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0.6mL[1 7> 7]
<75 VxSt M300>
0.7mL[1 7> 7]
<G522) P75
0.3mL[1 2V »¥]
g5 ¥ 150>
0.6mL[1 >V ]
<S5 ¥ M300>
0.7mL[1 2V > ¥]

(3) FREE :
R LA

(4) BHRDOME -
(T3 ViEsR]
TN EEAHIHO T T A

soi) oY

P CBRIRARY A LT v
HAr > b 7TF /TN
NRoyFy T FIL

1 BRI S 0 5 AHE
MR L

12.Z Dt
HRRE. L—FRU T4 IILE—IRT 2RBENE
G-CSF #A#%, ikt "EROT7 4V Z —OMEICL Y WET A ENREINTH
%) 1,2)O



V. JAEICEAT HIER

1.30RER (TR

O MmN REMHP~DENE

Oi& M &l By D 4F R ER B D IF IR HE
ONALZEREEIC & B FPBRIB A E

Ot FREFEVAIILR (HIV) BEEDBRICKEE KT FPERRDE
OB BERM RAEIREE (ZFF 5 3P BRI A E
OBAEFRMAMICH S FrhBkidE

O SR - R FIEIF R EKIBAME

OMBEFIEICHT H2OX VXY T (BEFHER) OHESHROER
OB EX(FHAMDOA M BRMEAMKI N T 2B MESRR & D HFRARE

2EERTHRICEEYT HFE

5. %MEeXIIHBRICEET HEE
(BNAIEEEERIC K B IF BB AE)
SRS COR BRI C3% M 95 © DI, KRG, RoCMHIEE, Vs FEME5
RETHD,

(##E5)

AFN OIS T, IG5 T AAEERIEIC K D P ERAE] LS TRy,
YREAEISH 3oV TUIERRIR B PRI R R AT IR, RO EIRAERaE, DR FEMEI5 70 &1/ HR
SNDHLDOBRHRERD ZEINORIE LT,

3HERUVHEE

(1) BERUVHAEDRER

(EMEHREDKREMA~NDEE)

1.EABERVERAEOHBMRREEO 7 LT S RAFL EFHEBRR) BHKkE(IC
L5FE
WL RN, NREBIZ, T T ATF L (BIGTHR) 400pg/m? A 1 H 11
AF 2 ENZEI L. 5 H HDE B AN M A SR EGE TR T A MR G-1 5,
ZO%E. ARMEBMEREBUL T 4 V7T 2T L GBIR T x) B 5 BRMhTR 4~6
H B IZHitT4 %,
7272 UL R M ER U T R B ER S 50,000/mm? LA EISHIN L7556 1%
WET D, WE%, AMEREA 75,000/mm? (23 LA 1352 ik1 5,
7k, IREBIIS U CEEET 5,



2. BRARHEOHMIRIEFONALEZRERIESERTED I A IVIT T RAFL GEIEF
Hfz) B5ICL5HE
WE L, AL NRE BT, BAALFEIERI G4 T BB UIR AALFRIEIZ LY 4F
HERBEP RIREZ G, 74 V77 AF A GBIs 7 Z) 400pg/m? % 1 H 1
Xk 2 BNCAEIL, R MAAIREREUE TRFE CEA K T E57 5,
7272 Uy KRR s A B UK T RTIC [ ImER S AY 50,000/mm? PL I8N L2354 1%
WET 5, BE%. AR 75,000mm? (2E LG A1 5 %2 fikd 5,
7B, RIS CEERET S,

GE M HIRFEAERF D 1T P ERE D IE IR )

3.aEE . AL N E BT, EMEEBERITER RN 5 HENLL T A VT TR
F L GBI R ) 300pg/m? % 1 H 1 ELEHEEHET S,
7272 Uy AFHRERERAY 5,000/mm?® LA ICHIIN L2358, EIRE B L n sk %
kT 5,
¥, AREG O R ILREI O Th 2 i PERD B ARFE CHER TE 204
X, BMERE D E A AR ek & L CHEE T 5,
7R, FE-ERIC X 0 EEIER T 5,

(DBAALEEIC & B IFRERHAE)

4. 2tEBMR
WE L AL MR E BT, BALTFREAIRG& TR GRRUKE) BB OFEK
5380 LRI IS ZFER R SN2 VRN S, 74 VT T AF A (Eis
THAHL %) 200pg/m? & 1 H 1 [EEFIRNES GREFHEZ &) 5, HifEmSEo
BRER RV ST 4 V7 T AF A (BIEFH#LZ) 100pg/m? 2 1 H 1B TS
T2,
7272 U, A ERE AN e IR % o3I & G % 5,000/mm? 125 L7255 13 52
k7%,
¥, ARENEE G 0 BRI REH & OV LRI O FEIE T d 2 I P EREDS B AR CHERR T
XRWGA IR, BMERB O & b ek & U CHEET S,
7R, - ERIC X 0 EEIER T 5,

5. 7BM) V&, /MR, KMMERES (BAES. WEESGL). @iEFie
f&. NELA
WE AL MR E BT, BDARFREAIRGE TR GBRUKE) o, 74007
TAF L GBI z) 50pg/m? 2 1 B 1[EIE FR59 5, HiEmEc Lo ik
THREVBRERGEIXT7 4 VT T AF L (BisF##z) 100pg/m? 2 1 H 1 [BEIR
W5 (R z &) 35,
To12 Uy AR BRI AR 2 7 3 REH] & i £ 5,000/mm? (23 L 72556 13 5 &
195,
¥, AN OB IERE & O IR OFEEE C & 5 4 P ER BN BRGNS CHfesR ©
TRWGEITIE, BB O B E o Rk & L THEE T 5,
Rk, AR -ERIC XV B EHEET S,



6. ZDDHARE
WEL R MR E BT, DAALFIRIEIC L0 P ERER 1,000/mm3 AR TRE (5
AL LT 38CLLL) &2 W TR ERE 500/mm? RIS BIER S T-Bsmn s, 7 41
77 AF 5 (BT z) 50pg/m? % 1 A 1L #5425, HidEmgic ko
BETHRGPRNERGEE7 4 V7T AF 5 BIG /R Z) 100pg/m? % 1 H 1 Bl
kNG Rl E &) 32,

F 72 DAALREIC L0 4P ER-E 1,000/mm?® Rl TR (FATE LT 38°CLLE)
& D VMTAF P EREL 500/mm? R ABIER X, 5l & kX Rl — OB A LFERIEE TS
DIEBNT e LTl IRIBILARE D 23 AL REERIA TIRF I I3 A P ERER 1,000/mm? Al 23
BIRINTR RS, 74V T T AF A (BIEFH#Z) 50ng/m? 2 1 H 1EKT
#5325, HBREICLY ETERGRRERGAEIET7 4 VT T AF A (BIETHE
#iz) 100pg/m?® % 1 H 1 [EEARNES GRIEFFEE &) 75,

Te12 Uy AR BRI AR 2 7 3 RE ] 2 i £ 5,000/mm? (23 L 72556 134 5 &
k95,

¥, ARG OB IR & O IR OFEEE C & 5 4 P ER BN BR GRS CHfEsR ©
TRWGEITIE, BB O E o ek & L THEE T 5,

7RE. AEE - ERIC XL 0 B E T .

(E FRETRLIAMILR (HIV) BEEEDAEICKEZL KT FPEREAE)

TOEE . NI RERELAY 1,000/mm?® KD & & 74 V7T AF A (BIs 1M
%) 200pg/m? 2 1 H 1 BAEEFHET 5, ANRIZIEAF P ERE S 1,000/mm?® i D &
X, TH4NTTAT A (BIEFHEEZ) 200pg/m? 2 1 H 1 BLEEERHET 5,
2L, BEHEE 2EME BLET DM, HHERED 3,000/mm?® LA EIZHIN L 72
Laid, EREBE LRV OEE, HOWIREETIET 5,
7pF. - RERIC X 0 EIR T S,

(BHEEMREIREEICH S FhBRRAE)

8 FNITITAFFHEREL Y 1,000/mm? KD & & 7 4 VT T AF L GBIG AR
Z) 100pg/m? # 1 H 1 [FLREFHET D,

7272 Ly B ERECHS 5,000/mm? LA EIZEIIN L7285 Aa0E, JER A BIEE L7 ss B E,
DOV ETIET S,
¥, AEEERIC X 0 BT S,

(BERBRMEMIZHE S FhBREAED

9.0, FAITITAF P ERE DS 1,000/mm?® KD & &, 7 4 V7T AF L (B
Z) 400pg/m? Z 1 A 1 B EHES S, AR ERES 1,000/mm? A D &
X, TANT TAT A GBIEFHEZ) 400pg/m? 7 1 H 1 FAFEEHET 5.

7272 UL i ERE DY 5,000/mm? DL EICEIIN U2 35A 03, SR 2 BIEE LAY B iR,
DO NEIRGETIET S,
B, AR ERIC L 0 EERET S,

(ERM -5 R MBI AE)

10,385, BRAICIEAF P ERES 1,000/mm? KD & &, 7 4 V7T AF A (BE TR
Z) b0pgm? Z 1 A 1[I F&ET 5, /NRICITAFPEREAS 1,000/mm? Al D &
X, TANTTAFT A GEIE B Z) 50pg/m? % 1 H 1RE F&ET 5,



7272 L. BFHREREAY 5,000/mm? DL EICEIIN L7238 1%, EIR 285 U722 HIRE,
oL NEIHEG 2R IET 5,
7RE. A ERIC LV E T S,

(HBFEICHTEIOXYXOTT GEGETFHIRER) ORMESMREDIEE)

1. VXV Fv~7 (Eaffaiz) KOT oA % (Blarliz) otk
WTC, B, T4 NT AT L (EaME#Z) & LT1H1E Sugks (IRH)
T HRET 5,

28 HiZ 1A 27 vE& L, 1, 8, 5 A 271D 1~14 HHIZEGT 5,
7272 L. AMEREDY 50,000/mm? LA EIZEIIN L7235 13K 5,
7pE. RIS CHEERET 2,

(BEXI#AMOAMBEHEAMKICNT 2NBELESHE L DHFARE)

1208%. 7407 7 AF L (BIaF##Z) 1 H 1M 300ug/m? %, 7L¥TE L,
T H T e EOPUEEMESE AL RSO BLARTH 0 ORISR T HE T
(EF 5~6 HR) & H T UTFFIRNIRE (REEE &) §2,
7eB, REEIDIE U CHEERET 5,

(2) BERUVHAEDRERERE - RML -
FRRBRE BN T, AMER LR S izizd, HIEERUTHEEZRE LT,
(T'V.5.(2) BRARFEIEAER ) TV .5.(3) HELUGHRREER) [V .5.(4) BEERIERER] TV.5.(7)
Z O] DIHEM)

4 FRERVASEICEET HEE

7. AERUVHAEICEET IR

GEMEHHEORBEILP~DES)

7.1 B FE RN MR EURE D 23 AL SRR 556 T 1% O ARFIF 512 X 0 18 fn s
RIS 286, B MERED AR 2 #2381 5,000~10,000/mm?® DL E~D[RIE HIC
R M AR B 2 BAA 95 2 E M E LUy,

(DAL EEIC & B IFREREAME)

7.2 N IACZEIRIER OB 5717 24 FEFILAIN R O 544 T 1% 24 BRI AN O ARAFI O F G- 13k
JHZ L,

7.3 ZOMONANEICKT DA - ARSI DR — OB A CERE L X, PUEMEEE
HOMBEN NZFORELR—DLFRIEL A TH D,

7.4 RENOFELGIZ LY | P ERED AR 2 7/ 9 & &l 74 5,000/mm? 123 L 72355
3G AT IET 528, AP EREY 2,000/mm? LA BICEE L, ERYYEREEDILS K 9
PRAER AN 72 < L ARFNTIET 2 SUSHEN & BE OREDHER TE D Ll L7 5HA1Z
X, AAIORED D VITTIEEBRET S 2 &,

(HIV B AE DB IZ P& % R 9 3F R ERiEAME)

7.5 BT 2 BHAZ AL E L, S OISR G PAMERGETY 6 HEZRE &9

%5, AFlZ 6 BB AL THRE LIEBAOREMITMSL LT\, £, K#l%




1ML ERS U THHPEREOBMN A LN WGEEICIE G2 IE L, @72
WEZ1TH 2 &, [8.13 BIf]
(HRBFEICHTIOXVYFOTT GEGFHIER) ORMESMRDEME)
7.6 AFOFGIC L, AImEREA 50,000/mm?3 LI ECHEIN L2 aIRE L, ok
HIEREDS 20,000/mm?® L FIZ 72 > 7256 AFlZE L TRG-HREARFT5Z &,

(fZE5%)

7.1 D AACEEREIEA P 5% 0 B FARRE e AL o g 7 B B i D ik, BURES T
B 5 IZ 72 5 TWZRWAY, BRARFER AT 1230 C B ML ERE DS e 2 £ % 5,000~
10,000/mm? LA AT 39~ 2 WA I ORAS e il g B 2 B ac 92 Z LS L 0 BhElz 1
DEOBREBNAEETH o722 &b RN Mg B o B2 & U TRE Lz,

7.2 BAACTEFREA & AR &2 RN G- L7c 6. AFNC X0 SUHICH R LT 25 il
M. DACFRIEROE B Z T HAREERN S5 2 L2 BB LR E LT,

7.3 HIE O AL CH R ERBUME N B ST A ., Rl — OSBRIk E il 79 % &
WA —ATHEHFPERBMEDORIN TR IND, 72720, JrlMEEEIEOFE K OH
BEEFE LEHAICE, ZORABRLTLLPRIND LOTIERY, TOMDBA
FEIZKIT 2 TS AALSEIRIES O RERBVE ] ORYE - AEICFEE SR —0n A
{EFFRIE L 1T, PUBMEIESROEE L N OHE LR —OLFRIEL VA U 2R+ 2
EMBRRE LT,

7.4 TR AR L D AP ERVE | OFER O EORE « kT, TP ERE
INEARAE % 75 T A #% 5,000/mm? 123 L= a3 54 kT 5, B, W
NOWE A - JERICEZ VEEHEKT 5, ) ERRE Lz, ERARREBREGE CILaFHEk
#2,000/mm? LA EC#EG-Z IR L THLeM EEIC R 5 I3 oo T, F
7o RYYEREE DAL DR A 2 < . ARANTKET B RS ED B BE O Rk 5
CHIWT LB AT, AFIOHEED 5 WVITHIEZBET A NBEENH D 2 ENOEEL
77

7.5 HIV JE&YE OIRHIC KR 2 e 34 P ERBUMEIC T DR S H & L TRE LT,
AENOEHWRNT, BRI BT 585514 B ) & Ok 5 H11# (6 k) %
SEICRE LTz, BRRBRICB W TARAE G 2 0vb b3 P ERE 77,
HIV BYEIRIR & ikt TE 2o TEBIAR 19 B 2 BB 0 . Z D X 9 A EFNIAH
ZE & B 2 bivTz, KROANID 5 B b AT EREL 1,000/mm? |25 L 72)E
BIOBEHFNTT B ThH-o722 &5, 1THEMU ERE L THEFFRERE OB
DO WG ARIIAK OB G2 IE L, @WURAEZITO Z L ERE LT,

Fio, AFID HIV % EEACHHE S 2 ATREMEISURIE STV 720 A HIV EGYE
BE OIRPEIFIC G-CSF #AI 28 i oo HIV-RNA &2 8N SB7- L 0MERH 5,
[[VI.5.) OIE HM]

7.6 2021 4F 6 23 HAFC, AFIOMRFIEICHTHVXY Fo~7 (EinrHiz) O
PUEIS R R ORI 2 hRESUI R, THELAOHE] KRS & AW
EHEMILILOTHD,



5. ERR AR

M EBERT—2 NNy Tr—

(EMmEFMEOREMHP~DEIE)

(B M F RS HE R D 47 Fh BR B D 1S DR )

(NAALFRAEIC K D IFHRIKIFAE)

(E FREFEVAILRA (HIV) BREDBRICKIEE K FHIRBEDE)

(B REERBUEIREF (S S i hBREAE)

(BERRMEMIZHE S iFPEREAE)

(R - FRMEF BB E)

(BEXFHAMOSMRHERMEIZN T 2 MEBEMESH & OHAERE)
WP BEEY LR

(MHEFEICHTEHOXVFITT (EEFRIER) ORESHRDIER)

- L s A H
i M A N
il e : A "
k| ol (B | LT | e | e ottt iﬁ
e
- DIN/FIL/TEC &% :
T IR VR Z;;j;:7%;;
GD2-PII MEAL | FFIEOEFEN . X
E2] R b N o T s m| ¥ © | © | O
R R | B TR R
Hobk | TRl " RE LTS R
XY ¥~ 7 GM-
CSF. IL-2. RA
- DIN/FIL/TEC %% :
XX T T4
% it NI T AF I, T
. iR 3
GD2P I ML S
EI sem | L8| Jpege ﬁg%@ %ﬁ“-InMMHﬂECﬂ: © | © | ©
P | UV FwT. 2
FRAF L, FhRUA
¥
© : FHIEE, O : BEGEE
(2) FRPR IR -

B N 2 REGRITAH 0.1~3.0pg/kg O HELAREEHTE L O 1.0pg/kg O 6 H [HHE B A
R, I ONCAA 0.5pg/kg, 1.0pg/kg DRI FHH &N 0.51g/kg O 6 H [HE H
TREGRBRAITV, AR OLZ MR O AR, Af P EREIEIEH AR Sz 29,
fl i N2 X BUAHAN 100, 200 & Y 4007.g/m? O HRMSE R T He 5% 3266 L 7=, 400/g/m?
Be b Bt 10 Bilh 9 BB IS BEE L 7o D P EEORWEMA A B L, 16t
WRZFIE LT-T-0 ., 2B CTARAIOE G &% 40pg/m? ([ZJFE L, 5 (B L 7-EIfE
ANHBL L7 8 Bl TIEIAFIOF G2 IE LTz, ZD7=, 400pg/m? F 5 BRI H
I D% S B RSN L, AZIEIZ DV TIE 100pg/m? 5 8RE L 200pg/m? 581D
il %47 - 72, CD34fa% % 08 CFU-GM o HNEix, 5~6 A BHIZKkmEZ R L,
THHURBKT L7, $£72. 200pg/m? F 5 &/ Tk, 100pxg/m? #5814 & ik LT,
17—



B @ oo, LEORERNG | m RO T5 25K i~ o0& M i Bh B 20 R3S
W ki"ﬁé’?éﬂ [FIREAAH MR D B —IZAHIZ 2000g/m? L0 @l &R G425

IXERICHT 2 PIRPMLETH D LB DT,
(RPN

(3) AERIGIRFRRER

GEMFHRDOREMP~DEE)

1. ENE ITHERER CRELEHEMENES)
R K — 8 Bl & xR, AHI1 H 400png/m? (200pg/m? 12 2 43E]) % 5 HEEH
FET#5 L, 4~6 HHIZ CD34 tEfifa 2RI L7z, ZDfE%E, R —KEHZY
CD34 Bt %L 3x10%kg LA EEREUATREZR R —1% 85.7% (6/7 f4l) Th -7z,
RIERIL 8 BB iB D bTe, EREWEMIE, YR 6 1F. &S fEaE 3 1, mart
OB 2 - Th o7z,
ARFNBEHAT & 2 BE R R B 3 B 1L 87.5% (/8 B) Th -7z, FE/lKKRE
E¥ 1L, LDH E& 74, Al-P k5 61, CRP LA 5TH 7=,

2. BENE IEGRR (BRRHELHFHEBOEE)
HEAT S AL RS 7 Bl 2 )b i, B, &Kl 1 H 400pg/m? % 5 AE A KT
BhH L, 4~6 HITHKIK 2 1] CD34 GYEMIIa 2 BB L7z, 23 Ak 0eE OF S
CAF JEREATRFD 11 HE X W AH| 1 H 400pg/m? Zi#EHE F# 45 L, 14 H HLE
THIMEREAS 10,000/mm? Z i 2 THHiIK 2 B, CD34 BEEfiaz i L=, &0
R, BEIREDHZ Y CD34 BIEMIEEL 2x10%kg LI EERECAIBEZR BB 13, B ©
57.1% (/T H1) . 23 AALFHRIEGHTIIT 100% (6/6 7)) ThH -7z,
izﬁﬂ;ﬁ@;lwﬁﬂ%%\éfﬂﬁﬁ $47.4% (919 6)) THhotz, EREIEAIZ, BB 714,

B R VBB BRI & 2 CTh o7z,

BAH oD AHI 5 51T K 2 Wi R B Al 2 5 R BB R 1 94.7% (18/19 i) Th o7z,
FEREARAERE X, LDH L5 13, Al-P EH K OAMERERD % 12 44 Th
277,
DS AALZERRIEOF R 0 BIVE A S B 13 50.0% (9/18 f5l) Th 72, EREIEMIZ
FEEN8 I, R 2 E CTh o Tz,
D3 A FEEDE I O AR K $ 51 K D BRI AR EI1L 18 FlaflcfE o b,
7RERAR AR E X, LDH A 15 ., A MmEREEA 13 1, 4 ko 11 ﬁﬁf
HoT,

(& MEHRREFEHERT D IF hER B DB MR )
B REFSHERT D AF P ER R D EE IR £ 7
BRI B & 6 BRICAH] 200~800pg/m? % 14 H B EHE Lz (2 PEREAMRAE
B 74 51, ZAMEREAMAER] 80 ) . FIREA ZMEHIE I H EARFHI THNFIT 60%7H>
5 100%. 4FHEK 500mm? (Z[FfE T2 HEIIM 16 HE a2 hr—A 7 —ZTH L,
10 B UL EOFHE 33— HLiz,
BIVEANZEIR 4 B, B2 2 BIARD bz, AEICERITRD T, aflTho
7o VLEORER LD | AFIOE#E G 81T 200~400g/m? k?&nﬁéﬂt

RHOREE AR UAE]



X ML AR R 00 4 TP R OV MR 12 351 2 &R RE 1 A 1 8] 300pg/m?2 T %,
(TV.3. iR O OIESR) :

(BNAALEREIC K DIFRERIBAE) 12

4. 5 FE S AU FIRIER O AF P BRIV E B 39 B 22 5k RICAF 256~800pg/m? Z 14 H
A ERE L7255, 800pg/m? THR AN RIS bhT,

5.EME Y LN, i K O NFBHE B & XP 5 & L CAAI 50~400pg/m? % S FfE
L7ofER. 100~200pg/m? 28 B & L HEE Sivie, £, MY v OVt
BE ARG E L TARAI 25~125ug/body % 2 T 5- LT-f5 5. Thpg/body 7325 H &
EHEE ST,

RHORRShRERUAE]
L DSALSERIE £ B AR B 2 AR R (V.3 EROR R OHEBRT |
5. 5

(MEFEICHTHIOXVYFITT (EETFRER) ORESHRDIER)
EMN% I/Ta 85488 (GD2-P I8k ¥

TE TkuAf xRy, an=—fl}KAT (T4 TTAFL JIUERATFL)
PEH Y XY % o= 7 5% PEE O FAT A REME O TR

By RIRER : XY X~ T7 OIEYEREOFEAN, HEEHEDRIE, FUREKFIEH ok

EIEMEHON R OB, DXV F T T HE FHF A THIE

(human anti chimeric antibody: HACA) pFEAEEIS OfiEt

AR T A > | Shs I, IEEIERL, IEER, e

PSES FRIEAFRE IR (3 T AR A OV Ta #H) KOs U A 7 MIlalapR Gt S50 (55 a 1)
S rensahatye | 2 A b 45 BRLL T O R BALFHRIE 2 & LR FRTRIRIE O & 5 FEFREAMREIFE (55 1

RO Ta ti) KO U 27 GG R E (55 Ta tH) B

< ASEWED BN A,
FRERAEE | - AT aA FEHEBEHL TOW A UTHEAEHOREHD 14 HUNTH 5,
- 28 HUNIZHE 7 a7 ) o DR EIER %,

1A 27 V%28 HIE & T 5,

VXX T kNan =— i3 KNT (Z 4 VT T AF LA I UEATF L) L 3+3
WETVFA . TERAXF I B WET VA U TREETo T2, B, Ao
AR AR LR ESHERAR L o2, BELHEELTDRN- T
GEIIAERD THEE] WMBR),

- DIN/FIL/TEC #§#

[Py Fs <7 0MEEOHE]

1, 3. bV A 7 NVDEA~TAEDaw=—fllK+ (74 VT T RAF L) &E
Bk T 1L, XY ¥~ 17.5mg/m? & 10~20 2T T AGREE L
72

F, 2 AV A NDE~1L BHOT v A X R ERRH%RIC, VXY F Y
~ 7 17.5mg/m? % 10~20 B HF CAaEEE Lz,

[7 4 V7T 2F 2D RER O]

$1. 3. 5V A7 NVDE1~14 HBIZ, 74 V7 T AF A bpglkg % & TS L
Too 72720, VXY F =T LT AR, UXVX T ORERNCT 4 VT
TAT LERE LT,




BRI 1k

[FEa1 oL O]

H2. AV AT NDE1~4 HAIZ, TRuA X 75 FHEA/M? & 24 2T TE
WEELZ, 72, #8~11 FHOY XY Fv~T7 0K b 2 il H#&ic, Tk
A %2 100 J5 HAL/m?2 % 24 BN T Caise: Lz,

- DIN/MIL/TEC Ff#2

[V ~T7 DMk OHE]

DIN/FIL/TEC #f & [7—,

[2VEA2F20ORENOHE]

H1. 3, 5 VA7 NDE1~14 HAIZ, I VERF LA 600 FHN/m? % s
L7z, 72720, XX~ T7 T2, UVXVFr~T7 0GRV E
AF KRG LT,

[FEoaxroMEROHE]

DIN/FIL/TEC # & [d—,

TEFHmEH

B S— b 512 YA Z TR ERLTO A EFIIRENE (dose-limiting toxicity:
DLT) o GHmIME 1G53 55447 56 HH £ 7T)
#afi/S— I : DIN/FIL/TEC # 5} O DIN/MIL/TEC # 5 D42 5 %A 7 LD

Tk

R REEATZE H

- DIN/FIL/TEC #¢ 5 JxO* DIN/MIL/TEC ¢ 5-2nZND Ly A v T L O ERES
A= %

- BRIRRIN% 7 1 v FOEIE (clinical benefit ratio : CBR) . Z=hEI4 . 5 ALF
IR, MEHEEA TR, A7 IR

VXY F T ROIT A o ORYERE, BE5E L OR

- PURKEMEMIGSE  (antibody-dependent cell mediated cytotoxicity: ADCC)
T

- HACA OpEAEIL

AFRERICIT 25 ] (35 THH-%— k : DIN/FIL/TEC %f 6 %, DIN/MIL/TEC %f 6 i,
% 1la tH/3— b : DIN/FIL/TEC # 8 f1. DIN/MIL/TEC # 5 f5il) 23%&k - 1RHR3E
NG &0, 204 (4 1F8,5— k : DIN/FIL/TEC £ 5 %], DIN/MIL/TEC # 5
%, % MaAfd,S— k : DIN/FIL/TEC B 6 {51, DIN/MIL/TEC B¢ 4 ) 271 b=
—/WIBEE ST Lz,
ek, HeHHRIE LTz b Hlo kB EE, & 1M/ 5— k@ DIN/FIL/TEC B0 1 K%
O3 Ma #173— ~ @ DIN/FIL/TEC £ 1 Flid L 2 A ARREH DD TH Y | 7
Do 3FNIAEEES (F 1 fH/3— ® DIN/MIL/TEC B 1 1% Grade 3 ® ALT
BN, % Ma f1/3— k@ DIN/FIL/TEC F£0 1 i Grade 4 & ALT 8511, %5 11a
ki 8— k » DIN/MIL/TEC B0 1 51i% Grade 4 o [ i ERECBD | 47 FERERID
M/ MREGA) D= Th -1,
- RS
HIAH A= D 1 YA 7 VB W T, DIN/FIL/TEC ## ) O DIN/MIL/TEC ##
iz, DLT ORBIIBOLNT, VXX ~T, T4 VT TAF LRIV
EAF LD R, TAFN 17.5mg/m?2, Suglkg M ) 600 /57 HLAT/m? (27
E LT,
W2 A 7 B OTE, 66 2lcTEr A Xk 5 DLT (1 ik
Graded O/ MDY . © 9 1611 Grade3 DIEH U 7 AIfGE) 235588 Hiviz
o, TeuA X ORI, # 1~4 H HIZ 756 JHA/m?, % 8~11 HH
12 100 J7 B /m? 12 7E LTz,




i

HEFRGROEWERII SRS ICRB L, Graded U EOFEFL K OEIEM X
Jti2 DIN/FIL/TEC £ C 14 {517 4 ] (28.6%). DIN/MIL/TEC #£C 11 i+ 3
Bl (27.3%) IZRHELI-, ARBRTREALEAEELROL MEBRIRE TR
frd V) LHES NI,

EEAHEESL, DIN/FIL/TEC #C 7 61 748 (BERIEZSBIERYL S 4 471 4
fE, BRI 110 1 2F, BEJeAs 150 1 2F, ALT #9028 161 1 #F) |
DIN/MIL/TEC BfC 4 51 6 {1 (EEttkasBIMU s 3 61 4 14, FED 161 1 1,
HIARRRRE A% 1 45 1 44F) F83 L. DIN/FIL/TEC B 3 5] 3 1 (= pekkan Bk
Yes 1) 1 E, eSS 10 14, ALT 8900235 141 1 4F) . DIN/MIL/TEC #£C 1
B 1 (EAMREEEN 16 14 178 b a— WiEE & ORBEBRNEE SN2
nolz, 703, DIN/MIL/TEC #fECHBL U - iapikbEs i3 5 1k% 3 » ALk
g IcHEShiEFRThs,

Gradeb (BE1C) OFEZEFRITMALL LRE Lo T2,

S

K1LUXRYFU~T (BEHBZ). 74NV TTAF L (B KOT oA 2 (B
TAIHz) BeHRE
2. UXYX T BETHEHZ). SVEAFARLOTvaA X GBETHEMZ) 5

(4) REEAIEAER -

1) BRI
<5ﬁﬁu$$%mﬂ’ﬂo>3|€$ﬁﬂn¢f\0)§ﬂ§>

1. BN EIERER CRELGHEEDNES)
R R — 100 Bl &2 x5, &A1 H 10pg/kg % 4 Xix 5 HFGER K T#5
L. 5 HA., LEIZST 6 HHIC CD34 BMEMnZ 5 Lz, ZORE, B&
REH7- D CD34 BEttHila% 3x10%kg LA EEREUATHEZ: K- —I1% 88.0% (88/100
7)) THo7,
RIVEF R HAEE L 60.0% (60/100 1) T~ 7=, L/eRIVERIL. B 32.0% (32/100
Bi) . B 13.0% (13/100 f1) . & E8 10.0% (10/100 f5l) To -7z,
ARFNP 512 & 2 BRI A B S B 1X 12.0% (12/100 i) Tho7o, Fie
B DR A A R H X, IFEEER S 5.0% (5/100 #1) . LDH L5 3.0% (3/100
Bl) . Al-P b5 R O MRIEA & 2.0% (2/100 fi) CTh o7z,

(& M EH AR FEHERY D I R ER R DI IR )

2. BN THERR (RFERELSMEETEE)
Ak R SR BT A FRE 33 B & kPG, AR P ERER N EE 3 H ]
1,000/mm?® LA EX X 1 B T% 10,000/mm? UL AR £ T, il
A X 0 ARA| 5pglkg %58 0 R NG O3 H RN G- Uiz, £ OfES, fFER
# (=2500/mm?) OEEBHEOFREIX 13 H Th o7,
BIVER S BB 1% 27.3% (9/33 f5) TH 7=, EARBIWEAIT, #E 12.1% (4/33
) Thot,
ARG L DEARAEERE TR bhiRnoT,



3. ENE IHKR (BRRHELHMEBENTIEREHMEEL OABE)
EATHEAREE 1THA L3I0, SmdMaBMEE R X0 B iR
10,000/mm? % # % 72 I i E TAH 300pg/m? A8 H A Lz, & OREE,
I EkEe (=2500/mm?) DEE A HOPRAEIZ 9 H Th o7,

BIVEF R BUBEE 1L 29.4% (B/1TB)) THh o7, EREIEAIZ. B 17.6% (3/17
7)) THo7,

ARG X D ERAR R A S R B 1T 52.9% (917 #) Tholz, ik
AR R 1L, LDH E& 41.2% (7/17 1), Al-P L5 17.6% (3/17 ) T
ot

4.0 FMAERER (BRFELHMARTEHE)

B oNEBE 27 B A2 XS, SRR H 2 O A R ERE E e 3 H
ff 1,000/mm? LL X% 1 B T% 10,000/mm? LL EZ/~4 £ T, &K 5pglkg %
BH R PR OXE A A Lz, ZORRE, FPEkE (=500/mm?) OF
BHEOHREIZ 11 B TH T,

BITERRBBEE L 3.7% (1/27 1) TH-o7-, BOLNTREIERIX, R TH -
776

AFEIC L D BAREERERE IIRO oo,

5. ENE MR (RERREHBE)

[FFEE R OF BB HEE 68 Bl xtRIC, BHiBME% 5 HHE XV 14 HfE. AH
300pg/m? XX ~7 7 BR &2 0 SWEHE LT, TORER, ARG HIE. 7 T7®
R G U CHE R PERB O BIMEENFE D H v, T OARRITAHKE
H#E78.1% (25/32 %), 77 B AREGHE 35.3% (12/34 f5]) Toh o7z,
AN GREORIEA R BUEE X 6.3% (2/3261]) ThoT-, iDL ZRIEH
X, R KR OVER 4% 3.1% (1/3261) Th-o1z,

AFN A HRE O B R R A B S B 1L 8.1% (1/32 ) THh o7z, B b
ERARRAERY X, LDH LR CTHh -7,

6. ENFEMMERE (BREHEBIE)

HFEEHBMEESE 35 Pl xR, FhiBii% 1 HE XY 14 A, &A1 A
300pg/m? Z 18 H ST FHE L 7o, £ ORR, I TEREOHIMEEZZRD ., £DH
ZhER1% 90.6% (29/32 ) TdH -7z 19,

BIVE & O IR IR AR F 1358 B Lo T,

(BNAAEZEEIC & B IFREREAME)

7T.ENEMERER CEMY 2/ \[E)
IR F MY o NEEE 63 Bl RIC, (LFRIEK T 3 B2 D 14 HHL
AKI T5pg X7 7R EZHEHE TR Lz, TOME, AFIEEHIX. V7€
ARG LA B 24 P ERE O BB ESN RN GRD H AL, £ DB ITAH
BEHRE 89.83% (25/28 ). 77 &AL 13.8% (4/29 ) TH o719,
AR GREORIVERSBSEE X 6.7% (3181 ) ThHhoto, #BHOLNT-FIEM
1%, EHHEER, BT, B AP - JEE R, B R OYE5 & 3.2% (1/31
7)) THo7,



RFNBe G5 D G R A il B 8 B E 1% 19.4% (6/31 %) Tdh-o7-, TR
BRAME X, AI-P EH 9.7% (3/31 f4)). AST E&H-. ALT EH X O'LDH E
H % 6.5% (2/1314]) Thot-.

[ERFEIERR (FLE)

LR 52 Bl & x5, 14 A, Al 75ug/body (50p1g/m?) Z# H R T 5
XiX7 7 = 60mg/body Z#H A& 5 Uiz, ZORR, KEIZEGHIX. 77
=BG LA BRI EREOEHEIRERN R DB D biv, £ DOAEMNFITA
Fl 51 92.6% (25127 #), 77 =58 16.0% (4/25 ) ThH-o717,
AFEREORIEHRE BT 10.7% (3/28 ) Th o7, 8 LALIZRIEA
X, BB, B KO E OB & 8.6% (1/28 #)) Th o7,

AN GREO AR R BB L, 7.1% (2128 #]) Th-o7z, LR
7o RE R R A 13 LDH A R OUFRRERk A 4 3.6% (1/28 f5l) Th -7z,

[EREIHARE (RMEaMmE)

MR MR EFE 54 Bl 2 xR, LFRIEKT 48 Fifile LV KAl 1 H
200p¢g/m? % 2~4 FAMH, B SREEE L7, TORE, ARG, FERE
BRI HE LA B 7R i R ER A N5 S Je OV YSE S AR DI 3588 Btz 19,

BIVERFE BB X 7.4% (4/64 ) Th o7z, RO ONZEWERIL, B 3.7%
(2/54 1) . MRS+ MM O/ MREEEZIE 4 1.9% (1/54 i) Th o7,

ARFNBEHAT X 2 R AAE R R B 1X 7.4% (4/54 f5]) ThoT-, BHOBIL
7oA R X, AST - ALT EH K ONAL-P B & 3.7% (2/54 ) Th

ST,

(EFREREVAILR (HIV) BREDRRICKIEE K FHIRBEDE)
10. —RRERREAER

11.

HIV J&YEBFE 5 B 2 %512, &A1 H 200pg/m? 2 1~6 8 [ 0 AR
L7z, TORER, FPEREOEIRNP B biv, £OAZHRIL 100% (5/5
) ToHhot=19,

BIVEFR BB X 40.0% (2/5 %) Th -7z, 388 HITZEIER X B & O
/IR 45 20.0% (175 i) Th o7z,

ARG X DA RAEERE RO bhinoT,

E N 5 AR 5 BR

U HPERIBVE 2 473 5 HIV BEYLE BE CTHL Y A L A B Oflkfe ¢ 523 R #E 72 0
B ST AR GE (R GYIE) OIS A+ 43 7E B 24 1 2 RF 51T,
AH 1 H 200pg/m? % 14 HFE A SEFE L2, TORE. R ERE oM
PHRDRBD B, TOEZEIT 81.0% (17/21 ) TH -7z 20,

BIVER BB X 8.3% (2124 ) Tho7-, WBOLNTEWERIX, B (B8
i - R . IRBIEIR X OB EARIRNE 4.2% (1/124 ) Thoiz,

AFNBE G X DEG R A R B IL, 29.2% (7/24 ) Toh oz, ¥
BRI RS 1L, AI-P LA 6, LDH EH 4 Th o7z,



(BREERAEIREEIC 4 S 5B AME)

12. EN 5 I #HEA BR
B ST RCEGERE 21 5111k U CiIEIC L 0 AH) 50~400pg/m? % S FHE
L7z, EOREFR, FPEREOBINIEAZED S, A2RIX 71.4% (15/21 f1)
Th-o7= 2,
BIVEF BT 9.5% (2/121 ) Thotz, 58O LN EIWERITITFHERERE
9.5% (2/21 ). FJd% 9 FEIK 4.8% (1/21 ffil) Th -7z,
AFNE AT & DGR R R BB 1T 14.3% (3/21 61) Thoiz, FERMR
TR IL AST E5-. ALT EHEOVALI-P E5H 4 9.5%(2/21 #l) TH 7=,

(FHORRSNRERUAE] - |
BRI B BEREC (5 AT BB |2 3510 5 &GR AR 1 B 1 [ 100pg/m® T %, |
(TV.3. HiEROH R OEBH)

(BETBRMEMICH S FhEBAME)

13. BN MAEELER
PR RYEE A 35 Bl A4 6 RIC, WliEIC XV AFH] 100~1,20048/m? % i1
TWFE L7z, ZTORR. FPERBOBEMDENRD B, £ DOHDFRIL
67.6% (23/34 f3]) ThH o722,
BIVEFIFE M 1T 2.9% (1/35 ) Th-o7-, B LNT-EWERIIREATH T,
AFN AT & DGR IR A B FBUEE L 17.1% (6/35 ) THoT-, B D
AT B IR AR A S5 1% AI-P E5 5 1, AST - ALT k5 2, LDH EH KW
A L5 % 1 ch o7z,

(FHORBENLRERUAE] |
COFEARRYER MR D AP ERISEIC B 1T SRR I 1 A 1A 400¢g/m? TH B,
(V3. HER O ) OEBH) |

(FERM - ¥ FEMELF BRI AE)

14. BN 5 I 4HEABR
Je RME ST R FENE D 4 HhERIBAE B 53 il 4 kF 51T Al 25~200¢g/m? %
BTHE L, ZOfE, FhEREO#EMENRBD v, TOAEMERIL
78.0% (32/41 f5l) T -7z 2,
RIEZBUEE (BMAREERT 2 5T) 1X20.8% (11/53 %)) Thot, &
REVERIZ. ek, 295, EEEALOER, Al-P A KX O'LDH E5 % 3.8%
(2/53 ) TH -7z,

(FHORBENLRERUAE] -
GERHE + BEFEPERF I ERBUL A1 3517 5 KRBATELI 1 B 11| 50pgm? T 5.
(Tv.8. LR OAE] OEEMH)



(HREFECHTEHORVFITT (EEFRIER) ORESMHRDER)
EMN%E Db HE (GD2-P I &ER) ¥

H Y

UXIX T DT ANT TATF LR O T, XU 20FHLIZAEARL Y X
(LLF, DIN/FIL/TEC $¢5.) of Bk E B4 5,

AT
qv

SRt L, HEAERAL, IEER. HEEUR

PSES

) A7 MR O FAIR RS T R ARG

EARE e
JEuE

PUF O&T A&7 PIRIFEHIERC 31 A O K EAL L & & DB

TEATH2 SR BT TN ER D DR VE U A 7 BRI R

© REACERRIERE K OHEIGEREN S 5, 172717 L, RO 2R I T S
NI E R VI BN AR DO A 1L S AR N I VBB k42,

© BEE AN S 58k F oMM 100 H AW, 72720, Bk IcE
PRI AN T S - BE o8k dk £ ToOWIMIE 150 H AR,

BB ARG T RO BRI WO TOTOIRZE S KT S AL
SHAE NSRS ATz,

 GIBRIT 2 (NG FRAF SR BN D AT, BT OBEFEHRIZ BV TV
DIFREBIERPED HILR,

< BB ST AR L TR ATE A Y 10% LT,

E kRS
FEvE

< IREEO BB A
AT A REHEBHERL TS UL AEAOE®X RN 14 BLUWNTH 5,
- 28 HUAINIZHE 7 7 ) C ORERERH S,

AR IT 15

DIN/FIL/TEC # & USKE LY A UEIHC, 194 7 i3 28 HRE T2,
ek, YA 7 VIREBSE D 42 HE CREIL A UEEDO 5 A 7 )LE DI
56 A H) E£TIZ, YA 7 VIR EER - EY 1 7 VBbRrRE & LTz,
728, ¥EJE K O infusion reaction D Z BRI & LT, A EA A RIFONIHT
b R H U R OV 751 A N - L7,

- DIN/FIL/TEC ##*

[VRYF~TOREROHE]

1. 3, bV AT NDA~THED T 4 V7 T AF AFHHETHRIZ, AR
10mL/kg % 1 BRI TG4, XY ¥~ 7 17.5mg/m? % 10~20 FfH]
T TR R LTz,

£, 2, 4, 6 A7 LD 8~11 HEDT A X R G5MA% 1 2 B
W2, AEFRRHER 10mL/kg % 1 BRI TR E#Z, XY ¥ <7 17.5mg/m?
% 10~20 M2 T EE L7z,

[7 4 V275 2AF L0 REROHE]

1. 3, 5 A7 NVD1~14 HAIWKL T 4 VT T AF L buglkg % FiEH L7z,
72720, VXY X T LT OB, XX T ORGENC T 4 VT
FTAF L (s z) 25 Lz,

[FEa1xroMEROHE]

2, 4, 6V A7 NVD1~4 BRIZT A ¥ 75 JTHA/M? % 24 K227 C
FEE LTz, £72, 8~11 HRO VXY F o~ 7 0h 2 Biai4 H LT
T A 2 100 5 EAT /M2 & 24 B2 C AR ETE L=,




AR 5 1k

=T

KEL DA R

[y ¥r~TOREKROHE]

1. 3, 5% A 7D 4~T7 HH O sargramostim £ 5% 7% 2, AFREER
10mL/kg % 1 BRI T CHE#, VXY ¥~ 7 17.5mg/m? & 10~20 FEfH
DT TR R L7,

*72. 2. 4P A 7LD 8~11 A H?D aldesleukin % 5-Bit4# 1 B &2 H &2,
AEPRRIENR 10mL/kg % 1 RN TR E#, UX Y F <7 17.5mg/m? %
10~20 FRER 2 T AiifiiE Lz,

[sargramostim @ H{% & OV &]

1. 3. 5% A 7LD 1~14 H HIZ sargramostim250ng/kg % 7 TS L7z,
2L, XX T LT ARIL, UX YR~ T OERERIIC
sargramostim & #¢5- L 72,

[aldesleukin @ kK OV ]

2. 4% A 7LD 1~4 HHIZ aldesleukin300 5 HAr/m? % st Uiz, £
72, 8~11 HHO Y XY ¥ ~7 O 5 2 FElfi% B %42 aldesleukind50 J7
HNL/m? % 24 RERIH T CRflisme Lz,

[isotretinoin (RA) kMK OVH &)

1. 3. 51 7LD 11~24 H B2 RA160mg/m? (fKH 12kg #) XI% 5.33mg/
kg (/KHE 12kg LAF) %4y 2 THARL 7=,

F72, 2. 4V A 70D 15~28 H HIZ RA160mg/m? ({KHE 12kg #B) i
5.33mg/kg ({KE 12kg LAF) %4y 2 TR L 7=,

EBIT, 5V A 7O RARKAMRE 11 BULERRL TS, 6 12700 1
~14 H HIZ RA160mg/m? ({KE 12kg #8) i 5.33mg/kg ({KHE 12 kg LLT)
x5y 2 TR LTz,

T EEHM
HH

FEL, P38 - M 2R ABAEA ANV L LTS X MRS (EFS)

fill R At
HH

- AP (OS). JEBHRTFHI CORDEIG ., HEEAFHIRM
- AEHEZR

- ADCC &%

- HACA A FEHIA

+ RA OFBhkE

TR PEAHERR S 47z 35 ] (DIN/FIL/TEC #f 16 %, KE L2 A BE 19 f1)
NAGRER IS - TR e G- S, 32 51 (DIN/FIL/TEC ## 15 ], KE L
DAUEELTH)) nNTa b a—5EE ST L,
B, FHPIE L 3Blo P IEFIH L, DIN/FIL/TEC 0 1 #lIZL ¥ A 14
BRI DT TH Y . KE LY A EED 2 Fl13 412 Graded DA EHES (141
X Grade4 OAFHERERD . b 9 161X Graded D If/MEEL) D7=dTH
ST,
- HEh
2 4 EFS |Z, DIN/FIL/TEC #:C 80.8% (95% 58X ] : 51.4~93.4%) .
KEL YA UHET 62.3% (95% (51X : 836.7~80.0%) T& v, DIN/FIL/
TEC #EOKE L ¥ A UREIZHTT 53— REIE 0.494 (] 70% 15 HE XA
D LR :0.710) THH ., F T0%EFEXE O LR 1.854 (WFEOHILF 2
4 EFS65%., LM~ — 0 20%ICkIG) & Flal->722 &5, DIN/FIL/
TEC HEOKE L O A UHICxIT AR RIS NI, 723, Cox Hfl
— FEF VT X BRI T, DIN/FIL/TEC #% 5 & KE L2 % o Tt
FINCAHBERETRD bR (p = 0.3076),




1.04 ————— \ BT TR
—l—‘ L_L / DIN/FIL/TECH

0.8 [ [SEE—

064 T

0.4

0.2

Probability of Event Free Survival

0.0

0 100 200 300 400 500 600 700 800
Time from Randomization (Days)

Number at risk
DIN/FIL/TECH#: 16 15 14 14 14 14 12 12 0

RELI AR 19 19 19 16 16 15 13 11 0

|ANY FEFHROFEEENFEFD Kaplan-Meier #RR
F7-. 24 0S %, DIN/FIL/TEC £ T 93.8% (95%15#EIX M : 63.2~99.1%) .
KEL VA RET100% Th o7, 728, Cox Y — RET LT L A EERH
i Cik, DIN/FIL/TEC B L KE LV A VBECHEPIICHE R EZITRD b
Nniznoi= (p = 0.9984),
(EE N - etk
HERBIIEWRE KR L, Grade3 U LOFEHSG G EHWHRE IR L
oo IEEAEOEEREST, T b a— 58 E ORBEBBRGE S RN
ST,
(TRE<2ZE AR CTHRIALEZEWERIZOWT>0H V2RI 52 &)
B EHRL L, DIN/FIL/TEC #£C 4 6] 4 {4 (EERAEIEIEEGE DY 2 4]
2, A B O AKIEAS4 1 1) 1 4F) . REIL D A CBET LB 14 (RIB
JY) #BLL. DIN/FIL/TEC Bt 2 1] 2 1 (Hfiligids K OVl o> 4 1 41 1
). KELV YA O 161 (DB X777 ha—uiait e oRE
BB EE SN2 -T2,
Graded (JL1D) OFEFRITMALE LREL o7,
KE L VA BB T DA EFGORBEG LOEIEEIL, KENZBWTEE
WA SO SRR CRELV Y A V) KB ZeE7a 7 7
ANERIT D EDTIER -T2 2 b KRBROKE L % D24
TEKENC B W CRRICE A SN TV D IEHER R TS SN TV ORIHEN E B 2
bivlz, F7z. DIN/FIL/TEC #£1%, KEL VX U2 ik L CTHERS O
FEBHIANC K X 7222137 <, ZFRHREOUHIC L v ZatE EoREICR I3
LI IR 272 2 &5 DIN/FIL/TEC #%¢ 5-13 A5 W REZRIRIRIE T
borrEZBNT,

KL UVXYFU~T GEBFHAMZ), 74 V7 T AF A (BiafHiiz) KOTErA % (&
A Zz) Bt

<BE : AHRBRTRBELLFMERICOVLT>
DIN/FIL/TEC #f 16 i\ C, RIEAR2HE] (100%) 128D b, E722F]
TEFIE., 382416 5] (100%) . K7 /L7 2 IffE 15 61 (93.8%). ALT #4014
B (87.5%). GGT Hihn, Want, aFREkERA . &, AST #N, EHmEFE (2L
1361 (81.3%) )., M EEA . ERE (LA 12 61 (75.0%) ). EEUEE. Bk
JEOR (LB 11 %1 (68.8%) ). ME%E. 9w (UL L 10 5 (62.5%)). T¥#i9 fi



(56.3%) . ML PRIFEHEIN.
HTF—X%Xhv hA47) 29,

ek (LLE 81 (50.0%)] T -7z (201949 H 6

DEEE=
EEREBR I A AN DT B OFHIL 2~8 i Th > 7=,
DIN/FIL/TEC % KEL DA R it
(N = 16) (N =19) (N = 35)
PRI Ttk 8 (50.0%) 11 (57.9%) 19 (54.3%)
(1) LopE 8 (50.0%) 8 (42.1%) 16 (45.7%)
A (%) 3.4+1.26 4.1+1.82 3.8+1.61
Q@ EBEEZR - BIMEFRAORBKR
DIN/FIL/TEC #% KELV DA RE
(N = 16) (N =19)
ko (%) 45 (ko (%) a=o
HEHEG 16 (100.0%) 1211 19 (100.0%) 1354
HERHERES 4 (25.0%) 4 1 (5.3%) 1
&IEM 16 (100.0%) 1204 19 (100.0%) 1344
HEZRBIEM 2 (12.5%) 2 1 (5.3%) 1
Q@ BEEZ - BIFRAORTIKR
DIN/FIL/TEC % KE LY A Rt
BEAKAE (SO0) (N = 16) N = 19)
HEAqE (PT) Bl (%) | B (%) M
MR LY o RlEE 13 (81.3%) 85 | 14  (73.7%) 67
A 13 (81.3%) 85 | 13  (68.4%) 65
FEENME AT H Bk E 0 (0.0%) 0 1 (5.3%) 2
Lol 0 (0.0%) 0 1 (5.3%) 4
DA 0 (0.0%) 0 1 (5.3%) 4
JeRME, FHRMER L OB B RS 0 (0.0%) 0 1 (5.3%) 1
(k3 0 (0.0%) 0 1 (5.3%) 1
AR 6 (37.5%) 8 0 (0.0%) 0
R J% 1 (6.3%) 1 0 (0.0%) 0
AR B 2 e 6 (37.5%) 17 0 (0.0%) 0
A IR 16 (100.0%) 133 | 18  (94.7%) 164
[y 10 (625%) 27 | 11 (57.9%) 32
g% 0 (0.0%) 0 3 (15.8%) 8
INTN 0 (0.0%) 1 (5.3%) 1
58 12 (75.0%) 37 11 (7.9%) 39
T 9 (56.3%) 20 | 11  (57.9%) 13
R~ =T 1 (6.3%) 4 0 (0.0%) 0
R Hz 0 (0.0%) 0 1 (5.3%) 1
TR 2 (12.5%) 9 6 (31.6%) 8
H PR 0 (0.0%) 0 2 (10.5%) 4




DIN/FIL/TEC #f KELV DR B
BEAKAE (SO0) (N = 16) (N = 19)
HEAGE (PT) Bl (%) H| B (%) %
JIL R JE PR 0 (0.0%) 0 2 (10.5%)
H % 1 (6.3%) 1 3 (15.8%)
R 0 (0.0%) 0 1 (5.3%) 1
R 13 (81.3%) 35 | 15  (78.9%) 43
JIT P afi 0 (0.0%) 0 1 (5.3%) 1
TNEBIHALAE H 1. 0 (0.0%) 0 2 (10.5%) 2
HIEZ 0 (0.0%) 0 1 (5.3%) 1
JIT ¥ J55) BHAL D 0 (0.0%) 0 1 (5.3%) 1
VAL A T 0 (0.0%) 0 1 (5.3%) 1
- BEFEERLLORSEMORE | 16 (100.0%) 265 | 19  (100.0%) 233
e 1 (6.3%) 1 2 (10.5%) 2
PR TV 13 (81.3%) 62 | 12  (63.2%) 38
W5 2 (12.5%) 2 1 (5.3%) 1
TGN & 9 FRIK 0 (0.0%) 0 1 (5.3%) 1
TESHBAL S 0 (0.0%) 0 1 (5.3%) 1
R SE 11 (68.8%) 24 | 14  (73.7%) 30
eai 4 (25.0%) (15.8%)
RAY PV (25.0%) 4 (21.1%) 7
IR 10 (62.5%) 25 | 11 (57.9%) 38
HE B 16 (100.0%) 134 | 19  (100.0%) 109
[ Jiy e v e 3 (18.8%) 3 0 (0.0%) 0
AT =T NREIBALE O FERE 1 (6.3%) 1 0 (0.0%) 0
AL I A0 0 (0.0%) 0 1 (5.3%) 1
JHPREE SRR 0 (0.0%) 0 1 (5.3%) 3
EE VL E U LE 0 (0.0%) 0 1 (5.3%) 3
G5 R MR 3 (18.8%) 4 2 (10.5%) 3
7T 4T xR 1 (6.3%) 1 0 (0.0%) 0
W EE 3 (18.8%) 3 2 (10.5%) 3
JEYYIE 3 KOV tE 6 (37.5%) 9 12 (63.2%) 24
Hf OER 0 (0.0%) 0 3 (15.8%) 4
IR 0 (0.0%) 0 3 (15.8%) 4
IR M 1 (6.3%) 2 0 (0.0%) 0
HrRIEZ 0 (0.0%) 0 1 (5.3%) 1
BRUFES 0 (0.0%) 0 1 (5.3%) 1
hE % 1 (6.3%) 1 0 (0.0%) 0
Jiti ¢ 0 (0.0%) 0 1 (5.3%) 1
il e ¢ 1 (6.3%) 1 0 (0.0%) 0
B2 g G 0 (0.0%) 0 1 (5.3%) 1
L RGE G 1 (6.3%) 1 2 (10.5%) 2
I 0 (0.0%) 0 1 (5.3%) 1




DIN/FIL/TEC #f

KEL DA R

SR (SOC) (N = 16) (N=19)
FARGE (PT) Bk (%) | g (%) (G5
A L AMESRE S 0 (0.0%) 0 1 (5.3%) 2
22 P A e B el R 2 (12.5%) 4 2 (10.5%) 3
B2 B2 T ARk 2 0 (0.0%) 0 1 (5.3%) 3
kG 0 (0.0%) 0 1 (5.3%) 1
HE, hER L OWE S OHE 0 (0.0%) 0 1 (5.3%) 1
A5 0 (0.0%) 0 1 (5.3%) 1
PIRIRA 16 (100.0%) 445 | 19 (100.0%) 434
TI=VTI) NTVAT TP | 14 (87.5%) 63 | 15  (78.9%) 68
TANTXVBT ) b7y AT7x7—88I | 13 (81.3%) 8 13 (68.4%) 61
e UL e 2 (12.5%) 8 2 (10.5%) 4
7 L7 F = a0 5 (31.3%) 23 5  (26.3%) 26
i AR S8 N (50.0%) 38 7 (36.8%) 29
FmINEINVET AT 2T —BHN | 13 (81.3%) 60 | 16  (84.2%) 68
PR R o B 1 (6.3%) 7 0 (0.0%)
~< b7 Uy Mg 4 (25.0%) 18 2 (10.5%)
~~v 7 Uy M 1 (6.3%) 1 0 (0.0%)
U LoREREE D 7 (43.8%) 14 4 (21.1%) 11
U LoREREHA N 0 (0.0%) 0 1 (5.3%) 5
T R ER B D 13 (81.3%) 56 | 15  (78.9%) 51
1 SRR 12 (75.0%) 45 | 14  (73.7%) 37
JREEH 2 (12.5%) 4 (21.1%)
ENCER T 0 (0.0%) 2 (10.5%)
TREEH N 7 (43.8%) 14 3 (15.8%) 10
P o Bk A b 3 (18.8%) 8 8 (42.1%) 29
PR i BRBSPE 6 (87.5%) 21 3 (15.8%) 15
M7 h kAT 72— 1 (6.3%) 2 0 (0.0%) 0
R L OeE b E 16 (100.0%) 155 | 19  (100.0%) 208
Pk 0 (0.0%) 0 1 (5.3%) 2
EH LS SLE 1 (6.3%) 1 7 (36.8%) 16
w1 T A IAE 5 (31.3%) 134 | 6 (31.6%) 22
B~ 73T ALE 2 (12.5%) 11 0 (0.0%)
Sl NUR 7N 1k 5 (31.3%) 17 3 (15.8%)
= R IR LIE 0 (0.0%) 0 2 (10.5%)
K7 L7 2 15 (93.8%) 70 | 19  (109.0% 64
A ifi 0 (0.0%) 0 1 (5.3%) 1
(ESZRRVENiXfiE 4 (25.0%) 7 8 (42.1%) 15
K~ 7R U AjE 0 (0.0%) 0 2 (10.5%) 6
KT Y U A ME 4 (25.0%) 7 10 (52.6%) 17
1KY W e 7 (43.8%) 12 8 (42.1%) 24




DIN/FIL/TEC #f

(N = 16)

KEL DA R

(N =19)

Bk (%) T8 | B1%% (%) GE=4

AR 11 (68.8%) 27 | 12 (63.2%) 28

i H6 R F L ORGSRk s 6 (37.5%) 12 5 (26.3%) 16
B i 0 (0.0%) 0 1 (5.3%) 1

GG 1 (6.3%) 1 0 (0.0%) 0

B AR 1 (6.3%) 1 0 (0.0%) 0

FEE IR 2 (12.5%) 2 1 (5.3%) 4

DU i 3 (18.8%) 8 3 (15.8%) 11

PR R P 4 (25.0%) 4 5 (26.3%) 7
E i 1 (6.3%) 1 0 (0.0%) 0

GBIV 3 (18.8%) 3 3 (15.8%) 5

bR 0 (0.0%) 0 1 (5.3%) 1

FARIEAT 0 (0.0%) 0 1 (5.3%) 1

TR B 0 (0.0%) 0 2 (10.5%) 2
7621 0 (0.0%) 0 1 (5.3%) 1

AHRAE 0 (0.0%) 0 1 (5.3%) 1

Bk L DR EskEE 3 (18.8%) 20 | 3  (15.8%) 7
1R 1 (6.3%) 2 0 (0.0%) 0

HHAR 2 (12.5%) 17 3 (15.8%) 7

M i ER IR 1 (6.3%) 1 0 (0.0%) 0

AFERE L OLRERE 0 (0.0%) 1 (5.3%) 1
A TEERIR 0 (0.0%) 1 (5.3%) 1

PP, IERds K OERR PR 11 (68.8%) 32 | 14  (73.7%) 32
LN 8 (50.0%) 13 6 (31.6%) 12

HE T R 2 (12.5%) 2 0 (0.0%) 0

S, 1 (6.3%) 1 3 (15.8%) 3

[NZEhd 5 (31.3%) 11 4 (21.1%) 6

S 0 (0.0%) 0 2 (10.5%) 2

Jia 7k 0 (0.0%) 0 1 (5.3%) 1

Jitiligi 2 1 (6.3%) 1 0 (0.0%) 0

FitizK g 1 (6.3%) 1 0 (0.0%) 0

T LA —Mak 1 (6.3%) 1 1 (5.3%) 1

ik 0 (0.0%) 0 1 (5.3%) 3

Wi IES 1 (6.3%) 1 2 (10.5%) 2

1 RGE DO RAE 0 (0.0%) 0 1 (5.3%) 1

1 e R S 0 (0.0%) 0 1 (5.3%) 1

B2 6 L OVEE T ALk RE 7 11 (68.8%) 28 | 18  (94.7%) 124
ARIE B R 5 0 (0.0%) 0 1 (5.3%) 1

Ay PRI R RS %6 1 (6.3%) 1 2 (10.5%) 3

P2 i W fg 3 (18.8%) 3 9 (47.4%) 30

B2 2 (12.5%) 4 1 (5.3%) 6




DIN/FIL/TEC #f KEL YA B

e kéﬁ@mn (N = 16) (N =19)
FARGEE (PT) Bk (%) | g (%) (G5
FRE R Z VRIS 0 (0.0%) 0 3 (15.8%) 18
HLBE 1 (6.3%) 2 0 (0.0%) 0
S ALEE 1 (6.3%) 1 3 (15.8%)
SRR H I 1 (6.3%) 1 0 (0.0%) 0
% 9 3 (18.8%) 4 7 (36.8%) 12
2 2 (12.5%) 2 4 (21.1%) 22
BEIR Bk A 1 (6.3%) 1 5 (26.3%) 18
B J 0 (0.0%) 0 2 (10.5%)
E S 6 (37.5%) 9 4 (21.1%)
JlIREgEES 3 (18.8%) 4 6  (31.6%) 13
THIL 1 (6.3%) 1 1 (5.3%) 1
e L 0 (0.0%) 0 2 (10.5%) 4
AR 1 2 (12.5%) 3 2 (10.5%) 5
1FTY 0 (0.0%) 0 2 (10.5%) 3

MedDRA ver.21.1

2) REeMER
EEERR L

(5) BE - IRAERIGHER
Y E R L

(6) BEMFER -

1) ERABERE (—RERARERE. FEFEARERE. FABLERRAR). HE
RFERT—IN—XFAE. BERFTERERABORNS :

1. ERABEREIZDONT
1) 1997 FOBEEHEH
REMIT OV TIT 4,822 BIDMIENT TG & Shviz, RIERZSBUERSE (LT,
BIEAIZREBLE) X, 7.2% (348/4,822 f5) TH V| AKGRIRFE TORERDFH
#17.3% (237/1,366 ) &g L CTE< 22 @MITEO bhienoT,
ABtEIC OV T, 4%0mﬁ%ﬁﬁ%&éh fiff FIRRE AR AR L2 d 1 2 AR
DA HRITAGERE L VIR T 28 mIEERD b ho iz,



BISER DO IFPERBAERENR (ARE)

Tk S KGR E ToRBR i A AR A
BRI O 4 TERE O 78.1% (25/32 i) 81.0% (149/184 fil)
T ate
D AALSIRIEIC K B iR
Tk i
X R IR} 89.3% (25/28 f)) 96.9% (918/947 #1])
i 75.0% (18/24 f) 97.2% (1,306/1,343 i)
PN 93.6% (44/47 7)) * 97.3% (937/963 fi)
LA 100.0% (36/36 f51]) * 98.0% (49/50 #1)
AR FE 89.7% (52/58 #i]) 97.6% (40/41 #1))
S A I — 90.8% (601/662 fi)

ﬁgﬁzﬁgﬁ@ﬁc:{%ﬁ% 76.2% (16/21 {4i) 77.8% (98/126 i)

HAR BRI EE S 4fh o 0

B A 67.6% (23/34 #)) 88.1% (104/118 %))

R « RS AT P BRI IE 79.6% (39/49 #) 88.9% (16/18 #)

HIV JEYE ORI s % o .

S AP BRI 81.0% (17/21 1) 100.0% (7/7 51)

Tt SR — 100.0% (1/1 1)

* o BFEMES 2 R & LT e,

HAGERZATHEE (NR. SnE. 1TER. FHREETERUBHKEE
EEH) IOV, MHARERES L CESHEMI L, T
ZL MR OHEIEIC OV TRET STz,

INR (15 5 ARTH) 12 OW TR, RaMEfT X561 & LT 396 filAMNEE S i
7oo NRORWERFELRIL, BHBM 3.8% (3/78 #i) . [EEHE 4.6% (4/87
B) . SPEELE 9.9% (19/192 1) . B 86 5 RAEBERE 4 51 BLE 72 L.
FHERRMER M 11.8% (2/17 #1) | S RME - FeIetar hEkBME 18.2% (2/11
) THY., RAORIWERRHEE L L CaWERNITERD Do T,
—J7. BAREIZOWTIL 338 s i & ST,

INROBEERIT, BB 27.7% (18/65 B1) . [EJEREE 0.0% (0/81 i), A
PEE I 0.6% (1/171 61) . BRI AIEMREE 4 IR G2 L, FBAERER
PEEIN 5.9% (/17 #]) ThH Y, HEREME O/ O SN 15 Ll 1 65
AT HEOHERZNZR 10.9% (13/119 #1) XV @723, ZDOBHEIIAHIT
HoT,

=EE (65 LA E) 1T oW TIE, LM R SAER] & LT 1,546 51534
LINT, EnE OBRWERZREBRIT, Bk 6.4% (86/1,341 f4) . &MkH I
i 5.9% (6/101 i), ‘B #EFRIZAIEMRE 12.6% (7/56 fi) . FFAAN R
6.3% (2/32 i) . JoRVE - FegsPEar FERBUDE 0.0% (0/4 f3]) TH V| 15
kLA b 65 mEATRE O BIVER R HLER L Il L TR WMEBNTERRD S e o iz,



— 5. BEEIZOWTIX 1,469 BIA KIS & Siviz, milns ORI, EF
¥ 0.6% (8/1,286 i) . 2k A G 5.4% (5/92 Bil) . B & 22 I Al i i B
10.7% (6/56 #41]) . AR BYEZM 9.7% (3/31#1) TH V. 15 Ll L 65 7%
RAGEE D M & ik U CEnv MEANIEER D Hiie o7z,

EERRIC OV TR, AT & LT afIBUES Tz, 25 26l
KA G-RNCAER P MM T o 7o, AAIDREE STl 2 flidnTnba
PEEBEMEA MR CHY . 9D 1HITIHERETIC L W HEICESL 2o T
D3, HEE L7 1B A VRICBREIGRO b h o7, 7k, FELHICD
WL ATER 29 ISR FRIE S REAT S AL, SEEE OB RS & BUfiiE 1235 LT
ARG S LTy BEREVE S NEEEEBRE (DIC) Db~ & R iz
LT LTHY, HYEMIAFEG LS A MFEAROHEGE. DIC O
BALIZEA G Lo ATRetE 2 R X T B AEFERIZ DU TIRINEE S M7 E B 23
72 AR ORENER G IMEZBIRF R CHI 2 2 L IXNETh 5,
FHEEEZE 2R BB OV TL, LM SRIAES & L T 224 #i23Y
HEENT, AROBIERARER 9.8% (22/224 ) 1%, MEEORIVERRHER
7.1% (326/4,598 i) L[AEECTH 7=, —H. AEPEIC OV T 196 BiIH3 %t
Gl ant, AELAOCEROESRIIZNZI., BHBM 9.1% (1/11 #1)
J N 17.3% (30/173 f31]) . [ETEHE 1.6% (2/127 B) } X 0.7% (21/3,217 ) .
APt INE 8.6% (3/35 f51) KX 3.3% (21/627 ) . B #i BRI HIERRE 9
o1 RS KON 15.4% (18/117 f31]) . fFAEAN BAEE M 11 Bl EELh (51 72 L &
010.3% (11/107 ) TH Y, ZElIRh-oT,

BHREREZHI BB IOV T, LEMMIT I RAER & LT 58 #il73UX
EENT-, AROFRIEMRBRR 5.2% (3/58 i) & RO FI/E MR R
7.2% (345/4,764 B) \ZFEX 2D o T2, — . AIPEIZOWTIX 52 FiIASxt
Gl Sz, ABEXOEROERITENTI, FEE 0.0% (0/44 ) K&
O 0.7% (23/3,300 §1) . Sk A I 3 6 F Mg B 7e L &L 8.6% (24/659
B) . BRI AE AR 5 5 M 51 722 L e TN 15.7% (19/121 451) TH Y |
X o T, ek, BB L OHARBRER MBSO CEEELET D
BEINE SR 5T,

PLEX D 1997 HOFH5EA H FERFIZ IS TR O f i 28 0 B 7 R s X 72
WEEZ b,

2) 2004 FOBEERFR

(EMFHERORELP~DEEUT MHREEF] - SR AER O 5 h Bk
HBOEMBELT THIER])
REMICHOWTIE TERERE) (2RI LT 429 i, TEAEIE) (2RI L T 355 Bil73
it g & Shvrs, TERERIE ) (CBI D RITERRBUESIR (LIT. RIFEMZE
BlR) 13 43.1% (185/429 #) TH Y | KK £ TORBROEIVEHIEH R
89.6% (69/77 Bl) & bk LT <72 HMAIEEEY HaLeh o7z,



AEICOW T, TEEEEE ) (2B LT 426 B, TRHERE) (2B LT 352 #
DRATRIGE L Stz T ORER, ARMEIIAREEE CORBRIZE T 58 2M%
LRECTHD EEZ BN,
HAGEREZETHERE (DR, SiE. HER. FEEREETERUVERKEE
EEE) 2oV, MHAERES L ESRERMI VL, £
ZIVEEME R OISOV TRET S 7z,
INR (15 mAR) ORIERZBIEIE, TERIURE ) 1B L TiX 26.8% (11/41
i) THO ., A (15~64 %) OEIEHIEELR 46.9% (167/356 f5]) LV
Bhote, Eio, [BHER] O/NEORWERFBLERIT 9.4% (3/32 ffl) TH
D, A (15~64 %) ORIERREE 21.2% (62/293 i) &L 7e20->
oo ENEIVNA fﬁ*ﬂﬁO)E 1@%0%%%61%}8\&5 bILiRinoTe, —H. Ak
[ZOWT, TR o/NRICEIT 5D 2x10%kg LL_ED CD34 B HHfu%k % £
BT & 7 EB OEIA 1L 82.5% (33/40 i) THH ., MAIZHITHEIE 73.2%
(259/354 ) & =T oTz, TBAEEK:) /INRIZI 1T 5 4F HEREL 500/mm?®
FTOMEE RO RAEIL 12.0 HTH Y, AT 2 11.0 B & 21T 720
277,
=EE (65 LL L) ORWEARBLI=IET, THEURE) (2B L TiE 21.9% (7/32
i) THY ., A (156~64 %) DOFEIEHFEE=R 46.9% (167/356 f51) LV
Eorote, E£7z. TBAEK] OEnd ORIERRBLERIL 20.0% (6/30 ffil)) T
HY . AN (156~6475%) ORIWEHFELER 21.2% (62/293 f5]) & 71X
Too ENEIEIE ITRAOREMORBUIGED bR oTo, —FH, A%
PEIZDWT, TR Omimdicis i) 5 2x10%kg LA Ed CD34 [oHifuEk
ZRRETE TEF OE AT 71.9% (23/3261) THY . RAICBT EE
73.2% (259/354 f5l) &=L oTc, TRBAERE ] Omln# 23T 2 4F HERkE
500/mm3 F£ TOEE HEOFRAEIX 11.0 HTH Y, FRAICEIT S 11.0 A &
X7,
FHeefEE 2 A9 2 BB ORNEHIEBLFIL, THIUR] OAHRE 64.4% (29/45
Fl) THY., WMEEORIEFARIE 40.6% (156/384 ) LV &EroT-, F
7o, [BhERE ) OFREORIWERFIEIL 25.0% (15/60 ) TH O . HHED
BIERFEELE 19.0% (56/295 f5]) & 71X 72ho Tz, TEREURE) OFRERE
AT 5 BHF ’:m\f i - EASRIEE (BYE. B9 . - IRE REE
RO fRi e iEE CGEEY NE RO LN, AEOIEFIEA D75 < FF
TE D EH ﬂyaﬂjf%&ﬁwh —J7. ARMEIZOWT, TERERE ] OFFEC
B 5 2x10%kg LL > CD34 Fﬁ ﬁmﬂﬁéﬁzmﬂ&f% 7= 9 A5 O E A
61.4% (27/44 ) ToH YV . BRI HEIE 75.4% (288/382 f4]) L v K
Moo Dy, B EEOIEFIF D foc<4%%m_o>%l TR TE ot £72. T8
Wi | OARECER T B4 ER-E 500/mm? £ ToEE B o f 9 EiE 11.0 B
Thy, BRI D 11.0 B L =T R o T,
BHEREZETHIBREORMEARBRIL, THIUR (2B L TIXA#RE
34.8% (8/2341]) TV, HHEORIEHIETE 43.6% (177/406 ) & =%
mhhotle, Fio, TBHER] OAFFOREMFIRIL 19.2% (5/26 i) Th
0. ERORIERIEIE 20.1% (66/329 #) &= hotz, —J7. A%
35—



PEIZDOWT, THEURE ) OFFEICIS 1T 5 2x10%kg UL o> CD34 BtEillask 2
PRELC X IEB OFEIEIE 77.3% (17/22 #]) TH Y . R BT 5 EE
73.8% (298/404 f5l) &=L /enote, £z, B OFRHCE T 4
Bk¥ 500/mm? £ TORE B o RfEix 11.0 B TH v, EREIZBIT S 11.0
H&EEII o7,

728, WREEWRICAAIDEH S AUTENTINEE S o T,

PLEX V., 2004 FEOFEFER H BRIV TEEX OGS 2N LB 70 B RE ST 7
WwWeEZ bz,

285 REAEIZDONT
1) REAERICET 2RE
ATRAEIL, BHEMBEERE. BETREHELN LXK - ﬁ%ﬁﬂ¢ﬁﬁ
WEBFIZBOTEYSBHA PRSI0, HIREOHEHEETICBIT S
Ve, AIMEROWL G-CSF FUAFEEDFBIZOWTHET 2 2 HMY
E LT, —EHM (6 7 AR EHPICEE T, Fak 3 4 10 A ~F
% 8 4F 10 A ORI M S iz, T ORER, 43 Jiiigk & 0 ZZ2MERT R 851 &
OVEZIMEMAT R 2] & L C 49 JEBISIEE S i=,
REMIZTHONT, BITEARHRIT 4.1% (249 1) Tho7z, BHWEFAREIVE
BIOWFIL, FERME - FeFEPELF R ERBAEREBNC I 1T 28D TR 1 41
T OVFR AR AN RAMER e 11 Témfmfamr«@%ﬁJ1MT%oto
TEMHE~OBAT] FEFIT, W2k IR R O R R 200, BRI
BOEMERE L DB CEIERTH D . AFIRG 34 HZIC Emﬁm%ﬁbf
BY ., HYEMIAFEGICE D FREZFE LI EE2bN5 A FL
T2,
fi Rl A 2 & Eo A B R Al 7% 12 B8\ THL G-CSF HUARDNHE S AL 7= SEH
X 15 FITHY , A THEIIRE SR o, Fo, Bt G-CSF fuffpE
BT HEEB26NDT T 7 4 7% — Kb ZRTIERILRD L
277,
B#EICOWT, BRI HICBT 258 &6 R E IR b E k5 R
T DL 1 WA B0 OWEEE BB LT, £7201 B (11E])
72 0 DI G- Bl T BT BOERE OV R M - Fras s ekifiAE Lz
BWT, FEHBERAE L LR L TOREHE T o 7223, lx OERNZ L S
EOOENRKRENoTo, EEREOER TIL, K TEEHOFE G &I
SR EFHEG OB LU T CTd o 7o (B §l I AR & OVF AR B 08
A (BHERICBET 2A T, B RN - SRR R ERIE (X261 5 T #
5.)), HFRERBUMES EDRITA D L L, BRI EIEERE 44.4% (8/18
B) . FAERNRMEEM 76.9% (20/26 1) K OVERM « FpstEid e iE
80.0% (4/5 %)) Th-oT-, ZibOIEFIOMEHRAEREICB T 5 H2%EIX
ZINEN 94.5%., 92.83% &% X 80.0% T~ 7=,



2) BATRMEMAERF T 2AXFDLEMEICET HHE >
AL, AFNC LV IBEA2Z T TV A FBAERBERMBAE I2F1T 5 MDS
XiZ AML ~OBATR, R RBBELHET 52 L% H E’J L LTE
M S iz, FAAEXRIGE L LT, 112 fEf ORAFIF 5-8E 81 5, FE#& 51 31 i)
DIEE ST, RAIRGHICENT, BHOBEBFIRER NG N Rk
(2 KDY A IS T MDS BATHI & HIE SN IEGNT 1 HITH VD . AGEH]
\Z monosomy7 DR EEF TR D bivieinoTz, — . FEERGEICEBWNT
= MD&%H@&%E%MKEW@SW?%D\5%1m:mmmmw7
ORI EE NRBD Bz, 728, AML BITHlI%. MRS Lo
Too Elo. NEEIZ KO ARARERE, RGO THARREE D
MDS ~DOBATIZOWTHBBE ARG L7 L 25, K%U&’éui#rﬁ‘i 3.8/1,000
B« A5 FEFRGHEDS 22.4/1,000 fl - FETH Y . AEZETR D bgnoTz,
PLE&D | RAIBG#E & FERGRE O HIZ BT MDS X% AML ~D#%
1138, Yo RELE B I 2ITR T, AAIH MDS 3L AML ~®
BATICE G- T DAtk h S Ex oz,

2) RBEHE L TERFENDHNBERIEERE LI-FAE - HBOME .
BEARR/NA

(7) DAt -

(BEXIFH#HAMOSMBRERIRICH T 2IERESE & Ot ARE)

@ AN DR

B OV N O3 SRR O 2 E it A (LA, TAML) ) B LT,
EWNIOERRRBRICBIT 2 7V E T8 ROV # T, G-CSF oL (LT,
[FLAG] ) MOYFLAG A Z ey OptR#EYS (LLF, [FLAG-IDA] ) OFWE
OWIIZILL TO EEBY TH D,

1998 4 Montillo M 5 O 20 Tk, 11~70 D BEBHAAN B, FLAG
DREAT SALToAER. CR IR T 21/38 il (55.3%) [FF% AML 14/22 ] (63.6%) .
HERME AML 7/16 6 (43.7%) ] 1258 H LTz,

1997 4E® Parker JE 5 O 20 TlE, 18~T2 D HEEIHAAN b, FLAG-
Ida 23 FE1T S 75, CR 1% 12/19 f5 (63%) [de novo MDS & ¥k AML O3t
7/9 B (78%). t~-MDS/AML 1/3 ] (33%). B % i3 #EiA Mo MDS/AML 4/7
(57%) ] IZRDH BT,

2010 4= Tavil B & O 29 TlE, 2~17 MO BREDMAAN S, FLAG-IDA
DHEAT S N7=fE5,. AML B2 5 CR RiX 75% (12/16 ) Th o7, Tz,
RBEEEMICB T 2 24EFHH (FRfE) X366 WA TH-T,

2013 # @ Kaspers GJL & O 30 Tld, 0~19 D BEDBHAAN B, EE
FHITEE Th 25 28 H HREROBHERLE (FFEK 20%A0) 1X. FLAG #£ X% O FLAG
EURY—nFx T ey UPFHESE (BUF, TFLAG-DNX| ) BECEAZ4 70
K80% T, FLAG Ff &tk L C FLAG-DNX B CHEHFRICHEICE N> T2
(p=0.04 (Hf]) ;log-rank i), 7. CR F|X, FLAG # & FLAG-DNX #£ T



ENZEN B9 K N69% ThH V., FLAG Bt & bk L C FLAG-DNX #f Gt FIIICAE &
W@ mo Tz (p=0.07),
RO R RBR AR LS E . ERNAOBIRTA R T4 2 R OHFEETIL, FLAG
S O FLAG-IDA 23l AN} OV N O P36 SATEEEYE D AMLAZXET 2 1A RGERK O —>
ELTCREicn Wb, £z, ERRUAOERKRE L LT FLAG X O FLAG-IDA (B
T BRIREABRDY T #2730 ME SN TR Y, TR, EFEREOFMEICET D RN
wEIN TS,
AFRTIEL, BRARMFZE 3 1Tl x | ERRMEHFEREIC BV C FLAG & OV FLAG-IDA O # 5-
B RS S AL, FIRBIDZED G TV D,

O L&D IR
B K OVINR 0 B8 ST IR PE D AML 2% LT, ERS 0K RBRICH 1T 5 FLAG
KO FLAG-IDA O ZEVEOMIIZLL FTDO L B0 THh 5,

1998 4= Montillo M 5 O 20 Tk, 11~70 @D EBE B AAN i, FLAG
DIMAT SHLTRESE, B CHEE OE MG 2FR D bivio, 4FHERE 500/uL BL E KT
/R 20,000/pl LA EOEIEICE Lz B4 (FOfE) 1222 21 X 1OV23 HT
Bbofc, WHO ¥ 3 DL O FRHGIT, FEEWEL FERIBAIE 17 41 (44%) . RIS
41 (10%). THI3 B (8%). BRI 141 (2%) Thoto, Fiz, 44 (10%) 28
BB A PRIETIZIEE (BT A~V 0 ZJE KR O LA 2 61) L7z,

1997 “E D Parker JE 5 O d 28 TiE, FLAG-IDA 23fitif7T S v7-fb R, AEFER
X, B2 361 (16%) ., RS LA R ORI FRERS 2 61 (11%). A CHIRME T
WIS . AR MR T B PR B T R OV BB R B R A 1 5] (B%) Th o7, 1A
BRIK & ODRBEERDBE TERWAETITRO o T,

2010 4 Tavil B & O#AE 29 TlE, 2~17T RO BEMAAN BN, FLAG-1da
WHEAT ST fE R, Grade 3 UL EOREFEFRITHEESR 8 5] (32%) Th o7z,

2013 40 Kaspers GJL 6 O#HE 20 TlL, 0~19 kO EFHDMAANL B AL, Grade
3/4 DHEEHFEZROREHFIL FLAG &L FLAG-DNX B CREE CTH -7, AEHS
1%, JE#EM (FLAG ¥ 1%, FLAG-DNX & 4%) ZR&, Wit CRIRE Th-7-
(BARR 72 F R4 R OEBLGIE OFEHEIR L) . 1RBRFEE OREPIRNGE TERUVET
IERD LR o T2,

Z OMOWESMFEA BRI ZI) T, FLAG X FLAG-IDA 12 X Y 58 S 7= 37 Grade
3L EDFEEFGIL., AWORMILETEEM L L THEEMRE SN TV OIHERTIE
DOHLDOZR (BhE, RS CEEL TROLNLFREEZ DN,



VI. ZEHERBICEYT HIER

1 EBZ2MICEEHHILEMXITILEYE

I VEAF L (M-CSF)

V7T AF A GBIE T Z) (G-CSF)

TN T TAF A (EEFHEZ) (G-CSF)

TUNTTAF L (BETFHEZ) [7 0V 7T AF L%k 1] (G-CSF)
TANT TAF N (BiaFHazx) [7 4 Vv7 7 ZAF Lt%#E 2] (G-CSF)

™

I

]

=

2 FEEEHA

(1) YERRERLL - MEFAKR
~ U ZEHEHIN, b MEPERISS T 2 A AR ERERIC L0 o AHN TG TP ERETES D 2
O R ER E TOMBUTAFAE T 25 BRI RIS L. A ERATEMAD (6 LT
3% D53 - BEFH AR S, B ERIC R L CIEE O e Tl S H 5 L HES S
A 39)O

(2) BN EEM T HHERRAE -
1) 3P ERATER MM D ML - IEIEREIEA ., BT PERDEHS S DMHIERA

~ 7 AOFBERIN X 0 TR U 7o IR A A I AR A A U U I O R
HEE | R = —OHRORDFED Hiv, ARANILFERATEEARL O /3 b - HE
NEAEHEVER 2 A U 7= (in vitro),

(FENE R
Flo, v uARRAT 7 I PRI DA ERED ~ 7 AZAH] 100p4g/ke/ H % 4 H
FIFFIRN G35 &0 R IMAF R EREL DA X Ik &4, B T3 FRICH
BIFTRE 2 iie B S 7o L C do 25 BEEFER > & BT ER & TR A 1B - TR E e 0
DFRD BTz 40,
EH 7 > MZ 100pg/ke 7 HRIFFIRNBEG-3 5 & X R4 FEREUE 12~24 IReRE
TE—7 L7010 30~36 Rl CHEERMEIZR S, —J7, BT ik, &5 4 FE &
O 12 BRI (B BEZEER & AiTE BEER O BN ANBLEL SHL, WIS A TP ER B S B 4
52l X0 R ~OBNAEESE D b0 L HEH S iz 0,

2) FHEGHAVEMETILTOEEEM
CDR* Ty b A XD BLOYL S WP ERBO BT T L BUEA
B b, SR, B RERBUE) IZB W T, AR ERE O I R 3 ER
HHT,
(k+ENE R



3) dFh BRI RETLEE A
O EMEBRRELRE 4

fil i N O RAG AT HER 2 ARFIFAE T C°hs#8 L 7%, FMLP CHI L T, 4FHEkH
DB LT A —N—F XA FEEZT N/ e —LCEBITIEICIVAET 5 & x|
AH| bng/mL LA ETA—_—FF %A NOpEALZTLE S Y72 (in vitro) .

Fio, BHEY VORERE ICBW TR ALFRIERITR . AK% 14 B EEFIRN
5 U, RIMmarekz HEE L, FMLP fiiC X2 A — 8~ %01 REARL T
R B—ACEIGEICLVIAET D & &, BALTFRIEIC L VKT Lz 5RiE
LB LT, AR GHRDA— =AW REAENFRICHEML, EARED
FIEIRENTRO biviz (ex vivo),

QW ERE
1EH T > N O ERZ RAFAE FCTRAE Lo, A BV 2 L0 MR & 1EME
b &7 i CEALYER IR T Dl ERE RA T o OBEICLVIET H & &
25ng/mL CilFEREZ LS 72 (in vitro),
F7o. EW T v M 30pglke & HEIEARN G- L, 1 K& ICE I L 72 4F Bk
WEERAZRET S L&, IEEROILEDNRD bl (ex vivo),
(K&

QERREERE
EH~ U ZADAPEREARRFET. ~ 7 ZAMEROKRBE & & $1237C, 2 KifH
Bee L7otk, EREKENET 5 & &, 10ng/mL L ECEHAEKEEZ L S
(in vitro) .
Flo, EW~ T AITAA 100pg/ke & BRIFARN G- L, 24 FFE#ZICERIL U 7247
TEROBRAERZAET 5 L &, ARREEOLENPRD LN (ex vivo),
(&R
4) EIMEHE~DIEF 1©
5-FU Wi~ 7 A F L 0 RARSE LA BRI L . AAIHEM, <o 2 IL-3 H
MOIATWHA AT THET 2 & & AFHEMO 10ng/mL THFED =2 = =—JE e
HEER DD b,
F7z, IL-3 & OIAFF TIEAAI 10pg/mL LA E T IL-3 BAlZ b~ k2o =—JF
FRAZEE D B ORI K O = 1 =—E O ¥EIN358 0 H v, & MM 2k UAH SRy
WCAVERT 2 Z LRz (in vitro),

5) EMEMEDOREIMP~DEN S
EH R OGUEAIR G~ U ZNCAR 2R E5T 5 & & RKHEimH o CFU-GM, BFU-E,
CFU-Mk F Y CFU-Mix OGRS &7,
(FENEED

6) £ b G-CSF £ MR
D EEHEk D O ——F4RUEEER
TUANTFTAF A, FyrA =—ANLAE =P (CHO) #ffk Ot b FEpLE
ffakk 5637 OREEE i) b ZhZ R L 7= thG-CSF (CHO) K& UM hG-CSF



(5637) ZHWT, 74 VT TAF LLPEHZAT H G-CSF (rhG-CSF(CHO),
hG-CSF (5637)) & DREMEEZRF LI, ~ v A BHMREI VAR L-IFEaR
PEEAZ I I SRR O G-CSF 23N L, 6 AMEE Lk, 2o =—4%%H|
E LTz, EOfES, 3 FED G-CSF 3Rk = v = — & 1 ZIX RS ISR L7,

CFU-G/2X10%cells

150 -

100

41
o
T

—o JAINTFAF L

»-—-a rhG-CSF(CHO)

+—-—a hG-CSF(5637)
Mean=*S.D.(n=3)

hG-CSF (ng/mL)

@ b MFHIKD G-CSF SARKRADEMM

TUANTFAF A, Fr A =—ANLAZ—PIE (CHO) #lak Ot kEEE
HIIEK 5637 DE:#E B S k58 L 72 rhG-CSF (CHO) K M hG-CSF(5637) %
AW, B MFFERD G-CSF ZFIE~D BT Z Hiat L=,

3 fE#H D G-CSF 3 251 THEfk L 7= thG-CSF ik D b MMFHhER~DFEA 2 i
FEERGFICIRE L, ZOREX3FHELE LIZFER%E Tho7-, Lo T, 3FHED
G-CSF (Xt NMFHER ORI —OfEEEA (22K ICRZE ORI THAT 5
EEZ LN,

&8 L 2251-rhG-CSFEE Mk

-

PFRER

-
o

(cpmX10°)

W

T T T T

15C. 3hri%¥

o —e 71 INTIRFL
m---a rhG-CSF(CHO)
4--—-A hG-CSF(5637)

0.1

(&1

1 10100 1000 10000
G—CSFRE (ng/mL)
EZ3»  ES3AAAMKRYE (1991548, HE) #R)



@ ¥ AR M AT R EREIZ IR 7

TUNT FGAF L, Fr A =—ANLZZ—PiE (CHO) ek Ot kEEbbE
HIRER 5637 DEEE LG H R L72 rthG-CSF (CHO) M O*hG-CSF (5637)
ZRAWT, KR PERE A~ DB R LT,

ICR Rt~ 7 2 124FE G-CSF (10pg/ke/ H) % 5 H R THARNE S L.
5 H H G EAT L O 5T 6~48 KEff 4 O RFE MAF R ERE 2 E L7ofE R, <
T AFKAY ML ERER OHEIE I 8 Tl G-CSF TIRIEFR%E TH -7,

60

B [$1]
[=] [=)
T T T

w
o
T

PR (X107mmB)
N
o

[ 7
Ig

-
o

o

W5 %RER (hr)

.

0

(3) Ve FAZIRMERT - HHGRERT -
BA=)-v 29

o3arka-n

T 4T 5 XF 10 uglkg/day X5

& rhG-CSF(CHO)10 u g/kg/day X5

hG-CSF(5637)10 x g/kg/day X5
Mean=S.E.(n=6)



VI. EYEREICEEIT HIER

1.0 REDHER

() AELAEDLMPERE
P - L 2

(2) BRIRABR THRE SN -IHEE -
1) BEEEE Y

[ A B T2 T v (1.0pglke) Z WS EHEXIIR TR L, 794 A
L7 veAE (RIA) I TIERREZRE L, ZORRITRK - RIRT@E
DT, AEERE (30 7)) OA. EHEKTHEZIC Ch,y (9.830£0.67ng/mL) %/~ L,
DIFE WL U 7=, Y8 2% 080 1% 1.40+0.10 BEf T&H v . AUC 1% 21.61+3.01ng -
hr/mL Tdh -7z, BT &RGRFOMBETREL, 554 3 K C,,, (1.70£0.34%)
WL, LR Lo, VH R CERONIE 2.1520.24 ] T H VW . AUC 1%
11.71£2.89ng * hr/mL, A 474 Z U7 112 0.54 TH-7=,

Fio, B TERGEREOMBERRE TG 4 R LI, SRR EROZ L ERlS T,

% : Mean+S.E.
(ng/mL)
10.0
o #ikAkS (361)

5.0 O ET#E  (4f5)
1m
i3
H
B1.0
|4

0.5

5% (hr)

EEERE (30min)
(1.0pg/ke) T # 5 (1.0pg/ke)
98 # (hr) 1.40+0.10 2.15+ 0.24
Cpax (ng/mL) 9.30 + 0.67 1.70 + 0.34
AUC (ng * hr/mL) 21.61+3.01 11.71+2.89
NRAFTRAFTEVT 4 - 0.54
(Mean+S.E.)



2) REHRS
O =iFEEE Y
fEF AT F 4Bl Z o (1.0pgke) % 1 H 1[1E 6 HMRESREFE (30 757)
L. Dayl. 3. 6 (CEFEEE RIAICCTHIE Lz, ZORRITKREK « £IRT
WY T, MAETHEEE L Dayl, 3. 6 OWWTHICENT b HRGH TE%IC C,.,. (7.5
~8.2ng/mL) Z/rL., DIEHNE L7z, Dayl, 3. 6(Z81T DI WHIEENE
 1.60, 1.35, 1.28 [ TH V. AUC (% 21.4, 18.5, 17.1ng * hr/mL TH -7,

(ng/mL)
10
5 .
m
i3
N
P
|4
N
0.5hri.v.
infusion
el
0‘5 - L 1 1 1 1 1 J
0 05 1.25 25 45
5% (hr)
Day 1 Day 3 Day 6
98 8 (hr) 1.60 1.35 1.28
Tpae (hr) Be & T EA [l 72 iy
Cpax (ng/mL) 8.2+0.35 7.7+0.16 7.5+0.19
AUC (ng * hr/mL) 21.4+2.0 185+ 1.5 17.1+1.5
(Mean+S.E.)

QET#HESE Y

HEFRABF 4f) 27T (05pglks) Z 1 H 11816 HREIKER FTHE L,
Dayl, 3, 6 (ZHEFREZ RIA ICTHIE L, £ ORRITKK - RITRTHEDY

T, MAEFIREL Dayl, 3, 6 DWW THIUIEB W T H &G 3~4 R C,,, (0.92
~1.03ng/mL) Z/RxL. DIBEE LT7-, 02 Enb, RANITEREm A 20
Z MR E Tz, Dayl, 3. 6 2RI AWK EEIIEENE 2.6~5.5, 1.8~

7.7, 24~19.6 Kl TH v . AUC 1% 5.61~11.02, 5.79~10.35, 8.87~

12.85ng * hr/mL T&H -~ 7=,



é 3 lll 6 8 12
BSHIA (h)

(3) h&EHE -
B A
4)BE - HAFEOEE .
P - L 2

2. EYEERA/NT A —4

(1) BT 73
1-ay /"= A FET L
(2) RUVEEEH
BARNES - 28 Ly
ET#HRE U ERRL

Day 1 Day 3 Day 6
¥ 95 ] (hr) 2.6~5.5 1.8~7.7 2.4~19.6
Thae (hr) 4 3 4
Cpax (ng/mL) 1.00+0.11 0.92+0.13 1.03 +0.20
AUC (ng * hr/mL) 5.61~11.02 5.79~10.35 8.87~12.85
(Mean+S.E.)




(3) HRERETH :
P (T, 49

AUERE (1.0pg/ke) e TG
H[E 5 1.40 + 0.10hr 2.15 + 0.24hr(1.0pg/ke)
Day 1 1.60hr 2.6~5.5hr(0.5/:g/ke)
PAg G- Day 3 1.35hr 1.8~7.7hr(0.5pg/ke)
Day 6 1.28hr 2.4~19.6hr(0.5/1g/ke)

WOV TFTIUR:
B - L e

(5) T ATE -
MER R L

(6) Z Mt :
P - L A
3BEM (REaL—3Y) iR

(1) BB 3
WAL L

(2) 185 A — S EHER :
MR L

4.2
RAXTRLSEY T4

(

)

C R hE

(Mean+S.E.)

fEFERE N BPEICAH] 1.0pg/kg ZH TG LIZE X DA AT A T Y T 41X 54% Th

ST,

<BE: v b (REEERETORE) >
1)3S-T 4 LT S5 RAFLTORE

T > MBS ANTTRAFL (TANTTARAFLADOIIBT I )BOIH, 5200

VATA L Cys & 4ADDAF A= Met 2% S TH

AR ST 5, ) (5pglke)

ZE RN G LT % o R USRI EEHER 1, O REIR B ) O TCA VLB 43 H ik
FHERE I TZZFEROHER 2R L, ZOERITESCHThH o7y, RIS 6E
TRIE** DHRITHLTH Y . %51 10 5712 82.15ng eq./mL Z 7~ L7172, T, (@) =
0.306 R§f#], T, (8) =38.22 FEHTIHAK LTz,

BS-T 4 VT T AT L(5pglke) T HEMET » M TG Lizga . W oG e
Eb T (X2 THY | D 2HMEOREEZ R LTz, SERICERSERE D C, .,



(% 10.64ng eq./mL, AUCHEH I — BRI HIMR FHED O bROTZE T G RO /S
AFTNAZEVT 113068 Th-oTe,
(FENEE)
* MU 2ol (TCA) ZMATRIL, W LR Y 7T Ry,
* x EPIEYET TR AT DT A VT T AT LHUR (7 4 VT T AF DRI LT FRME &R
L=b?) ERUST BN T, 7ANT TAFLEEZLND,

2) 1= 4 LT 5 RF LTORE
HEEZ > MW= 4 VT TAF A (T4 NT TAFLD3OOFay; Tyr DAL
MR S 3 BRI S L Cnbd, 7/ BHE S TnD »S &
EWV BT TN0TV,) (Bpglke) Z#FIRNIR G L7 O MBET RS REIR 1. #K
SthE. TCA VLR 5y e X O ROSHERUREE L & 2 fAEDERZ R LTz, Zhuh
BTFEDHSHED 5 Bl b REWIKDENREZ S L T D & o 2 505 SO BUR RETR
FEIE, #5410 4312 88.52ng eq./mL &Rk L7z, Ty, (@) =0.697 KEfH., T, (8) =
3.64 REHCIHAR LT, Sfl ROGPERC REIR BE 138 A Tl e B2 . TCA Lk 45 H
HUHBEIRIE K0 BB ELTh o7, MEET >~ b EHEMET » b O MR I3EE
FBI IR NI o Tz ),
-7 g VT T AF L (Buglke) HHEET v MR TR Licha, B RIS R
T 0D di e L P PR FE R R (T, (X1 CTH Y., EefmEhEEg (C,,) =
2.77ng eq./mL Z 7~ L7-t%, 2 fAYEDOWREZ R~ LT,
(FENEED

5.9

(1) 1% — fixBAFT @t -
<H%E . 7v b (BMHEHERETORE >
HEVET > b TOMBNIRE, XOEHEA— T VAT T LORER, 1FE A EM~DBIT
BRO BN T2ZE XY 74 V7T AF KT — MBI A 1E & A i L g
LEZBND,

(2) % — R RERAPT @@ 1
<BF:Jv bt (RERRETO®RE >
AR 19 H HDOMEVED » T W=7 4 V7T ZF L (Buglke) Z#rlRINER G- L. #EEFH)
(ZHAARP IR L 2 E L7 2R 490 KM ORI OB REREIZ. WTIhoRRIZE
WTHREM O MAE PRI A~ TIRWMEZ R L, 72, FARKOHRIEH O TCA
Ry P RRIIE & A ERRH S e o T,

(3) ELit~DFATIE -
<% :Jv bk (RERRETO®RE >
PER% 10 B B OWHFLH 7 » M2 PI-7 4 V7 T AF L(5pglke) & KRG L, A&
ONFLTH R BB BE 22 7 L 72 49,



FLIH RS I BRI B 13 4% 514 4~8 HRM £ TREFMIC B L=, 72, ILitwieldtae
R 5D 5 TCA PR 2 B EIR FE O FIA S R EI I L 7= 23, HPLC TR
L7oAE R, -7 4 V7 T AF NI ST D3 S g, REMIKE LT
BT LW R ENT,

(4) BERADBATHE -
DR L

(5) Z D DIRBE~DFEITHE -

<BZE. 7y bk BMHEEETO®RE >

1) HBNRE

OFIRA IS
HEVET » M2 17 4 V7T AT L(5pglke) % FlRINAE 5% 10 2y ORRRRPI R
REMR DI, AR, B, Mk, B, AR, IF. B . ML TERDIEICE
WMEZR L, HRRIR A BR IE & A & O THRE1% 10 29303 1 BRI R i 2 7=
L7cth, SRS Uiz, —J7, Bd, BRER, MofR. BRIAHARR. BHmh7e ik
2 T BRI B 12 DT DS IZ B W T B R o T2,

QRT#HE
WEPEZ > B2 -7 4 V7 T AF K(5pglke) & B2 T HEH- L 71 OFBE PN RETR
FEIX, FRIRZBR<I1T & A L O/ CIe 5% 2 Rl ST 4 Refi] Ciesifia m L, ¢
H4% 2 Wl Tl G500, BRI, B, BARY., g, ik, &R, BEptoNEc
m< . EeEER% 4 FERICEB O TS R MR AR bz, 5% 48 K
TGO, HURIR, B B INAEW A R & AR O HUH SRR B TR O TR Vi &

o,
T BN, MR, O, BRI, FRSAE OB EERE IO T ORE AIZB VTS
Koo Tz,

(FENEED
2) EBEA—rS XTI L
WEPEZ » M2 BS-7 4 V7T AF L(bpglke) & HENUTE TR L, 24—
AT NEERLLT,
FIRN P 5-1% 1 R Cld, BB, Bl BEROMICE - &b mWBEHEED R O &
v, WNTIMHE, AT, BB, MER R LA S OB RE SRR D D Te s | i, Fi.
IRER, Mo, RSB DHHEEIZIEE A LR Lo T, KT G#% 2 BifE <
R BEEML, BEE, R OVERECR b m < IRWTHF, MR I, fik, MER RIS
BRI @ RB 2SR O B ALTZ A, M. A, B, IENERR. MlR7e & o Ee
Do FNT D72 o T2,
(FENEED
3) ) InREITe
B H =2 — L & LIV » M2 5= 4 L7 T AF A(Bpglke) & H RN 5 L
TofER, BG4 48 RefEl £ TIZ Y VIR AT LIZHUENRED 9 B D TCA P 5y
THAREIL. 5 L2 BUOHEED 6.61% Th -7z,



(6) MIFTEAMFER

6.1t

(1)

(2)

(3)

A EE R L

BT B OB RR
<£E:7v b+ (REERRETORE) >
HEMEZ » R &RV, 58-T 4 VT T AF LR BI-T (VT T AF LEE#%OEERGE
R RED 3Bl « ST &R AT o TofE S, BB SN2 T 4 V7 T AT KO R/ Li s x
AR I B2 DEERE S TG LTHFEL, —FH, oM n-—HixzAH
BRI S, BEIIZT 2 BRIEHERO 2 Tofif S hvitk, HEikEh 2 b o &
Ez bz,

(FENE R
REI-BEI5T 58K (CYPE) OHFE. F5E .
CNER R L

DEBBHEOERRUZOHE -
MR L

(4) RO FH DB TR UERL, FFAELE -
LR L
7
W R R UAE B

<£ZF: Iy b+ (RERRETORE >

1)

BS-T 4 IWT T RAF L
HEMYET » M2 BS-T7 4 VT T AF I (5pglke) Z#EFARNSUIE TG L2546, 5%
144 WifE £ Tlo& G L2 EE D 17.9~19.0% 23R 12, 10.2~10.6% 723 3 H 2 i &
ni-,
F 7o, RPICERATE LT I RE IR 5B D 81.0~83.7% CTdH - 7=, JRH ~PEillt & 7= fik bt
RED 9 B, TCA ORI 5y HF G BE* Je OM0 % SOSPE R RE* * 13D TR W28 JRH
~NIRBREE N T %, KPR E LTSNS B A B D,
BS-T 4 NI T AF LTI, KREDORFHEENMENIZEFT 508, ZUIREO R L -
THA UMY X 7 (Cys Xix Met) XIE~~7'F R(Cys Xix Met &5 E) 372 M
BARICHEAHAESNI 6 THY . HEIZIET 2 BRAEHBRRO oo S, Pt s
nsEE2oNn5,
(FENEED
% N U2 oo (TCA) #MZ CRELL, LUK Y ~7F REisy,
%k EMIEEFFIRE R BT 2407 4 V7 T AF DHUR (7 4 V2T 5 AF L& BIE LT FRIIE % K55
L7=b D) ERIRT BT, 74 NI FAFLEEZBND,



2) =T AT FRF LW
HEVES » M2 217 4 L7 5 AF 5 (5pglke) % HIRAERE L= 4, 56 72 M
F TGS U ERED 97.7% 03 R TIZ . 4.8% 3 FHF ZHEt ST~ K 5Tk Es
% 144 FEI £ CIURIIC 84.9%, FE1IC 8.4%DSHRME STz, TR IS BRI & 7o o
X, T AT T AFADLBBELZ PINC LD b DO TH D,

. BRARS

X 100 - R

I¥e)

b

=<

u

]

lslg 50

s

#

= ) N
0 24 48 72

w5 %EEE (hr)

$ 100 - ET#S

g R

5

u

]

gg 50

H

=

: . . <X, .

& 0 1 I' 'l 1 T I'
0 48 96 144

RSB (h)

(FENEED
W R
T A B T ICARH 3.0pg/kg % AUfFHEIIAHK] 1.0pg/kg & 5 TG L, 24 FEfE &
TORFIBEARE LIZFER, TXTUERRU T TH 7= 39,
Wt R E
MEE R L

8. 5 VRKR—E—IZEHT B1EH
MERR L

9O.EBMFICLDBREE

MREN : FEEREI L 5 2 2020
REIEEAT AR L
ERMERER % UERR L



0HEOERERT 8%
AR L

1.2 0kt
MR L



I ££% (ERLOIEES) (CEJ SHEHE

1 2E5RBFEZTDOERA
RESH TN
2EZRNEEZFTDER
2.EE (ROBHEIZIEEBELLEWNI &)
2.1 ARHFND RSy 3 O FERIER 2 v = — 2 Al IR - B 2 EUE O B
2.2 BHER OIFERN 3980 LT Ze VWVEBEME A I 0 BB K VR RS ik o 2B B 2R ER
DOFRD LAV D BRI A MO B3 (F5 XATEEATEO 2B Bk B sl if?‘é#
SR E OFREE S LTRGT 2568 %R<) [8.12, 8.16, 11.1.4 &#]
58
21$ﬁ#th§%ﬁfké L AER LT, MOBE A2 B A EIR LI T T

n Ebflo
2.2 HMIEAIIRAAFNT K - TR S BT 2 fREMEDS G STV A O T, FiitEA

MR OLAIL, R ME I EBEZFERD RO DN WEFIZOARBET 5 L 9% EL

7o [IVIL5), VIL8.(1)) DIE ZHM]

<GBFC : 2022 4F 6 H LRI >
[ (P38 ST ER A O BV E A BEVE B s 1259 2 FUEErEIE S Al & O PF LR & LT
BEFT L5672 ] 13 TEE EOLENED O ARATRIK - @E%i@ﬁxﬁ
NI EE~OWE Y PRI R 2 A E) 1235 &, 202246 H 20 HAF T, THRE X
HEME DA E %ﬁamr’ﬁﬁéfﬁ%@fﬁk@ﬁﬁﬁﬁjKﬁ#éF@%
SOFR) . THIEROHE) PAEGRSNZ LICL DB TH D,

SHBERIIZRICEIET HEE L T NEH
(V.2 ZWE ST RICEET H1EE ] 22352 L

ARERUVRAEICEET TR L TNER
(V.4 HELOCHRICEET 21EE] 2R3

S5EELRERNIE L ZTDOEA
8. EELEAKRNEE
<)‘j]ﬁb/\1é>
8.1 AHNF G- H i3 E RN AR A 21TV z%uﬁmﬂﬁw(am%)ﬁ%MLﬁ
WED HFHEET DL, MEL EOBINARD b EAT, B, KRR Y
DOWEY I EE & 52 L,




8.2 MBUES ORIE % THIT A 72012, MK L TXT LV —BEAEEE, SEYimbi
JESIZHOWT ol airo 2 &, [9.1.1, 9.1.2, 11.1.1 ]

8.3 AFIGICL VB, BRENMEZHZENHLHDT, 20X 5 RBEITITIERF
PSR A 2 53 572 EOmE R B AT O Z L,

8.4 ARANF G L0 ME, MR NRILTHZ ENH L0 T, MEFHIREMEOHER
ICHETDEEHIC, EHBETERESICLVEZREZ 0T H) 28, [11.1.75
]

(EMFHREOREMA~DES)

8.5 NI =20 ORMMEMILOBIE - FEUCER L CIIBET 504 I 4 LV E%2 5
BICHEYNATS 2 &, o, KNSR OEEUI VRS EER, kO LY
o, MEREMRSEERBOOEND Z ENHHDOT, MEZEDOEEREDLE(
ICHER L, BEAROONTEHAIFIELICHE LB EZITH 2 &,

8.6 KNI —~DOARFIOMHIZE L T K — XX K —IZ 3R EEN RN 201
AN AFNOME IS L D EMOREVEIZOWTIIHEL L TWRWNWZ & bR
7 —Z ZIETTHDL 2 e 2 FRICHALRIELZSThOERTL Z &,

8.7 REIDEGIX R —DOL2HIREEZEBE L, B4 +mIcdiT7v, HEICERGETLZ &,

8.8 NI —IZxtT 2 AAOEEGIZEEL T, LBy bR ZRET 5720, F
AT HBs HUi. HBc B, HCV Hifk, HIV-1, -2, HTLV-I Hiik K& OHg 71015
FHMEZITV, b ThI Z E2fERT AL, £z, CMV, ~/LX2A
MG FHIREZIT) ZENEE LV,

8.9 KMMmEMin OB E N — (KF—) TIEAFIFEGICI 0 B, BRSNS &EE
ICHEZ % 2 L B IERRIRME SRS 2 B 53 5 7 EOM U e L@ E 21T D) 2 b, KAl
MRS 5 — WP E D M/ MRS ERBND Z &R HLDOTT A Y 5%
DI/ MREEEIHEIER 26 7 2 EH O T+ lcidE 35 2 &,

8.10 AAFE 5-1% Je UK M #p MR BRI T3 (il MR DB D Z & 03 5 DT+
TEBRT LI L, £, @mERM/IMIBD B HITZBRITIE, AR R i R
REICAS DAV D B O K 2 il Ml i 5 D@ g 22 W& 217 5 Z &

8.11 KA M IR EGE T 1~2 %I AMER UFHER) AN END Z ERnNHLHDT
+oEETLZ L,

GEMBHRSIEROIFPERBOEMEE. NAILEEERICK DFHBRFE)

8.12 SMEE M A MR EE (DAALFRIEK CE MR O%E) CIEAF O
FIZSet B, BRBUHIAEIZ DN C in vitro RBRIC X 0 ARAHRKC X 2 H i pHiE o
WINORWAMERT D2 ENEE LY, F7o, EMIIC IR A R OVE fifRd 2
1ok, [2.2, 11.1.4 2]

(HIV B DB EIC R EZ K9 5FhEkiEAMiE)

8.13 PERIER R ATBRANIL A U, ARANCxE T2 SISTER TS T 5 Al REMER & 5 7290,
BRI, Bl +01ATV. BEDL R FERE M L nwEL o HE
WG H L, B, AFIERGIC LY HIV 2385E4 5 fTREME IS E TE 200
T, FEBICHT 8IS L7175 2 &, [7.56 5]

(BHEERREIREE(CHE S FhBRRAE)




8.14 HHEEIZAIEGRED 5 B, FEERIEIN Z 1 2 S BUE LB BEME B s ~DBAT D fER
RSN TND Z &0 D, ARAIOMEAIZE L CXERBGALIZ 2\ T in vitro T
FEKa T =—DHENBBD NN L EMRTHIENEE LU,

(ERMAF PR AE)

8.15 HOE G OEMIZOWTIL, ERAZOZ Y MEZEEICRFT L, +0 72 2E I
ZELIZOL, BEHDOMEICKRG TE5Z 2R LE LT, EMOEES
BOLETEMT LI, o, WHE, RANICL2EHWER N RDONDGEH
OG- O A NEE 2B BT, BEHIOER T 2L 5BEE2 52528, HHE
HDVERE S H VTSRS 2 EEH LAV E D ICBRF IS AR L, BeREE
FECOWTHREZMIETHZ L, 2 COREDOLERFERETIECET 8%
1795 EIRIRELS, fEHHE SO L RS 2 BT 2 Ras ittt 5 2 L
F LV,

(BREXIHAMDOATEHEANRKIZNT 2MELESHE OHAEE)

8.16 FEROBMAIEHE ST D Z LN H DO T, THIHIC KR K OB HIRE 2170,
FEROEMP RO NGB IIIAR O G E2 1T 252 L, [2.2, 11.1.4 /]

8.17 AAIZAEH T BT, BIESCER (TEHRE O MEVED R RATRIE - IS/ SR
PR AP FEASOBZY IR I REE T4 VT T AT A (BIrTHRZ) K
O/ 7T AF A (BETHEBZ) (FFUIEEME O 2 E#k B EIc x4 5
PUBMERRE A & OPFREIE) | 20 %) ZRGET 52 L,

(fZE5%]
8.1 AFIEFITLELL FICAFFER (AIMER) A2 BMSED 2 SI3FE LI R0V ED
EHIWTLERE LT,
8.2 ARINMTZAARAITHD Z L E2BE LT, OB M H S AERMICHED
T L7z, [MVIL6.(1)), VIL8.(1)) oI ZHM]
<HBFL : 2016 4 9 H ekETHRE>
G-CSFHIKITT F 7 4 T F L —DHEN DI & BRI GRS R & 5
i L CW A EFEEE IO T EEZXI BN Z L7 Enn . G-CSF #AID U
FESCED O B RS RBR O E R BT 5 atdk 2 HIBR 5 Z L IZ DN TOEEEN
AARBRERZSO DR ENT, ZnE%T, Y THMRE LR, ek
O EHN D DR ERSRBROFERICEAT AR T s L L L,
(2016 4F 9 H 13 HAF LAY BIE EIK - ATEfER AR RIRE R A% 09134 1 5)
8.3 G-CSF A DO EREWERITBER CH Y, BRARENIZERT L B2 NDHE
Ji . T M OBAEIR S SRR DivTo, BB EBALILIE AL T d D Mo, RS,
HHEEETH Y . G-CSF WA 0K G EKFINIGED bz, %< O%EIE, FRFHE
PEIEAT B A RBTFIRIEANC LD APEFIEICEI D 2> ha—LAfETH D L#iE S
nTWa,
8.4 <IBiL : 2020 4F 4 HiTH (B ki) >
AHNTIE, AF T THEERERVEE] KO TRWER) o TEXZ2EIEMR] ©HE
(& D&M RO RSP ~D8I 8 | ORhEE « ZIFRICIRE L CMAZL 4 5o L.
TRIER ) o TZothogIfER] oEIZHEE - PR LBORIER & L CIE 2 i
LB 21T > TUWhe,
54—



8.5

8.6

8.7

8.8

8.9

8.10

8.11

8.12

LovL, ARAlZ TSmO KM E ~DOEE | LIS OIEE « 2hF Iz x L H
L7258 OB RO ENEGIRE N H D Z & IE & OO 5 AR 13540
BE - DRICEOSTRILTHD EBEZLNDZ L. KD, AFlOREFET —2
— K (CCDS) X2 TOREE - hRICK L THEEMRE L TWDZ &b, [EEZ
FEARBER) OHEEO TRHWEH] o TEXAREWEM ] OIIZHEL OIS
WGERE L, &2TOREE « DRIk L CHEBEME 2175 2 & & Lz, [VIL8.(1)]
D B
FAEAR MR K —CL T, R =)0 bR ez e - BT 2B
WL, DRI MM OB S - #EUCEET 20 A K74 ) FEHSBIC L GEYICT
IMEND D, Flo. N —ITBWCRM ML ORI 22 H B 2&, MUk o
LU, I REMRR OSSO FIHER 2 2 L, —F 2R MEIE RS ST
TEMNLRELT,
R AR M MR A K — 2%t 2 F & ORI 02 2 X E WA CRlid 23 o
HDILTWD A, Bl CTONGMOERII 57 L IFF 220, ENTIE R —Ioxtd
LA L U CEMORWER LR 7 + v —{KHl B2 b, KFlOREIZ
BE U CIRBRE R T DT 2 RIS s iR i O 1R LS I B3 5 gt = +
AT, RIBEZETHOHERTLIZENMETHD I ENLRE LT,
AR OEGIZE L AT REL + 3 ICBE LEEICER ST HAMERH LI LD
FRE LT,
ARFNBE G TR S V72 KA e & R ICE R T 28821, LB b
D JEGe %R D T2 DI M AN HE U 7= B2 DR DB LB TH 5, ARA DS
WZER L TIE, FANC VA NV A EOHERDBLENH D Z ENORE LT,
A I8 A D B EURE L2V — 18 M O 1 OB 2358 H v, BEUL— N N OB
IED 7= D IHIEEEALE RN FER SN TWD Z & D, AFIOEREWER TH 5 BIHIC
42 EREMEEIR A O 5 b i/ MREEEMSIER 26327 A8 Y o RUHI15 2 1)
THHEEICIE, MR FEICEETOIMNERH DL Z EPDORE LT,
ARFN B 515 K OSRAY i A0 A PR ORE T 1202 i/ INRER D 8 3= 2 () R R i i 0 i 7%
fiti R — R OV H Z R MR EE RRO LN TS, ZbD K h— KU
FHCE, HIMERSGE DRV ERE & 72 2 FEFEGIIRD DTV RV, EEN
BT HMEEND D, Tz, & Aol RIS REZIE B O ifn 5 03 ifn 45
DEEN LB 21T 9 2 & ZRRE LT, R MLEHIE OBRERF 2 130 — b PNEEIm B 1k
D= DITHEEEALE N FEf SN TWD Z &b, AAIOERBIER T % BRIk
T2 FERREEMESUF A O 5 B i/ MEEIEER 2 H 327 A U U 8AI1% 2 3
LA, MEAZEICER T 20BN H D,
i A AR B A C R B ER IR T 1~2 %12 A M BR (A ER) B2 2380 3 2 (]
FEARAY MR ERE R — R OV H ZR MMM EE RRO LN TS, Zh
5O R —KOERETIE, BYYEEOLL2ME EMEE 25 /5 EFRIIZRD LT
ROV, EBRME T HMNEMENRS DT ORE LT,
FLF A S ARANC L > THIK S AUVEFE T 5 AlRetE s Shvcn s 2o, atE
BEME B i3 O A LR IR I B RESFER DGR O G WRF ICoA R 5T 5 L9
IZERE LTz, e B B fsE o5, Zetoms b AR O FIZ L bR
RS I e OVEBE R OB DWW CHIEO G A2 i35 Z L A5 L T 5,
55—



Fio. RANOBEFIXEMOI MR &K OB BERE 21TV IRE & R T 2 MEER
HDHIORE LT, [[VIL2), TVIL8.(1)) DHE Hf]

8.13 HIV J&YLIE DGR S [ & 9 i hERIBAEI ST A EHEE & L TRE LT,
ARENOF 5L, BRI 285 WM (14 B )& Okl i 511 (6 @ ) %
SHEICHRE LTz, BRRBRICBW TARAEGICS 00 b T 4F FERE S M+ 37,
HIV JRYLIE TGP A Akt T & 720> TIEFIS 19 Bilh 2 Bild 0 . Z D & 5 2 E BT AH
NI & Z x BTz, RFIOANIO 5 B b I T E-E 1,000/mm?® (22 L7
JEFOREHIRNIT 7T B Tho7=Z En, BB RS LT HEHEREOHE M
RO LNV AIIAR O G2 L, B RAEEITO 2 & 2RE L,

F o, ARFIA HIV Z EERICH S W 5 fTREMEISRIE STy, HIV EGE
B OIRHIFIC G-CSF A M d o HIV-RNA 28NS 872 L oMiEnH 5,
[([V.4] O ]

8.14 HHERIERIEMEREIZLE O AP P ERIBVE ICX T 2B FH E LU CE LTz,
EBERTERIEGERED 5 H RAEB in T O X 5 IZ3FERBIN &2 £ 9 M Cld, FHERESINC
KU EREMER MR ~OBATMEE SN D AN T E TE RN L bERE LT,

8.15 Wik 22 4 3 H 5 BT 2O R E HiEO—# 2 ET D) Pk 22 484
FEE ERE 69 ) DA S, (EEH CIEHEEE IS ICHRET DM E L
THERIER 2 v = — RSN - RAI BN & e, £7-, [FHAHRES 0305 56 1 5
IZRWTC, FEEICHE D R FE L LT THARBMEE M & OV RMEA BRI E O
BEICH L THWEGAICRY BET 5, EHESNT, AFIOFHERREMIZHE
D I RERIBE O AR AT ST ETH Y . AEEEGOTHE LT TIER
W, b Z & EIT, EE R IAREER OIS RMELF FERPRAEIZ DUV T O |
HO#5 T 2EREERE LR,

8.16 KN 8.17 <IBiL : 2022 4F 6 H M7l HF >
MR L OMEEMED @ WAKGRIE - BGOSR SE AR~ Y MR 5
HE TS E, 202246 H 20 AR, TERFESUTEREME O Sk E$ME B s 12
T D PSR & OOFRRE) ICkT D [RhREIIRR ). THIER O &) 2K
BENT-ZEITX D, [VIL2.), VIL8.(1)] DIE HH]

BRENDERERIT IEBEHICHI HER

(1) BHHE - MEEZFEDOH D ESE -

9.1 SHHE - MEEZEDOHLIEH
9.1.1 EVBBIEDCBRETENOHZESE
(8.2, 11.1.1 &[]
912 FUILX—FADHIEE
(8.2, 11.1.1 /]

(fi#E%)
AHNRT= A ERAITH S Z L2 BB LT, MOBIS T-HH 2 Bifio A E IR LI HE U TRE
E LT, [IVIL5), TVIL8.(1)) »IE H]



(2)

(3)

(4)

(5)

(6)

(7)

(8)

BHEREEEE

BRIE I TN
FregaelEE 8E -
BRE I LTV 20
HIEREEH T HE -
BRE STV
110G
9.5 1¥1%
TR SUTIFNR U T D AIREM D & A 2 PEICIFR G L2 W E R E LU,
2305 -
9.6 ZELIF
TR EOFRMER O BRALREOF M2 ZE L, IO ST H L2 M9
5HZ &,
INR
9.7 INRZ
GEMEMEOREMA~NDEIE ., EMEMEBIEROIFPERBOEMRE. A
AEREEICEDFRERBADIE., E FREFREDAILR (HIV) BREEDRBE
X EZRTIFREEAE. BHERBREREICES IFPEEVE. BETR
EEMICE D FhEGEAE. EXME - FREF PR AE)
INREE RIS & LT AR O et A faE & U 7= AR RRIER X580 L Tuh ey,
(fEER]
9.7 <SBEL : 2021 4 6 HokETHE >
Al TRIREX IEZh A IS BMMAR I RIS T 20Xy~
GBI H#L Z) OBUEEN RO & XAT 25 72O IZ50# 82w L7,
SEE

9.8 EH#NE
MEW RICEGRBCHET 272 EBEOREBELBRE LN O EEIIRST TS
T, RICAEBRREGEILMEE, ITHERE. BIERES) MR T LTV,

(F#ER ]
A TIE—RICAEFEENE T LTS Z b, ARIRERHICITR G &L OR S
EHEICHE VHEEICREG T 5 X0 ICEEMRE 21T 5 72D E LT,




7 HE/ER

(1) BERZSEZTNDER :
BEZ TN
(2) BtREELZTOER
BEZ LT

8.&l1EH

1. 8l¥EFR

ROBWERD S LoD ZENHLOT, BEE TDIATY, BRESRBOONTLE
(I35 A IR 570 SR ILE AT O Z &,

(1) EXGEIMER & HER

11.11

11.1.2

11.1.3

11.1.4

11.1.5

11.1.6

11.1.7

1.1 EXGEIER

2avy. TF743F— (OWTRLHEEARP)

(8.2, 9.1.1, 9.1.2 &/]

MIE MR (A AT)

MR MER 2 AR IIEIE S5 Z LN H D DT, FEE Wk, R IR #E
RO X SR B ENRO NS E Ik, RO %2 F Ik L,
R BE AR NVE CHI OB G E OO RILEEZIT ) Z L,
SMFIREBAERR (BER)

BRI T D FEIR IR (RER BRI, WME OV A MEIR TR O i
X MRBEFENRO DNTHEITIIAF OB G- Z Ik L, MERAE RS D
WO 7R EZITH Z L,

SFEROEM  (HEEARH)

s fEYE B R OVE R BOE R BE 1BV T, RO A
HESHELZEnbH D, (2.2, 8.12, 8.16 Z/]

EMMERHAEMEREE (0.1%A7)

R, 7 V7 I e, PRI, AN, Mok, MEK. MigdRie 2
RO OLNTGEIII RS 2T IET 57 8, WURLEZITY Z &,
REMER (KEIAR., HLESAR. HE TBREFORIE) (FEAH)
N, CRP L5, KEWREEDAEIEE DGR D b HA IR, AR O#EE.
EHIET 57, WEURLEZTO 2L,

BRAE. BREER (W3 AR

LN D 2P 2 ER TR LT BA I, AR OFE G2 IET 57 L,
WY 7R EZITH Z &, [8.4 ]

(##E5R)

11.1.1 G-CSF ARG T 7 4 TF v —a v ZRRERDPRE SN2 LD
RE LTz, F£o, AR MSMREEHE N —I2B80nTb T T 7 4 7% —
BREOJS DN iE Sz, KAl E &7 77 4 7% v —eRBEEL & OB I3




11.1.2

11.1.3

11.1.4

LTV, HEEZOBITH Y BEEMEEZ R ET D Z &k, [TVIL
5. IVIIL.6.(1)] DIE HH]

<GEFD : 2016 4= 9 A kGTHRE>

ek LV THEZREARWER] OBEIZT T 7 4 7% —%5# LTz,

LvL, ENEEEFOERMEMRB LIZZ b, TERXZEWEMR] OHE

iR T A LT,
(2016 4£ 9 A 13 AfH EA S BB IR - 4G E R 2 A MR Rl SRR 2% 0913 35 1 5)
AP G-I (Rl 28 D FE B S TAVIE B 23S S22 & BRRIE LT,
DAALFRIER] (v A~y v 7akRA77I R, AFMLFH—F
M) SESRVEMERI R ZEE T D2 LMo T D0, DAALFHIRER O #
B2\ TR AN % B 5 LT SER] CRIE MR R OFIEN RO biv/z, G-CSF fAI#
FAZ L0 i rRER N - V&M L U, AR ST OTE M ER SR & PEE LUIfila~ 2
07 7 — Y OIEMALIZ X0 B 1A EA - WS D Z & L0, HRHESE
e D BEFECHIR AN B R F O PEA ZRE L, DAALFRIERIEIC L EEE
AT Tl LRI AER 2 & O BB A il ST b, G-CSF #
F & MEVER R B & OBIEMEIZIA & 25T as, G-CSF S| oo SKHE A X
VEREMEZ R ET D Z LTk, MEMMED Y 27 OEmuvilidE Tk,
WBELL FAZAFHERER S HEIN L 72y K5 @IS MR A 217, BTG U
TAKIRGOWE - PI21To, £z, 212K 5678, REFICHEL,
WIHPESR T & 2 R 72 10 FAE OO fine crackle HAFIZIEE T & L
HEAINTWD, 2R, M XBREEENBDONDHEAITIT, AFOERE %
ik U, B BE AR VE HI DSV ZFREE O Y) 72 LE 21T 9 2 & B RE
L7,
ARHN P G- (B VE IR S5 A E R OB BN E SN 2 EMBHERE LT,
DS AL SRR BRI 54 S ARH % $ 5 U T2 E B C 2k FEI, 85 30 iE R E 0D S8 0E A3
B BT, G-CSF AR 512 L 0 BB S A7 47 HER DS Il B0 il & <0 it Py
WML, =7 A% —8, EHBERORIEEA T  =— X —FNEE - K
i, MENREE, BMME OBERMETTHEIC L0 kRSN ER T 5 A
BEME DR BIREF NS ST b, G-CSF S| & e &5 n fEAE 3 EL & DR
BT 5 TRV, G-CSF A0 KPRER & v BEM 2 G ET 5 Z &%
k7, RVEMEMR & RIERICIERER R A DHERIE D U X 7 O @ EE T,
BN FIZAFHERE DS N L 72 W K 9 I IR A 217V, MEIZIS U
TAKNB G- OWE - T IEE1T 5, AFIOEGRHIITBIE 2+, K
Wk, 7 2 —8, BIRLESESIEIR T, AaDO, OB, Mk ES OFER &
ORI OVE AMERTRE A5 O o X AR ELE 3580 L5510, ARAID
Beh Ak L, BRICERER 2TV, KKEOFESE OIEERERE LT
LB R E E U TCRIBRERLVE CFID L 2R ESE BB
EHEINTWD, 23, M XHEFENRD LN LGE IR, KFlOK
Hazdik L, MERAE RSO E 21T D 2 & ZRE LT,
AT B G- 5p D R B B 9P M OV B 22 7 AORE B AR L F0 W TR BREE N
BIRFHE SN2 EMDERE LT, [[VIL2), VIL5) OIEH ZM#]



11.1.5 <837 : 2014 4 6 H i HE>
G-CSF fANC T, THBMiE I e 2388 U TIEFID s S
TWb Z b, THRZEWEH) OHIBT L, EEWMELITI Z L&
L7z,
(2014 4F 6 H 3 ANF JE A 97878 P 38 3 b R 20 A S R i i 32096 0603 25 1 %)
11.1.6 < BiC : 2018 4F 6 H kaTHE >
AEN OBy 74 NVT T AF N GEEFHBLZ) | ORERET—4
— K (CCDS) & IK#ERZK ) BRI/ &, ENIZBWTARA L
DOBFHEMENTE TE RV TRENRE ] BHEINLTND 2 8 KOKER
RIT—REMICB T 5 RBEHENEN OIS S GA I B E ik
JRICERLAREME b H D Z L nn, TERAEWER ] oIS TRA M E K
(KEIR, REEIR, HE TEREORIE) | B L, FEEMREEZITS 2
LE L7,

(2018 4 6 H 5 Hf BA B IR - AEIGH A R 15 322 2ot IR R M
HRAZ23E 0605 5 1 5



(IR ]

TEBIOBNE (<277 4 VT T AF 2 (BIcF1HZ) |WAIOF IR 2 LT ICH

AT 5,

8E 1@ 2ER
v | mREm | BRSE N
8 | (BHE (R5OH RapvLa
- | PAAEEESR | 3.6me KENRA
OOR| L a BT 10 g emmioonm sumez.
(BREYR L 5RAP4088FT  MBTESEEE LTFECI00&:E (DA OD5I)b,
MEER) ~ TEVEY VGRS, Y5 0ORR T 7S RKF0Y)
B 588082888 1~ 40— RBEHT.
WEREB78E | FEXFE+ RS RVRARYT 10—-RAB% T,
BEREBE  ASRICTAKIE SRS,
BSmEkE 1200/mm3, CRP 0.99mg/dL .
B5%108  IBH2E). X: (37CH) X,
BEHIBE | BMEERERD. LRT 0T Y VKRS
WERABE  SSEE, 80T, 3624 (37.00C). EMEREEEND (604OO/mm3)
%3638, CRP 5.99mg/dL. LDH 1534 IU/L,
SR DIRBANES OB
OV 707>+ kU LK (60mgx3/8).
JURZVOY (10mgx2/8) #%56854,
BE®EOB BREERDE.
BE%6EE  JTLURZVOY (10mgx2/B) #5187 .
38 37.0°C. BSmEkE 57400/mmd. CRP 2.03mg/dL,
BEMSAB | X (38TH) AR . KENFAA IR,
BSmE 33700/mm3,
#BEMOAB T RZVOY (10mgx2/B) BETEREHEL.
EBEO
BE5%1088 | %2 (30.00) DRI RESLL . BAK,
CTICTHIKETER,
SmE 21600/mm3. CRP 30.08mg/dL .
LRZOFH Y VKN AERETHEOD, FEROZE
B, MEEE2 Y FAEBL . VTR,
BE5%1488  Hb 6.5g/dLICH LT, BEFRMEREFI2S (I8 .
B5%1588 MEDERIEECTICT. HRMK, SEABAR.
BIEEEhAR . Efaﬁ@bﬁﬁ TARIEEER, 435 E FEDAR
[CEERRE A ROT,
38 36.9°C. SMER¥ 12400/mm3, CRP 25.82mg/dL o
#57%1888 X (38.5T) A%,
BmEk# 6600/mm?3. CRP 20.67mg/dL .
SMERKIENEDE

Hb 6.9g/dLICR L T, REIRIMEKEFKI2S Mg




Il.a\% 1@ E!HIEFE
. | EEEm | BSE !
2 &
| (Bpp 25OH RAROLE
WERIOBE  TLR-VOY (25mgx 1/8) 1&58888,
542088 | @5,
BE%2108 . WOBI0RE O KERAICESE T R EHs
L. ASIARAGER
BE5%2088 8 36.5C. S5mEk% 6600/mm3, CRP 5.77mg/dL.
5140388 Bk,
BE5#%2088 T R=VOY (20mgx 1/B) [EHE.
38 35.2°C. BBk 12600/mm3. CRP 1.14mg/dLo
BE5%3508 HME L.
BE5#4288 REAFEU+ SRV 20— RBAE KT,
WTHOEFE1 I—RBN80% ICHE.
AHOBER L,
BE5#%4008 ABRAOEME L.
#B/5%5788  JURZVOY (20mgx 1/8) [d1E5kiET.
CRP 1.98mg/dL,
R ES
B5 | B5% | B5% | BE% | B5% |85 | 18518 | B5%8 | B5% | B5%
Bp40 | 488 | 68BE | 888 |108E|1288 |1588 | 1888|2288 |2988
BmEk# (/mm) | 1200 | 60400 | 57400 | 33700 | 21600 | 13300 | 12400 | 6600 | 6600 | 12600
B3hEk¥ (/mm3)| 482 | 39260 | 43050 — 19440 111465 | 11234 | 5788 | 5161 | 11756
CRP(mg/dl) | 099 | 599 | 203 | — |30.08| 2653|2582 | 2067 | 577 | 114
LDH (JU/L) 241 | 1534 | 680 | — | 343 | 240 | 153 | 181 | 163 | 200
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B 6 (11.8)




BlERADIESE BIVERRIRH (%)

HILERE 8

P 1 ( 2.0
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KBS - RIETERESE 10 9 1 6 6 32 0.45
FLEE 1 1 0.01
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Bl 1 1 2 0.03
FEPEIRE 1 1 2 0.03
JEJE % 9 FEIE 1 1 0.01
= 1 1 0.01
5 (EBPE) 1 1 0.01
B 8 7 1 3 1 20 0.28
4] 1 1 2 0.03
B 1 1 0.01
B - BRRREE 90 60 5 4 4 72 12 247 3.44
B Efiv 3 2 1 1 7 0.10
g - BEL R 4 2 6 0.08
#7739 1 1 0.01
T 9 1 1 0.01
R - EE 15 32 3 2 52 0.72
NS 49 7 56 0.78
‘BT 1 1 0.01
‘B 68 21 2 2 3 22 5 123 1.71
iR - RIEHBRRES 3 3 1 7 0.0
AR EE 1 1 0.01
IR TTHE - HZ W 2 2 0.03
BHE () 1 1 0.01
H LU 1 1 0.01
LU (%) 1 1 0.01
JE IR 1 1 0.01
BEMEEE 3 1 4 0.06
FEIR 3 1 4 0.06
REEE 4 4 0.06
AR ol e i 4 4 0.06
ZTOMDEHEEES 1 1 0.01
N 1 1 0.01
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R 1 1 0.01
LI 1 1 0.01
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T 9 3 5 0.07
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Wy 1 1 0.01
&HRBE 1 1 0.01
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N AT I F—F () L& 1 1 0.01
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&AL W LfE 2 2 0.03
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SRULHE E 1 0.01
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fiti 5 -~ 1fil 1 1 0.01
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FMBKES 3 11 14 0.20
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B RERE 1 1 0.01
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SR 7 7 9 23 0.32
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N 1 1 0.01
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FEEN 28 27 7 10 1 34 9 116 1.62
PR 1 1 0.01
20 4 5 1 10 0.14
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CRP Btk 7 5 5 1 18 0.25
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EE 1 1 0.01
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BIEEREESHIES INDICATIONS AND USAGE

Patients with Cancer Receiving Myelosuppressive Chemotherapy
NEUPOGEN is indicated to decrease the incidence of infection, as manifested
by febrile neutropenia, in patients with nonmyeloid malignancies receiving
myelosuppressive anti-cancer drugs associated with a significant incidence
of severe neutropenia with fever /see Clinical Studies (14.1)].

Patients with Acute Myeloid Leukemia Receiving Induction or Consolidation
Chemotherapy
NEUPOGEN is indicated for reducing the time to neutrophil recovery and
the duration of fever, following induction or consolidation chemotherapy
treatment of patients with acute myeloid leukemia (AML) /see Clinical
Studies (14.2)].

Patients with Cancer Undergoing Bone Marrow Transplantation
NEUPOGEN is indicated to reduce the duration of neutropenia and
neutropenia—related clinical sequelae, e.g., febrile neutropenia, in patients
with nonmyeloid malignancies undergoing myeloablative chemotherapy
followed by bone marrow transplantation /see Clinical Studies (14.3)].

Patients Undergoing Autologous Peripheral Blood Progenitor Cell Collection and
Therapy
NEUPOGEN is indicated for the mobilization of autologous hematopoietic
progenitor cells into the peripheral blood for collection by leukapheresis /see
Clinical Studies (14.4)].

Patients with Severe Chronic Neutropenia
NEUPOGEN is indicated for chronic administration to reduce the incidence
and duration of sequelae of neutropenia (e.g., fever, infections, oropharyngeal
ulcers) in symptomatic patients with congenital neutropenia, cyclic
neutropenia, or idiopathic neutropenia /see Clinical Studies (14.5)].

Patients Acutely Exposed to Myelosuppressive Doses of Radiation (Hematopoietic
Syndrome of Acute Radiation Syndrome)
NEUPOGEN is indicated to increase survival in patients acutely exposed to
myelosuppressive doses of radiation /see Clinical Studies (14.6)].
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DOSAGE AND ADMINISTRATION
Dosage in Patients with Cancer Receiving Myelosuppressive Chemotherapy or
Induction and/or Consolidation Chemotherapy for AML

The recommended starting dosage of NEUPOGEN is

5 mcg/kg/day, administered as a single daily injection by subcutaneous
injection, by short intravenous infusion (15 to 30 minutes), or by continuous
intravenous infusion. Obtain a complete blood count (CBC) and platelet
count before instituting NEUPOGEN therapy and monitor twice weekly
during therapy. Consider dose escalation in increments of 5 mcg/kg for each
chemotherapy cycle, according to the duration and severity of the absolute
neutrophil count (ANC) nadir. Recommend stopping NEUPOGEN if the ANC
increases beyond 10,000/mm?/see Warnings and Precautions (5.10)].

Administer NEUPOGEN at least 24 hours after cytotoxic chemotherapy. Do
not administer NEUPOGEN within the 24-hour period prior to
chemotherapy /see Warnings and Precautions (5.13)]. A transient increase
in neutrophil count is typically seen 1 to 2 days after initiation of
NEUPOGEN therapy. Therefore, to ensure a sustained therapeutic
response, administer NEUPOGEN daily for up to 2 weeks or until the ANC
has reached 10,000/mm? following the expected chemotherapy-induced
neutrophil nadir. The duration of NEUPOGEN therapy needed to
attenuate chemotherapy—induced neutropenia may be dependent on the
myelosuppressive potential of the chemotherapy regimen employed.

Dosage in Patients with Cancer Undergoing Bone Marrow Transplantation

The recommended dosage of NEUPOGEN following bone marrow
transplantation (BMT) is 10 mcg/kg/day given as an intravenous infusion no
longer than 24 hours. Administer the first dose of NEUPOGEN at least 24
hours after cytotoxic chemotherapy and at least 24 hours after bone marrow
infusion. Monitor CBCs and platelet counts frequently following marrow
transplantation.

During the period of neutrophil recovery, titrate the daily dosage of
NEUPOGEN against the neutrophil response (see Table 1).

Table 1. Recommended Dosage Adjustments During Neutrophil Recovery in
Patients with Cancer Following BMT

Absolute Neutrophil Count NEUPOGEN Dosage Adjustment
When ANC greater than

1,000/mm? for 3 consecutive Reduce to 5 mcg/kg/day?*

days

Then, if ANC remains greater
than 1,000/mm? for 3 more Discontinue NEUPOGEN
consecutive days

Then, if ANC decreases to less
than 1,000/mm?
aIf ANC decreases to less than 1,000/mm? at any time during the

5 mcg/kg/day administration, increase NEUPOGEN to 10 mecg/kg/day, and
then follow the above steps.

Resume at 5 meg/kg/day
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Dosage in Patients Undergoing Autologous Peripheral Blood Progenitor Cell

Collection and Therapy
The recommended dosage of NEUPOGEN for the mobilization of autologous
peripheral blood progenitor cells (PBPC) is 10 mcg/kg/day given by
subcutaneous injection. Administer NEUPOGEN for at least 4 days before
the first leukapheresis procedure and continue until the last leukapheresis.
Although the optimal duration of NEUPOGEN administration and
leukapheresis schedule have not been established, administration of
NEUPOGEN for 6 to 7 days with leukaphereses on days 5, 6, and 7 was found
to be safe and effective /see Clinical Studies (14.4)]. Monitor neutrophil
counts after 4 days of NEUPOGEN, and discontinue NEUPOGEN if the
white blood cell (WBC) count rises to greater than 100,000/mm?.

Dosage in Patients with Severe Chronic Neutropenia
Prior to starting NEUPOGEN in patients with suspected chronic
neutropenia, confirm the diagnosis of severe chronic neutropenia (SCN) by
evaluating serial CBCs with differential and platelet counts, and evaluating
bone marrow morphology and karyotype. The use of NEUPOGEN prior to
confirmation of a correct diagnosis of SCN may impair diagnostic efforts and
may thus impair or delay evaluation and treatment of an underlying
condition, other than SCN, causing the neutropenia.

The recommended starting dosage in patients with Congenital Neutropenia
is 6 mcg/kg as a twice daily subcutaneous injection and the recommended
starting dosage in patients with Idiopathic or Cyclic Neutropenia is 5
mceg/kg as a single daily subcutaneous injection.

Dosage Adjustments in Patients with Severe Chronic Neutropenia

Chronic daily administration is required to maintain clinical benefit.
Individualize the dosage based on the patient’ s clinical course as well as
ANC. In the SCN postmarketing surveillance study, the reported median
daily doses of NEUPOGEN were: 6 mcg/kg (congenital neutropenia),

2.1 meg/kg (cyclic neutropenia), and 1.2 mcg/kg (idiopathic neutropenia). In
rare instances, patients with congenital neutropenia have required doses of
NEUPOGEN greater than or equal to 100 mcg/kg/day.

Monitor CBCs for Dosage Adjustments

During the initial 4 weeks of NEUPOGEN therapy and during the 2 weeks
following any dosage adjustment, monitor CBCs with differential and
platelet counts. Once a patient is clinically stable, monitor CBCs with
differential and platelet counts monthly during the first year of treatment.
Thereafter, if the patient is clinically stable, less frequent routine monitoring
is recommended.

Dosage in Patients Acutely Exposed to Myelosuppressive Doses of Radiation
(Hematopoietic Syndrome of Acute Radiation Syndrome)
The recommended dose of NEUPOGEN is 10 mcg/kg as a single daily
subcutaneous injection for patients exposed to myelosuppressive doses of
radiation. Administer NEUPOGEN as soon as possible after suspected or
confirmed exposure to radiation doses greater than 2 gray (Gy).
Estimate a patient's absorbed radiation dose (i.e., level of radiation exposure)
based on information from public health authorities, biodosimetry if
available, or clinical findings such as time to onset of vomiting or lymphocyte
depletion kinetics.

Obtain a baseline CBC and then serial CBCs approximately every third day
until the ANC remains greater than 1,000/mm? for 3 consecutive CBCs. Do
not delay administration of NEUPOGEN if a CBC is not readily available.
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Continue administration of NEUPOGEN until the ANC remains greater
than 1,000/mm? for 3 consecutive CBCs or exceeds 10,000/mm?® after a
radiation—induced nadir.

Important Administration Instructions
NEUPOGEN is supplied in single-dose vials (for subcutaneous use or
intravenous infusion) and single-dose prefilled syringes (for subcutaneous
use) [see Dosage Forms and Strengths (3)]. Prior to use, remove the vial or
prefilled syringe from the refrigerator and allow NEUPOGEN to reach room
temperature for a minimum of 30 minutes and a maximum of 24 hours.
Discard any vial or prefilled syringe left at room temperature for greater than
24 hours. Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to administration, whenever
solution and container permit (the solution is clear and colorless). Do not
administer NEUPOGEN if particulates or discoloration are observed.

Discard unused portion of NEUPOGEN in vials or prefilled syringes; do
not re—enter the vial. Do not save unused drug for later administration.

Subcutaneous Injection

Inject NEUPOGEN subcutaneously in the outer area of upper arms,
abdomen, thighs, or upper outer areas of the buttock. If patients or caregivers
are to administer NEUPOGEN, instruct them in appropriate injection
technique and ask them to follow the subcutaneous injection procedures in
the Instructions for Use for the vial or prefilled syringe /[see Patient
Counseling Information (17)].

Training by the healthcare provider should aim to demonstrate to those
patients and caregivers how to measure the dose of NEUPOGEN, and the
focus should be on ensuring that a patient or caregiver can successfully
perform all the steps in the Instructions for Use for the vial or prefilled
syringe. If a patient or caregiver is not able to demonstrate that they can
measure the dose and administer the product successfully, you should
consider whether the patient is an appropriate candidate for self-
administration of NEUPOGEN or whether the patient would benefit from a
different NEUPOGEN presentation. If a patient or caregiver experiences
difficulty measuring the required dose, especially if it is other than the entire
contents of the NEUPOGEN prefilled syringe, use of the NEUPOGEN vial
may be considered.

If the patient or caregiver misses a dose of NEUPOGEN, instruct them to
contact their healthcare provider.

Administration Instructions for the Prefilled Syringe
Persons with latex allergies should not administer the NEUPOGEN prefilled

syringe, because the needle cap contains dry natural rubber (derived from
latex).
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BRI Administration Instructions for Dilution (Vial Only)
If required for intravenous administration, NEUPOGEN (vial only) may be

diluted in 5% Dextrose Injection, USP from a concentration of 300 mcg/mL
to 5 meg/mL (do not dilute to a final concentration less than 5 mcg/mL).
NEUPOGEN diluted to concentrations from 5 meg/mL to 15 mcg/mL should
be protected from adsorption to plastic materials by the addition of Albumin
(Human) to a final concentration of 2 mg/mL. When diluted in 5% Dextrose
Injection, USP or 5% Dextrose plus Albumin (Human), NEUPOGEN is
compatible with glass bottles, polyvinyl chloride (PVC) and polyolefin
intravenous bags, and polypropylene syringes. Do not dilute with saline at any
time because the product may precipitate.

Diluted NEUPOGEN solution can be stored at room temperature for up to
24 hours. This 24-hour time period includes the time during room
temperature storage of the infusion solution and the duration of the infusion.

KEWMTCE (NEUPOGEN® @ 2021 4 2 A%GET) OFFMIL TRiaSoZ &
https://www.pl.amgen.com/~/media/amgen/repositorysites/pi-amgen—-com/neupogen/neupogen pi hep english.pdf
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F—A N7 U7 ®55%E : ( An Australian categorisation of risk of drug use in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or indirect
harmful effects on the human fetus having been observed.

Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance
of which is considered uncertain in humans.
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(202142 H) Risk Summary

Data

Human Data

Available data from published studies, including several
observational studies of pregnancy outcomes in women exposed to
filgrastim products and those who were unexposed, have not
established an association with NEUPOGEN use during pregnancy
and major birth defects, miscarriage, or adverse maternal or fetal
outcomes (see Data). Reports in the scientific literature have
described transplacental passage of NEUPOGEN in pregnant women
when administered < 30 hours prior to preterm delivery (< 30 weeks
gestation). In animal reproduction studies, effects of filgrastim on
prenatal development have been studied in rats and rabbits. No
malformations were observed in either species. No maternal or fetal
effects were observed in pregnant rats at doses up to 58 times the
human doses. Filgrastim has been shown to have adverse effects in
pregnant rabbits at doses 2 to 10 times higher than the human doses
(see Data).

The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risks of major
birth defects and miscarriage in clinically recognized pregnancies is
2-4% and 15- 20%, respectively.

Several observational studies based on the Severe Chronic
Neutropenia International Registry (SCNIR) described pregnancy
outcomes in women with severe chronic neutropenia (SCN) who were
exposed to filgrastim products during pregnancy and women with
SCN who were unexposed. No major differences were seen between
treated and untreated women with respect to pregnancy outcome
(including miscarriage and preterm labor), newborn complications
(including birth weight), and infections. Methodological limitations of
these studies include small sample size and lack of generalizability
due to the underlying maternal condition.
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Effects of filgrastim on prenatal development have been studied in
rats and rabbits. No malformations were observed in either species.
Filgrastim has been shown to have adverse effects in pregnant rabbits
at doses 2 to 10 times higher than the human doses. In pregnant
rabbits showing signs of maternal toxicity, reduced embryo—fetal
survival (at 20 and 80 mcg/kg/day) and increased abortions (at 80 mcg/
kg/day) were observed. In pregnant rats, no maternal or fetal effects
were observed at doses up to 575 mcg/kg/day, which is approximately
58 times higher than the human dose of 10 mcg/kg/day.

Offspring of rats administered filgrastim during the peri-natal and
lactation periods exhibited a delay in external differentiation and
growth retardation (> 20 mcg/kg/day) and slightly reduced survival
rate (100 mcg/kg/day).

Lactation
Risk Summary

There is published literature documenting transfer of filgrastim into
human milk. There are a few case reports describing the use of
filgrastim in breastfeeding mothers with no adverse effects noted in
the infants. There are no data on the effects of filgrastim on milk
production. Other filgrastim products are secreted poorly into breast
milk, and filgrastim products are not absorbed orally by neonates. The
developmental and health benefits of breastfeeding should be
considered along with the mother's clinical need for NEUPOGEN and
any potential adverse effects on the breastfed child from NEUPOGEN
or from the underlying maternal condition.
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Pediatric Use
In patients with cancer receiving myelosuppressive chemotherapy,
15 pediatric patients median age 2.6 (range 1.2 to 9.4) years with
neuroblastoma were treated with myelosuppressive chemotherapy
(cyclophosphamide, cisplatin, doxorubicin, and etoposide) followed by
subcutaneous NEUPOGEN at doses of 5, 10, or 15 mcg/kg/day for 10
days (n=5/dose) (Study 8). The pharmacokinetics of NEUPOGEN in
pediatric patients after chemotherapy are similar to those in adults
receiving the same weight-normalized doses, suggesting no age—
related differences in the pharmacokinetics of NEUPOGEN. In this
population, NEUPOGEN was well tolerated. There was one report of
palpable splenomegaly and one report of hepatosplenomegaly
associated with NEUPOGEN therapy; however, the only consistently
reported adverse event was musculoskeletal pain, which is no
different from the experience in the adult population.

The safety and effectiveness of NEUPOGEN have been established
in pediatric patients with SCN /see Clinical Studies (14.5)].In a phase
3 study (Study 7) to assess the safety and efficacy of NEUPOGEN in
the treatment of SCN, 123 patients with a median age of 12 years
(range 7 months to 76 years) were studied. Of the 123 patients, 12
were infants (7 months to 2 years of age), 49 were children (2 to 12
years of age), and 9 were adolescents (12 to 16 years of age).
Additional information is available from a SCN postmarketing
surveillance study, which includes long-term follow—up of patients in
the clinical studies and information from additional patients who
entered directly into the postmarketing surveillance study. Of the 731
patients in the surveillance study, 429 were pediatric patients < 18
years of age (range 0.9 to 17) /[see Indications and Usage (1.5), Dosage
and Administration (2.6), and Clinical Studies (14.5)].

Long-term follow—up data from the postmarketing surveillance study
suggest that height and weight are not adversely affected in patients
who received up to 5 years of NEUPOGEN treatment. Limited data
from patients who were followed in the phase 3 study for 1.5 years
did not suggest alterations in sexual maturation or endocrine
function.

Pediatric patients with congenital types of neutropenia (Kostmann's
syndrome, congenital agranulocytosis, or Schwachman-Diamond
syndrome) have developed cytogenetic abnormalities and have
undergone transformation to MDS and AML while receiving chronic
NEUPOGEN treatment. The relationship of these events to
NEUPOGEN administration is unknown /see Warnings and
Precautions (5.8) and Adverse Reactions (6)].

The use of NEUPOGEN to increase survival in pediatric patients
acutely exposed to myelosuppressive doses of radiation is based on
studies conducted in animals and clinical data supporting the use of
NEUPOGEN in other approved indications /see Dosage and
Administration (2.1 to 2.4) and Clinical Studies (14.6)].
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