maternal toxicity (reductions in body weight gain/food consumption) and decreased
fetal weights occurred at maternal doses approximately equivalent to the recommended human dose (based on body
surface area). There were no structural anomalies observed in rabbit offspring at any dose tested. No evidence of
reproductive/developmental toxicity occurred in the offspring of pregnant rats that received cumulative doses of
pegfilgrastim approximately 10 times the recommended human dose (based on body surface area) [see Nonclinical
Toxicology (13.3)].

Women who become pregnant during Neulasta treatment are encouraged to enroll in Amgen’s Pregnancy
Surveillance Program. Patients or their physicians should call 1-800-77-AMGEN (1-800-772-6436) to enroll.

8.3 Nursing Mothers

It is not known whether pegfilgrastim is secreted in human milk. Other recombinant G-CSF products are poorly
secreted in breast milk and G-CSF is not orally absorbed by neonates. Caution should be exercised when
administered to a nursing woman.

8.4 Pediatric Use

Safety and effectiveness of Neulasta in pediatric patients have not been established. The adverse reaction profile
and pharmacokinetics of pegfilgrastim were studied in 37 pediatric patients with sarcoma. The mean (+ standard
deviation [SD]) systemic exposure (AUC.ir¢) of pegfilgrastim after subcutaneous administration at 100 mcg/kg was
22.0 (£ 13.1) mcg-hr/mL in the 6 tol11 years age group (n = 10), 29.3 (+ 23.2) mcg-hr/mL in the 12 to21 years age
group (n = 13), and 47.9 (+ 22.5) mcg-hr/mL in the youngest age group (0 to5 years, n = 11). The terminal
elimination half-lives of the corresponding age groups were 20.2 (+ 11.3) hours, 21.2 (x 16.0) hours, and 30.1 (+
38.2) hours, respectively. The most common adverse reaction was bone pain.

8.5 Geriatric Use

Of the 932 patients with cancer who received Neulasta in clinical studies, 139 (15%) were age 65 and over, and 18
(2%) were age 75 and over. No overall differences in safety or effectiveness were observed between patients age 65
and older and younger patients.
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8.6 Renal Impairment

In a study of 30 subjects with varying degrees of renal dysfunction, including end stage renal disease, renal
dysfunction had no effect on the pharmacokinetics of pegfilgrastim. Therefore, pegfilgrastim dose adjustment in
patients with renal dysfunction is not necessary [Clinical Pharmacology (12.3)].

10 OVERDOSAGE

The maximum amount of Neulasta that can be safely administered in single or multiple doses has not been
determined. Single subcutaneous doses of 300 mcg/kg have been administered to 8 healthy volunteers and 3
patients with non-small cell lung cancer without serious adverse effects. These patients experienced a mean
maximum absolute neutrophil count (ANC) of 55 x 10%/L, with a corresponding mean maximum WBC of 67 x
10%/L. The absolute maximum ANC observed was 96 x 10%/L with a corresponding absolute maximum WBC
observed of 120 x 10%/L. The duration of leukocytosis ranged from 6 to 13 days. The effectiveness of leukapheresis
in the management of symptomatic individuals with Neulasta-induced leukocytosis has not been studied.

11  DESCRIPTION

Neulasta (pegfilgrastim) is a covalent conjugate of recombinant methionyl human G-CSF (filgrastim) and
monomethoxypolyethylene glycol. Filgrastim is a water-soluble 175 amino acid protein with a molecular weight of
approximately 19 kilodaltons (kD). Filgrastim is obtained from the bacterial fermentation of a strain of E coli
transformed with a genetically engineered plasmid containing the human G-CSF gene. To produce pegfilgrastim, a
20 kD monomethoxypolyethylene glycol molecule is covalently bound to the N-terminal methionyl residue of
filgrastim. The average molecular weight of pegfilgrastim is approximately 39 kD.

Neulasta is supplied in 0.6 mL prefilled syringes for subcutaneous injection. Each syringe contains 6 mg
pegfilgrastim (based on protein weight) in a sterile, clear, colorless, preservative-free solution (pH 4.0) containing
acetate (0.35 mg), polysorbate 20 (0.02 mg), sodium (0.02 mg), and sorbitol (30 mg) in Water for Injection, USP.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Pegfilgrastim is a colony-stimulating factor that acts on hematopoietic cells by binding to specific cell surface
receptors, thereby stimulating proliferation, differentiation, commitment, and end cell functional activation.

12.3 Pharmacokinetics

The pharmacokinetics of pegfilgrastim were studied in 379 patients with cancer. The pharmacokinetics of
pegfilgrastim were nonlinear and clearance decreased with increases in dose. Neutrophil receptor binding is an
important component of the clearance of pegfilgrastim, and serum clearance is directly related to the number of
neutrophils. In addition to numbers of neutrophils, body weight appeared to be a factor. Patients with higher body
weights experienced higher systemic exposure to pegfilgrastim after receiving a dose normalized for body weight.
A large variability in the pharmacokinetics of pegfilgrastim was observed. The half-life of Neulasta ranged from 15
to 80 hours after subcutaneous injection.

No gender-related differences were observed in the pharmacokinetics of pegfilgrastim, and no differences were
observed in the pharmacokinetics of geriatric patients (> 65 years of age) compared with younger patients (< 65
years of age) [see Use in Specific Populations (8.5)]. The pharmacokinetics of pegfilgrastim were studied in
pediatric patients with sarcoma [see Use in Specific Populations (8.4)]. Renal dysfunction had no effect on the
pharmacokinetics of pegfilgrastim. [see Use in Specific Populations (8.6)]. The pharmacokinetic profile in patients
with hepatic insufficiency has not been assessed.

31



13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No carcinogenicity or mutagenesis studies have been performed with pegfilgrastim.

Pegfilgrastim did not affect reproductive performance or fertility in male or female rats at cumulative weekly doses
approximately 6 to 9 times higher than the recommended human dose (based on body surface area).

13.3 Reproductive and Developmental Toxicology

Pregnant rabbits were dosed with pegfilgrastim subcutaneously every other day during the period of organogenesis.
At cumulative doses ranging from the approximate human dose to approximately 4 times the recommended human
dose (based on body surface area), treated rabbits exhibited decreased maternal food consumption, maternal weight
loss, as well as reduced fetal body weights and delayed ossification of the fetal skull; however, no structural
anomalies were observed in the offspring from either study. Increased incidences of post-implantation losses and
spontaneous abortions (more than half the pregnancies) were observed at cumulative doses approximately 4 times
the recommended human dose, which were not seen when pregnant rabbits were exposed to the recommended
human dose.

Three studies were conducted in pregnant rats dosed with pegfilgrastim at cumulative doses up to approximately 10
times the recommended human dose at the following stages of gestation: during the period of organogenesis, from
mating through the first half of pregnancy, and from the first trimester through delivery and lactation. No evidence
of fetal loss or structural malformations was observed in any study. Cumulative doses equivalent to approximately 3
and 10 times the recommended human dose resulted in transient evidence of wavy ribs in fetuses of treated mothers
(detected at the end of gestation but no longer present in pups evaluated at the end of lactation).

14 CLINICAL STUDIES

Neulasta was evaluated in three randomized, double-blind, controlled studies. Studies 1 and 2 were active-controlled
studies that employed doxorubicin 60 mg/m? and docetaxel 75 mg/m® administered every 21 days for up to 4 cycles
for the treatment of metastatic breast cancer. Study 1 investigated the utility of a fixed dose of Neulasta. Study 2
employed a weight-adjusted dose. In the absence of growth factor support, similar chemotherapy regimens have
been reported to result in a 100% incidence of severe neutropenia (ANC < 0.5 x 10%/L) with a mean duration of 5 to
7 days and a 30% to 40% incidence of febrile neutropenia. Based on the correlation between the duration of severe
neutropenia and the incidence of febrile neutropenia found in studies with filgrastim, duration of severe neutropenia
was chosen as the primary endpoint in both studies, and the efficacy of Neulasta was demonstrated by establishing
comparability to filgrastim-treated patients in the mean days of severe neutropenia.

In Study 1, 157 patients were randomized to receive a single subcutaneous injection of Neulasta (6 mg) on day 2 of
each chemotherapy cycle or daily subcutaneous filgrastim (5 mcg/kg/day) beginning on day 2 of each chemotherapy
cycle. In Study 2, 310 patients were randomized to receive a single subcutaneous injection of Neulasta

(100 mcg/kg) on day 2 or daily subcutaneous filgrastim (5 mcg/kg/day) beginning on day 2 of each chemotherapy
cycle.

Both studies met the major efficacy outcome measure of demonstrating that the mean days of severe neutropenia of
Neulasta-treated patients did not exceed that of filgrastim-treated patients by more than 1 day in cycle 1 of
chemotherapy. The mean days of cycle 1 severe neutropenia in Study 1 were 1.8 days in the Neulasta arm compared
to 1.6 days in the filgrastim arm [difference in means 0.2 (95% CI -0.2, 0.6)] and in Study 2 were 1.7 days in the
Neulasta arm compared to 1.6 days in the Filgrastim arm [difference in means 0.1 (95% CI -0.2, 0.4)].

A secondary endpoint in both studies was days of severe neutropenia in cycles 2 through 4 with results similar to
those for cycle 1.
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Study 3 was a randomized, double-blind, placebo-controlled study that employed docetaxel 100 mg/m? administered
every 21 days for up to 4 cycles for the treatment of metastatic or non-metastatic breast cancer. In this study, 928
patients were randomized to receive a single subcutaneous injection of Neulasta (6 mg) or placebo on day 2 of each
chemotherapy cycle. Study 3 met the major trial outcome measure of demonstrating that the incidence of febrile
neutropenia (defined as temperature > 38.2°C and ANC < 0.5 x10%/L) was lower for Neulasta-treated patients as
compared to placebo-treated patients (1% versus 17%, respectively, p < 0.001). The incidence of hospitalizations
(1% versus 14%) and 1V anti-infective use (2% versus 10%) for the treatment of febrile neutropenia was also lower
in the Neulasta-treated patients compared to the placebo-treated patients.

16 HOW SUPPLIED/STORAGE AND HANDLING

Neulasta is supplied in a prefilled single use syringe containing 6 mg pegfilgrastim, supplied with a 27-gauge, 1/2-
inch needle with an UltraSafe® Needle Guard.

The needle cover of the prefilled syringe contains dry natural rubber (a derivative of latex).

Neulasta is provided in a dispensing pack containing one syringe
(NDC 55513-190-01).

Store refrigerated between 2° to 8°C (36° to 46°F) in the carton to protect from light. Do not shake. Discard
syringes stored at room temperature for more than 48 hours. Avoid freezing; if frozen, thaw in the refrigerator
before administration. Discard syringe if frozen more than once.

17 PATIENT COUNSELING INFORMATION
Advise patients of the following risks:

e  Splenic rupture

e Acute Respiratory Distress Syndrome

e  Serious allergic reactions

o Sickle cell crisis

Have patients immediately contact their healthcare provider and report:
e Left upper quadrant or shoulder pain
e Shortness of breath
e  Signs or symptoms of sickle cell crisis
e Signs or symptoms of infection
e  Flushing, dizziness, or rash
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ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS

35



1. NAME OF THE MEDICINAL PRODUCT

Neulasta 6 mg solution for injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each pre-filled syringe contains 6 mg of pegfilgrastim* in 0.6 ml solution for injection. The
concentration is 10 mg/ml based on protein only**.

*Produced in Escherichia coli cells by recombinant DNA technology followed by conjugation with
polyethylene glycol (PEG).

** The concentration is 20 mg/ml if the PEG moiety is included.

The potency of this product should not be compared to the potency of another pegylated or non-
pegylated protein of the same therapeutic class. For more information, see section 5.1

Excipients:
Excipients known to have a recognised action: sorbitol E420, sodium acetate (see section 4.4).

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for injection.

Clear, colourless solution for injection.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Reduction in the duration of neutropenia and the incidence of febrile neutropenia in patients treated
with cytotoxic chemotherapy for malignancy (with the exception of chronic myeloid leukaemia and
myelodysplastic syndromes).

4.2 Posology and method of administration

Neulasta therapy should be initiated and supervised by physicians experienced in oncology and/or
haematology.

One 6 mg dose (a single pre-filled syringe) of Neulasta is recommended for each chemotherapy cycle,
administered as a subcutaneous injection approximately 24 hours following cytotoxic chemotherapy.

Paediatric patients

The experience in children is limited (see section 4.8, 5.1 and 5.2).

Renal impairment

No dose change is recommended in patients with renal impairment, including those with end stage
renal disease.
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4.3  Contraindications
Hypersensitivity to the active substance or to any of the excipients.
4.4 Special warnings and precautions for use

Limited clinical data suggest a comparable effect on time to recovery of severe neutropenia for
pegfilgrastim to filgrastim in patients with de novo acute myeloid leukaemia (see section 5.1).
However, the long-term effects of Neulasta have not been established in acute myeloid leukaemia;
therefore, it should be used with caution in this patient population.

Granulocyte-colony stimulating factor can promote growth of myeloid cells in vitro and similar effects
may be seen on some non-myeloid cells in vitro.

The safety and efficacy of Neulasta have not been investigated in patients with myelodysplastic
syndrome, chronic myelogenous leukaemia, and in patients with secondary Acute Myeloid Leukaemia
(AML); therefore, it should not be used in such patients. Particular care should be taken to distinguish
the diagnosis of blast transformation of chronic myeloid leukaemia from acute myeloid leukaemia.

The safety and efficacy of Neulasta administration in de novo AML patients aged < 55 years with
cytogenetics t(15;17) have not been established.

The safety and efficacy of Neulasta have not been investigated in patients receiving high dose
chemotherapy. Neulasta should not be used to increase the dose of cytotoxic chemotherapy beyond
established dosage regimens.

Uncommon (>1/1000 to < 1/100) pulmonary adverse effects, in particular interstitial pneumonia, have
been reported after G-CSF administration. Patients with a recent history of pulmonary infiltrates or
pneumonia may be at higher risk (see section 4.8).

The onset of pulmonary signs such as cough, fever, and dyspnoea in association with radiological
signs of pulmonary infiltrates, and deterioration in pulmonary function along with increased neutrophil
count may be preliminary signs of Adult Respiratory Distress Syndrome (ARDS). In such
circumstances Neulasta should be discontinued at the discretion of the physician and the appropriate
treatment given (see section 4.8).

Uncommon (> 1/1000 to < 1/100) but generally asymptomatic cases of splenomegaly and uncommon
(= 1/1000 to < 1/100) cases of splenic rupture, including some fatal cases, have been reported
following administration of pegfilgrastim (see section 4.8). Therefore, spleen size should be carefully
monitored (e.g. clinical examination, ultrasound). A diagnosis of splenic rupture should be considered
in patients reporting left upper abdominal pain or shoulder tip pain.

Treatment with Neulasta alone does not preclude thrombocytopenia and anaemia because full dose
myelosuppressive chemotherapy is maintained on the prescribed schedule. Regular monitoring of
platelet count and haematocrit is recommended. Special care should be taken when administering
single or combination chemotherapeutic agents which are known to cause severe thrombocytopenia.

Sickle cell crises have been associated with the use of pegfilgrastim in patients with sickle cell disease
(see section 4.8). Therefore, physicians should exercise caution when administering Neulasta in
patients with sickle cell disease, should monitor appropriate clinical parameters and laboratory status
and be attentive to the possible association of Neulasta with splenic enlargement and vaso-occlusive
Crisis.

White blood cell (WBC) counts of 100 x 10%/1 or greater have been observed in less than 1% of
patients receiving Neulasta. No adverse events directly attributable to this degree of leukocytosis have
been reported. Such elevation in white blood cells is transient, typically seen 24 to 48 hours after
administration and is consistent with the pharmacodynamic effects of Neulasta. Consistent with the
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clinical effects of Neulasta and the potential for leukocytosis, a WBC count should be performed at
regular intervals during therapy. If leukocyte counts exceed 50 x 10%/1 after the expected nadir,
Neulasta should be discontinued immediately.

If a serious allergic reaction occurs, appropriate therapy should be administered, with close patient
follow-up over several days. Neulasta should be permanently discontinued in patients who experience
a serious allergic reaction (see section 4.8).

The safety and efficacy of Neulasta for the mobilisation of blood progenitor cells in patients or healthy
donors has not been adequately evaluated.

The needle cover of the pre-filled syringe contains dry natural rubber (a derivative of latex), which
may cause allergic reactions.

Increased haematopoietic activity of the bone marrow in response to growth factor therapy has been
associated with transient positive bone imaging findings. This should be considered when interpreting

bone-imaging results.

Neulasta contains sorbitol. Patients with rare hereditary problems of fructose intolerance should not
take this medicine.

Neulasta contains less than 1 mmol (23 mg) sodium per 6 mg dose, i.e. essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Due to the potential sensitivity of rapidly dividing myeloid cells to cytotoxic chemotherapy, Neulasta
should be administered approximately 24 hours after administration of cytotoxic chemotherapy. In
clinical studies, Neulasta has been safely administered 14 days before chemotherapy. Concomitant use
of Neulasta with any chemotherapy agent has not been evaluated in patients. In animal models
concomitant administration of Neulasta and 5-fluorouracil (5-FU) or other antimetabolites has been
shown to potentiate myelosuppression.

Possible interactions with other haematopoietic growth factors and cytokines have not been
specifically investigated in clinical studies.

The potential for interaction with lithium, which also promotes the release of neutrophils, has not been
specifically investigated. There is no evidence that such an interaction would be harmful.

The safety and efficacy of Neulasta have not been evaluated in patients receiving chemotherapy
associated with delayed myelosuppression e.g., nitrosoureas.

Specific interaction or metabolism studies have not been performed, however, clinical studies have not
indicated an interaction of Neulasta with any other medicinal products.

4.6 Pregnancy and lactation

There are no adequate data from the use of pegfilgrastim in pregnant women. Studies in animals have
shown reproductive toxicity (see section 5.3). The potential risk for humans is unknown.

Neulasta should not be used during pregnancy unless clearly necessary.

There is no clinical experience with breast-feeding women, therefore Neulasta should not be
administered to women who are breast-feeding.
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4.7  Effects on ability to drive and use machines
No studies on the effects on the ability to drive and use machines have been performed.
4.8 Undesirable effects

a. Summary of the safety profile

The most frequently reported adverse reactions were bone pain (very common [> 1/10]) and
musculoskeletal pain (very common [> 1/10]). Bone pain was generally of mild to moderate severity,
transient and could be controlled in most patients with standard analgesics.

Hypersensitivity-type reactions, including skin rash, urticaria, angioedema, dyspnoea, erythaema,
flushing, and hypotension occurred on initial or subsequent treatment with Neulasta (uncommon
[> 1/1000 to < 1/100]). Serious allergic reactions, including anaphylaxis can occur in patients
receiving Neulasta (uncommon [> 1/1000 to < 1/100]) (see section 4.4).

Splenomegaly, generally asymptomatic, is uncommon (> 1/1000 to < 1/100) (see section 4.4).

Splenic rupture including some fatal cases is uncommonly (= 1/1000 to < 1/100) reported following
administration of pegfilgrastim (see section 4.4).

Uncommon (> 1/1000 to < 1/100) pulmonary adverse effects including interstitial pneumonia,
pulmonary oedema, pulmonary infiltrates and pulmonary fibrosis have been reported. Uncommonly
(= 1/1000 to < 1/100), cases have resulted in respiratory failure or Adult Respiratory Distress
Syndrome (ARDS), which may be fatal (see section 4.4).

Isolated cases of sickle cell crises have been reported in patients with sickle cell disease (uncommon
[> 1/1000 to < 1/100] in sickle cell patients) (see section 4.4).

b. Tabulated summary of adverse reactions

The data in the table below describe adverse reactions reported from clinical trials and spontaneous
reporting. Within each frequency grouping, undesirable effects are presented in order of decreasing
seriousness.

MedDRA Adverse reactions
?I/;gm organ Very common Common Uncommon Rare Very rare
(=1/10) (>1/100 to (>1/1000 to < 1/100) | (>1/10,000 | (< 1/10,000)
< 1/10) to
< 1/1000)

Blood and Thrombocytopen | Sickle cell crisis’;
lymphatic ia' Leukocytosis'
system disorders
Immune system Hypersensitivity
disorders reactions;

Anaphylaxis
Metabolism and Elevations in uric
nutrition acid
disorders
Nervous system | Headache'
disorders
Respiratory, Adult Respiratory
thoracic and Distress Syndrome?;
mediastinal Pulmonary adverse
disorders effects (interstitial

pneumonia,

pulmonary oedema,
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MedDRA
system organ

Adverse reactions

class Very common Common Uncommon Rare Very rare
(=1/10) (>1/100 to (>1/1000 to < 1/100) | (>1/10,000 | (< 1/10,000)
< 1/10) to
< 1/1000)
pulmonary infiltrates
and pulmonary
fibrosis)
Gastrointestinal | Nausea' Splenomegaly;
disorders Splenic rupture’;
Skin and Sweet’s syndrome
subcutaneous (acute febrile
tissue disorders dermatosis)"%;
2Cutaneous vasculitis"
Musculoskeletal | Bone pain
and connective | Muysculoskeletal
tissue disorders pain (myalgia,

arthralgia, pain in
extremity, back
pain, musculo-
skeletal pain, neck

pain)

General Injection site Non-cardiac chest
disorders and reaction pain
administrative (including

site conditions

injection site
pain)’'

Investigations

Elevations in lactate
dehydrogenase and
alkaline
phosphatase';
Transient elevations
in LFT's for ALT or
AST!

' See Section C.

* This adverse reaction was identified through post-marketing surveillance but not observed in
randomised, controlled clinical trials in adults that supported the marketing authorisation. The
frequency category was estimated from a statistical calculation based upon 932 patients receiving
Neulasta in seven randomized clinical trials.

c. Description of selected adverse reactions

Uncommon (> 1/1000 to < 1/100) cases of Sweet’s syndrome have been reported, although in some
cases underlying haematological malignancies may play a role.

Uncommon (> 1/1000 to < 1/100) events of cutaneous vasculitis have been reported in patients treated
with Neulasta. The mechanism of vasculitis in patients receiving Neulasta is unknown.

Injection site reactions, including injection site pain and injection site erythaema (common (= 1/100 to
< 1/10)) have occurred on initial or subsequent treatment with Neulasta.

Uncommon (> 1/1000 to < 1/100) cases of leukocytosis (White Blood Count [WBC] > 100 x 10°/1)
have been reported (see section 4.4).
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Reversible, mild to moderate elevations in uric acid and alkaline phosphatase, with no associated
clinical effects, were uncommon (> 1/1000 to < 1/100); reversible, mild to moderate elevations in
lactate dehydrogenase, with no associated clinical effects, were uncommon (> 1/1000 to < 1/100) in
patients receiving Neulasta following cytotoxic chemotherapy.

Nausea and headaches were very commonly observed in patients receiving chemotherapy.
Uncommon (> 1/1000 to < 1/100) elevations in liver function tests (LFTs) for ALT (alanine
aminotransferase) or AST (aspartate aminotransferase), have been observed in patients after receiving
pegfilgrastim following cytotoxic chemotherapy. These elevations are transient and return to baseline.

Common (> 1/100 to < 1/10) cases of thrombocytopenia have been reported.

d. Paediatric population

The experience in children is limited. A higher frequency of serious adverse events in younger
children aged 0-5 years (92%) has been observed compared to older children aged 6-11 and 12-21
years respectively (80% and 67%) and adults. The most common adverse reaction reported was bone
pain (see section 5.1 and 5.2).

4,9 Overdose

There is no experience with overdose of Neulasta in humans.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Cytokines, ATC Code: LO3AA13

Human granulocyte colony stimulating factor (G-CSF) is a glycoprotein, which regulates the
production and release of neutrophils from the bone marrow. Pegfilgrastim is a covalent conjugate of
recombinant human G-CSF (r-metHuG-CSF) with a single 20 kd polyethylene glycol (PEG) molecule.
Pegfilgrastim is a sustained duration form of filgrastim due to decreased renal clearance.
Pegfilgrastim and filgrastim have been shown to have identical modes of action, causing a marked
increase in peripheral blood neutrophil counts within 24 hours, with minor increases in monocytes
and/or lymphocytes. Similarly to filgrastim, neutrophils produced in response to pegfilgrastim show
normal or enhanced function as demonstrated by tests of chemotactic and phagocytic function. As
with other haematopoietic growth factors, G-CSF has shown in vitro stimulating properties on human
endothelial cells. G-CSF can promote growth of myeloid cells, including malignant cells, in vitro and
similar effects may be seen on some non-myeloid cells in vitro.

In two randomised, double-blind, pivotal studies in patients with high risk stage II-IV breast cancer
undergoing myelosuppressive chemotherapy consisting of doxorubicin and docetaxel, use of
pegfilgrastim, as a single once per cycle dose, reduced the duration of neutropenia and the incidence of
febrile neutropenia similarly to that observed with daily administrations of filgrastim (a median of 11
daily administrations). In the absence of growth factor support, this regimen has been reported to result
in a mean duration of grade 4 neutropenia of 5 to7 days, and a 30-40% incidence of febrile
neutropenia. In one study (n = 157), which used a 6mg fixed dose of pegfilgrastim the mean duration
of grade 4 neutropenia for the pegfilgrastim group was 1.8 days compared with 1.6 days in the
filgrastim group (difference 0.23 days, 95% CI -0.15, 0.63). Over the entire study, the rate of febrile
neutropenia was 13% of pegfilgrastim-treated patients compared with 20% of filgrastim-treated
patients (difference 7%, 95% CI of -19%, 5%). In a second study (n = 310), which used a weight-
adjusted dose (100 micrograms/kg), the mean duration of grade 4 neutropenia for the pegfilgrastim
group was 1.7 days, compared with 1.8 days in the filgrastim group (difference 0.03 days, 95% CI -
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0.36, 0.30). The overall rate of febrile neutropenia was 9% of patients treated with pegfilgrastim and
18% of patients treated with filgrastim (difference 9%, 95% CI of -16.8%.-1.1%).

In a placebo-controlled, double blind study in patients with breast cancer the effect of pegfilgrastim on
the incidence of febrile neutropenia was evaluated following administration of a chemotherapy
regimen associated with a febrile neutropenia rate of 10-20% (docetaxel 100 mg/m” every 3 weeks for
4 cycles). Nine hundred and twenty eight patients were randomised to receive either a single dose of
pegfilgrastim or placebo approximately 24 hours (Day 2) after chemotherapy in each cycle. The
incidence of febrile neutropenia was lower for patients randomised to receive pegfilgrastim compared
with placebo (1% versus 17%, p < 0.001). The incidence of hospitalisations and IV anti-infective use
associated with a clinical diagnosis of febrile neutropenia was lower in the pegfilgrastim group
compared with placebo (1% versus 14%,. p < 0.001: and 2% versus 10%, p < 0.001).

A small (n = 83), Phase II, randomised, double-blind study in patients receiving chemotherapy for de
novo acute myeloid leukaemia compared pegfilgrastim (single dose of 6 mg) with filgrastim,
administered during induction chemotherapy. Median time to recovery from severe neutropenia was
estimated as 22 days in both treatment groups. Long term outcome was not studied (see section 4.4).

In a phase II (n = 37) multicentre, randomised. open-label study of paediatric sarcoma patients
receiving 100 pg/kg pegfilgrastim following cycle 1 of vincristine, doxorubicin and cyclophosphamide
(VAdriaC/IE) chemotherapy. a longer duration of severe neutropenia (neutrophils < 0.5 x 10°) was
observed in younger children aged 0-5 yrs (8.9 days) compared to older children aged 6-11 years and
12-21 years (6 days and 3.7 days, respectively) and adults. Additionally a higher incidence of febrile
neutropenia was observed in younger children aged 0-5 yrs (75%) compared to older children aged
6-11 years and 12-21 years (70% and 33%, respectively) and adults (see sections 4.8 and 5.2).

5.2 Pharmacokinetic properties

After a single subcutaneous dose of pegfilgrastim, the peak serum concentration of pegfilgrastim
occurs at 16 to 120 hours after dosing and serum concentrations of pegfilgrastim are maintained during
the period of neutropenia after myelosuppressive chemotherapy. The elimination of pegfilgrastim is
non-linear with respect to dose: serum clearance of pegfilgrastim decreases with increasing dose.
Pegfilgrastim appears to be mainly eliminated by neutrophil mediated clearance, which becomes
saturated at higher doses. Consistent with a self-regulating clearance mechanism, the serum
concentration of pegfilgrastim declines rapidly at the onset of neutrophil recovery (see figure 1).

Figure 1. Profile of Median Pegfilgrastim Serum Concentration and Absolute Neutrophil Count
(ANC) in Chemotherapy Treated Patients after a Single 6 mg Injection
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Due to the neutrophil-mediated clearance mechanism, the pharmacokinetics of pegfilgrastim is not
expected to be affected by renal or hepatic impairment. In an open label, single dose study (n =31)
various stages of renal impairment, including end-stage renal disease, had no impact on the
pharmacokinetics of pegfilgrastim.

Limited data indicate that the pharmacokinetics of pegfilgrastim in elderly subjects (> 65 years) is
similar to that in adults.

Paediatric patients

The pharmacokinetics of pegfilgrastim were studied in 37 paediatric patients with sarcoma, who
received 100 pg/kg pegfilgrastim after the completion of VAdriaC/IE chemotherapy. The youngest
age group (0-5 years) had a higher mean exposure to pegfilgrastim (AUC) (+ Standard Deviation)
(47.9 + 22.5 pg-hr/ml) than older children aged 6-11 years and 12-21 years (22.0 + 13.1 pg-hr/ml and
29.3 + 23.2 ug-hr/ml, respectively) (see section 5.1). With the exception of the youngest age group
(0-5 years), the mean AUC in paediatric subjects appeared similar to that for adult patients with
high-risk stage II-IV breast cancer and receiving 100 ng/kg pegfilgrastim after the completion of
doxorubicin/docetaxel (see sections 4.8 and 5.1).

5.3 Preclinical safety data

Preclinical data from conventional studies of repeated dose toxicity revealed the expected
pharmacological effects including increases in leukocyte count, myeloid hyperplasia in bone marrow,
extramedullary haematopoiesis and splenic enlargement.

There were no adverse effects observed in offspring from pregnant rats given pegfilgrastim
subcutaneously, but in rabbits pegfilgrastim has been shown to cause embryo/foetal toxicity (embryo
loss) at low subcutaneous doses. In rat studies, it was shown that pegfilgrastim may cross the placenta.
The relevance of these findings for humans is not known.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodium acetate*

Sorbitol (E420)

Polysorbate 20

Water for injections

*Sodium acetate is formed by titrating glacial acetic acid with sodium hydroxide.

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products, particularly with sodium
chloride solutions.

6.3  Shelf life

3 years.

6.4  Special precautions for storage
Store in a refrigerator (2°C — 8°C).

Neulasta may be exposed to room temperature (not above 30°C) for a maximum single period of up to
72 hours. Neulasta left at room temperature for more than 72 hours should be discarded.

9
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Do not freeze. Accidental exposure to freezing temperatures for a single period of less than 24 hours
does not adversely affect the stability of Neulasta.

Keep the container in the outer carton, in order to protect from light.

6.5 Nature and contents of container

0.6 ml of solution for injection in a pre-filled syringe (Type I glass), with a rubber stopper, and with a
stainless steel needle. Pack size of one, in either blistered, with or without an automatic needle guard

or non-blistered packaging. Single use only.

The needle cover of the pre-filled syringe contains dry natural rubber (a derivative of latex) (see
section 4.4).

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

Before administration, Neulasta solution should be inspected visually for particulate matter. Only a
solution that is clear and colourless should be injected.

Excessive shaking may aggregate pegfilgrastim, rendering it biologically inactive.
Allow the pre-filled syringe to reach room temperature before injecting.

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

7. MARKETING AUTHORISATION HOLDER
Amgen Europe B.V.

Minervum 7061

4817 ZK Breda

The Netherlands

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/02/227/001 1 pack blistered syringe

EU/1/02/227/002 1 pack unblistered syringe
EU/1/02/227/004 1 pack blistered syringe with needle guard
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 22 August 2002

Date of last renewal: 16 July 2007

10. DATE OF REVISION OF THE TEXT

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

BALOXE
(1) ARAE
1) AANTEEEITEE LT, 150 TG 0 IRAORMEE EFAK 1 mL) (S L THWS,
2) MIEFHEICEE LTI, S% 7 R UBESR, AHARREICRNT 5,
(2) FRees
1) AFZEGTDH0MEF & OIREEZITDRVW &,
2) HERBONSA TR OREFRIRIIFEIRET L &,
3) WMEMRIZ, DV RA Y by WT U TATHDIN, TUoI by Nl aExTH ) —
METHERL L, Iy bFA2ZENEELL,
3) BERE
HARNT G OHAL, TEARETRGHELZELS T2 L,

Z DR
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(2) WERIEk = v = — RO E AN 2 5 5 U 7o AR B, B B SR RO R & OVoe RMEAT
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(3) FERIER = v = — TR R A - B 2 Fe b5 U 7RI i sl le A BT — 128V T
AR ORI E BN A MR TIE LTz & DWREDRH D,

(4) HERIEK = v = —JERIE 23, BEo b MEDeEMiaskk e ME RIS U in vitro
& 2N in vivo THIFEIEEME 27 R LT L OWEDRH 5,

(5) WERIEK = v = — RO IE A 2 $ 5- U 7o R el e - —1cds ¢, [RERBIR T
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20144E 7 H (B 1%

B SET. 2~8CIciRE AR R AR
BEAMIR . IR ROBIRAICEAT 5 2 & 873399
Fifoi il G-CSF HLAl
=S RA42KTFi* 3.6 mg
G-LASTA®Subcutaneous Injection R T
NI TANYT T AF L GRIGTHIEZ) EFHR Rila i
TR — PRI O K (RS 5 = PR | 20025 17
= Y i
lgﬁlu@ﬁg{kf iﬂﬁziﬁ* i&f L/jf;z\ﬂ{%ti;;ﬁ (A LOEE
. A = =77
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2. B OFERAF 530 LT W EBENE A ifLE o [ (1) EWREOE OB O & 2 B3
# R ORI 1 A ESF RO R B4 2 B B 14 _ "
FROBE DFRIRIT 5= L A5, | ((RERE || @7 VFTREODORE
AR . TEXZEWER) 0mEER)
~ 2. EELGERWIR
(R - 1£4K] ) Yavy. PFI4S5%o—BRE52 L RbD
T B ——— DT, O LD BREEIAARO RS & P 57
RSy - R | BG4I T AF A (|3 6mg
Ay (BTS2 ) EOME R E AT O T &, FEo WBUES O MG
036mL i) | iy DY E R 18 mg AT Soic, HAICK L Cix iR a1T
JKH 7 m ~ L
P p—— P 5 bIT, BB UHARIC & RSB
HY = 20 00144 mg THZEMEE LU,
SRR HREENDR Q) AAEGIZ L) BE. BHEESE- 5005
pH 37~43 - - 57 iEI/\
2B 91 (ER Ak ) PT. ZOL5755 SHRILESRA & £55
L7 EOHYIREEZITO Z L,
[ZhEE - ZHE) (3) RMEE BEME (L B CIIARAIR G- K 0 FER O
P8 AAVEEIEEC X % FBNERT e BRI O F6 S MEfEESEL 2 DD LOT, TR MIkRE
OB HIMRAEZITV, FEEROBINNERD b =55
<ZhRE « DRICBIH S L EOTER > TIIAKIOE G 1k % 70 E O Y e LiE 24T 5
I BRI AN &N BB B FEWEAF Pk c&
BAMERBLO Y 27 ZI2o0T,  THERKE OEO
PR & L. AKI O B OV 4tk % -4y AR L ElteA

7= BT, WSREFEOEREITY 28 ( THRERE ©
HZH) |
AHN AT DB, BENANOREFOTA KT A1

HEESBIITHI L,

[(Ri% - RE]
S AT D AACFIREAR 544 T 0% AL,

TI74NTTAF A (BlEFHBRZ) £ LT, 3.6mg%ib

FEE LA 7 V520
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DL EF LT 570 E QMY BB AT Z &,
EIEMEmMZER (0.5% Mg, MilEE%EORE M
FiRENRBEIIHEEST 52 L NH L0 T BlEE
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DL 7R IE ZATH 2 &
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7)

8)

CONFIDENTIAL

(2) ZntnEIER

5%LL 1~5% i 1%
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KRN125 1.8 I ()
7. BRALOEE KW T A—F
(1) FAAZEERTHIEE. Fyr vy 7240, 3 B 30 pg/kg 60 pg/kg 100 pg/kg
LR EHEZ TR R ET S L, BBRER 6 6 6
4 . . - tmex (h) 36.0(8.0,481)| 47.6(8.0,263.1) |46.8(24.0,141.3)
@) HERGOBEKBHRICRERT D L, Cpux (ng/mL) 18.5£14.0 74.2+63.5 157.0£127.3
AUCo- 1285+520 5497+4704" 13364+9187
8. ZFohoIE (ng*W/mL)
(1) AAOENBERRBICENT B Y g T | [he® 5742387 | 4482211 3842105

DEMEFREGHERSBRE SN TV (03%.,
2/632 %) .

FERIER 2 o = —TERRMIR 703 B o0 & N EERLE
R OVE PIREMR BRI % L in vitro 3 5\ invive T
W REER 2R Lz & OBERH S,

()

(3) AHOEE LHART T 4 NT T AF AHEROH
TANYT T AF AHEOREE L OBEEMEIIARHAT
H5,

(EYEhiE]

1. miFPRE

(1) EEgs" 2

1) hEEE

B AACFEFREREAT & OMfifE B (ZAA 30, 60 RV
100 pg/kg ™ Z BB FHAE Uiz & & oM il i
BROEYBHE T A —FZLUTIITRT, Cpx BT
AUCoo i3 G R BICHEM L, KA OEYEREIX
LR L,

M RMEHD (I IRERE)

PIEATERZE  (tam TP RAE (RN, FKAE) )

*:n=5

2) Bt UN\ERE
DB AACFFREREATR OB Y o SEBEIZAH 1.8,
3.6 B 6.0 mg ™® ZBEIR FTHRE Lz & & 0mis
BEHB R OFEDTIE T A —% Z L TICR T Cuas
B AUC) 13 5B EELL EiZ L. AFI 0 E i

1000 —0- 30 uglkg (@=6)
—&— 60 pghkg @=6)

—- 100 ug’kg (0=6)

100

i 3 B M (ng/mL)

240 288 336

(.) 48 96 144 192
5 EEBHM (B
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RBITFEREE LR L,

WP REHD (FHEHREREZE)

1000

100

LW 3R 4 (ng/mL)
s

—0-18mg (a=10)

—&—3.6mg([@=9)

~0~6.0mg (@=9)

01

0 48 9% 144 192 240 288
BEREESM (0
KYWB AT A —F
®HE 1.8 mg 3.6mg 6.0 mg
HERE K 10 9 9
® 1109 109.8 643
f (602, 134.8) (61.5,113.8) (13.0.110.6)
Cpax (ng/mL) 47.7+40.5 96.8+64 8 249.2+163.6
AUCq
6177+5818 13393+9349 32501+24807

(ng-h/ml)
tin (h) 16.9+4 4 29.3£135 27.5£74

FIEATIERZE  (toax (TP RAE (R IME, KA )

(2) R#EtEE?

BiEY o EBREIC, AA 18, 3.6 RK1U6.0mg™ #1k
FRE LV A 7NV D LICHBEIR THRS Lz L & oMl
kT 7B, (LERE 24 A Z MIZBVTDT
NOBRERTHERTRME (02ngml) RFTH-72,
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L8 IRFH3CGE (%)

) ABNOARHARITZ 1 3.6mg THD ( THE - HE) ©
EHER)

R

2. Hx?Y
RANDOIERIZIT, AFHER K OV ERATEMARIZ 5B L
TV 5 G-CSEZEMREN L TAFIDHIENA~TY = F
. MRARNDIFAZ 2T DN FE L TND LHER S
ns,

3. BHEETREBCHSTIEMEE HEAT—42Y)
BEERRRA SO B REREAR B (R, vhRess, EE,
KRIIBARA) 1oxh LTAK 6mg ™ & HE g Fie5 L
7ol & ARANOEYBHE T A —F L FHEREOREIC
BEEIIFRD bR o Tz,

) ABNOARHAREITZ 1 3.6mg THD ( THE - HE) ©
HBR)

[F& PR BHE]
1. EWE I AR (B2 E) °

Y LOoSIERFED 109 4 &R GUST 4 VT T AT A
Tt REE L U7 CHEEMIEGAER A S L 7, E ORER.
{EFIREED VYA 2V B72 0 ARHK 3.6 mg D 1 [A7 T H
537 47 Z ZAF L 50 pgm?® i H T 5 OBk
B IHIh RS B P ER-E 500/mm’ Ko A
B CEREHAEERZ) SRR GH 45512 A, 74
NI T AFLEEA4TE13 HTH T,

D) ALFRERGET 2 BEELNORE T, TroAuEL

7o MAE R OUF - BHRe A H T 0 BE

« GFHRERELSS 1,000/uL LAk

< I /ERER DS 7.5%10%uL LA

B VL E iR SR EM LR 15 50T

s LT F =R 1.5 mg/dL LU T

2) = MY R 100 mg/m* % Day 1 205 312, TFH A&

v 40mg & Day 1 725 312, 7 rFEA7 7 I KK

1,200 mg/m* % Day 112, ¥4 7 £ 2,000 mg/m® % Day 2 7>

b 3IZENTNEIRNE G L, VY ¥~ T (R TH#RZ)

(Fe G-l ER ORI BUEET) Z0FHWREE STz,

2. EAE I BHR (3E °
FUREBHETYD 346 L EFMBICT TR ERMIRIE Lz
T HEMREGEBR A i LT, T O R, (LRERIETEY
1 YA 7B AF 3.6 mgD 1[EE FHRGITTT®
A & ik U TR B BV L H BRIV E O FEE & 1
filL (p fE<0.001, o &) | FEEPELF hERUE D
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1.

2.

FIEBISIIAFI G/ 1.2% 1734+ 24) . 7%
WHE68.8% (1734H111944) Th o7z,

D ABSRIER AR 2 BN OBRAE T, TroofEuEa i
oG MmAE L O - Bigte2 43 288

« G HERES 1,500/l LA E

c ANEZEE URREED 10 g/dL ML

o I/ RE DS 1.0x10°%/ul LA E

+ AST (GOT) K NALT (GPT) Mk JLUefE RO 3 f5LAT
CRRE UL E AR S EE ERO 1.5 fFLLT

c LT F=UMN 1.5 mg/dL L F

H2)21 BE 1A 27 E LT, KX FRAKY 75 mg/m’,
Y7 aR A7 7 2 RAKFIH) 600 mg/m® % Day 1 (ZELEh ik
IR 2 & & &,

[FEhEE]

EE{ER

(1) LFHERATBRAAL O /AR HEfER
invitro 2 1 =—JERGEABRICB VT, & FH3ED CD34
BRI K OV~ 7 A R OB B & AR FIEAE R C
BT 2 2 LR 0 AP ERETEHL 0 o3 (M g it
iz,

(2) LFFERIB R B PER Y
VI aARAT 7 I REHIZ LD KA MO 4 ER
DFHEINTo~ T ALK E G T 5 LIk,
B ERTRD D3I S Tz,

il 2

AFNTE B OufF PERATEE ML ZAF £ D G-CSF &K
ZHEE Ly AP PERATBRAIG S & AF PR~ Db &R L,
R M A DL P ERE 2S5 LHER S LD,

(BRI BT 5 B bRy & 7]
—fx& T T AN T FATF A BB THELZ)
Pegfilgrastim  (Genetical Recombination)
5y : K9 40,000
AE: A FvRIZF L7 ) a—n (i
% 20,000) 1 537 47T AT L (His
TAAHEZ) D Metl DT X/ FEITHES L&A

HURTETHD,
[k LEDEE

TV —my ROEELRBEILRNW &, F
ey 7 2 by FiE, EBRTHRETHI RN &,
TEAETMAHERE Ce—aEnLv ) Uk
By SN &,
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3. VU UTVRIBEID T 4V s F X ¥ v TN
TWD, XEv U VoOBEEORENRROLND
LEIFFEALRND L,

(2]
V=T AL ETFE36mg 1YY
[FEXF R U XERGE R K]
CEEIH
1) HENEE R 2R & U725 T ARER RSB R
2) HEPNEERE VY L oERE ARG & LT R R
3) Yang, B.B. |7 : Clin Pharmacokinet 50(5),295(2011)
4) Yang, B.B. %> : J Clin Pharmacol 48,1025(2008)
5) KEPIEERL : EVE Y LSRR Ak & LT 55 AR B R AR
6) FENEE : ILEBARE ARG L Lo AR REER
7) FRPNEERL o SEEERER (RER - v/ m Ty —VRan=—

T RRR)
8) FhPEEL : FEEERER (B AANCEIN T 2 4FhEkisb st
i)

(XEERSE - HARRBELEHE R
FEICERICFEMOANEEHZDE E LTS PR TFERLEE

W,

X ) kRSt < TV RN
T 100-8185  HURTHS T H XK TFHT 1-6-1
7Y —ZA %/ 0120-850-150

R 03(3282)0069 FAX 03(3282)0102

AR 9:00~17:30 (£ - A - BLH B LUK A ZFR<)
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1.8.2 ERTEIRHL
KRN125 1%, 4% [P—F 2 & FiE36mg) &L, T 74 NTFZAF 5 (BIGT
L Z) BRI ETHR TENARAITH D, XTI T 4NV T T AT A (BE L)
PRI ERCR AT R 0D G-CSFZFRICHER T 5 Z LT L 0 Mo sk, iﬁ'@h%{;@@?‘é
A, ENERRREBRER L D KRNI25 OB ZIER NLZE2ENRBO bNT-7od, DA LFEE
BT & 2 BT TR BRIV E D FIEINH] ] 220088 - 2R & U THROEAR5E KGR EF' Ba{THo k&
L7,

1.8.2.1 T[HEEXERE] RUZDFHRERN

(2h8E - $HR]
3 AABZERRIENS K 2 FERIE A P BRI E 0D FESE 11l

57 - SRICEAEST SERLDOEE>

. zfiﬁ' I3 B BRIV E  (Febrile Neutropenia : FN) OFHL U 2 7 3@ EBF T3 LT H
T %,

2. RENZERT DB, ENADOEHTONA RIA L E52BEITH L,

(R EfRAL]

B IARERARREBRE LT, 74 V7 T AF AN TR GO#EICE AT 2 VN EE SR L,
CHASERYFIEZ MEAT T EDBEZXNGRE LT, 74V T T AF LEiRE L “EHE MG
R Cd 5 KRN125-007 3R (LLF, 007 3R) £ %0 L7z, 007 3R T, DSN (Duration of
severe neutropenia : ANC 25 500/uL A&Jii D HH0) 13X, KRNI25HET 45512 H, 7 4 V7T AF L
BET 4713 B, 95%ClIZZNEI 42~49 H, 44~5.1 H, DSN ®Z (KRNI125 ff—7 4 V7
AFLEE) 1302 HTHoTe, 2O b, EMEY L RfED CHASER)FRIEIZ L 2 I HERH
DIEIZKF9 D KRN125 Bial 2 TR 507 4 V7 ZAF L H B FRGISHT 5 FELPEDREE S
iz,

T, TCHREZTEIT T EDOIIBBRE ERIGE LT, 772 RE M E Uiz —H M EGBR
T % KRN125-008 3Bk (LLT, 008 #ER) A ki L7z, 008 #ERTIL, FN (Kl 37.5°C LA 1
72> ANC 500/uL AJii) OFEBLEA 2 L HFAMHEE & L2, 008 3R o —\EE Mz T,
FN ({&if 37.5°C LL 2> ANC 500/ul Aii) A FEBL L7 #eBRF 1L, KRN125 BT 173 4H 24
(12%) . 77 EREET 1734 11944 (68.8%) TH Y . FN BELEIG D2 (777 £ REE-KRN125
H) 1367.6% Tholz, ZDOZ b, FINORREIGEIREE Lick 2D, 77 BREEICHT
% KRNI125 BEOEBME DS RRGEE STz,

WA ORHNC 1T D HA KT A > TG-CSF D PR GAHERE S LT 5 FNFHL U 2
7 D 10~20%D N AV FHRED AT S, O FEN BB 27 2@ 5 R+ (BEFY A7 K1)
AT 5 BEITHT H KRN125S DA MMEZ T 272, (R)CHOP JEIEZ [T T iED 65 kLA
FOIFTF D REREEMNGE LT, TANT TAF LERBE LA — 7 iR
Toh 5 KRN125-009 kR (LT, 009 3R) 450 L7z, 009 #BRIZH VT, DSN X, KRNI125
REC 16510 H, 7 4V 7T AF ARET 13213 H, 95%CLIZZNFH 1.2~2.0 H, 0.8~1.8 A
DSN @7 (KRNI25 =7 4 V7 T AF LEE) 103 HThote, ZDOZENDL, mlmDIERY
XU R ERFICE T D (R)CHOP H#EIZ K 2 4F P ERJME 2%~ 5 KRN125 Hila 2 T 5-0
BREIL, 74 VT TAFLABEAKR TR EFETHD Z ERRENT,
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KRN125 1.8 I CE (%)

[ENCTHENE L 72 007, 008 FREROFERMN S | M AALFRIED T ST EME Y VS JERFE KO
L BE IC BT D KRN125 OFRMEN RS2, F72 009 REROFE RS, 65 mLl EomEM: Y
LV NEBREICET D KRN125 OFZMMEN R S 7=,

ENERARRER TR LA FFRO MR S D KRNI25S ORZeMT7a 7 7 A vk, BEICHE
FRBROEER 7T LFEETH Y, Bz ) A7 3 ESIh Tz, TR & BT 5
& ENEERRER CHYE L O R ORBUEE N @ -T2 b OO, ZOMIZE KL et Eo
BT o7,

PLE. 55 AR PR ERBR DG B B . AT X & 08 AL RIEIC K B A BRI E IS )
% KRNI125 O A M VLB R ST,

KRN125 O3EFIEAIL, Bl OBRIER R BT /ER LTk - A (RS,
BRPEAETUEER Z2rT 2 & ThHh D, KRNI2S Z0RAALFERIERICEG T2 81280, iFHER
WEZ I U, A R ERE O [ AMIEE S 4L, AR ERE DD W AN ERE T 223, 2 DRhRIC
DN ANEIC L &R ERBUE ORRE N L TN D, FIZ, 2SAALFRER O R BRI E
DREFEIL, BAALFIEIEL A o OFREIH OREICHE L TW\Wd, 2o X 91T, FKHPHME
FREFF/ 5. KRN125 O RIIDASEICHEIN D L OTIHRNWEEZ D,

SEESEME A M (AML) B3 123\ T, G-CSF 2 AR A i iRl 2 % 8L L Tk v . G-CSF
RIRBE G L0 KM U B BT OFERAHIM L2 2 ERHE STV, Lo LA BIE
ND 27 Z 0D AML BB 5T 5 R 558 & UK E T AML B £ 56812 920 S 7172 KRN125
DEFHERER K QR4 90 6 . AML BHICHT 5 G-CSF /AIDOAEITHER Sh Tk
0. BEMEOBANO G, W) AV EHEITH & THRE - IR E L TRETH I &IEA
RBEBEZ D,

LEEY, BRAMEIZE ST FN BELY 27 B@EmWEFEITHT 5 KRN125 DA ZhHE &K V24
RSN TND EB 2, 2hiE - DIR%E T AALSRIEIT X 2 3B AT TP BRI E OO R E B )
&L, 2hEE - 2 RICBEE T D EoEEIC TARFNI R EWELF P e E (Febrile Neutropenia :
FN) ORBY 27 BNE0BEICH L CHERT 2 B2 E L, £/, FN BEY 27 03 E 0
BEOERIZONWTIL, SBROPAMEFIFRIEL DA VOB ET V AOEREIC L AEN
HEULDEEZ, WIZHRHTONA RTA UBRBRAGEL 72D L9, [FUL 2 - D RICEET 5
fEHA EOEREIC T[RRI ZERT 282, BERNANOKRFTOTA RIA VEEBEICTDH &
EE LT,

FREOBREIS TAGRHGER, FEOMRLZEE X, e - RCEET 2 LOER 142
DOWTIE TERRBRICH A AN B N2 BT 2 FE B AF P ERBDIEFEBLD U X 7 ZE 2O
T, TERRRAE ] OHEOWNEZRM L, KR OGIMR Ot 2 o8 Lz BT #IGE
FHOBREATH Z &) IBIEL, HEEMEZITS Z& & LT,
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1822 [HERUVAE] RUZORERN

[k - HE]
WH . RANTIED AACFEEER B G THROB AR, X774 V77 AF A (BIEFH#LZ)
ELT, 3.6mg 2 bFEIEL YA 7 vHT=0 1RE T35,

(R EfRAL]

FUHHAAERERRE LT, 74 NVT FATLANTHEGOwEICEH T HHEMEY 45k
L. CHASER)EIERL DI HERJAMEIZX 9% KRN125 OHELEH &AL ET 5 KRN125-005
ABE (LLUF, 005 3R) 2580 L7z, 00535 Tix, DSN (X, 1.8mghf, 3.6mght, 6.0mgfHET
ZALEI 5.051.4 B, 42411 H, 40£12 HCTHY |, HERIST B 7 7 A VB LT, [HERT
WA O 13.6 mg TR LEIFT] OXFH/RZ — A THEIEEZENRD LI, TDHH

[3.6 mg T LEIFT] TpfENKkb/INE o,

Fo, BENAOREE U THEEZ TR L, TAC HEIESZ O ERBUMEIZ KT 2% KRN125 O
HELEH B4 3% E 95 KRNI125-006 55 (LU, 006 #B#R) %306 L7=, 006 #5k TlL, DSN X,
1.8 mg #f. 3.6 mgBE. 6.0 mgRETTNZH 22409 H, 15409 H, 14407 HTH Y . HELIG
77y A LT, TEBRIZED ) KO 13.6 mg TR LEafn] Oxfb/ 347 — 2 TH
A BEENRD SN, FD 95 [3.6mg THA LA TplE2kb/NS ot

005 7Bk K OF 006 FREBRAE 0> B L S AUEIZ 2o B I HIRIE DS i T S - B IR 1T D4
BRISMEIZ K95 KRN125 OHESEH % 3.6 mg ERE L, ZDOHEIPEIC OV T, 1.8.2.15H|IZ
R LT & B0 T FHER RSN CRGE L 7=,

F7o. BE RGBT ER L ENEERBRICBW T, ARG T TR AABRERR 5K T
#%oOBH (L) ALFRE 1A 7 0H70 1)) TEEINTEY, AECO N TER—&
L7,

PAEL Y, KRN125 O ik - HEE DEE . BAIZIED ALFIRIEARI G/ T# 0% 3 LI,
RTTANT TAF L (Bl z) & LT, 3.6 mg ZbFRIE 1A 7 0H0 1REIET
BHET5H LRELE,

FREOBREIC TRRHGER ., FAOMRAEE L, HE - MEICEET 260 LoEEs L

T, DAEFEREA OFG-B4E 14 BRI HGRGET % 24 FERILANIZ KRN125 285 L7256
DEZEVEIIMEL L TWRWEZIBRE L, EEMWMELZITHYIZ L & LT,
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KRN125 1.8 I E: (%)
1823 T£#E] . ERLOIE] RUFOHRTEN

S B TEAR L
(22 (ROBHIZIXE\ES LA L) )

1 AR O RSy ST OFRLER = v = —JF Al 3 A
TR SO O A

ARFN DA 6 UIARBEUE D & 5 A I
ﬁé%%®ﬁﬁﬂgﬁﬁ%%ﬁﬁuéf
7N EE ZFRE LTz, F 72> G-CSF fLA
\IBBUED & 5 BE 1L, KB L THilE
BUEZ ST 2 REMENE W EEZEZRTEL
7=,

ek, EANTHRIERTE L TWAHEBEFED
G-CSFHEANZBWTH A CEE TR~
EEMGL 21T > T\ 5,

2. BBEPOIFEERN A+ ﬁ&bfw&w BEE [ 1
3 D FBE L OKAG LR P B BE SR ER DFR D B 1
%%@Eﬁﬁ@%ﬁi%ﬁﬁ%%#é Ed
%]

G-CSF ZFRIF A pfiiic B L TB
V. A s s A s B I2 BT G-CSF
FFNEE 52 L0 KRR SO B o2
ERNEEMLI-Z EndESnTns L
M, AMEE BN B s EE A~
LC, BEMEZITOVNENDH D L&
E LT,

ek, EANTHRIERTE L TWAHEBEFED
G-CSF #ANZBWTH ., AMEEiarE A s
BETOMAICK L TR CE L TR
DFEFEMAEL 21T > T\ D,

e S

B EARHL

(ERLDEE]

1L RERE
(ROBEICIKEEICHRET LS L)

(1) SEYLBBEOEOBIERED 5 5 B

I ORI REEFEE LT, BEFD

G-CSF fH| D Fe#EE & [F—I1Z5% & L 7=,

() TVAF—FRANDHLHEE

EAERA O EEEE S LT, B
1% G-CSF ®F| Dtk & A —IZ5%E LTz,

2. EEREREE

() Yav7, TF747F—FPEIDHIEN
HLOT, ZDOXIBRGAEIZ i$ﬁ®&5%¢
LT 272 EO@URELEITH 2 L, £,
@E%@ﬁm%%wﬁékbm\ﬁmmﬁbf
0722179 & L biT, H O LOARA
WZRDREROSREBRZIT O 2 EMMEE Ly,

WS CARAF O BLER FEZ IZHBLFR O b
NTEY, KER ORI Z G T4 E O Ut
LEIZBWTHEEME I TV, it
EN TSRS LT\ 5 G-CSF Uiz
WTHARFROBIANED HNTEY, VQ
P CEOBEBE R FEAEREOHEICTEH L
EEME I TnD, DLEXD, KA
Wb [AIER O VE B MR 28 LB & 38 % B E
L7,

AFNFEEZ LV ER, WERENSEI D Z &N
HDHDT, ZDOL D REGEITIIIERMIEIESET A
ERGT 5 EOmY I EEITH L,

2

AHNOENERAER (008 3 k) (2T,
7T ARA R & IR L CTARFERDO KB
BENEL GE 1LV A 70 B AA 11
HI/173 ], 6.4%. 77 R : 4 Hil/173 #,
2.3%,/ 5 E0IR ASA 33 41/173 1], 19.1%.
77 'R 26 6173 B, 15.0%) . ENEE
KRB B W CRBUBHEE D & WRIEH C
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KRN125

L8 IR 3CE (%)

FLHEE

A EARML

b5 (ENERHBROFSRITICB T, B
Ji8 29 1/632 Bl 4.6%, A5 121 $11/632
B, 19.1%) 72, EEMESMLIE L E 2
BRIE LT,

k. ARELIIMES CRIEIRTE % O ARA K
O EN CTRLERE STV 5 G-CSF SUFA
ICBWTHRO LN TERY . £ERAMACE
W CHEEMAE STV b,

() AMkEHEME A MR RS TIEARIB G2 L 0 IFEk
OHEMEMRESEDLZ ENRH DD T, EHMAIC
MIRARTE M OVE BER A 217\ SEERO N A
O OHNTEEAIIIAR O ZRIEdT 572 80
WY 7R ALE 21T D 2 &

(2] QORERME L CRediLi-E B
0, SMEE R A R RS 12 B\ T G-CSF
BUAN P 51 X0 KRR M SO E B o 3
RPN L 7=z &b Tnsd Z &
M5, BB BEE A s RE A~ O 5t
LT, EHM2HmAEZITV, EEMRLZIT
IMIEND D EEZRE LT,

3. BIYEA

BlEADOBE

=] PN B R SR oD Z2 MR k52451 632 il 1, RIMEH
(BRI A R & Te) OFIFNL 474 41 (75.0%)
Tdh oz, EREIER (5.0%LL ) 1%, LDH & 162
Bl (25.6%) . AFEIE 121 B (19.1%) . FEEL 91
(14.4%) . BAEE 90 B (14.2%) . BRI 65 4
(10.3%) . ALT (GPT) E&5- 61 1 (9.7%) . Al-P
5 614 (9.7%) . HEJE 5361 (8.4%) . AT 51
5l (8.1%) . AST (GOT) EH-45#41 (7.1%) . HilL
BRYEN 45 61 (7.1%) . 4FREREEDN 41 61 (6.5%) .
95 371 (5.9%) . U LoREREA 3541 (5.5%) S
Thoto, [HFERF]

E N O G R RBR I IV THRBL L7 BIER
WZHADEFEHE LT,

(1) EXLEMER

Dyavyr, 7F740 7% — (BEARY)
av I TF 74X =R REITIERDD
DT, BIEEZ+DIATV, BEPBRDOoNTHE
\ZIE, ARANOFE-Z IR 5 728 8Ol e LE %
1152 &,

WS CARAF O BLER TEZIZRHBLFR D
NTEY .| KERORKINZ S T E O Ut
LECBWTHEEME I N TS, -,
EN CHYERTE L TW5 G-CSF 8Kz
WTHARFEROEIANBED HNTEY . K
FEOBEKRREEAOEICTEH LEER
Mafl S CnWb, LEXD ., RANZOWT
b [FREDTEE R A MEL & & 2 3RE LT,

2) MEMEMEE (0.5%)
i g% | it 5 5 D PR P A £ 03 8 B S U 4 T
TLIENRHDLDOT, BEELTHITITO., FEEL
Mgk T IR 488 R OV X AR S 3 S 0358 0 B
NIZGEITE, B RE R Ve RO %525
B L, ARG 219570 & o) e v %
1T952 &,

AFNOE NIRRT [Hilgd ] OB
WO HNTWD, WA ELEIRTERIZIBVT
HFEBROMENDH D . AK| ORI RIS SCE
ICBWTHEEBMREE I TWD, £/, EN
THRIERRGE LT\ 5 G-CSF AN BT
AR O BN TR Y | I’ASE
DOEKRREMEAOE CEEWEZ ST
Do
PLEX Y, AFNCHOWT S ERACE B
EMAL BT L RE LT,
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KRN125

L8 IR 3CE (%)

FLHEE

A EARML

w%ﬁ@%%ﬁﬁ%ﬁ(ﬁ&ﬁ%)

BERER SRR SEERE N BT 5 Z E R HDH DT,
% 2 h ATV, RURICHE T D MR IR, (X
M%@f‘ﬁ%@@ihﬁ%&ﬁ%%@%%xﬁ
R ENTRO LT GEITIR, PRSP O S
%%ﬁb\ﬁﬁ®&ﬁ%¢tﬁéﬁk®%@ﬁm
EETH) 2 &,

AFNOWENBERTEZICEB WD THRE D H
0 KE R OB 2 5 o5 = O Ut SCEIC
BOWTHEEREINLTWS, £/2. EANT
fEARSE LT\ D G-CSF ®ANZ B W T
RKEZORIEANBEDLNTEY . IR CE
OERZEWER OB ZEH L, HEEME L
TW5,

PLEX Y BENZOWTHIRASCE FicE
BNV L EZRE LT,

4) FFEROEEI (FEEAH)
%@%%ﬁamﬁmﬁwf\%%®%M%%ﬁé
HDHZENHDHDT, ﬁﬁ%+ (AT, FFERD
AR LN T-5E11E,. KBl G2 1kd
6ﬁk®ﬁ@ﬁk%%ﬁo_

=] 2 KO [EHEOEE] 28 EE

TREEARPIEE OFRERME L CREH L
LB, AMEREMEAILFEEREICBNT
G-CSF SUHI 512 K 0 KRy 1 v SO3E gl
DOFEERPEIM L =2 EREINTWVD
ZEND, EEMEEITONLERLD EE
ARE LT,

5) BiiE (0.3%) - AR (BEEEERHA)
IR TEE hﬁwﬂ%ﬁﬁé:&ﬁ%é®f\mﬁi
FIMAEOHERICHE T 5 & & bIT, IEERE
T A S J:V)Eﬁﬂxéfﬁ*/\ (AT RN oD I 7
j(z])wu&)roj/bf_ I AFloER G E2HIET 5
ﬁ&@ﬁ@ﬁ@%%ﬁﬁ_&o

AAFNOWFENFLEIR TR I N T, BALSF
FRIERIT TR R OY THRE ) s »
H 0 KE R ORI 2 G e [EH O S
IZBWTHEEBRE STV D,
AFNOENEEARREBR IV T, [IRaRZL
IEBEBLL TV 23, A04 3R &2 TF 005 34
BRIz T 1 B TR ) 23588l L T\ 5,
FERE R RBRIC I\ T, U K M OV ik e
Eimjjuﬁ)mu o Eﬂf% D 2"(%' @iﬁ%ﬁ’j
YERMNORIENTHISNEFLRTHD, £
7~ ERN TRERRSE LTV 5 G-CSF LA
BWTH EE] OBBAPEH LN TED
MifE | ZZoMmoRIERICRER L, EE

Mt LTV 5D,
PLEX Y AFNZHOWTHIRACE EICE
BEMAE AV L 2R E LT,

6) B E e HE ERE (BEEEARER) AN EIRFE R IZB N THRERH O | BRIN
AL ERHEIEFEREN R T 52 RNH 50T, | Z A A EORMSCEIZBE W T HERME
B %+A_ﬁw\ﬁmE\ﬁ?w7iymﬁ\ ShTna,

VR, ﬂm7kﬂ§i Mk, REAK. MLk A58 it [N CTROERTE LT % G-CSF Rl

- i,ﬁﬁ@&%%¢¢?éﬁ&@%@ IZBWTRENED LN TEY, IR E

fimgzgﬁg_g:o DERZEVEMAOHICFHE L, EEWRE S
TV B,

PLEXY | BANZ DWW T IR SCE RI2HE
EMAR ST LB R BRGE LT,

7) Sweet JEMERE (B ARH)
SWaﬁ@ﬁﬁ%ﬁﬁé &ﬁ%é@f Bl
34T, RO BN EITIE, AAID
&5%¢¢¢5@&@%@@m%%ﬁ9_&

WA RERTEZICBWTEHERNH D |
Amgen £ CCDS “4.4 Special warnings and
precautions for use” DIEIZFLHAH D, K
[ B O 2 & T 45 E OB SCEITIH
THEEBmES L TVD,
itA.WT%E%mLTWéGCWiﬁ

BOWTHEDFOOLNTEY , IMI3CF
®%®@@m¢%@@_£ﬁb PESRERL L
SnTWn5
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KRN125

L8 IR 3CE (%)

FLHEE

A EARML

ULEXD | AANZSWTH IR 3CE EICHE
EMUE M L E R RE LT,

8) KI5 (BEEEASH)
BZFEJ]'H'“ %75“%@%‘5 &75%%)0)1 Blsa+
STV, R HNTHEITIE, AF O
5%¢¢¢6&&®%ﬂ&m%%ﬁo_

WAERTBZICBWTHRERNH D
Amgen £ CCDS “4.4 Special warnings and
precautions for use” OIHIZFEHEH N H D, K
5] M RN 22 & T 45 [E O A SCEIT B W
THEEMWE STV D,

PLEXY | RANZOWTH I SCE BICHE
EMUE A ME LB X BRE LT,
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KRN125 1.8 IfIE: (8)
IR AR
(2) ZOHDEIER
5%L |- 1~5% A1 1% [ 7N O B bR BRI d \ C R B L 7= Bl 1E
N - Y - o = N :_t N gru:—'—»
- s, A, 2B, | | MO ORRIC RS S S
i 5 FENE i I -
ﬁ% M %%K%\ ngﬁﬂﬁ AEL Y N /\*‘,JEL, N
il e B, PURTR BRI
Wik T AERL, M
b M A e,
o Dy WERE, 1%
ALT (GPT) |HF#épedes . i
Tl 5. AST | U L e840,
(GOT) L5-|y-GTP /N
A EREEN, |, e
gk, [ I g
U L SERA i
EIRE (H U
- Ly TV A
gfﬁ Uy, Zu—),
o FrU L) R
R, Bk
PR
i - RN, DE [BILAUR, T
R W, BB |RE
;ﬁ
- 1 e ISR |
e R, ERIR
A 3
fiiz
717
o D SR
ol O Bk, AL CRP|UN, A
L VN N N < N A
" SRTNE % r
)
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KRN125

L8 IR 3CE (%)

FLANEE

A EARPL

4 SEHE~DES

BEOREBZBLE LN OHEEICKREG T &
g T, —ARICAERERRRE CEMAKRE. ATRKRE
%%“)ﬁﬁTbTwél

009 RERICBITHERMET a7 7 A )b
(E RN AV SRR e N b SIANGEER N AL
BME N NI L EZ 5NDFRITIA LN
o Ten, EEGLLBEO R REES
HE L CRELE,

5. 3FR. Eiw. BIBF~AOERE

(1) a6 SXOTAENR LT 2 AIEEMED & 5 i NI 13 4%
HLARWZ EREFE LW [HREY RS2
T B2 EMEIIHENL LTV R

(2) THF O NIIARFN G- I3 L2t S
w52 [RAFOREGIZET 2Lt TM
SEL TR

AF 69 D 22 BN L TN 2
NN A, WER T B 2 KRN12S #4845 L
7= FE PR AR BR C M T M SO It PE D HE N 23 5
WL, FHRT » MZKRNI2S 2% 5 Lz
FERGR B TIT TN 5 EAK KL O
R AEF Iz KRN125 2817 L1, £72.
KRN125 73 REHHIZ W S 405 DA
ThH b,

PLEX Y &K ORI o2& &
L. BEf7 D G-CSF K| DOIRfA LEEBEIT
RE LT,

6. NEE~ADEE

RHAKER, FAER, LR, SR T/NRICx1
BDLEEVEIIHESL LTy ([ FRRBR 2N 720y

IRHAERER, AR, LR 9 /I
VSR DR 2 < | A

LTWARNZ EMBRE LT,

R
VD AT

1. EALEDEE

(1) KFNZFEHT 28T, Ty 7y v 7 &4,
SEERANER kil QR DA DE 5= A

AENORIEZBRE L, R e
ML e LT, L7 4 R ol
FlOFHE S HBITHE LT,

(2) FEME DRBIIHEFRITHEIET 5 Z &,

FUEETBE YL 238 1T B 7=, 1w RIS LB 70
EWE L LT, oS L7 4V R Y
A OFLHE A S E IR E LI,

8. ZDMDIE

(1) AFIOENEERRERI BT, B N ER
B TCTOEBERIE RN S ST
% (0.3%. 2/632%1) .

AHNOENERARFER (05-A04 3R k) T{b
AR ICARA DN G S =) o 3
BEIZBNT, BRI AUE RO R BN
FEOOLNTWD, FI=AK O KEGAT
T M R B OVE B SR R &
G, TEEIICRT LTI T 4 VT T A
FLEANHEENRFELTERL S 20
IR cE RV EREEESNTEY, HE
MAEC DOMEEN B D L EZRE LT,

(2) FERIER 2 v =—FRfIlIIR 728, BRED & ]\H}?
ffegeE Mo OVE PR BRAR L2 %F L in vitro 8 DU
in vivo CHIFF(EHEMEMm 2R LTz & @iﬁﬂ:i"
%,

P55 M ONESE MR 1Z G-CSF 52 K % 78
DDHGEMNRH Y | AREI D ISR B %
H 2 AlREMEIIBETE RV, 2. KA
@%M%Hi%ffﬁﬁﬁ:n:~ﬂﬁﬁ
F1Z. invitro IZB W CE BRI O HE5HE
R L, —EHOIFEHRMIEICR LTYH in
vitro \IZEB W TRERIZER T 2 /TeEMED &
5] LEEHINTEY, FEEMEOMENR
HDHLEEZRE LT,

7ok, EWN THRLERSE LTV % G-CSF LA
WZBW T, IR SCEZOMOIEE L L CH
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KRN125

L8 IR 3CE (%)

—DEFEEME 21T > TV,

B) AFIDOE G- LT T 4 VT T AF LUK KL
L7 4 VT T AF AHUROFREBL & OB X

HRT T4 NT T AFLHAAREL T 4V
T T AF APUEO R ERE R ICHREF D

REHTH 5, KRNI125 DN RIETHEENAHTH L Z &
5, EEMEONENS D LEZRE L,
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KRN125 1.8 I 30E (R)
1.8.2.4 S|EXHE
1.  Smith TJ, Khatcheressian J, Lyman GH, Ozer H,Armitage JO, Balducci L, et al. 2006 Update of

recommendations for the use of white blood cell growth factors: An Evidence-Based Clinical
Practice Guideline. J Clin Oncol. 2006;24(19):3187-205.

NCCN clinical practice guidelines in oncology - myeloid growth factors. 2013;Version 1.

Aapro MS, Bohlius J, Cameron DA, Dal Lago L, Donnelly JP, Kearney N, et al.; European
Organisation for Research and Treatment of Cancer. 2010 update of EORTC guidelines for the use
of granulocyte-colony stimulating factor to reduce the incidence of chemotherapy-induced febrile
neutropenia in adult patients with lymphoproliferative disorders and solid tumours. Eur J Cancer.
2011;47(1):8-32.

H AERRNES 7. FEWEL P ERIDIE (FN) 23T A R A v B LA 2012,
p-47-9.

Sierra J, Szer J, Kassis J, Herrmann R, Lazzarino M, Thomas X, et al. A single dose of
pegfilgrastim compared with daily filgrastim for supporting neutrophil recovery in patients treated
for low-to-intermediate risk acute myeloid leukemia: results from a randomized, double-blind,
phase 2 trial. BMC Cancer. 2008;8(195):1-10.

Braess J, Spiekermann K, Staib P, Griineisen A, Wormann B, Ludwig WD, et al. Dose-dense
induction with sequential high-dose cytarabine and a short duration of critical neutropenia in de
novo acute myeloid leukemia: a pilot study of the AMLCG. Blood. 2009;113:3903-10.

Derbel O, Cannas G, Le QH, Elhamri M, Chelghoum Y, Virelizier EN, et al. A single dose
pegfilgrastim for supporting neutrophil recovery in patients treated for high-risk acute myeloid
leukemia by the EMA 2000 schedule. Hematology. 2010;15(3):125-31.

Bradley AM, Deal AM, Buie LW, van Deventer H. Neutropenia-Associated Outcomes in Adults
with Acute Myeloid Leukemia Receiving Cytarabine Consolidation Chemotherapy with or
without Granulocyte Colony-Stimulating Factor. Pharmacotherapy. 2012;32(12):1070-7.
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FEEFITERIERR VRN XEIZET 515

1.9 —RAFICHERDLIXE

BAFEET ) VR4
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BX
H T ettt ettt ettt ettt ettt a ettt et et et et et et eneetens 2
1.9 BRI A TR 2 SURE et 3
1.9.1 FEIN D —FEIIZ TR (JAN) oo 3
1.9.2 FEIBS A (ININD oottt neesenennaes 3
1.9.3 CA S R R 5 oottt 3
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KRN125 1.9 — %A% FRICAR 5 3CE

1.9 —ROBMIZRIXE
KRN125 O— 4 #5352 LL R IZRT,

1.9.1 EHRADO—HRMAZF (JAN)
KRN125 OENO R4 PRI, SERk 254 7 A 25 AfERAHRAIR 0725 % 1 512k JAN
DI TWD,

1) JAN

(AARL] XTTANTTAF N (EIEFHEEEZ)

[#5 4] Pegfilgrastim (Genetical Recombination)

2) AEFH

[AKRAG] RTTANTTAFHL, A SFURIF L7 a—L (OFE K
20,000) 1 3FB7 A NVT T AF L (BIBFHBEZ) O Metl DT X/ BITHEE L
TR 2 R (3B K9 40,0000 THD.

[ 3 4] Pegfilgrastim is a modified protein (molecular weight: ca. 40,000) consisting of a methoxy

polyethylene glycol molecule (molecular weight: ca. 20,000) attached to an amino group of

Met1 of Filgrastim (Genetical Recombination).

1.9.2 HEFE—H#&% (INN)
KRN125 O EFE—#4FiE,  TWHO Drug Information, Vol.16, No. 1, 2002 List 47, p.102] (Z
-INN 3 BH ST 5,

1) r-INN
pegfilgrastim

1.9.3 CAS EHES
208265-92-3
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KRN125 1.10 F3K « BISRE D FEE R

HEROE & D

1.10 X - BEFOREEEEHDF LD

T T4 NVT T AT A (Bolz) ROZEoHE

54 - 4
Tofetfiz Ry B (G Fi 0 £940,000) ThD,

NPT ANTFTAFAE, AFFVRIF LY a— (4
20,000) 1 4 %#74»77x%A<Lm%ﬁ@x)@hw1®7\/%_%éb

TE N

C845H1339N2230243S9

Met Thr Pro Leu Gly Pro Ala Ser Ser Leu Pro Gln Ser Phe Leu Leu Lys Cys Leu Glu

30 40

Gin Gly Asp Gly Ala Ala Leu Gln Glu Lys Leu Ala Thr Tyr Lys LeuHis Pro

B0 70

Leu Gly His Ser Leu Gly lle Pro Trp Ala Pro Leu Ser SerF'rU Ser GIn Ala Leu

[}

Gin

Glu

Gln

Val

Glu

Leu

Arg

Leu

Ala

Lys lle

50
Wal Leu

mﬂF

30 90
T% iﬂa: = Leu Ser GIn Leu His Ser Gly Leu Phe Leu Tyr Gin Gly Leu Leu GIn Ala Leu Glu Gly

110 120

Gly Pro Thr Leu Asp Thr Leu Gin Leu Asp Val Ala Asp Phe Ala Thr Thr lle Trp Gin

130 140

Gly Met Ala Pro Ala Leu Gln Pro Thr GIn Gly Ala Met Pro Ala Phe Ala Ser Ala Phe

160 170
Gly Wal Leu WVal Ala Ser His Leu GIn Ser Phe Leu Glu Val Ser Tyr Arg Val Leu Arg

Met' : PEG fiti &7 &
- VAT 4 A (Cys''-Cys® T Cys®—Cys™)

Gln

Gln

His

Ser

et

Arg

Leu

Pro

Glu

Arg

Ala

100
Glu Leu

Glu Leu

150

Ala Gly

Gin Pro

BeE « B | S AARTFIRIEIC K 2 R BEAT BRI E O FE SE

s - i SR AACERIEANE G T OBAME, <77 (7T AF 4
BIZES O i
s RO K T T AN TG AT b (BRI

AV oI T4 NV T TAF A (Ein M z) % 3.6 mg&H)
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AR o RN 0, 100, 1000, 3000, 10000 10000% #8 2. %
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AE 52t
| 5 Bl | e TR L
= " L G | (ugkgil) (nghkgill) | EPT
_ L |2 B R, B
Z vl (& H) BT 0, 175, 350, 1750, 3500 350 B 2
T 0, 100, 300, 1000
= 3,61 A1 1000 % 8 %
72 L) % =L
RS | 0,300
77 = 7 1 77);] I >
S (1 EL/H) T 0, 75, 250, 750 750 Bz 5 | Il
FEI N R 3k 0D 22 M REAm kT S 632 . BIEH (BRIRMAEE R E 2 & 1) O3
Biplixa74 1 (75.0%) Th o7, E72EIEH (5.0%LLE) X, LDHES- 162 fi
(25.6 %) . I 121 1 (19.1 %) . Z#O1 B (14.4%) . BIHi 90 1]
g (142%) | Bk 65 i (103%) . ALT (GPT) L5614 (9.7%) . Al-P L5
al 61 % (9.7%) . 58%% 53 B (8.4%) . Ml 5161 (8.1 %) . AST (GOT) L&
455 (7.1%) . FMEREEIN 45 61 (7.1 %) . &FFPERBEIN 41 61 (6.5 %) . 335 37
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