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® hG-CSF & N Rl D 7 2 /&Mﬂ%&mt IS E b NI B KD hG-
CSF A7 mn—=27 1L, KIBHEICZO®EIET 2 A%, hG-CSFhG-CSF) % /=
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8.4t & DECAEIL (MEIEFHEIL)

14 BRAELEDEE

14.1 RFFARFDEE

SIRFHEICER LTI, 5% 7 R UBHESR, A RREEOWR IR TS, 7.
KAz 59 DG A3 Al & DIRIEZATDRNT &,

TS UESR - U500 L OOBRE DRAHRIEE (38)
i i Blaf | REBEE | RBREEEE | 1 3 I i 6 I i 24 1% fH]
Pk ey | EEEY | EeE | Eepy | Eanm
pH 5.56 5.69 5.65 5.74 5.77
508 ‘
TRy | Ee #e FiEes He e
FFER (%) 100 90.6 89.0 80.7 77.0
Pk ey | EEeEY | EeEy | Eepy | Eenm
5%
7 K ﬁfg 300 pH 4.98 5.07 5.32 5.06 5.36
SR Tty | Ee e e e e
(100mL)
BAFE (%) 100 92.2 95.0 90.6 87.3
P R ey | meEy | EeEy | mamy | Eanm
pH 4.63 4.60 4.55 4.63 4.60
1,200pg ) B B - B -
TRy | e e S e R
BRIFE (%) 100 99.1 97.0 94.3 95.5
P R ey | mEEr | mEEm | meny | menm
R | g0 pH 5.73 5.86 6.15 5.78 5.91
(100mT) FEMEREY | EA e e e e
AR (%) 100 98.4 95.1 89.5 87.7

(0B E 2 B S D REERY 2GR0 70,
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0.6mL[1 7> 7]
<75 UiESiKR M300>
0.7mL[1 7> 7]
<g522) P75
0.3mL[1 2V > ]
<g5ov1) ¥ 150>
0.6mL[1 >~V ]
<7521 ¥ M300>
0.7mL[1 2V > V]

(3) PRBEE :
L

(4) BHRDOME -
[T5 ViEsR]
TN EEAHHO T T A

PP

Y UUARK CERRRYVALT o, RY oLy, RYD—Rp—
T A b A oY) 2= RN
IRy A =N

a7 40 R F L

M ARREIN S EHMEE
mMER L

12.20ft
WREH, L— PRUT LS —(THT DRI
G-CSF BUAIE, Wit v NRUT (A4 —OMEIC LY | W5 L S S Th
5 1,2)0



V. JAEICEAT HIER

1.30RER (TR

O MmN REMHP~DENE

O& M ¥R By D 4F R ER B DIF IR HE
ONALZREEICT & B IF P BRIBAME

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

O SR - FFIEIF R EKIBAME

OMBEFIEICHT H2OXVYFITT (BEFHEZ) OHESHROER
OB EX(FHAMOAMBRMEAMKINT 2B MESR & D HFRARE

2MEERTHRICEEY HFE

5. %MEeXIIHBRICEET HEE
(BNAIEEERIC K B IF BB AE)
SRS COR BRI C 3% M 95 © DIX, KRG, RoCMSHHAEiE, INeEFEME5
RETHD,

(#2E5)

AAN OIS T, IG5 T AALERIEIC K D P ERIAE)] L ShThY,
YREAEISH Jo U TUIER RIS BRI R RAAT IR, RO EIRAERaE, DR FEMEI5 70 &I/ HR
SNDHLDOBPHRERD ZENORIE LT,

3FEERUVHEE

(1) BERUVHAEDRER

(EMEHRDKREMA~NDEE)

1.ABERVERAEOHMRREEO T LT S RAFL EEFHEBRR) BHKkE(IC
L5FE
WL RN, NREBIZ, T T ZATF L (B THER) 400pg/m? A2 1 H 11
IF 2 ENZEI L. 5 H HDE B SUE A MR SR EGE TR T A MR 5-9 %,
ZO%E, ARMMEBHRRBUL T 4 V7T AT A BIs T x) B 5 BMhT% 4~6
H BT %,
7o72 U, R M A ER U T RiTIC B ER A DY 50,000/mm? LA EISHIIN L 72556 1%
WET D, WE%, AMEREA 75,000/mm? (23 LA 1352115,
7k, REEIIS U CEEET 5,



2. BRARHEOHMIRIEFONALEZRERIESERTED I A IVLIT I RAFL GEIEF
Hfz) BE5ICL5HE
WE L AL NRE BT, BAACFREERI G5 T BB UIRAALFRIEIZ LY 47
HERBD RIREZ G, 7 4 V7T AF A GBIs 7 Z) 400pg/m? % 1 H 1
XL 2 [ENZArEI L, ARAY s AR & TIREE Tl A M55 5,
7272 Uy KRR A B UK T RIS A I ER B2y 50,000/mm? BL I8N L7254 1%
WET 5, BE%. AMmERE 75,000mm? (2 L5815 2 fikd 5,
72k, RIS CEERET 5,

(E MEREFEHER D IF hER B DI MR )

3 AL /R E BT, EMEMEBREEITEA WL 5 BN T 4 VT TR
F L GBI R ) 300pg/m? % 1 H 1 BLAHEEHET S,
7272 Uy AFHRERERAY 5,000/mm? LA - ICHIIN L2380, EIRE B Lok %
Hikd 5,
¥, AREEG O R ILREI O TH 2 i PERED B ARFE CHER TE 204
X, BMERE DA ek L CHEE T 5,
B, AR ERIC XV B EHERET S,

(MNAAEEEREIC & B IFREREAME)

4. 2B MR
WE AL MR E IS, BALTFREAIR G& TH GRRUKE) BB OFEK
D530 LRI IS ZFER DR SN2V RN S, 74 VT T ATF A (Eis
THAfL %) 200pg/m? & 1 H 1 [EEFIRNES GREFHEZ &) 35, HifEmsEo
FER 2 WNGEIX T 4 V7 T AF A (BIGTHH2) 100pg/m? %2 1 A 1R TS
T2,
7272 Uy AR ERER A B I 2 7~ 3 IR 2 B % 5,000/mm? (122 L= A 13 5 %
k7%,
¥, ARENEE G O BRI REH & OV LRI O FERE T d 2 I P ERE DS B AR CHERR T
TRWGAICIE, BMERB O & hr ek & L CHEET 5,
7B, AR ERIC XV EEHERET S,

5. 7BM) V/NfE, /MlRaftE. MMRRES (BAES. WEESGL). @iEFie
f&. DNELA
WE AL MR E DI, BDALTFREAIRGE TR GBRUKE) o, 74007
TAF L GBI z) 50pg/m? 2 1 B 1[EIE FR53 5, HiEmEc Lo ik
THREVBRERGEIXT7 4 VT T AF L (BisF##z) 100pg/m? 2 1 H 1 [B#IR
W E (T z &) 35,
To12 UL AR BRI AR 2 7 3 REH] 2 i £ 5,000/mm? (23 L 72556 13 5 &
B9 5,
¥, ARG OB IERE & O IR OFEEE C & 5 i P ER B BR RS CHfsR ©
XRWEAITIE. BMERE O A ek & L THEET B,
k. AR ERIC XV EEEET S,



6. Z DDA ARE
WEL R NRE BT, DAALFIRIEIC L 0 £ RS 1,000/mm3 AR TRE (5
HIE LT 38CLLL) &2 WIEAFHEREL 500/mm? RIS BIER SN T-B s, 7 41
77 AF 5 (BT z) 50pg/m? % 1 A 1L #5425, HidEmgEicky
KETHREGPRNERGEE7 4 V7T AF 5 BIs /R Z) 100pg/m? % 1 H 1 [ElF
IR S (REFREZ &) 5,

T2 DAALIREIC LV 4P ER-E 1,000/mm?® R TR (FATE LT 38°CLLE)
& D VMTAF P EREL 500/mm? R ABIER S, 5l & kX Rl — OB A LFERIEE T
DIEBNT e LTl IRIBILARE D 23 AL REERIA TIRF IS I3 A P ERER 1,000/mm? Al 23
BIRINTR RS, 74V T T AF L (BIEFH#Z) 50ug/m? % 1 H 1EKT
#5325, HBREICLY ETERGRRERGEIET7 V7T AF L (BIETHE
#iz) 100pg/m? % 1 H 1 [EEARNES GRIEFHEE &) T 5,

Te12 UL AR BRI AR 2 7 3 REH] & i £ 5,000/mm? (23 L 72556 13 5 &
k95,

¥, AN G OB IR & O IR OFEEE C & 5 i P ER BN BR RS CHfsR ©
TRVGEITIE, BB O & ok & L THEE T 5,

7RE. A ERIC X 0 B E T S,

(E FRETRLIAMIILR (HIV) BEEEDAEICKEZL KT FPEREAE)

TOEE . NI RERELAY 1,000/mm?® KD & &, 7 4 V7T AF L (BIs 1R
Z) 200pg/m? 2 1 H 1 BREFHET 5, ANRIZIEAF RS 1,000/mm?® A D &
X, TH4NTTAT A (Bl HEEZ) 200pg/m? 2 1 H 1 BLAREERHET 5,
722l BEHEE 2 EME BLET DM, HRERED 3,000/mm?® LA EIZHIN L 72
Lok, EREBE LRV OEE, HOWIREGETIET S,
7p¥. FEm- RIS K 0 EERR T 5.

(BHEMREIREEICH S FhBRiRAE)

8, FAITIXAFHEREL Y 1,000/mm?® KD & & 7 4 VT T AF L GBIG AR
Z) 100pg/m? % 1 H 1 [FLREFET D,

7272 Ly BFHERECHS 5,000/mm? LA EIZEIIN L7285 A0E, JER A BIEE L7 ss B E,
DI GETIET 5,
¥, AEEERIC X VBT S,

(BERBRMEMIZHE S FhBREAED

9.0, BAITITAF P ERE DS 1,000/mm?® KD & &, 7 4 V7T AF L (B
Z) 400pg/m? Z 1 A 1 BRI EHES 2, AR ERES 1,000/mm? A D &
X, TANT TATFT A GBIEFHEZ) 400pg/m? 7 1 H 1 EAFEEET 5.

7272 UL i EREE DY 5,000/mm? DL EICEIIN L2 35A03, SRR 2 BIEE LN B iR,
DOV E T IET 5,
B, AR ERIC X 0 EERET S,

(GGERM - 4RI BB AME)

10,385, BRAICIEAF P ERES 1,000/mm? KD & &, 7 4 V7T AF A (B TR
Z) b0pg/m? Z 1 A 1[I F&ET 5, NRICITAFPEREAS 1,000/mm? Al D &
X, TANT TAFT A GBIE B Z) 50pg/m? % 1 A 1RIE F&ET 5,



7272 L. BFHREREAY 5,000/mm? DL EICEIIN L7238 1%, EIR 2 BIE L7232 b IRE,
oL NEIHEG 2T IET 5,
7RE. AR ERIC L E T S,

(HBFEICHTEIOXVYXOTT GEGETFHIRER) ORMESMREDIEE)

1. VXV Fv~7 (Eaffaiz) KOT oA %0 (Blarliz) otk
WTC, B, T4 NI AT L (BaME#Z) & LT1H1E 5ugks ((RH)
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,
7E. WIS CHEERET 2,

(BREXIIHAMOAMEREANKICHNT 2B HESH L O ARE)

1208%. 7407 7 AF L (BIaF#HZ) 1 H 1M 300ug/m? %, 7L¥TE L,
AT e EOPUEMESE AL FERE O BLARTH 2 OO LERIER T HE T
(E% 5~6 HR) & H T UTFIRNIRE (RREEE &) §2,
7eB, REEIDE U Tl ERET 5,

(2) BERUVHAEDRERERE - BRI
FRRBRE BN T, AMER Lt S izlod, HIEERUTHEEZRE LT,
(T'V.5.(2) FRARFEHEAER) TV .5.(3) HELUSIRREER) [V .5.(4) BEERIRER] TV.5.(7)
T O] DIHEM)

4 RERVASEICEET HEE

7. AERUVAZICEET IR

GEMEBHHEORBEILI~DES)

7.1 B FE RN MR ER BURE D 23 AL SFERERIEE 544 T 1% O ARFIF 512 X 0 18 fn s
ERICT 2%A . B MERED AR 2 #2381 5,000~10,000/mm?® DL E~D[RIE HIC
R M AR B 2 BAG 95 2 E M E LUy,

(DAL EEIC & B IFPEREAME)

7.2 S AACZEIER OB 5717 24 FERILAIN R O 544 T 1% 24 BRI AN O AR O F G- 13k
JHZ L,

7.3 ZOMONANEICKT DA - ARSI DR — 0N AALERE L 13, PrEMEEE
HWORMBEN NZFORELR—DLFRIEL A TH D,

7.4 RENOFELGIZ LY | P EREDS AR 2 7/ 3R 2 &l 74 5,000/mm? 123 L 72356
3G AT IET 528, AP EREY 2,000/mm? LA BICETE L, ERYUEREEDILD K9
PRAER A2 < L RN T 2 SUSHEN & BE OREDHER TE D Ll L7 5HAIC
X, AAIORED D VITFIEE BTS2 &,

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

7.5 BT 2 @A AL E L, S OISR G PN ERIGETY 6 HFZRE &9

%5, AFlZ& 6 BB A HL THRE LIEBAOREMITML LT, £, AHl%




1ML ERS L THHPEREOBEMN AL N WGEEIZIE R G2 IE L, @R
WEZ1TH 2 &, [8.14 ZE]
(BRFEICHTIOXVYFOTT GEGFHIRER) ORMESMRDEME)
7.6 AFOFEIC L AIMmERKEA 50,000/mm?3 BLEICHIN L2 aIRE L, otk
H I EREDS 20,000/mm?® L FIZ 72 > 72356 AFlZE L TRGHREZRFT52 &,

(fZE5%)

7.1 D AACEEREEA P 5% 0 B FARRE e AL o g 7o B B i DTk, BURER T
B 5272 5 TR WA, BRARFER GRS 12350 C B ML ERE DS XAl % £ % 5,000~
10,000/mm? LA AT 3N~ 2 WEH I ORAS e Ml ER iR 2 B 4c 92 Z LT L 0 BhElz |
DEOBREBNAEETH o722 &b RN o B2 & U TR E LT,

7.2 BAAETEFREA & AR & RIR G- Lo 6. AFNC X0 SUHICH R LT 2 B i
W, DAALFRIEROE B Z T HAREERN S5 2 L2 BB LR E LT,

7.3 HIlE O AL CHF R ERBUME N B ST A . Rl — OBk Z il 79 5 &
WA —ATHEFPERBMEDORIN TR EIND, 72720, JrlBMEEEIEOFE K OH
BEEF LEHAICE, ZORABRLTLLPRIND LOTIERY, TOMDBA
FEIZKIT 2 TS ARSI IES OF RERBVE ] ORYE - AEICFEE SR —0n A
EFFRIE L 1, 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 & 775 T A B 7% 5,000/mm? 123 L= a3 54 ikT 5, B, W
NOWE A - JERICEZ V EEHEKT 5, ) ERE Lz, ERARRBREGE CILaFHEk
#2,000/mm? LA BTG A2 IR L THLeM EEIC R 5 IR oot F
7oy RYLEN DI DIEIR D e < ARBNTKT T 5 SOGHEN B BAE O 20 etk K 5
CHIWT LB AT, AFIOHEED 5 WVITHIEZBRET A NBEERH D Z ENOEEL
77

7.5 HIV JE&YIE OIRHIC K 2 e 3-4F P ERBUMEIC T DR S H & L TRE LT,
AENOEHWRNT, BRI 5 &5 514 B ) & Ok 5 #1116 k) %
SEICRE LTz, BRABRICB W TARAE G E 2 0vb b3 P ERE 77,
HIV BYEIRIR & ikt CE 2o TEBIAR 19 B 2B 0 . Z D X 9 A JEFNIAH
ZhE & B 2 bivTz, KROANID 5 B b AT EREL 1,000/mm? (252 L 72E
BIOBEHFNTT B Th-o72Z &b, 1HEMU EERE LT HEFFREREOBIMAATR
DO WG ARIIAK OB G2 IE L, WUREEZITO 2L ERE LT,

Fio, AFID HIV % EEICHHE S 2 ATREMEISURIE STV 720 A HIV EGYE
BE OIRPEIFIC G-CSF #AI 28 it oo HIV-RNA &2 8N S8/ 0MERH 5,
[[VI.5.) DIE HM]

7.6 2021 4F 6 A 23 HAFC, AFIOMRFEIEICHT VXY Fo~7 (B Hiz) O
PUEIS R R ORI 2 hRESUI R, THELAOHE] 2WKR S & AW
EHEMILILOTHD,



5. ERRRAE

MEBERT—2 NNy Tr—

(EMmEFMEOREMHP~DEIE)

(B M F RS HE R D 4F Fh BR B D 18 DR )

(NAAERRAEIC K D IFRIRIFAE)

(E FREFEVAILR (HIV) BREDABRICKIEE X FHERBEDE)

(B REERBUEIREF (2 S i hBREAE)

(BERRMEMIZHE S FhEREAE)

(R - FRMEFPERBAE)

(BEXFHAMOSMRHER MK T 2 MEBEMESH & OHAERE)
WP BEEY LR

(HREFEICHTEHIOXVFITT (BEFRIER) ORESHRDIER)

- L s A H
i NS A N
il e : A "
k| ol (B | LT | e ottt iﬁ
e
- DIN/FIL/TEC &% :
T IR VR ;;;j;:7%;;
GD2-PII MEZL | FFIEOESEN . ’
E2] R b N o T 5| ¥ © | © | O
R R | MR TR R
bk | Tl " RE LTS R
XY ¥~ 7 GM-
CSF. IL-2. RA
- DIN/FIL/TEC %% :
XY XwT | T4
% ikl NI T AF I, T
. iR 3 g
GD2P 1 ML S
EIN sem | U8 Jpege ﬁg%@ %ﬁ“-InMMHﬂECﬂ: © | © | ©
e SR UV F LT, 2
FRAF L, FRUA
¥
© : FHIEE, O : BEGEE
(2) BRPR IR -

B N 2 REGRITARH] 0.1~3.0pglkg O HELAFEEHTE L O 1.0pg/kg O 6 H [HHE B A
R, I ONTAA 0.5pg/kg, 1.0pg/kg DRI FHH &N 0.51g/kg O 6 H [HE H
TR ATV AR OLZ MR O A MERE, Af P EREIEIEH A MR Sz 29,
f i N2 X BUAHAN 100, 200 & TN 4007.g/m? O HRMSE R T 5% F266E L 7=, 400g/m?
Be b B 10 Bl 9 BB IS BEE L7 D P EEORWEM A B L, 16t
WRZFIE LT-T-0, 2B TARAIOE G &% 40pg/m? ([ZJE L, 5 (B L 7-FIfE
ANHBL LT 3 Bl TIEIAFIOE G2 IE LTz, ZD7, 400pg/m? F 5 EiEIH
I D% G B RSN L, AIMEIZ DV TIE 100pg/m? £ 58 RE L 200pg/m? 5 &FED
Wil %47 - 72, CD34*f% % O CFU-GM B oHNEIx, 5~6 A BHIZKmEZ 5~ L,
THHURBEKT UL, $£72. 200pg/m? F5-&# T, 100pxg/m? #5658 & ik LT,
17—



B @ oo, LEORERNG | m RO T5 25K i~ o0& s i Bh B 20 R3S
W ki"ﬁé’?éﬂ [FIFEAAH MR D BT —IZAHIZ 2000g/m? L0 @l &R G925

IXERICHT 2 PIRPMLETH D LB DT,
(RPN

(3) AERIGIRFRRER

GEMFHROREMP~DEE)

1. ENE IHERER CRELEHEENES)
R K — 8 Bl &2 xR, AKI1 H 400png/m? (200pg/m? 12 2 4yE]) % 5 HEEH
&T&ﬁb\kﬁﬁﬁﬂCMM%T%@%&ﬁLtO%®F%\FT REHZY
CD34 Bt %L 3x10%kg LA EEREUATREZ: R —I1% 85.7% (6/7 f3l) Th -7z,
BIERIL 8 BB iBd b, EREWEMIE, R 6 1F. &S fEaEk 3 14, mErt
ORI 2 T~ 72,
AFNEEHAZ & 2 R R A B S B 1L 87.5% (/8 B) Th -7z, FE/EKKRE
E¥R 11X, LDH E& 74, Al-P k& 6, CRP LA 5 TH 7=,

2. BENE IEGRER (BRRELHFHEBOEE)
HEAT FE AL RS 7 Bl 2 x5, BOMIL, &Kl 1 B 400pg/m? % 5 HEE H T
BhH L, 4~6 HIZHKIK 2 7] CD34 GYEMIIa 2 BB L 72, 23 Ak 0E OF - S
CAF JEREATRF D 11 HE L W AK| 1 H 400pg/m? Zi#EHZ T 45 L, 14 H HLRE
THIMEEA 10,000/mm? Z i 2 THHiIK 2 B, CD34 BEMiaz i L=, &0
FEE. BEIREHZ Y CD34 GIEMIEEk 2x10%kg LI EERECATREZR BB 13, B ©
57.1% (/7T H1) . 23 AALFFIEGHTIIT 100% (6/6 f5) ThH -7z,
ﬁémﬂ;méllﬁﬂ%%\éfﬁﬁﬁ $47.4% (919 6) THotz, ERBIEMIZ. R T 14,

JERE B VBB BRI & 2 CTh o 7z,

AP D A 51T K 2 B R B A il 2 5 R BB R 1 94.7% (18/19 i) Th o7z,
EREARRAER T X, LDH E5 13, Al-P EF K OA MERERED % 12 4 Th
277,
S AALZERRIEDF R 0 BIVE A S8 B 13 50.0% (9/18 f5l) Th 7=, EREIEMIZ
FEEN8 I, R 2 F CTh o Tz,
DS AL FIFREDE I O ARFI$ 512 X 5 BRA R AR E 1L 18 flafIZiE o bitl,
IR RAERE X, LDH EA- 15 . A MEREED 13 1, 4 ko 11 1¢T
HoT,

GE M HIRFEAERF D 1T P ER B D IE IR )

3. BEESIERF D IT P IR DI IN{EE 7
HBERAL B & 6 BRICAH] 200~800pg/m? % 14 H AT EHE Lz (2 PEREAMRAE
B 74 B, ZAMERHIAER] 80 #), EIREAIMHIE T BN THZIERIT 60%7)>
5 100%. 4FHEK 500mm? (Z[EfE T2 BT 16 HE a2 hr—A 7 —Z(Tk L,
10 A LA EOFMEFE O vz,
BITEFNZEI 4 B, Bz 2 IR Hzns, AEICERIIRD T, aflTho
720 PLEOREHR XD | AHOE#EH 513 200~400pg/m? k#&méﬂt

RHORBE AR URE]



s ML AR R 00 4 TP BR AL O IR 2 351 2 &R RE 1 A 1 8] 300pg/m? T 5,
(TV.3. iR O OIESR) :

(DNAALFEEIC & BIFhERAE) 512

4. BFED WAL IR L O GF BRI E B 39 1l & $F R ITAFH 25~800pg/m? % 14 H
R L7 5, 800g/m? TEIB A @& SRICHRD b,

5.EME Y LN, i K O NFBHE B & xP 5 & L CAAI 50~400pg/m? % S FfE
L7ofESR. 100~200pg/m? 28 B & L HEE Shviz, E7o, MY v il OVl
BE ARG L U TAAI 25~125ug/body % 2 T 5 L7-A5 5. T5pg/body 73285 H &
EHEE ST,

RHORRSnRERUAE]
L DSAALSERRIEIC £ B BRI B B AR R (V.3 ER O R OHEBET |
5. 5

(BEFEICHTHIOXYFITT (EETFRER) ORESHRDIER)
ERN% I/Ta 85488 (GD2-P I8k ¥

THR TkuAf xRy, an=—fl3KAT (T4LTTAFL JIUERATFL)
PEH Y X % o= 7 5% E O FAT A ReME D TR

By IR ER : XY X< T OIEYEREOFEAN, HEEHEORE, FUREKFMEH ok

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

(human anti chimeric antibody: HACA) pEAEEIS OfiEt

BT A | Sl A, IR L, FEEMR, LB

PSES FRIEAFRE IR (5 T AR A OV a #H) KOs U A 7 MIIalaRR Gkt S5 E (55 a )
S rensaanye | 2 LA b 45 BREL T O R BALFHRIE 2 & LR FRTRIRIE O & 5 B FE (55 1

FROHE Tatl) KO U 27 GG R MR R (55 Ta tl) B

< ASEWED BN Ao
FRERAEE | - AT A FEEBEHL TOW A UTHEAEHOREHD 14 HUNTH 5,
- 28 HUUWNIZHE 7 a7 ) o DR EIER %,

1A 27 V%28 HIE & T 5,

VXX v Tk Nan =—fif3KNT (Z 4 VT T AF L I UEATF L) L343
WETVFA . TERAXF LB WET VA U TREETo T2, B, Ao
AR RIRAI L LR ENSHERAR L o2, BELHEELTDRN- T
GEIIAERD THEE] WMBR),

- DIN/FIL/TEC #§#

[Py Fs <7 0MEROHE]

1, 3. 5T A7 NVDEA~TAEDaw=—fllK+ (74 VT T AF L) #&h
Bk T 1L, XY ¥~ 17.5mg/m? & 10~20 2T T AGEE L
72

F, 2 AV A NVDE8~1L BHOT v A X R ERR%RIC, YXVF Y
~ 7 17.5mg/m? % 10~20 W7 F CAaEE Lz,

[7 4 V7T 2F 50RO ]

$1. 3. 5V A7 NVDE1~14 HBIZ, 74 V7 T AF A bpglkg % & TS L
Too 72720, VXX =T LT DR, UXVXU T ORERNCT 4 VT
TATF LERE LT,




BRI 1k

[FEa1xromEL O]

B2 AV A I NADE 1~4 HAIZ, TuA X 75 FHEA/M? & 24 R TE
WEE L, £72, H8~11 FHOY XY Fv~T7 0% b 2 iz H#&ic, Tk
A %2100 J5 HAL/m?2 % 24 BT CaiiseE: Lz,

- DIN/MIL/TEC Ff#2

[V ~T7DMikROHE]

DIN/FIL/TEC #f & [7—,

[V E2F2ORENOHE]

H1. 3, YA NDE1~14 HAIZ, I UERF LA 600 FHN/m? % s
L7z, 2720, XX~ T7 0T, UXVFr~T7 0GR U E
AF L PEE LT,

[FEoaxroMEROHE]

DIN/FIL/TEC # & [d—,

TEFHmEH

B S— b 512 YA 7 EREILTO A EHIIRENE (dose-limiting toxicity:
DLT) o GHmIRE 1G53 554h7% 56 H H £ 7T)
#afi/S— I : DIN/FIL/TEC # 5} O DIN/MIL/TEC #% 5 D42 5 %A 7 LD

Sk

R REFATZE H

- DIN/FIL/TEC #¢ 5 Jx ' DIN/MIL/TEC ¢ 5-ZnZND Ly A v T L O ERES
A= %

s BRIRRIN% 7 1 v FOEIE (clinical benefit ratio : CBR) . Z=hEI4 . i ALF
IR, MEHEEAFHIRT, A7 IR

VXY F T ROIT A o0 YERE, BE5E L OF%

- PURKREMEMIGSE  (antibody-dependent cell mediated cytotoxicity: ADCC)
1M

- HACA OpEAEIS

AFRERICIT 25 ] (35 THH-%— k : DIN/FIL/TEC %f 6 %, DIN/MIL/TEC %f 6 i,
% 1la fH/3— b : DIN/FIL/TEC # 8 {1, DIN/MIL/TEC # 5 f5l) 23%&k - 1RHR3E
NG &, 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=
—/WIBRE ST Lz,
ek, HeHHRIE LTz b Bl kB HE, 1A/ S— k@ DIN/FIL/TEC B0 1 K%
O3 Ma #173— ~ @ DIN/FIL/TEC £ 1 Flid L 2 A ARREH OO TH Y | 7
Do 3FNIAEEES (F 1 f/35— +® DIN/MIL/TEC B 1 #i% Grade 3 ® ALT
BN, 2 Ma 1/3— k@ DIN/FIL/TEC FEO 1 i Grade 4 @ ALT 8511, %5 11a
ki 8— ko DIN/MIL/TEC B0 1 51i% Grade 4 o [ i ERECRD | 47 ERERD
M/ MREG ) D= Th -1,
- I EPRFR
HIAH A= D 194 7 VB W T, DIN/FIL/TEC # ) O DIN/MIL/TEC ##
iz, DLT ORBIIBOLNT, VXV FT~T, T4 VT TAF LRIV
EAF LD EIL, THFN 17.5mg/m?2, Suglkg M X 600 /57 HLAL/m? [
E L=,
W2 A 7 B OTE, 66 2icTEr A Xk 5 DLT (1 il
Graded DI/ MR . © 9 1611 Grade3 DAEAH U 7 AGE) 235388 Hiviz
o, TeuA X ORI EIL, 8§ 1~4 H HIZ 756 JHA/m?, % 8~11 HH
12 100 J7 B /m? 12 7E LTz,




i

HEFRG R OEIERII SRS B L, Graded U EOFEFL K OEIEM X
Jti DIN/FIL/TEC £ C 14 {517 4 ] (28.6%). DIN/MIL/TEC #£C 11 i+ 3
Bl (27.3%) IZRHELT-, ARBRTREALEAEEROL MEBRIRE TR
frd V) LHES NI,

HEAHEESL, DIN/FIL/TEC #C 7 61 748 (BEFRIEZSBIERYL S 4 451 4
fE, WA 110 1 2F, BEJens 150 1 2F, ALT #9023 161 1 #F) |
DIN/MIL/TEC BfC 4 51 6 {1 (EEetkasBIMUs s 3 61 4 14, FE 161 1 £,
RIS A% 1 45 1 44) F83 L. DIN/FIL/TEC B 3 5l 3 1 (= pekan Bk
Yes 1) 1 E, eSS 130 14, ALT 8900235 141 1 4F) . DIN/MIL/TEC #£C 1
B 1 (EAMREEEN 16 14 178 ha— B8R & ORBEBRNEE SN2
Molz, 703, DIN/MIL/TEC #fECHBL U - ipikiEF 3 5 1k% 3 » ALk
RBgIcHEShEFRTH D,

Graded (BE1C) OFEFRITMALL LA Lo T,

S

K1LURYF U~ (BEHBEZ). 74NV TTAF L (BB KOT oA X (B
TAIHz) BeHRE
2. UXYX T BETHEHZ). SVEAFARLOTvaA Xy GBETHEEZ) 5

(4) RAEAIEAER -

1) BRI
<5ﬁﬁu$$%mﬂ’ﬂo>3|€$ﬁﬂn¢f\0)§ﬂ§>

1 BN EIERER CRELGHEEDES)
R N — 100 Bl 2 X481, AAI 1 H 10pg/kg % 4 XX 5 HFER K T#5
L\5HE\%E;mLGHELCMM%ﬁﬁ@%%@LKO%@ﬁ%\%ﬁ
BREH7- D CD34 BEttHila% 3x10%kg LA EEREUATHEZ: KJ-—1% 88.0% (88/100
7)) THo7,
RIVEF R HAEE L 60.0% (60/100 1)) T~ 7=, L/eRIVERIL. B 32.0% (32/100
fi) . 9 13.0% (13/100 f1) . HE8 10.0% (10/100 f5l) To -7z,
ARHNP 512 & 2 BRI R A B S B 1E 12.0% (12/100 i) Tho7o, Fie
B OR A A R H X, IFEEER LS 5.0% (5/100 #1) ., LDH L5 3.0% (3/100
#l) . Al-P b5 R O MEIEA & 2.0% (2/100 f) CTh o7z,

(& M EH AR FEHERT OO 1 R ER R D EE MR )

2. BN THERR (RFERELSEMETEE)
Ak R SR B A R E 33 B & kPG, AR P ERER N 3 H ]
1,000/mm?® LA EX X 1 B T% 10,000/mm? LA AR £ T, il
A X 0 ARA| 5pglkg %58 0 NG O3 H RN G- Uiz, = ORER, 4FHER
# (2500/mm?) OFEEABHEOFREIX 13 H Th o7,
BIVER S BUBEE X 27.3% (9/33 f5) TH o7, EARBIWEAIL, 38 12.1% (4/33
) Thot,
ARG L DERARRAERE RO bR oT,



3. ENE IHKR (BRRHELHMABENTIEREHMEEL OABE)
EATHEAREE 1THA LS50, SmMaBmEE e X0 B iR
10,000/mm? % # % 72 ¢ i E TAH 300pg/m? A8 H Al Lz, & OREE,
I EkEC (=2500/mm?) DEE A HOPRAEIZ 9 H Th o7,

BIVEF BB IL 29.4% (B/1TB)) Tho7-, EREIEAIZ, B 17.6% (3/17
7)) THo7,

AFNBEEC X 2 B R A B R B E X 52.9% (917 #)) Tholz, ik
R R 1L, LDH E& 41.2% (7/17 #]). Al-P 15 17.6% (3/17 ##]) T
Holo,

4.0 EMAERER (BRFEMLFHMARTEE)

B B 27 B2 xSRI, S AIRAE H 2 O i R ERE A EE 3 H
ff 1,000/mm? LA X% 1 BHCT% 10,000/mm? LL EZ/r3 £ T, KK 5pglkg %
BH R PR OTE A A E Lo, ZORE, FPEkE (=500/mm?) OFE
BHEOHREIZ 11 B TH T,

BITERRBBEE L 3.7% (1/27 1) TH-o7-, B LNREIERIX, 8RR TH -
776

AFEIC L D BAREERERE IIRO bhRhoT,

5. ENE MR (RERREHBE)

[FFEE R OGS 68 Bl xRIC, BHiBME 5 HHE XV 14 HfE. AH
300pg/m? XX ~7' 7 BR &2 0 SWEHE LT, TORME, ARG HIE. 7 7®
ARG U CH B R P ERE O BENMRENZRD DAL, DA RNRIIAF B
HEE78.1% (25/32 %), 77 AR GHE 35.3% (12/34 f5]) Toh o7,
AFN B G REORIVEREBSHEIL 6.3% (2/32 %) Thol-, RO LINIZREIEH
X, R R OVER % 3.1% (1/32 %) Tho1z,

AFN P GRED B R ARAE B B 3.1% (1/32 41]) ThoT-, i bl
B RAE R X, LDH LA CTH -7,

6. ENFEMAERER (BEREEEBE)

HFEEMBMESE 35 Pl xt3ic, FiBii% 1 HH XY 14 A, &A1 A
300pg/m? Z 18 H ST FHE L 7o, £ ORIR, i TEREOHIMEEZZRD, £DH
ZhER1E 90.6% (29/32 ) TH -7z 19,

BIVE X OB IR IR AR T 1358 B Lo T,

(BNAAEZREEIC & B IFR R AME)

7. ENEMAERER CEMY o/ \[E)
FERTF MY UNEBEE 63 2 BT, ALTFRIEK T 3 B2 D 14 AR
A Thpg MIXT TR EEA K TG Lz, TOME, KAZRGHIIZ, V7€
ARG LA B 724 P ERE O BB ESN R NG B AL, £ DA ITAH
BeHRE 89.83% (25/28 ). 77 ARBEHRE 13.8% (4/29 ) TH-7- 19,
AR GREORIVERSBISEE X 6.7% (3181 ) Thoto, #BHOLNT-FIEM
X, EHHEER, BT, B AP - EE R, B R OY5 % 3.2% (1/31
7)) THo7,



ARFNBe G5 D G R Al R R AT 1% 19.4% (6/31 %) Th-o7-, TR
RAM R 1L, AI-P EH-9.7% (3/31 #]), AST k&, ALT EH X O'LDH E
H % 6.5% (2/1314]) Thot-.

[ERFEIERR (FLE)

FLpE R 52 Bl & x5, 14 A, Al 75ug/body (50pg/m?) 7 H K T 5
XiX7 7 = 60mg/body Z#H A& 5 Uiz, ZORR, KEIZEGHIX. 77
=BG LA BRI EREOEHERER R DB D bIv, £ DOAEMFRITA
Fl 51 92.6% (25127 #), 77 =58 16.0% (4/25 ) ThH-o717,
AFEREORIEHR BT 10.7% (3/28 ) Th o7, B LALZRIEMH
X, BB, B K OWEE OB & 8.6% (1/28 ) Th o7,

AN GREO AR R BB L, 7.1% (2128 #]) Tho7z, LR
7o BER R A 13 LDH B R OUFREER A 4 3.6% (1/28 f5l) Th -7z,

[EREIHARE (RMHaMmE)

MR MR EE 54 Bl 2RI, LFRIEKT 48 Fiffl L 0 KAl 1 H
200p¢g/m? % 2~4 FH, B SREEE L7, TORE, ARG, FERE
BRI HE LA B 7R i R ERESH N5 5 Je ONERYSE S A2 DI 3588 Btz 19,

BIVEF BB L 7.4% (454 B]) THolz, BOLNTREIWERIL. & 3.7%
(2/54 1) . MRS+ MM O/ MR EIEEZIE 4% 1.9% (1/54 i) Th o7,

ARFNBEHAT X 2 R R A SR R B 1X 7.4% (4/54 f5]) Th o7, BHOBIL
7oA R X, AST - ALT EH K ONAL-P B & 3.7% (2/54 ) Th

ST,

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

11.

HIV J&YEBFE 5 B 2 %502, AAI 1 H 200pg/m? 2 1~6 8 [FHiE 0 A fE
L7z, TORER, FPEREOEIMRNP B Biv, £OAZHRIL 100% (5/5
B) TohHot=19,

BIVER R BB 1T 40.0% (2/5 %) Th -7z, 386 HITZEIERIX B & O
/IR 45 20.0% (175 i) Th oz,

AFIEIC L D BARREEREE IIRD oo,

E N M A8 E&

U R ERDRDE 2 A 2 HIV BYSE B THL Y A L A F Ofkfse 5 G- 73 R 5 722
B ST AR GE  (ZWREEGYIE) DI RS A+ 43 7B 24 1 & RF 512,
A1 H 200pg/m? & 14 A M 0 AE T Lo, £ O/, i hERE O
HRNBRBD B, TOAEZEIT 81.0% (17/21 ) TH -7z 20,

BIVEF S BIBERE 13 8.3% (2/124 ) Th o7, RBOOLNT-RIEMIX, B (B
HiF - MR) . ARBRIEAR X VB EAIR D 4.2% (1/24 ) Th o7z,
ARG X DR AR ERBEEIL, 29.2% (7/246)) Thoto, £
A RAEMERT X, AI-P L5 6, LDH LA 4FCTh o7,



(BREERREIREEIC 4 S 5B AME)

12. BN 5 I 4HEA BR
B SR REERE 21 5111k U CHiIEIC L 0 AHK) 50~400pg/m? % S fHE
LTz, TOREFR, FPEREOBINIENZED S, AR 71.4% (15/21 i)
Th-o7- 2,
BIVEF BT 9.5% (2/121 ) Thot-, 38O LN EIWERITITFHERERE
9.5% (2/21 %) . FJd% 9 FEIK 4.8% (1/21 ffil) Th -7z,
AN K DR R R B 1T 14.3% (3/21 61) Thoio, FEKMR
TR IL AST E5H-. ALT EHEOVALI-P E5H 4 9.5%(2/21 #l) TH 7=,

(FHORRSNRERUAE] |
BRI B BEREC £ 5 AT BB\ 3510 5 &GR AR 1 B 1 [ 100pg/m® T %, |
(V.3 HIER O] OEBH) :

(BETBRMEMICH S5 FHEBAME)

13. BN 5 MAEELER
BN R M EE 35 B4 6 RI, WiEIC XV A 100~1,2004g/m? % i
TWEE L7z, ZTORR. FPERBOBEMDENRD B, £ DOHFRIZL
67.6% (23/34 ) ThH -7,
BIVEFIFE M 1T 2.9% (1/35 ) Th-o7-, B LNT-EWERITIREATH T,
AFN G & DGR IR A B FBUEE L 17.1% (6/35 ) THoT-, B D
AT B IRAR A S5 1% AI-P E5 5, AST - ALT k5 2, LDH EH KW
A L5H % 1Ech o7z,

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

(FERM - ¥R BRREAE)

14. BN 5 I +HEABR
Je RME ST R FENE D 4 HhERIBAE B 53 il 4 KF 51T, Al 25~200¢g/m? %
BTHELl-, ZOfE, FhEREO#EMENRBD v, TOAEMERIL
78.0% (32/41 f5l) T -7z,
RIEZBUEE (BMAREERE 2 5T) 1X20.8% (11/53 %)) Thot, &
ZREERIZ. ek, 295, EEEAL 0K R, Al-P A KX O'LDH E5 4% 3.8%
(2/53 f5)) TH o7z,

(FHORBENERERUAE] -
GERHE + BEFEPERF KBS\ 3517 5 KRBATELI 1 B 11| 50pghm? T 5,
(V.8 LR UM R OEEMH)



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

H Y

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

w7
qy

SRt L, BEAERL, IEER. HEEUR

PSES

) 27 SR O FAIRRRAE T R ARG

EARE e
JEuE

PUFO&T A&7 HIREHIEC 31 A O K EAL S & & DB

WA T2 SR BT TN DR E U A 7 BRI R

© REACERRIERE K OHEIGEEN & 5, 172717 L, RO 2R TS
NI E R VI BN AR OB 1L S BB RIE N I VBB k4,

© BEEMANEBAE S 58 F oMM 100 H AW, 72720, Bk ICE
PO AN T S - BE o8k £ ToOMIMIE 150 H AR,

B RRE ARG T RO BRI RB WO TOTOIRZE S KA S AL
SIAE NSRS S ATz,

 GIBRIT 2 (NG FRAF N8 BN D AL, BT OBEFHRIZ B WV
DIFREBIERPED HILR,

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

E kRS
LY

< IREEO BB A
AT A REHEBHERL TS T AEAOE®K RN 14 BN TH 5,
- 28 HUAINIZHIE 7 7 )  ORERERH S,

R IT 15

DIN/FIL/TEC # & USKE LY A UEIEC, 194 7 i3 28 HRIE T2,
7p¥, YA 7 VIREBSE D 42 HE CREIL VA UEEDO 5 A 7 )LE DI
56 A H) F£TIZ, YA 7 VIR EER - EY 1 7 VBlbRrRE & LTz,
728, ¥EJE K O infusion reaction D Z B9 & LT, A EAA RIFONIHT
b R H U R OV 751 A N R - L7,

- DIN/FIL/TEC ##*

[VRYF~TOREROHE]

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

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

(7 4 V275 2AF LD REROHE]

1. 3, 5 A7 N0D1~14 HAIWL T 4 V7T AF L buglkg % FiES L7z,
72720, VXY XR T LT AT, XX T ORGENC T 4 VT
TAF L (s z) 25 L,

[FEa1xroMEROHE]

2, 4, 6V A7 NVD1~4 BRIZT®aA ¥ 75 JTHA/M? % 24 K227 C
FHEE LTz, £72, 8~11 HRO VXY F o~ 7 0h 2 a4 HZCT
T A 2 100 5 HA /M2 & 24 B 20 CATMEE L=,




AR 5 1k

=100

KEL DA R

[y ¥r~T7OREKROHE]

1. 3, 5% A 7LD 4~T7 HH D sargramostim £ 54 T#% 2, AFREER
10mL/kg % 1 BFRINT CHE#, VXY ¥~ 7 17.5mg/m? & 10~20 FEfH
T TR R L7,

F72. 2. 4P A 7D 8~11 A H®D aldesleukin % 5-Bit4 1 B &2 H &2,
AEPRRIEWR 10mL/kg & 1 RN TRE#, XY F <7 17.5mg/m? %
10~20 FRER 2 T Al Lz,

[sargramostim o % & OV &]

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

[aldesleukin @ kK OV ]

2. 4 YA 7LD 1~4 HHIZ aldesleukin300 5 HAr/m? % s sk Uiz, £
72, 8~11 HHO Y XY X ~7 O 5 2 FElfi% B 242 aldesleukind50 J7
HNL/m? % 24 BERI AT CRfiisme Lz,

[isotretinoin (RA) %MK 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. 441 70D 15~28 H HIZ RA160mg/m? ({KHE 12kg #B) i
5.33mg/kg ({KE 12kg LAF) %43 2 TR L 7=,

EBIT, 5V A 7O RARKAMRE 11 BULEREL TS, 6 127100 1
~14 H HIZ RA160mg/m? ({KE 12kg #8) i 5.33mg/kg ({KHE 12 kg L F)
x5y 2 TR LTz,

EE- R ]
HH

FEL, P38 - M 2IRDNABEEA ANV b & LTS X MRS (EFS)

fill R At
HH

- B (OS). JEBHRTFHI COZRDEIG ., M EAFHIM
- AEHEZR

- ADCC &%

- HACA 4 FEHIA

+ RA OFpHhkE

TR PEAHERR S 47z 35 5] (DIN/FIL/TEC #f 16 %, KE L2 A U BE 19 f1)
NAGRER I G - TR e S-S, 32 5] (DIN/FIL/TEC ## 15 ], KEL
DAUEELTH)) NTa b a— I 5E RS T L,
B, FHPIE L 3Blo P IEFIH L, DIN/FIL/TEC 0 1 filIZL ¥ A 14
BRI D T TH Y . KE LY A EED 2 F134E12 Graded DA EHES (141
X Grade4 OAFHERERAD . b 9 16X Graded DI/ ML) D7=dTH
ST,
- B
2 4 EFS |, DIN/FIL/TEC #:C 80.8% (95% 58X ] : 51.4~93.4%) .
KEL YA URET 62.3% (95% (51X : 836.7~80.0%) T& v, DIN/FIL/
TEC #EOKE L ¥ A UREIZHTT 53— REIE 0.494 (] 70% 15 58X R
D LR :0.710) THH ., F T0%EFEXH O LR 1.854 (WFEOHILF 2
4 EFS65%. LM~ — 0 20%ICkIG) & Flal->722 &5, DIN/FIL/
TEC HEOKE L X VBT AR RIS NIz, 723, Cox Hpil
— FEF VT X BRI TiE, DIN/FIL/TEC %5 & KE L2 % o TRt
A BRETRD b o7z (p = 0.3076),




1H ——p—— ] I
= i ._L /[)l.\ FIL/TECEf
'5 0.8 e L l—‘—‘*—*
951 / | St
E Al A B |
1': e¢d I
2 04
‘E 0.2
£

0.0

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

Number at risk
DIN/FIL/TECEE 16 15 14 14 14 14 12 12 ]
KEL AN 19 19 19 16 16 15 13 11 0

BARNY FAEFHAREOTERENTEO Kaplan-Meier Bi#R
F7-. 24 0S 1%, DIN/FIL/TEC £ T 93.8% (95%15#EIX M : 63.2~99.1%) .
KEL VA RET100% Th o7, 728, Cox WY — RET LT L A EERH
g Cik, DIN/FIL/TEC B L KE LV A VBECTHEFIICHE R ZITRD b
nNiznoi= (p = 0.9984),
EEE N - etk
HEFERTEWEHRAICHEIL L, Grade3 UL EOAEHELR L £HHHRAICHEILL
oo IEEAEOFEEREST, T b a— 58 E ORBEBBAGE S RN
ST,
(TRE<2E AR CTHRIALZEWERIZOWT>0H LRI 52 &)
B EHRL L, DIN/FIL/TEC #£C 4 6] 4 {1 (EEREEIEIEEGE DY 2 4]
21, s B ORI 4 161 1 4F) . REIL D ACBET LA 14 (RIB
JYy) #&BLL. DIN/FIL/TEC Bt 2 1] 2 1 (Hfiligide K OVl 45 1 41 1
). KELV YA O 1614 (DB X777 ha—uiai e ORE
BB EE SN2 -T2,
Graded (JL1D) OFEFRITMALE LRE Lo T,
KE L VA BB T DA EFGORBEG LOEIEEIL, KEIZBWTEE
WA STV SEHERE CRELV Y A V) KRB ABEmOZ a7 a7 7
ANERT D DO TIERN-T2Z 2D, KRBROKEL Y X o stt
TEKENC B W CRRICE A SN TV D IR Tl SN TV ORIHEN E B 2
bivlz, FE7z. DIN/FIL/TEC #1%, KEL VX U2 R L CTHERSO
FEBUHIANC K X 7272137 <, ZRHREOHHIC L v ZatE EoREICR I3
LI IRIZ 2 272 2 &5 DIN/FIL/TEC #% 513 A5 W REZRIRIRIE T
borrEZBNT,

KL UXYF T BETHEHRZ), 74V TAF L BEHEHZ) KOTErA ¥ (B
(B TH %) P58

<5%E . ARBRTHRBELLAMERIZOWLT>
DIN/FIL/TEC #f 16 i\ C, RIEAR2HE] (100%) 128D b, FE722F]
TEFIE. 3824 16 5] (100%) . K7 /L7 2 IffE 15 61 (93.8%). ALT #4014
B (87.5%). GGT Hihn, Want, ZFrhEkERAd . &, AST #N, EHmEFE (2L
1361 (81.3%) )., M /EEA . ERE (LA 12 61 (75.0%) ). EEUEk, Bk
BOR (LI E 11 61 (68.8%) ). MEJ. &9 (LA 10 6] (62.5%)). TH#i9 #



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

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

DEEE=
B REBR I A AN DT B OFRIL 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 - BIMEFRAORTKR
DIN/FIL/TEC #% KELV DA RE
(N = 16) (N =19)
ko (%) 45 (ko (%) a=o
HEHEL 16 (100.0%) 1211 19 (100.0%) 1354
HERHEES 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@ EBEEZ - BIFRAORTIKR
DIN/FIL/TEC % KE LY A Bt
BEBIASE (SO0) ) (el
HEAsE (PT) Blg (%) | B (%) M
MR LY v RbEE 13 (81.3%) 85 | 14  (73.7%) 67
A 13 (81.3%) 85 | 13  (68.4%) 65
FEENME LT H BRI 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 OGRS 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
RS 1 (6.3%) 1 0 (0.0%) 0
AR B v 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%) 0 1 (5.3%) 1
(s 12 (75.0%) 37 11 (57.9%) 39
T 9 (56.3%) 20 | 11  (57.9%) 13
HEE~L=T 1 (6.3%) 4 0 (0.0%) 0
R Hz i 0 (0.0%) 0 1 (5.3%) 1
L 2 (12.5%) 9 6 (31.6%) 8
H P 0 (0.0%) 0 2 (10.5%) 4




DIN/FIL/TEC #f

KEL DA R

BESKAE (SO0) (N = 16) (N = 19)
HEAGE (PT) Bl (%) f| B (%) %
JIL Y JE PR 0 (0.0%) 0 2 (10.5%) 2
H % 1 (6.3%) 1 3 (15.8%) 6
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
TNEBVHALAE H 1. 0 (0.0%) 0 2 (10.5%) 2
R 0 (0.0%) 0 1 (5.3%) 1
JIT P J55) PR B 0 (0.0%) 0 1 (5.3%) 1
VAL T 0 (0.0%) 0 1 (5.3%) 1
- BEFEERSLORSEMORE | 16 (100.0%) 265 | 19  (100.0%) 233
HEIE 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 E 9 FEIK 0 (0.0%) 0 1 (5.3%) 1
TESHBAL S 0 (0.0%) 0 1 (5.3%) 1
RS 11 (68.8%) 24 | 14  (73.7%) 30
T IE 4 (25.0%) (15.8%)

RAY P (25.0%) 4 (21.1%) 7
Z2ni 10 (62.5%) 25 | 11 (57.9%) 38
FE B 16 (100.0%) 134 | 19 (100.0%) 109
[ iy e v e 3 (18.8%) 3 0 (0.0%) 0
AT —T VREEIBALE O FERE 1 (6.3%) 1 0 (0.0%) 0
AL I 5 A0 0 (0.0%) 0 1 (5.3%) 1

JHFREE SRR 0 (0.0%) 0 1 (5.3%) 3
EE VL E S E 0 (0.0%) 0 1 (5.3%) 3

G % MR 3 (18.8%) 4 2 (10.5%) 3
TFT 4T xR 1 (6.3%) 1 0 (0.0%) 0
W EE 3 (18.8%) 3 2 (10.5%) 3

JEYYIE 3 K OV 2R tE 6 (37.5%) 9 12 (63.2%) 24
RESERp=/ 0 (0.0%) 0 3 (15.8%) 4
I 0 (0.0%) 0 3 (15.8%) 4
NI A e g 1 (6.3%) 2 0 (0.0%) 0
HrRIZ 0 (0.0%) 0 1 (5.3%) 1
_EnEgE % 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
Bl e e 1 (6.3%) 1 0 (0.0%) 0
B2 g 0 (0.0%) 0 1 (5.3%) 1
ARG 1 (6.3%) 1 2 (10.5%) 2
I 0 (0.0%) 0 1 (5.3%) 1




DIN/FIL/TEC #f

KEL DA R

BEBIASE (SO0) (N = 16) (bl
HEAGE (PT) Bl (%) f| B (%) %
AV 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 R 2 0 (0.0%) 0 1 (5.3%) 3
H S Jk 0 (0.0%) 0 1 (5.3%) 1

HE, hER X OWE S OHE 0 (0.0%) 0 1 (5.3%) 1
A5 0 (0.0%) 0 1 (5.3%) 1

FRIR A 16 (100.0%) 445 | 19 (100.0%) 434
TI=VTI) NTVAT TP | 14 (87.5%) 63 | 15  (78.9%) 68
TANTXVBTI ) b7y AT77—88M | 13 (81.3%) 8 13 (68.4%) 61
G R WA =ISy) i 2 (12.5%) 8 2 (10.5%) 4
7 L7 F =80 (31.3%) 23 5  (26.3%) 26
i A bR SN (50.0%) 38 7 (36.8%) 29
FmINEINVET AT 2T —BH | 13 (81.3%) 60 | 16  (84.2%) 68
JRHZ R pERG 1 (6.3%) 7 0 (0.0%)
~v b7 Uy MEA 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 SRS N 0 (0.0%) 0 1 (5.3%) 5
TR ER SR 13 (81.3%) 56 | 15  (78.9%) 51
RN el % 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 Bk A b 3 (18.8%) 8 8 (42.1%) 29
PR i ERBSPE 6 (837.5%) 21 3 (15.8%) 15
M7 v U kAT 72— 1 (6.3%) 2 0 (0.0%) 0

R L OV hEE 16 (100.0%) 155 | 19  (100.0%) 208
ik 0 (0.0%) 0 1 (5.3%) 2
&V A 1 (6.3%) 1 7 (36.8%) 16
=AY U AME 5 (31.3%) 134 | 6 (31.6%) 22
B~ 737 AlfUE 2 (12.5%) 11 0 (0.0%)

[l NUR 7N 1 5 (31.3%) 3 (15.8%)

PRI fLE 0 (0.0%) 2 (10.5%)

K7 V7 3 v ME 15 (93.8%) 70 | 19  (109.0% g4
A i 0 (0.0%) 1 (5.3%) 1
(597 Ry PN IR 4 (25.0%) 8 (42.1%) 15
K~ 7R U AUE 0 (0.0%) 2 (10.5%) 6
KT U U A ME 4 (25.0%) 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 OVRSE A Rk b 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

GV 3 (18.8%) 3 3 (15.8%) 5

Eeesra 0 (0.0%) 0 1 (5.3%) 1

RARFEAE 0 (0.0%) 0 1 (5.3%) 1

TR 0 (0.0%) 0 2 (10.5%) 2
ik 0 (0.0%) 0 1 (5.3%) 1

ANHRAE 0 (0.0%) 0 1 (5.3%) 1

B F L QYRS IR E 3 (18.8%) 20 3 (15.8%) 7
1fiLJR 1 (6.3%) 2 0 (0.0%) 0

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

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

AFERR L OSLERE 0 (0.0%) 1 (5.3%) 1
GRS 0 (0.0%) 1 (5.3%) 1

MERER. HOE0ds ] OMERm PR 11 (68.8%) 32 | 14  (73.7%) 32
S 8 (50.0%) 13 6 (31.6%) 12

A8 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

! 0 (0.0%) 0 2 (10.5%) 2

[OEN 0 (0.0%) 0 1 (5.3%) 1

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

ifiZA< A 1 (6.3%) 1 0 (0.0%) 0

T LR — g 1 (6.3%) 1 1 (5.3%) 1

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

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

FREDORAE 0 (0.0%) 0 1 (5.3%) 1

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

B KOV T ARk RR 11 (68.8%) 28 | 18  (94.7%) 124
I B R 4% 0 (0.0%) 0 1 (5.3%) 1

Ay P R B2 RS % 1 (6.3%) 1 2 (10.5%) 3

P2 Wz fg 3 (18.8%) 3 9 (47.4%) 30

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




DIN/FIL/TEC # KEL DA B

BEBIASE (SOC) it (bl
HEAGE (PT) Bl (%) f| B (%) %
FRE R Z VR 0 (0.0%) 0 3 (15.8%) 18
HLBE 1 (6.3%) 2 0 (0.0%) 0
ez 1 (6.3%) 1 3 (15.8%)
SRR H 1 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 B R R 1 (6.3%) 1 5 (26.3%) 18
B2 J 0 (0.0%) 0 2 (10.5%)
ZEFRIE 6 (37.5%) 9 4 (21.1%)

JlIREgiEES 3 (18.8%) 4 6  (31.6%) 13
WAL 1 (6.3%) 1 1 (5.3%) 1
e I 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) B - FERHER
LR L

(6) BEMFER -

1) ERARERE (—REARGAE. FECRARGHRAE. ERAMRELERRE). 8E
RFERT—FN—RAFE. BERTERERSABRONS !

1 ERABEREIZDONT
1) 1997 FOBEEHEH
REMIT OV TIT 4,822 BIDMIENTxI G & Shviz, RIERZSBUERSE (LT,
BIVEFIZEBLE) 13X, 7.2% (348/4,822 f5) TH V| 7#KGRIFE TORERDFHL
F17.3% (237/1,366 i) &g L CTE< 25 @mITEO Lo T,
BT ONTIX, 4,460 BIDMENT XIS & S, G 31T 2 AH
DA HRITAGERE X VIR T 28 mIEERD b o iz,



BISER DIFPERBAERENR (ARE)

T E HGREE E ToRER 5 FH AR A
BRI O 4 KA O 78.1% (25/32 i) 81.0% (149/184 fil)
T ate
D AALIRIEC & B hf R ER
Tk i

B R IR} 89.3% (25/28 f)) 96.9% (918/947 #])
fitiE 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))
A A I — 90.8% (601/662 f)
ﬁgﬁiﬁgﬁ@ﬁ‘:{%ﬂ 76.2% (16/21 f4l) 77.8% (98/126 i)
AR B MIZLE S 47 o 0
ER A 67.6% (23/34 #1)) 88.1% (104/118 %))
JERNE « R BRI D 79.6% (39/49 fi) 88.9% (16/18 f4i)
HIV JEYE ORI K s % o .
S hE BRI A 81.0% (17/21 1) 100.0% (7/7 f51)
WS — 100.0% (1/1 )

* o B FEMED 2 S & LT e,

HAGERZATHEE (N, SnE. 1ITER. FHREETERUBHKEE
BEEE) ICoOWTIE, SR & Lfﬂy%émtﬂﬂi DRI L, =N
LMK OCH DI OV TRE S 7z,

INR (15 ) (2Tl ;t LA VERRAT R 5 & L C 396 Bl N NEE S
7oo /NERORWERFELRIL, BHBM 3.8% (3/78 #) . [EEHE 4.6% (4/87
f) . At 9.9% (19/192 ) . B BER I REBEEE 4 B R B 72 L
ﬁixﬁﬁ/@:m 11.8% (2/17 f51l) . JeRME - FpFsMEAT TP ERBUDE 18.2% (2/11
B THY., RAORIWERRESE L L L CaWERNITERD Do T,
—J7. BRMEICOWTIL 338 Bl kIS L ST,

INROBEERIT, BB 27.7% (18/65 1) . [EEREE 0.0% (0/81 i), A
Pk 97 0.6% (1/171 B) . BRI AEGEEE 4 FIR G L, BAERER
PRI 5.9% (/17 6) THY ., BEBMEO/NEREO R FEN 15 %Ll Lk 65
AT HEOHERZNZR 10.9% (13/119 #1) KV @723, ZDOBHIIAHIT
HoT,

=EE (65 LA E) 1T oW TIE, LM R SAER] & LT 1,546 553U
LINT, ElnE ORWERFREBRIT, Bk 6.4% (86/1,341 f#]) . &MkH I
i 5.9% (6/101 ) . ‘B REFRIZAIEMERE 12.6% (7/56 fi) . FFANRMER I
6.3% (2/32 i) . JoRVE - FeasPEar FERBVE 0.0% (0/4 f5]) TH V| 15
kLA b 65 mATRE O BIVER R HLER L Il L TR WMEBNEERRD S e o iz,



— . BEEIZOWTIX 1,469 BIA KIS & Siviz, mlnE 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 #1]) . AR BYEZ M 9.7% (3/31#1) TH V. 15 L L 65 7%
RAGEE D MR & ik U CEv MEANIEER D Hiie o7z,

EERIC OV T, AT GH & LT afIBUES Tz, 25 26l
ARENEE G- ANCAER P MM T o 7o, RAIDREE SN2l 2 flidnTnba
PEEBEMEA MR CHY . 9D 1HI TR TICE W HEICESL 2o T
D3, HEE L7z 1B I A VRICBREIGRO bk h o7, 72k, FELHNCD
VT AEER 29 ISR FRIE S REAT S AL, SEEE OB RS & BufiE 12 LT
ARG S L7208 BEREVE M S NEEEEBRE (DIC) DAk~ & R iz
KV CLTEHY, HYEMIAFEE LD A MFEAROHEGE. DIC O
BALIZEA G Lo ATRetE 2 R X T D AEFERIZ DU TURINEE ST E B 234
72 AR ORENE R OFIMEZBIR R CHIT 2 2 L IZNETh 5,
FHEEEZE 2R BB OV TL, LM SRAES & L T 224 #i23Y
£ ENT, AROBIEARER 9.8% (22/224 1) 1%, HEEORIVER R H R
7.1% (326/4,598 i) L[AEECTH 7=, —H. AEPEICOVTIE 196 BiIH3 %t
Gl an, AELAOCEROESRIIZNZI., BHBM 9.1% (1/11 f#1)
J N 17.3% (30/173 f31]) . [ETEHE 1.6% (2/127 B) } ¥ 0.7% (21/3,217 ) .
APk IME 8.6% (3/35 f51) KX 3.3% (21/627 ) . B #i BRI AIERRE 9
o1 IR e OY 15.4% (18/117 f31]) . FFAEAN BAEE M 11 il 8 2h (51 72 L M
010.3% (11/107 ) TH Y, ZElIRh-oT,

BHREREZF I BB IOV T, LEMMIT I RAER & LT 58 #i73UX
EENT-, ARORIEMRBER 5.2% (3/58 i) & RO FI/E MR B R
7.2% (345/4,764 B) \ZFEX 2D o T2, —H . AIPEICOWTIX 52 FiIA Kt
G Sz, AKX OEROERITENTIL, FEE 0.0% (0/44 f5l) K&
O 0.7% (23/3,300 §1) . Sk A 3 6 F Mz B 72 L& 8.6% (24/659
B) . BRI AE AR 5 5 M 51 722 L e TN 15.7% (19/121 f5]) TH Y |
X o T, ek, BB L OHARBRERE MW CEEEL T D
BEINE SR 5T,

PLEX D 1997 H O FH5EA H FERFIZ IS TR O f It 28 0 B 72 R s 1 72
WEEzZ b,

2) 2004 FOBEEHFER

(EMFHERORELP~DEEUT MREEF] - SR AER O 5 h ik
HBOEMBELT THIER])
REMICHOWTIE TERERE) (2RI LT 429 i, TRAEIE] (2RI L T 355 Bil23
it g & Shvre, TERERIE ) (CBIS D RITERREBUESIR (LIT. RIFEMHZE
BlR) 13 43.1% (185/429 #) TH Y | HAKBK £ TORBROEIVEHIEH R
89.6% (69/77 Bll) & bk LT <72 HMAIEERY BaLe o7z,



A OV T, TEEEEE ) (2B LT 426 B, TRHERE) (2BI LT 352 #
DRATRIGE L STz, T ORER, AREIZARREE CORBRIZE T 56 2M%
CRECTHD EEZ BN,
BHAGEREZETHEE (MR, 5iE. HER. FEEREETERUVERKEE
EEE) (2o, MHMERES L ESHRERMI vH L, £
ZIVEEME R OHHEIC OV TRET S vz,
INE (15 R ORMWERZEEERIT, TEREE ) (2B L TiX 26.8% (11/41
i) THH ., A (15~64 %) OEINEHIEELR 46.9% (167/356 f5]) LV
Koo de, Eio, BAEke] O/NEORIWEHIEEFRIX 9.4% (3/32 1) Th
VINNEYN (15~64 %) ORIERAZBLE 21.2% (62/293 #]) &L 21X -
7= ENEIVNA fr*ﬂ%OT 1’Efﬁ®§=§fﬁti§.§&b bILeinole, —H. Ak
(ZOWT, TR o/NRICEIT D 2x10%kg LL_ED CD34 B HIfu%k % £
BT & 7 EB OEIA L 82.5% (33/40 i) THH ., MAIZHITHEIE 73.2%
(259/354 ) & =T o Tz, B /INIZE T 54 EkE 500/mm?
ETOREHEOFIMEIL 12.0 HTH Y, BAICEIT S 11.0 B & 2T 7
277
SEE (65 Ll L) ORIEMZIIRIE, THRE) (2B L TIX 21.9% (7/32
i) THY ., A (156~64 %) DOFEIEHFEE=R 46.9% (167/356 f51) LV
oo te, E£7z, TBAEK] OElmd ORIERFRBLIERIL 20.0% (6/30 ffil)) T
HY . AN (156~6475%) ORIWEHZEHLE 21.2% (62/293 1)) & 72X 720>
Too ENEIEIE ITRAOREMORBUIGEO bR oT, —FH, A%
PEIZDWT, TR Omlmdicis i) 5 2x10%kg LL ED CD34 B ifuEk
ZERITE TEF OEI AT 71.9% (23/32 1) TH Y. RAICBIT 2EE&
73.2% (259/354 f5l) & =TT, TRAERE ] Omlin# 23T 2 4F HEREL
500/mm3 F£ TOEE HEO P REIF 11.0 HTH Y, RAICKIT S 11.0 A &
IR o7,
FieefEE 2 F 9 2 BB ORNEHIEBLFIT, [HIR] OFHRE 64.4% (29/45
Fl) THY., WEEORIEAIIFE 40.6% (156/384 ) LV &EroT-, F
7=, [BhERE ) OFREORIWERRIEIL 25.0% (15/60 ) THH . HHED
RIEFHZEBLFE 19.0% (56/295 i) & 21X o7, TEREURE] OFHERERE
AT 5 HBHF ’io‘b\f - EASREEE (BUE. B9 . Tl - IS RpEE
RO —fri e iEE R NE RO LN, AEOIEFIEA D73 < FF
TE D EH ﬂﬁﬂjf%fm:oto —J7. ARMEIZOWT, TERERE ] OFFEC
B 5 2x10%kg LL > CD34 Fﬁ ﬁmﬂwﬁzmﬂyf% 7= 9 A5 O E A 1%
61.4% (27/44 ) ToH Y . BRI HEIE 75.4% (288/382 f4]) X v K
Mo T2 A REOIEGIED f£<¢%m@%l TR TE ot £72. T8
Wi | OABECI T 5Bk 500/mm? £ ToEE B o fJefEiE 11.0 B
Thy, BRI 5 11.0 B E =T R o T,
BHEREZETHIBREORMEHARBLRIE, THIUR (2B L TIXA#E
34.8% (8/23 ) TV, HHEORIEHIETE 43.6% (177/406 f5l) & =%
mhholo, Fio, TBHEER] OAFORIEMFIRIL 19.2% (5/26 ffl) ThH
V. EREEORITERIEHER 20.1% (66/329 i) L =T hoT-, —F. A%
35—



PEIZDOWT, THEURE ) OFFEICIS 1T 5 2x10%kg UL o> CD34 Btttz
PRELC X IEB OFEIEIE 77.3% (17/22 #]) TH VY . R BT HEE
73.8% (298/404 f5l) &=L /enote, £z, B OFREUCE T D4
B¥ 500/mm? £ TORE B O RfEix 11.0 B TH Y, BERICBIT S 11.0
HEEI o7,

728, WREEWRICAAIDMEH S AUTEGNTINEE S o T,

PLEX V., 2004 FEOFEHFER H BRIV TEEX OSN3 70 B RE ST 72
WwWeEZ bz,

2. 85 REAEIZDNT
1) REAERICET 2RE
APRAEIL, BHEMBEERE. BETREHENLL LXK - ﬁ%ﬁﬂ¢ﬁﬁ
WEBFEIZBOTEYFHA PRSI0, HIREOHEHEETICBIT S
Ve, AIMEROWE G-CSF JUAFEEDHBIZOWTHET 2 L2 HMY
ELT, —EHM (6 7 AR EHBICEIE M Thiu, Fak 3 4 10 A ~F
A% 8 4 10 H O FE G SALiz, = OfER. 43 fisk & 0 e MEMT %I 545}
OVEZIMEMAT R 21 & L C 49 JEBISIEE S i=,
REMIZHONWT, BITEARHRIT 4.1% (249 1) Tho7z, BHWEFAREIVE
BIOWFIE, FERME - FeFEPELF R ERBAEREBNC I 1T 28O T 1 41
e OVFR AR AN BRI 611 %émfmfamr«®%ﬁJ1MT%oto
TEMFE~OBAT) FEFIT, W2k SRR Ot R R 200, BRI
BOEMERE L DB CEIERTH D . AFIRG 34 HZIC Emﬁm%ﬁbf
BY . HYEMIAREGICE D FEREZFE LI EE2bN5 A FL
Tn5,
fi Rl A 2 & So A B R Al 7% 12 B8 W) THT G-CSF HUAR DN HIE S AL 7= SEH
X 15 FITHY , A THEIIRE SR o, Eo, Bt G-CSF fufkE
BT HEEB26NDT T 7 4 7% — b ERTIERILRD LR
277,
BEICOWT, B HICBT 258 &6 R E IR 5 E kSR
U DL 1 WA B0 OFEEE R BT LT, £7201 H (1 1E])
72V OB G- Bl T B R TE BOERE e OV R M - Frastar hekisiAE Iz
BWT, FEHBERAE L LR L TOREHETH - 7223, lx OERNZ L S
X OENRKRENoTo, EEREOEF TIL, K TEEHOFE G B
SRR FHEG O H B LU T CTd o 7o (B §l I AR & OV AR BRI 08
A (BUFERICBET 2A& T, B RN - SRR R ERIE (X261 52 T #
5)), HFRERBUMESEDRITA L L, BRI EIEERE 44.4% (8/18
B, HAERSRMERI 76.9% (20/26 #i]) K OVERM: « Red&MEA: BRI IE
80.0% (4/5B)) Th-ol=, ZibDIEFIOMEHRAERAEICB T 5 H2%HEIL
ZINEN 94.5%., 92.83% &% X 80.0% T - 7=,



2) BEFRBRMEMNESIIHT 5XFDOLLEICET HHE

KT, AFNC X 0 IEEEZ T TV A EAERBHEAIMBE T 5 MDS
Xix AML ~DOBATR, QR RBBELMNET 52 L% H EI’J L LTHE
i STz, AR E LT, 12 5ER ORAIE 58 81 i, FEEH-HE 31 1)
DI STz, AFIEGRIZEWT, BHOBEFIREKL D G N Rk
2 K DY BRI AR T MDS AT & HE SIVERNT 1B TH Y . ATEH
\Z monosomy7 DR EEF TR D bivieinoTz, —FH, FEERGEIZEBWNT
m:Nmsﬁﬁﬁk%méntEWHSWT%D\5%1W:mm%mw7
DORRIEENRD BT, 725, AML BITHIEL, WELICERD o
Too Floo NMEEICL O AAEGHE, FERGHICB W THARBREE 6
MDS ~DOBATICOW THBBHEZRFT LTz & 2 A, K%’J&’@ﬁz’fi 3.8/1,000
B« A5 FEFRGHEDS 22.4/1,000 fl - FETH Y . AEZETRD bgnoT,
PLEXY | REIEGEEE FERGREO HIIZ I T, MDS Xix AML ~D#%
1738, Yo R ELE B 1 2I1TR T, AAIH MDS 3L AML ~®
BATICEA G- B riEtEi/ hasnEEB 2 o,

2) ﬁnlb %14:& LT%HE%IEO)W%\'X(i%ﬁE szLu”E n'tﬁﬁ@*ﬂﬁg :
ML

(7) DAt -

(BEXII#HAMORAMEREANFICHNT 2B HEESHF & O ARE)

@ A N DR

B OV N O3 ST R O 2 E it A (LA, TAML) ) BEFICx LT,
EWNANDEERRBRICBIT 27V H T E VROV T v, G-CSF Off#E 5 (LT,
[FLAG| ) KXO'FLAG &A1 # vy rofiffiith (LUF, [FLAG-IDA] ) OF %
OWISIZILL TO EEBY TH D,

1998 4 Montillo M 5 O 20 Tk, 11~70 D BEBHAAN i, FLAG
WHAT ST AE R CRIZAART 21/38 B (55.3%) [FF¥& AML 14/22 5] (63.6%) .
HEARME AML 7/16 6 (48.7%) ] (258D H LTz,

1997 £ Parker JE 5 O 28 TlX, 18~T72 D HEEIEAAN b, FLAG-
Ida 23 hEfT S U725, CR 1% 12/19 f5 (63%) [de novo MDS & ¥k AML O3t
7/9 B (78%). t~-MDS/AML 1/3 ] (33%). B % 3 i3#EiA Mo MDS/AML 4/7
(57%) ] IZRD BT,

2010 4 Tavil B & O 29 TlE, 2~17 MO BREDMAAN S, FLAG-IDA
DHEAT SN 7=fEH,. AML B2 5 CR RiX 75% (12/16 ) ThHh o7, Tz,
SRFEMICK T 22450/ (PRE) X136 VA ThHhoTz,

2013 %@ Kaspers GJL & O 30 TlE, 0~19 D RBEDBHAAN BV, EE
FHITEE Th 25 28 H HREROBREIRLE (FFEK 20%A0) 1X. FLAG #£ X O FLAG
EURY =M Fx T e v CPFRESE (BUF, TFLAG-DNX| ) BECEZ£4 70
K80% T ., FLAG Ff &tk L C FLAG-DNX B CHEHFRICHEICE N> T2
(p=0.04 (HfH]) ;log-rank i), F£7z. CR F|X, FLAG # &' FLAG-DNX #£ T



ENZEN B9 K N69% ThH Y, FLAG B & bk L € FLAG-DNX B Rt F#rIICA &
WZEmo Tz (p=0.07),
RO R RBR AR IS E . ERNAOBIRTA R T4 R OHEETIL, FLAG
S O FLAG-IDA 23l AN} OV N O P36 SUATEEEYE D AMLAZXTT 2 A RERK O —>
ELTCREicn WD, £z, ERRUAOERKRE L LT FLAG X O FLAG-IDA (B
T BRIREABRDY T #2730 MG SN TRV TR, EFEREOFIMEICET DERN
wEINTND,
AFRTIEL, BRARMFZE % 1Tl x | ERRMEHFEREIC BV C FLAG & O FLAG-IDA O # 5.
B RS S AL, FIRBIDZED G TV D,

O LT E DR
B K OVINR 0 B8 ST IR PE D AML 2% LT, BRSO KR RBRICH 1T 5 FLAG
KO FLAG-IDA O ZEVEOMIIZLL TDO LB TH 5,

1998 4= Montillo M 5 #4520 Tk, 11~70 O EBE A AN i, FLAG
DIMAT AT RESE, B CHEE OE RG2S FR O bivio, 4FHERE 500/uL BL E KT
/R 20,000/pl LA EOREIEICE Lz B4 (FoufE) 1222 21 X OV23 HT
Bbofc, WHO ¥ 3 DL O FRHGIT, FEEWEL FHERIBAIE 17 41 (44%) . FEIEZR
4] (10%). THI 3B (8%). BRI 141 (2%) Tholo, Fiz, 44 (10%) 28
B RE APRIETIZIEE (BT A~V 0 ZJE KR O LA 2 61) L7z,

1997 “E D Parker JE 5 O 28 Tid, FLAG-IDA 23fiaf7T S v7-fE R, AEFER
X, BB 361 (16%) ., TSR LA RO FRERS 2 61 (11%). A CHIRME T
WIS . AR MR T B PR M OV BB R B R A 1 5] (B%) Th o7, 1A
BRIK & ORBEERD B IE TERWAETITRO o T,

2010 £ Tavil B & O#AE 29 Tid, 2~17T RO BEHMAAN B, FLAG-Ida
WHEAT ST fER. Grade 3 UL EOAFFRITHEEK 8 5] (32%) Th o7,

2013 = Kaspers GJL 6 O#HE 20 TlL, 0~19 kO EFHDMAANL H AL, Grade
3/4 DHEHFEZROREHFIL FLAG & FLAG-DNX B CREE TH -7, AEHS
1%, FJE#EM (FLAG ¥ 1%, FLAG-DNX & 4%) ZfRE, Wit CRRE ThH-7-
(BB 72 F R4 RO BLGIEOFEHEIR L) . 1RBRIEE ORERRNGE TERUVET
RO LN o T2,

Z OMOWESMEARBRIZ I T, FLAG X FLAG-IDA 12 X Y 58 S /=37 Grade
3L EDFAEFEGIL., AWORMILEFETEEM L L THEEMRE SN TV OIHERTIE
DODOZR (BAE, FFHHEE) CEEL TROLNLFREEZ DN,



VI. ZEHERBICEYT HIER

1 EBZ2HICEEHHILEMXITILEYE

G-CSFHA|: L/ VI AF A GBETHMEEZ), T 74 VT TAF A GEG ).
TANT TAF A (Biafiaz) [Z4NVT TAFLER 1], 74V T
2AF b (BIoFHELR) [7 4 NVT T AF Lk 2]

EE  BEOH DB OMEESUTNREL, BFOBRMNLELZSZRT L L,

2. KR

(1) YEFRERLL - VEFRR
~ U AEREAIN, b B AFRERIST D ARG RRERIC 0 | AN AF T ERETEGH R 2>
O R P ERE T OMIBUCAFAET D B RICFFRAITHE S L. aF P ERRTBSHARIC s LT
(X2 Db« BEFEARME S, BB ERICKRT L T2 OB 2 Ul S # 5 S S
A 39)0

(2) BN EEM T BHERAAE -
1) $FRIKATER A D 5L - IBIE(REER. FRFHRERDFHEN o DR IERA

~ 7 AOEBERIIG L 0 TR L 72 IEE SR R A A TN U I TR R
HEE, HHERa e =—DOBORMBRD DI, AFNILFHERATEEHIE O 53b - H
SEAEEEVEH 2 A L 7=(n vitro),

(FENEED
o, Y uRAT 7 I FREIZK D EPERRED < U ZATAKH] 100pg/ke/ H % 4 H
MERNEE G35 & RIMAF P EREOBA TR L S 4, B TR
BIFTRE 72 B b S A 7R C & 2 B 2FER > & B B £ CIIEZ 8 » TR E 72 H 0
RO B LT 40,
E% 7 v MZ 100png/ke & HRIFRAIRN & 532 & & REMAFHEREUL 12~24 B
TE—27 L7210 30~36 K] CHRGRMEICRE S, — . BHF Cix, &5 4 KK
N 12 KR P& IS B BE2EER & AiE BHER OHEM A BIEL Jdv, WIS R P ERER 3 8D 5
528XV REIMA~OBHAMES TS H 0 L HER S 7z 1Y,

2) 1R A EMETILTOEEER
TURE Ty M A XD BROY LW E AR BIE T (A
B, IEMEARIRRE, BRTELRERBUE) 128V TL AR ERE O HEINZh R 3R
OO,
(k AEPNE R



3) WP BRI RETLEE A
O EMEBRRELRE 4

fili N O RAG AT HER 2 ARFIFAE T C°hs#8 L 7%, FMLP CHI L T, 4FHEkH
DB LTm A — X=X A FEEZT N/ r—LCEBITIEICEVRAET 5 & x|
AH| bng/mL LA ETA—_"—FF% %1 NOpEAZTLE S Y72 (in vitro) .

Fio, BIEY VORERE ICBW TR ALFRIERITR . AK% 14 B EEFIRN
5 U, RIYMmarekz HEE L, FMLP fiiC X2 A — 8~ %01 REARL T
R B —ACEIGEICLVIAET D & &, BALTFRIEIC L VKT Lz 5-RiE
CLEEE LT, AREIEGHRDOA— S—F X REAENHFRICHEML, FEARED
FIEIRENTRO biviz (ex vivo),

QW ERE
1EH T » N OGP ERZ RHIFAE FCTRAE Lo, A BV 2 0 MR & 1EME
b &7 i CEALYER TN T Dl ERE RA T o OBEIC L VIET H & &
25ng/mL CilFEREZ L S 72 (in vitro),
F7o. EW T v NI 30pglke & HEIEARN G- L, 1 K& ICE I L 72 4F Bk
WEAERAZRAET S L&, IEEROITLEDNRD bhic (ex vivo),
(FENEE

QERKREERE
EH~ U ZADAPEREARRFET . ~ 7 ZAMEROKRBE & & H1237C, 2 K
Bee L7otk, ERKENET 5 & &, 10ng/mL UL ECEHAEKLEREZ L S
(in vitro) ,
Flo, EW~ T ATAA 100pg/ke & BRIFARN K G- L, 24 FFE#ZICERIL U 7247
TEROBRAERZAET 5 L &, ARREEOLENPRD LN (ex vivo),
(FENEE
4) EIMEHE~DIEF 1©
5-FU Wi~ 7 A F L 0 RARE MM A BRI L . AAIHEM, ~© 2 IL-3 H
MOITWHA AT THEET 2 & & AFHEMO 10ng/mL THFED 2 7 =—JE e
HEVEFR TR bz,
Fiz, IL-3 & OIAFF TIEAAI 10pg/mL LL E T IL-3 BAlZ b~ k2o =—JF
FSAZ TR D A AL O RLHE R O = 1 =— 3O EIN358 0 B v, aE s (2 sk UFH 3Ry
WCAERT 2 Z LRz (in vitro)

5) EMEMAEDOREIMP~DENE
EH R OGUEAIR G~ U ZCARR 2G5 5 & & RKHEimH o CFU-GM, BFU-E,
CFU-Mk K OY CFU-Mix OGRS &7,
(FENEED

6) £ b G-CSF £ MR
D EEHEk D O ——F4RUEEER
TUNTFTAF A, Fyr A =—ANLAEZ =P (CHO) #ffk Ot ke
ffakk 5637 OREEE L0 b 2N Z R L 7= thG-CSF (CHO) K& UM hG-CSF



(5637) ZHWT, 74 VT TAF LLPEHEZAT H G-CSF (rhG-CSF(CHO),
hG-CSF (5637)) & DREM AR LI, ~ v A BHMREI VAR L-IFEaR
PEHZIA I SR E O G-CSF Z# iR L, 6 HREEE L%, aa=—%%}
E LT, ZOfER, 3 D G-CSF [ ZREk 2 n = — Bk 2 | U RS HI L 7,

150

100 -

/7 — o T LTS AFL

50 s —-a hG-CSF(CHO)

+—-—a hG-CSF(5637)
Mean=8.D.(n=3)

CFU-G/2X10%cells

hG-CSF {ng/mL)

@ b FFhIkD G-CSF ZAMKADEMME

TANT TAF AL, Frv A =—ANLAZ = (CHO) Miiafk Ot bEhteE
HIIEE 5637 D EFIED S HEHL L 72 rhG-CSF (CHO) } (X hG-CSF(5637) %
AW, B MFFERD G-CSF ZFIE~D BT Z Hiat L7z,

3 fifE D G-CSF 1% %1 THZilk L7 rhG-CSF & (kD b M fFFER~DFEA % 2
FERFHICBAE L, TOREX SHEE L bIZIFR%E Th-oTm, Lo T, 3FED
G-CSF It MFHER EORI—OfEA A (ZHFE) ICREFOBFMETHET 5
EEZ LN,

15C. 3hrig®E

% [ o —e 71 NTSXFL
g [ u---arhG-CSF(CHO)
‘g 10 A--—-4 hG-CSF(5637)
Q

O

£o
gx [

13

385k
40 -

12

= i
= L
-E- -
Lo

0.1 1 10 100 1000 10000
G—CSFBE (ng/mL)
(B0 EEIES : E53EAKRMAERS (1991548, =) K]



@ ¥ AR MEF P ERERIE N{EA 7
TUANTFAF A, Fr A =—ANLAZ—PIE (CHO) #lak Ot kEEE
HIRER 5637 DEEE LG H R L72 rthG-CSF (CHO) M O*hG-CSF (5637)
VT, KM EREA~ DO B ERF L,
ICR Rt~ 7 2124 FE G-CSF (10pg/ke/ H) % 5 H R THARNE S L.
5 H HEGEAT L O 5T 6~48 K4 ORI MAF R ERE 2 E L7ofE R, ~
T A FKAY L4 ERER OHEIE I 3 FilE D G-CSF TIRIERE TH -7,

60 O3> bka-i
r T4 W T 7 XF 10 ugkg/day X5

;;é 50+ & rhG-CSF(CHO)10 1 g/kg/day X5
E T hG-CSF(5637)10 x g/kg/day X5
& 401 Mean*S.E.(n=6)
Xt
~ 30+
®qoL
E 20t
m -

10+

o

5 &E (hr)

(3) Ve FAFIRMERT - GRS -
BA=)-v 29



VI. EYEREICEIT HIER

1.0 REDHER

() ARELEDLMPERE
P - Y 2

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

[l A B T2/ T v (1.0pglke) Z HELSHEHEXIIR TR L, 7944
L7 veAE (RIA) I TIERREZRE Lz, ZOMEITRK - RIRT@E
DT, AEERE (30 7) OA. EHKTEZIC Ch,y (9.30£0.67ng/mL) %/~ L,
DIFE WG U 7=, Y8 2% 080 1% 1.40+0.10 ¥ T&H v . AUC 1% 21.61+3.01ng -
hr/mL Tdh -7z, BT HRGRFOMBETREL, 554 3 K C,,, (1.70£0.34%)
(CEE L. LRI L 72 YH RPN X 2.1550.24 FE[E] T A Y . AUC 1%
11.71£2.89ng * hr/mL, A 47 XA F U T 113 0.54 TH-o7=,

Fio. K TELGREOMAETRRE &S 4 ReRILIRE, SR ER O T E EEBlS T2,

% : Mean+S.E.
(ng/mL)
10.0 -
o BRMAES (360)

5.0 O ET#E (46
i}
b3
&
B1.0
E

0.5

BE&RR (hr)

S ERE (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
NRAFT ATV T ¢ - 0.54
(Mean+S.E.)



2) RE®RS
O =iFEEE Y
fEH AT F 4Bl Z o (1.0pgke) % 1 H 1[1H 6 HMRESREFE (30 57)
L. Dayl. 3. 6 (CIEFEEE RIAICCTHIE Lz, ZORRITKREK - £IRT
WY T, MAETHEE L Dayl, 3. 6 OWTHICENT HHRGH TE%IC C,,. (7.5
~8.2ng/mL) Z/rL., DIEHNE L7, Dayl, 3. 6(Z81T DKW HlIEENE
1160, 1.35, 1.28 i TH . AUC 1% 21.4, 18.5. 17.1ng - hr/mL Th -7,

(ng/mL)
10+
5 L
m
i3
N
P
E
1k
0.5hri.v.
infusion
e
0‘5 - L 1 1 i 1 1 )
0 05 1.25 25 45
#WE%ERE (hr)
Day 1 Day 3 Day 6
98 B (hr) 1.60 1.35 1.28
Tpae (hr) BeHK&TIERE EES 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 HREIRER FTHE L,
Dayl, 3, 6 (ZHSEFREZ RIA ICTHIE Lz, £ ORRITKK - RITRTHEDY

T, MAEPEET Dayl, 3. 6 DWW FHICEBWTHEE 3~4 FFl#iC C,,. (0.92
~1.03ng/mL) Z/RL. DIBEE L7-, 02 Enb, RAENITEREm N 20
Z eIz, Dayl, 3. 628 HHA R ENE 2.6~5.5, 1.8~

7.7, 2.4~19.6 Bl TH v . AUC 1% 5.61~11.02, 5.79~10.35, 8.87~

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



e Bigs 1=

13 1 1 i Il

1
2 3 4 6 8 12 14

5% ()
Day 1 Day 3 Day 6
# 98 H] (hr) 2.6~5.5 1.8~7.7 2.4~19.6
T,.. (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) h&EE -
P A

4) BE - HAEOFE .
P - L 2

2. EYEERA/T A —4

(1) fE#r A -
1-a2 %— KA hETIL

(2) RUVEEEH
FBARNES - 28 L2
ET#HRE U ERRL




(3) HERERETH :
R (T, 49

AUERE (1.0pg/ke) TG
H[R 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:
P - L 2

(5) T AE -
MER R L

(6) Z Dt :
B - L A
3BEM (REaL—3Y) iR

(1) BB 3
WAL L

(2) 185 A — S EHER :
MR L

4.4
RAXTRLSEY T4

(

)

BNy

(Mean+S.E.)

fERERE N BMEICAH] 1.0pg/kg 2 TG LIZE X DA AT A T Y T 41X 54% ThH

ST,

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

HEVEZ v MTHS-"T A NTTAF L (TANTTFTAFLDOIIBTI/BEOIH, 5250

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

AR ST 5, ) (5pglke)

ZE RN G U7 % O mSE R USRI EEHER 1%, M BEIR B ) O TCA VLB 53 Hr ik
SHERE N TZZFEROHER 2R L, ZOHERITESCHTH o7y, RIS 6E
RO RITESLTH D . H 5% 10 4712 82.15ng eq./mL Z /R L7212, Ty () =
0.306 I§f#], T, (8) =38.22 FEHTIHAK LTz,

BS-T7 4 NI T AF L(Buglke) HIHEME T v MR THEE LIzHA . WIT VOB RERE
Eb Tou (X2 THY | D 2HMEOREZ R LTz, SERICERSERE D C,,.



(% 10.64ng eq./mL, AUCHHEH I — RRFIHIER FHED O 5RO TR T G RO S
AFTAZEVT 113068 ThH-oTe,
(FEPNEE)
* N U2 ol (TCA) ZMA TRILL, W LR Y 7T Ry,
* x EPIEYET TR E AT DT A VT T AT LHUR (7 4 VT T AF DRI LT FRME &R
L=b?) ERUST DM T, 7ANT TAFLEEZLND,

2) 1= 4 LT 5 RF LTORE
HEYEZ > MW= 4 VT TAF A (T4 NT TAFLD3OOFay; Tyr DAL
MR S 3 BRI S L Cnbd, 7/ BHE S Tnd »S &
EW BT TSIV, (Bpglke) ZFFIRNIR G L7 O MBET S REIR X, #K
SthE. TCA VLR 5y e X O E BOSHERUREE L & 2 fAEDEEZ R LTz, Zhuh
3TFEDOHSHED 5 Bl b AREWIKDENREZ S L T 5 & o 2 505 SO HUR RETR
FEIX, #5514 10 4312 88.52ng eq./mL &7k L7z, Ty, (@) =0.697 KEf., T, (B) =
3.64 FEHCIHAR UTo, Sf ROGPERCREIR BE 1L 8 A Tl e 2. TCA Lk 45 H
BREIRIE X 0 BB EL)Th o7, MEET » b EHEMET » b O MR I2I3EE
ER IR NI o Tz ),
-7 g V7T AF L (Buglke) HHEET v MR TR Licha, BRI HE
T 0D die e L P PR RS R R (T, (X1 CTH Y., memiEhEEg (C,,) =
2.77ng eq./mL Z 7~ L7-t%, 2 fAVEDOREZ R~ LT,
(FENEE

5.9

(1) 1% — A BE P @B -
<B%E:7v b (BHEHERETORE >
HEVEZ > b TOMBNIRE, ROERHEA— T VF 7T LORER, 1FE A EM~DBIT
BRO BN TZE XY T4 V7T AF NEME— MBI A I1E & A i L 7gn
LEZBND,

(2) % — R RE AP @@ 1
<BZF:Jv bt (RERERRETO®RE >
MEAR 19 H HOMEVED » S WI-7 4 V7T ZF b (Buglke) Z#rlRINERG- L. #EEFH)
(ZHAARPI IR L 2 E L7 2R 490 KM ORI OBSREREIZ. W oRRIZE
WTHREM O MAE PRI A~ TIRWMEZ R L, 72, FARKORIEFH O TCA
Ry P RRIRIE & A ERH S e o Tz,

(3) ELit~DFATIE -
<% :Jv bt (RERRETO®RE >
PEM%: 10 H B DAL T v M2 PI-7 4 V7 T AF L(5uglke) & HlRINE G- L. MK
OFLITH O BB BE 22 7 L 72 9,



FLI RS I AR B 13 4% 5-1% 4~8 FRM £ TR B L=, 7. ILitwielidtae
R D 5 TCA PR Sy U EIR EE O FIA S BRI EI N L 7= 23, HPLC TR
L7oAER, W=7 4 V7 T AF NS T D ER 3 S g, REMIKE LT
BT LW TR ENT,

(4) BERADBATHE -
DR L

(5) Z DDA~ DT

<% :Jv bt (RERRETO®RE >

1) HERNRE

OFIRAIZ G
HEVET » M2 T-7 4 V7T ZAF L(5pglke) & FHIRNEE 5% 10 43 OFRRRPIRR it
REMRALIE, ML, BB, ik, . FUIRER BT, ERE. SE. P TEREOIEIC S
WEZ R Ly BERIRZ bR < UE & A & ORI TH 512 10 20 33 1 Rl e il 2 7
L7t RERPAOICIAD Uc, —J5, M. ARER, Mo, AEMO#R%. B Lok
D RER TV ORRIZB N TN - T2,

QKRTHE
HEVEZ > M2 WI-T7 4 V7T AT L(5puglke) & £ T G- L7214 O HUR RER
FEIE, FRIRZ RS IZ L A EOFRR TR G4 2 R DU 4 B TRemfEz s L, %
54% 2 WEfE] Claf 5L, AR, & BAAY, M, ik, Sib. BETEOIEIC
<L BB GR 4 RFICBOTORBRZRAMEA G DT, 5% 48 KA
T GHBAL, HURR, B B ANAW & bR & Sk o TR BE TR BE 134D TR Vil &

o,
Fo B, MR, O, IENGRERR. FESAE OB ERE XTI ORE AIZB VTS
Ko Tz,

(FENEE
2) EBEA—rS XTI L
WEPEZ » M2 BS-7 4 V7T AF L(Bpglke) & FENUTE TR L, 284 — 7
AT NEERLLT,
RN G- 1 R Cl, BB, B, BEROMICE - & b mWBEHEEDR R O &
v, WNTIHE, AF. @I, MER IR SRR @ WU RE DS 3R O DTz A, 4, B,
ARER, Mo, RSB DHHFEIZIZEE A LR Lo 7o, KBTI E5#% 2 B <
R BB, BEE. R OVERECR b < IRWTIF, MR I, fik, MER RS
BRI @ RB 2SR O B ALT= 2, M. A, B, IENERR. Ml7e & ok Ee
DIARNT D 720> T2,
(FENEE
3) 1 FBIT®
Mg H =2 — L& LIV » M2 5= 4 V7T AF L(Bpglke) & H RN 5 L
TofER. BG4 48 Rl £ TIZ Y IR ~BAT LIZHUENRED © B D TCA P 5y
PR REIE, 5 LI2HEREED 6.51% Th o7,



(6) MIFTEAMER

6.1t

(1)

(2)

(3)

A EE R L

REHERAL B OB RR -
<£E:7v b+ (REERRETORE) >
HEMEZ » R &RV, 58-T 4 VT T AF LR BI-T 4 )V T T AF LEG#%OEERE
R RED 53 Bl « ST &R AT o TofE R, B H SN2 T 4 V7 T AT KO R /Ll X
KRR I B2 DEERE S TG LTFEL, —F, oI —HixzAH
BRICHFIH S, BEIIZT X BRIEHERO 2 Tofif s hviztk, PEikEh 2 b0 &
Ez b,

(FENEE
REI-BE5T 58K (CYPE) OHFE. F5E .
CNER R L

DEBBHEOHREUZOHE -
MR L

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

<£F: 3y b+ (RERRETORE >

1)

BS-T 4 IWT T RAF L
WEMEZ » M2 BS-7 4 VT T AF L (Bpglke) ZHARNUTE TG LI5A. &5%
144 WifE £ Tlo& G L2 EE D 17.9~19.0% 23R 12, 10.2~10.6% 23 # H 2 i &
ni-,
F 7. RPICERATE LT i RE IR 5B D 81.0~83.7% CTH - 7=, JRH ~PEillt & 7= ikt
RED 9 B, TCA ORI 5y HF G BE* Jo OM0 % SO PE R RE* * 13D TR W28 JRH
~NIRB RSN T %, KPR E LTHRitEEN D BB D,
BS-T 4 NI T AF LTI, REDORFEENMENIZEFT 508, ZIUIREO R L -
TAUTS T X /7 (Cys XL Met) XiI~<7F K(Cys XiE Met # &)= AH
ARICHERHAESNI 6 THY , HEZIET 2 BRAEHBRRO oo S, Pt s
ndtEZLND,
(FENEED
% N U2 oo (TCA) &MZ CRAELL, LR LR Y ~7F REisy,
kR AEPNEVERFREEZ B T 057 4 VT T AF LFUR (7 4 VT T AT K& FEE LT FZ RN % Y
LE=bD) ERISTBRA T, 74T TAFLLEEZLND,



2) B=T AT FRAF LW
HEVES v M2 217 4 L7 5 AF 5 (5pglke) % HIRIERE LI-Ba, #56 72 M
FCICHE U EBED 97. 7% A, 4.8% N icHE S -, 7 TG Tl s
% 144 FEI £ CIIRIIC 84.9%, FE011IC 8.4%SHRME STz, IR IS B & 7o e
X, T AT T AFADLBBELZ PN LD b DO TH D,

—_ RN S
X 100 - R
%)
o
oy
LZ
el
g 50 -
W
#
= . . A
B‘K o W o —
0 24 48 72
/5 1%83R (hr)
100 ~ ET#S
g R
s
u
i ]
gg 50
B
b
§ *
M O 1 1 1 1 1 ]
0 48 96 144

REHEER (hn)
(*ENEE

Wt R

e R B IS AA 8.0pg/kg & M FHESUIAA] 1.0ng/kg & 2 TH5 L, 24 B %

TORPBEZPE LIAER, TRXTHERALL T TH o739,

Wt R E

R L

8. F3 VRKR—E—IZEHT B1EH
MERR L

9O.EBMFICLDBREE

MREN : BRI L 5 2 2020
REIEEAT « AR L
ERMRER % UERR L



0HEOERERT 8%
AR L

1.2 0kt
AR L



I ££% (ERLOIES) (CEJ SHEHE

1 25RABFEZTDOEA
RESH TN
2EZRNEEZFTDER
2.EE (ROBHEIZIEHEELLENI &)
2.1 RO RSy 3 ORI ER = v = — B Al I K] - B 2 S EUE 0 S
2.2 BHEFR OFERN 3980 LT Ze VWVEBEME A I 0 BB K VR RS ik oo 2B B 2R ER
DOFRH B D BRI A M0 B3 (F5 XTEEATEO 2B B B il if?‘é#
ISR E OFEE S LTRGT 568 %2R<) [8.12, 8.17, 11.1.4 ]
58
21$ﬁ#th§%ﬁfké L ARER LT, MOBE A2 B HEIR LI T T

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

MIE DAL, R ME TG BEZFERD B O DN WEFIZOABET 5 L 9% EL

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

<GBFC : 2022 4F 6 H SET R >
[ (P38 ST ER A O BV E A BEVE B s 1259 2 FUEBEMEIE S A & O PF L & LT
BET L5672 ] 13 TEE EOLENED O ARATRIK - @E%i@ﬁxﬁ
NI EE~OW Y PEICAR 2 A E) 123X, 202246 H 20 HAF T, THRE X
HEYE DA E %ﬁamr’ﬁﬁéfﬁ%@fﬁk@ﬁﬁﬁﬁjKﬁ#éF@%
SOFR) . THIEROHE) DGR SN2 LICL DB TH D,

SHBERIIZNRICEET HEE L T NEH
(V.2 ZWRE ST RICEET H1ER ] 22352 L
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8.2 WMBUES ORIEZ THIT A 72012, MK L TIXT LV X BRI, S
JESIZHOWT ol airo 2 &, [9.1.1, 9.1.2, 11.1.1 ]
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8.6 KNI —~DOARFNOMHIZE L L R — XX K —IZ 3R EEN B2 WA IR
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7 — 2 ZIETTHDL e 2 FAICHALRIEZESThOERTL Z &,

8.7 REIDEGIZ R —DO2HIREEZEBE L, B84 +mI1cdT70, HEICEREGETLZ &,

8.8 NI —IZxtT 2 AAOEEGIZEE L T, LBy bR ZRET 5720, F
ATiC HBs HUJf. HBc fiifk, HCV $ifk, HIV-1, -2, HTLV-I Hiik K& U7 i
FHMEZITV, b ThHA 2RI AL, £z, CMV, ~/LX2A
MIEFIREZITH) ZENEE L,

8.9 KM MMz OB 8 N — (KF—) TIEIAFIFEGICI 0 B, BRSNS SEE
IZHEZ % 2 L B IR A 2 B 53 5 7 EOM U e LB AT D) 2 L, KAl
(AR R B U AR 5 —@PE D M/ MR ERBND Z ERHLDTT ALY 5
O i/ NREEEMEIEH &G 3 2 A O I T+ EE T 5 2 &,
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8.12 SMEE M A MR EE (DALFRIEK CE M EIRBEOLE) CIEARF O
FIZSeNt B BRBUHIAEIZ DN C in vitro RBRIZ X 0 ARAHFNKC X 2 H i pHiE o
WMOFEAHERT D22 ENEE L, £z, EFNICMRRE L OVEHiRE %
1ok, [2.2, 11.1.4 2]

8.13 MEAMBIEEIIZEIZ I\ T, DAALTFIRIE (BT & o) & &bl
RTTANT TAF LA (BIETHBRZ) I T7 V7 T AF A BIE T Z)
M & A7 P ST BB OB B R B R S T A B R B i o U
27BN LT & OFER & D oV, KK &5 BE I AUE BRSO A M5 BEE B
i DO RIEBIRITH O TIE AW, AR OFE#ZITBE OREE +3IBlET 5
¢,




(HIV BREAEDREICKIEZ KT 7P ERRAME)

8.14 PRI EKCRATBRANAL A U, ARANZ T2 ROSTED G 5 AIREMED & 5 72
BHGHIMPIE, BIRE 2TV, NEDL RICHPERE I L2k 5| EE
G352 L, ek, ARFEREGIZE Y HIV 8853 2 AlREMEIX S E TE 2o
T, BURERBICHT 2882010475 2 &, [7.56 B3]

(CEREEM IR S SFP R AME)

8.15 HHEERIZAIEGRED 5 6 IFERIGIN Z 14 2 9B 3B BEVE B s ~DBAT D LR
MR LTS Z D, AAIOMEHIZEE L CIEERBGIEIZ DWW T in vitro T
FEKa o =—DHENBBDO LN EZMERTHIENEE LU,

(ERMAFPERRAE)

8.16 HCOHG DM HOWTIE, EMNZ OIS MEAEEICKHT L, 072285 Ik
ZEMLIZOL, BEALOMEICKRETELZ k%%ELtLT £ Bifi O 45 FRAR
BOHLETEMTDHI &, o, #@HE, AFICXDBERAD RO L HEGH
OG- ORGSR 72 55121 ﬁ%uL%#éi?&E%5Z5 Lo BHRE
HOES S D VITERGBEFFEH LW S ICEFICEEEMR L, BaRFERE
FHEICOWTHREEZMET D Z &, 2 COREDRENERTIEICHET L EE L
179 LIRIREIS, I O S  ONER a8 2 BEET 2 R il 975 2 L v
F LUV,

(BHEXII#AMOAMBHEANRICXN T 2RELESE & O ARE)

847%%@%%%%@5&5’&%&5@? TE IR MR A S OVE SRR A 21T\,
FEROIMDBAD NG E IR O®R G2 ik+ 5 2 &, [2.2, 11.1.4 ]

8.18 AAlzfi 3 2 BRICIZ, %@mﬁUﬁ%L®z%ﬁ®mmfﬁu£ AR i
AT NENHEESORYMEIR DG EH - TV T AT A (BEin ) Kk
OV 77 AF A (BaEz) (R SUTEEMEO Qg #ErE B w3 2
PUBEMEIE A & OOFRRE) | 0 %) ZRGET D Z L,

(fZE%]
8.1 AAIEHHITLELL FICAFFER (AMER) A2 BMSED 2 SI3FE LIV ED
EHIWT LR E LT,
8.2 AKIMT=AHARAITHD Z L &2BE LT, OB M2 HM A ERMICHED
THEE L7z, [MVIL6.(1)), VIL.8.(1)) »IE  Hh]
<GEFD : 2016 4 9 H kG RE>
G-CSF ®/A|TT F 7 4 TX L —DOHEN DI b R GRS ER & 5
i LTV D ERER IO TOBEEZ NS Z LR END,. G-CSF A DT
5 SCFED B B2 SO R ER O Efig 12 B3 2 a2 HIBR 95 Z L IZ DWW TOELEEN
AARBRERFRO DR ESN, ZnE%T, Y THMma LR, kX
D FEH B D B RO RBR O FE BT ARt 2 IR T 2 L & LT,
(2016 4 9 A 13 BAfF LA BIE EIK - AfEH/ERZ A RRE BN BAERR 09135 1 5)
8.3 G-CSF HAIDO X BIERITER CTH Y, BREAOZNICERT D EEZLNLE
r\*%r&U%%r MR DTz, 2B IR EAILIE AL CTH D MR, IEH
B CTH Y . G-CSF A OF G- EKAAMICRD bz, < DAL, FERIEK
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8.7

8.8

8.9

8.10

PHIEAT B A RAGFIRIEANC LD APEFIEICEL D 2> ha—LAfETH D L S
nTWa,
<JHFC : 2020 4 4 AKGETRE (A F%GED >
AFITIEL, AFT TEEREAREE] KO TRWEH) o TERKAREWEH] omE
(2 TEMmERHE O R M P ~DOEIE | ORIRE « 2R ICIRE LTI 2 50H L.
RIER ) o [ZofogifEM] OBz - iR LBORIER & L CTHE %5
W UFEEMAEL 21T > TV,
Lo, AFZ DEm@ao Ryt ~o8h 8| DAOghEE - Zhiizxh L
L7256 CTHIME RO ENIEFHRE N S 5 2 & MR & ORI ZL O AR 13520
BB RICESTHRETHLEBZx LN L, K, RAIOREFET —2 v
— I (CCDS) IZ&TOREE « ZhRITH L CTHEEME L TWA Z Enh, [EER
FEAREE] OEET TRWER ) © TERAZRIVEH] OMEIZME &K ORI >
WTIBFE L, &2 TOMHE « RICK L THEEMEZITH> 2L & Lz, [IVIL.8.(1))
DI S
FAEAA MR R — QL R, =)o bR iias g 8 - BT 58I
X, RIS OBI S - SREUCBI#E T 504 RT7 A > ) L SBC L THEIcIT
IMEND D, Flo. R —ITIUTHRM Ml OER R (C 25 EaUk, o
LU, MR EMR S FE O IERZ 2 L, —R2MEIERHE ST D
TEMLRE LT,
[EFE A s MR A N — 126t 2 B R ORI 02 2 X E NS TRl 23 o
HINTWVAR, BRF R COBFROERI o LITE 220, ENTE R F—Igxhd
LA L L CHEMORWER K OEY 7 + 1 —FHl B2 Hiv, KROS5
BR L CIFBRE AR T DTV D REE s M D 1R VA BT 2 Gt ft 2 +
ATV, FEZETCHOHEHT LI EDRMETHDLZ ENLRE LT,
AR OEEGIZEE L I REL +2ICBE LIEEICR G T HA0ERH DL Z LD
RE LT,
ARFN B 542 CTERE S A7 KA i i i i & RIS LA 9~ D B Icix, L= b
DY RET D 7 O MR RIFNUE U 7= LM ORI ETH D, ARlOES
IR L CTIE, FANC VA NV ABEREOHERDBLENH D T EPORE LT,
A 8 A0 A DB BURE (2 X — 38 D i/ RIS 2338 D By, BREUL— RN O BRI
IED 7= D ICHIBEEALE N FER SN TWD Z & D, AFIOTREWER TH 5 BRI
X9 % ISR A O 5 b il MREESEITER 26327 AU - HRH1% 2 6 1]
THGEIIE, HIMEMEICERET M ENSDH Z LN bRE LT,
ARFN P G- 1% Ko ORAY i A0 A B BRURE T 1% 02 if/ INRER D38 9~ 2 ()R RS i e 0 i 7
fiti R — K OV EH FZ RIS EE PRBO SN TS, 25D R — KU
FHTIE, HIMERSEOZ 2N ERBE L 72 2 FEFRITRD LN TRV, EEMR
BT D MNEMEND D, £z, @E i/ OB R I B O R R R 5E 0 3 ifn 2
OGN 7R GE 24T 5 Z & 28R E LTz, R M OB EUR 2130 — b g LR Ik
DT OITHEEEALE N FER SN TWD Z &0 D, AFIOTAREWER T 55Tk
T2 FERREEMESEIR A D 5 B i/ MR IMEEN 2 A3 27 28 U U 8HI1%E 2 1
DA, M EICEET OLERS D,
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it PR AR B R C IR AR B T 1~2 1212 A M ER G ERE A 8D 3 2 (]
FEAAH M AN RAE R — R OV A R MR R RO b Tnd, Zh
O RF—ROBEETIE, BYEFEOLENE LML R 5 G FEFRITEO T
RN EEMUE S D BN B D TR E LT,
FIILE A 23 AFNE K o TR S IR T 5 AlREME S SRS STV o 7e s, ks
BEME A 5 O 556 TR MK P IS B BEEER SRS DN WBEICOAEET 5 K )
ICERE LTz, Mg tilE B i 05a 121, ZatEomn b AR OIS B R
P IR Je OVl OB BAIIIC OW CTHI O A B2 BT 5 2 L 2 HEE L T\ 5,
F7o. AF OG- HITEBIRIC MR A &K OVE SR A 21TV IR & Rl 5 B
bHDTDBRGE Lz, [IVIL2), TVIL8.(1)) DIE HM]
<JBFL : 2023 £ 10 H ETHE >
AT & i BE ST RORE A ST BB 86 B R O RUER BRI & TiX Wb oD |
WL b o AT T ¢ 7 ak— MFROR MO RNERKIHER, G-CSF #AIDOIEHIZ
LOBICET o MELE E 2, 18 EEAEAMEE] OHITBRL, EEGRET
HZEELI,
(B%) HAHE A
https://www.pmda.go.jp/safety/info-services/drugs/calling-attention/revision-of-precautions/0372.html
(5Fn 5 4 10 A 12 AT BT B ERR ERZ xR R S EEZH 10125 1 75)
HIV JE&YYE D IR S 2 k- i BRI E ISR T 2 EEFH & U TRIE LT,
ARENOF 5L, BRI 285 WM (14 B )& Okl i 5116 @ M) %
ZEITRE LTc, HIKRBRIZEB W TARAER GIT S 00 & T4 R ERE DS H N 37,
HIV EYETR T 2 e C X 720y o TIERIS 19 B 2 il 0 . Z D K 9 7 fE Bl IAH
B LB 2 DTz, KEIOFNEID 5 Bl b EI T ERE 1,000/mm? (23 L7z
JEFIOERGHIFIZ T HE ThoZ &6, TEMLL EE G L THAFRE-E O A
RO LN WGEIIARO®R G2 HIE L, WURAEEITH) 2 & E2RE LT,
F7o. ARFID HIV Z BEEEAZHE S 2 mTREMEI3REe S Tuniangs, HIV EYE
B DOIRHRFIZ G-CSF A M4t d o HIV-RNA &2 8N S t7- L oWERH 5,
(V.4 omE ZH]
Bl T RE BRI O i PERBAMEIS ST DR FH S L TRIE LT,
BREIERIEGRED 5> 5 RAEB in T @ X 9 ITIFERHEINZ 1 5 A Cld, FFEREEINIC
L0 EHMEBE~OBIT OMEE SN D AR T E TE RN ENDERIE LT,
Pk 22 4F 3 A b BT 2RO EHIEO—Ma2BIET 21 (Fk 22 4ER4:
FHEE SR 69 B) MM S AL, T A CIESTREE PRI EICHE T DI L
THERIEK = v = — RO A 2B S iz, £70, RBAMRES 0305 58 1 5
IZRWT, FEMICME D BEFHEE LT THEARNBRMEA M & O RMEAF BRI E O
AT L THWESSIRY EET 5,1 EHES Nz, AROFAERRA M
D 4R ERIDE O AGRRIEIT AEFHECTH Y . BOEGEOTFH & LTI TIER
W, VLD Z & a5iF, EEREARRIER OHEIT A RMELF P EREAEIZ DWW T O,
HOEGICEAT 2B ZRE LT,
J 8.7 <HBFL : 2022 4 6 H kFETHE >
MERE EDOLBEMED S OARAGREE - BISANEMREISE AFEFE~O® IR D 3
HE] S E 202246 H 20 HAFT. TP SUTEHEME O SMEE $EME B fp 2o
56—
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GEMBHMEORELI~DE S, ENHHERBEROIFHERBOEMELE. A
AMEREEICE DIFREREAE. £ FREFEVAILR (HIV) BEEIEDBE
[CX[EE R TFHERBAE. BHEMBEREIZES FhEREME. BEFR
MHEMmMICHES IFPERRAGE. £XM - BHREITFPEREAE)

INREEE SRR L LT R OV M A FRE & U7 BRIRAR BRI S L T 7z,




(f2ER)
9.7 <SBEL : 20214 6 HETH >
AlE] TR R ) IS BRI HREEEICRTT 5 XY o~
GEfn T-## 2 ) OPUEEZh O] & XBT 5 7= Ot 8 & m L7,
(8) 5L E -
0.8 EENE
AE R ERBICEET 272 C R ORELZBE LN HEEBEICKRET S
Z b, RICAEFEMRECEMARE. FFRERE. BEEES) ME T LTV 5,
(fi#ER)
EEE TII—RICAEFSENMET L TWA Z e h . AFIRGRICIIRGE RO
ERHICHE UVEEBEICEREG T2 X ) ICHEEMME 21T 9 720K E LTz,

7MEER

(1) BHRZSEZNDER
BEZ LT

(2) BtREELZTOER
BEZ LT

8.&l1E M

11. 814 F
WORWERNRH 5D Z ERHHDT, B2 +73I24TV. BRENRD ON-5GE
W3 G- 21T 57 WU AE AT 2k,

(1) EXLEIMER & HER

1.1 EX%GEIERA

M1 23wy, 7HF7473F 00— (OWTRHBEHERH)
(8.2, 9.1.1, 9.1.2 &/]

11.1.2 MEMME AT
WV MER 28 AR TIEIE S5 Z L3 H D DT, FEE Wk, R IR #E
e OB X MR Bw S50 DA, RO % FIEL,
R BE AR NVE CH OB G E OO RILEEZITH Z L,

11.1.3 SHEFREEAERE (FEAH)
BRI CHE T 2 REIR IR (RER R IMAE, WME OV A MEIR TR O i
X MRBEFEENRO DN HEITIIAF OB G- Z Ik L, MEREES D
WO 7R EZITH 2 &,

11.1.4 FEROEM (B A
s BEYE B R R OVE R AUE R EE 1BV T, RO A
HESHELZENnBD, [2.2, 812, 8.17 ]




11.1.5 EMMERLAEIRE (0.1%A)
i E, AR V7 I e, TR, KRR, MK, BEOK. i S A
O DTGRP o7 8 WURLEEZIT S Z &,

1M.1.6 XEMEX (KEAR. WREAR. HETBIRSFORIE) GHERH)
JE, CRP L& RENREEDLIEE DG S NG BT, ARIOEE
AT S L WYRLEEZT O L,

M.1.7 BRRE. R (O bR
[Nk D SRR BER 3580 SN T H BT, AAOKRGZPIET 572 L,
YR E AT D Z &, [8.4 2]

(3R]

11.1.1 G-CSF ®AER LT F 7 4 TF v —Ta v ZHERSRE SN2 End
WE Lo, Fo, FERELSEMREHE R —IcB80n b7 7 0 7% —
BRSNS Sz, AFRG- L7 F 7 4 T % 2 —MERIEH & o e 138
DTV, BEGEZEORBLTH Y BEEML G ET 5 2 & IH kv, [IVIL
5/, NVIL.6.(1)) »IE HH]

<GERD : 2016 4= 9 A LGTHRE>

ek k0 THEREARWER] OHIZT 74 7% —%f LT\,

UL, ENESEGNOERBEZMR L2 0, TEXARRIER] O

iR T Ak L LT,
(2016 4E 9 A 13 A JEAESBIE EIE - ATE R R L S B R A S 2% 0913 1 5)

11.1.2 ARF B GRSV MR OB B UTEALER PN E Sz 2 E O E LT,
DAALERIER] (T LA~ v, Y ZakRA77 IR, AMMLFH—F
M) SESRVEMERI R ZEE T D2 LMo N TV D0, BAALFEIRES O #
B\ AR K % 5 5 LT SEB] CRIBE MR R OFIEN RO bivlz, G-CSF #AI#
BAZ L0 G R ER N - V&M L U, BRI O TS MEEE SR & PEAE LIt~ 2
07 7 — YV OIEMHALIC X0 BERR 3 EA - WSS 2 L X0 BRMESE
fa O HEFECHIfEN R E R B O AR L. DA LFRIEAIEFIC LY EEE
AT T A BRI AR 5 & v o BB S i ST, G-CSF #
A & MVEVER R B & OBIEMEIZIA & 25Ty, G-CSF K| o SRHE A X
VEREMEZ G ET D Z &ITHkV, MEMMED Y 27 OEuvilidE Tk,
WABELL PAZHF R ERE DS EEIN L7220 KO BRI MR A 21TV, BT
TAKIRGOWE - PI21To, Flo, 212K 5678, REFICHEL,
WIHEIR C & 2 RS2 il TR O] fine crackle HEEIZIHER T XX LR
HEINTND, 2B, WHXBREFEERDD LNLGAEITIT, AR OERE %
ik U, B B AR VE CHI DSV ZFRIEE DY) 7R ALE 21T D 2 & AR E
L7,
11.1.3 KA G R SMEERL G5B E RO BB G SN Z L DRE LT,
DS AL SRR LRI 54 S ARH % % 5 U T2 E B C 2k REWE 85 30 JiE R E 0O J80E 3
O BT, G-CSF AR 512 L 0 B B S A7 47 HER DS Il B0 il & ot A Py
WCEEL, =7 2% —8, [EHERBELORIENEA T 4 =— X —E0EA - ik
M Eh, MENRESE, BMME OBRMETTHEIC L0 MRS ER T 5 A
59—



BEME DR BIREF NS ST 5, G-CSF S| & e g5 n fERAE 3 EL L O
HPEIIEA S TS, G-CSF RFIOKELEM L v BEM 2 S8+ 5 Z &1
k72, ME MM & FRICER R A DHEGIED U 2 7 D@ EE T,
BN FIZAFHERE DS N L 72 W K 9 I IR A 21TV, SEIZIS T
TARFIFE G- ORE « T IEE2IT O, AFOEGRHITBIZEZ 02T, R
W, 7 2 —8, BIRLESESEIK T, AaDO, OB, Mk ES ORER &
OVEHRIME OVE AP IHZ R A5 O g X AR B 23380 L5 A 1. AFIO
Bh2RIE L, RAICHREREZITV, RREOFESEOIHEREHRELZITH
L BT R AE L U TRIBRERLVE CFID L 2R ES 2 BB
EHEINTWD, 23, M XHERFENRD LN LGE IR, KFlO#K
Hadib L, MERAE RSO R EZ1T D 2 & ZRE LT,
11.1.4 A G-I O S BEME B MR K& OVE 86 % BORE B B |2 38 W CEFERIE AN
BIRFHE SN2 EMDERE LT, [[VIL2), VIL5) OIE ZM#]
11.1.5 <JBid : 2014 4 6 H ka7 >
G-CSF AN I\, TBMfnE I HERERE) 238 L IEFI e S
TWDZ b, TERZEWEHN] OHIGEL L, HEEMWMELITI 2 & &
L7z,
(2014 4 6 A 3 B JBAE G B4 53R 5 R 42 Ak SRR Rl SR 225 0603 26 1 75)
11.1.6  <jB7C : 2018 4F 6 H il >
KRNODERE Sy 74N T TAF 5 (BInFHE#R) ] ORERFET —4
— K (CCDS) & IK#RZK | B INZ &, ENIZBWTARA L
OBFHEMENGETE W TRENRE ] B"@EINLTND 2 L, KOKEIR
RIL— MBI T D RBUEE MR 2 DI i & SN 58 ICHE v
IHICER DR b D Z &, TERARRIEH] oz [RAmE %
(KB, REER, HE TEIREORIE) | #BRL, FEEWREZITY 2
EE L,
(2018 4 6 H 5 At A @B EESE - A TR A R E 32 A0 He i R Jn
HAL2IE 0605 F5 1 5)



(IR ]

TEBIOBNE (<277 4 VT T AF 2 (BIsF1#Z) /AIOF AR 2 LT ICH

AT 5,

8& 1@ 2ER
v | mREm | BRSE N
8 | (BHE (1R5OH RapvLa
i | PAAEEESR | 3.6me KENRA
OOR|Ea BP0 | g emmioonm sumez.
(BREYR & 5RAP4088 8T MBTESEEE LTFECI00&:: (D405 5 V)b,
MESR) ~ TEVE YGRS, Y5 0RR T 7S RKF0Y)
B 588082888] 1~ 40— RBEHT.
BEREB78E | FEXFEV+RSRVRARYT 10—-RAB% T,
BEREBE RIS TAKIE SRS,
BSmEkE 1200/mm3, CRP 0.99mg/dL .
B5%108  IBH2E). X: (37CH) X,
BEHIBE | BMEERERD. LRT 0T Y VKRS
WERABE SR, 80T, 3624 (37.00C). EMEREEEND (604OO/mm3)
%3638, CRP 5.99mg/dL. LDH 1534 IU/L,
SR DIRBANER OB
OV 707>+ kU LK (60mgx3/8).
JURZVOY (10mgx2/8) %5685,
BEREEB AREERDE.
BE5%6EE  JTLURZVOY (10mgx2/8) #5187 .
38 37.0°C. BSmEk¥ 57400/mmd. CRP 2.03mg/dL,
BEHSAB | X (38TH) AR . KENFAA IR,
BSmE% 33700/mm3,
#BEMOAB  JLURZVOY (10mgx2/B) BETEREHEL.
EBEO
BE5%1088 | %2 (30.00) DI bWt REDLL . BAK,
CTICTHIIKETER,
SmE 21600/mm3. CRP 30.08mg/dL .
LRZOFH VKM AERETHEOD, FEROZE
B, MEE2 Y FAEBL . WIThEBRERN,
BE5%1488  Hb 6.58/dLICH LT, BEFRMEREFI2S (I8 .
#5%1588 MEDERIEECTICT. HRMK, SEABAR.
BIEEEhAR . Efaﬁ@bﬁﬁ TAATESER, 4 35E FEAR
[CEERE A RDT,
#38 36.9°C. SMERY 12400/mm3, CRP 25.82mg/dL o
#57%1888 X (385C) 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 M. BOBI0RE O KERAICESE T R EHs
L. ASIARAGER
BE5%2088 8 36.5C. S5mEk% 6600/mm3, CRP 5.77mg/dL.
B51%0388 Bk,
52088 T R=VOY (20mgx1/B) [EHE.
8 35.27C. BBk 12600/mm3. CRP 1.14mg/dLo
BE5%3508 HME L.
BE5#4288 REAFE+ SRV T 20— RBAE T,
WTHOEFE1 I—RBN80% ICHE.
AHOBER L,
BE5#%4008  ABHRAOEME L.
#B5%5788  JULRZVOY (20mgx 1/8) [d3E5kiET.
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MFE (sBP/dBP) — 116/65124/75 - 128/58(102/45| 96/49 |143/671132/72(177/84
(mmHg)
DG | - 86 | 70 - 84 | 76 | 66 | 74 | 62 | 83
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HILERE 8

R 1 ( 2.0
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ERNSR 1 (2.0
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e - BREEE 2

3% AST (GOT) E&H 1 (2.0
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BUN X F 1 (2.0
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1997 FEFF A AR (2000 4E 3 H ZhREIBIIAZRI: 2004 P35 A FH 3E IRF
EEF Nl 4 | 2004 4EE TO
N e - BE|KEIE (1007 x| sUAmE | BT | R st ot
o3 = e Ay T iy =N
Wﬁ“ @pﬁ]ﬁ k {fﬁﬁﬁk%ﬁnﬁﬁ g?ﬁ jlfj{?}% f%ﬁ?’ﬁ @E *Z/ﬁﬁf&
REMEBHI RG] 1,475 4,822 39 38 17 429 | 355 | 7,175
B4 A FEIRAE B 2K 252 348 33 36 10 185 71 935
BEAFRHE 414 465 114 128 18 380 | 109 | 1,628
BI/E A R IR 151 2R (%) 17.1 7.2 84.6 94.7 | 58.8 | 43.1 | 20.0 13.0
EERDIELE BIER R (%)
KIS - BIETERESE 10 9 1 6 6 32 0.45
FLEE 1 1 0.01
s 1 1 0.01
Bl 1 1 2 0.03
FEFEIRE 1 1 2 0.03
S % 9 FEIE 1 1 0.01
= 1 1 0.01
[ (EBPE) 1 1 0.01
B 8 7 1 3 1 20 0.28
4] 1 1 2 0.03
5 1 1 0.01
B - BRREE 90 60 5 4 4 72 12 247 3.44
B Efiv 3 2 1 1 7 0.10
g - B 4 2 6 0.08
P9 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 - RIEHRRES 3 3 1 7 0.0
AR EE 1 1 0.01
IR TTHE - JHZ W 2 2 0.03
BHE () 1 1 0.01
H LU 1 1 0.01
LU (%) 1 1 0.01
JEJE 1 1 0.01
BEMREE 3 1 4 0.06
FEIR 3 1 4 0.06
REEE 4 4 0.06
AR ol N e i 4 4 0.06
ZTDMDEHEERES 1 1 0.01
N 1 1 0.01
FEES 2 2 0.03
R 1 1 0.01
LI 1 1 0.01
HIEBEREE 15 7 3 6 31 0.43
[ 3 3 1 1 8 0.11
Mg - 5 1 6 0.08
BIAES 1 1 0.01
il 2 3 5 0.07
BRI 3 4 2 9 0.13
v 1 1 0.01
&HRBE 1 1 0.01

* 77 PSR WIRDRGE ., HIV EGE O 1R T S0 2 o 47 TP ERIEAD B O AL EREA IS & D F PRI AE (FLIE. JRER
R, BHEHEE)  OWE IS IBINRE O EIE A



QiFPERRMENREEE (BRKRHENRHRBEZST - RERMMEERBE N —%k<O
®2 ERBEEARBERKE-—EDDDE

1997 “EFFEA HFER (2000 45 3 H 2hhEiB KRRy 2004 FRF A H G
EEFZ NN L. |2004 FEFTO
N B - | AR 1097 3 co | wimimE | SR | gomeing |

SES O x| i s A ﬁ:éﬁﬁg j;;ﬁ B | BE s
BIEFRDIELE EIERRBEHR (%)
FFid - RERESE 37 141 14 7 38 23 260 3.62
JHHRE B 2 37 1 40 0.56
IR TE 3 2 5 0.07
JFREREAL T 1 1 2 0.03
JHEA e P 13 13 0.18
318 Jifped 2 9 11 0.15
JH MU 1 1 0.01
i AST(GOT) |5 17 24 7 3 13 4 68 0.95
1% ALT(GPT) k5 17 40 7 4 15 6 89 1.24
EY L E Ul RS 17 5 5 0.07
N UAT I F—F () L& 1 1 0.01
7-GTP L5 22 2 1 25 0.35
R - REEE 188 171 42 44 10 168 35 658 9.17
Al-P -5 103 61 21 14 3 53 9 264 3.68
mfrLr7F= L5 2 3 20 1 6 0.08
LDH |5 75 94 20 26 7 101 | 25 348 4.85
&V A LE 1 1 0.01
MR E - 1 1 0.01
1R PRI 10 1 1 0.01
i SRR 5 6 5 9 1 21 0.29
PR AR 1 1 0.01
&AL W LE 2 2 0.03
M T 3 3 0.04
R PR 1 1 2 0.03
BUN 5 1 5 6 0.08
TNT I ET 1 0.01
SR BE 1 0.01
i - MEREE (—/#%) 1 1 0.01
MJEERT 1 1 0.01
DA% - ) XLEE 5 5 0.07
LML 1 1 0.01
#hiE 3 3 0.04
LT A 1 1 0.01
mE (L) BEE 1 1 0.01
AL WSS PETUE 1 1 0.01
FRFREE 1 2 1 3 2 9 0.13
WA G 1 0.01
Jita /K 1 1 0.01
R E N E) 1 1 0.01
it 4 1. 1 1 0.01
R AT ¢ 2 1 3 0.04
fiti 5 -~ 1fiL 1 1 0.01
s K9 4 L 1 1 0.01
FMBKES 3 11 14 0.20
AT U 3 11 14 0.20

* 77 AERHEAIARR . HIV BEYUE ORI I SR 2 34 PERID S O3 AALAIRIEIS & 2 i BRI (FLE, IR
R BHSEEGEE) ORI NN O EIE T



QiFPERRAMENREEE (BERKRHENRMERBEZST - RERHMEERBE N —%k<O
K2 EREIEARBERKE-—EDODODE

1997 AEFFEEA H 5N 2000 4F 3 1 MBI MK FRIE 2004 - P 4 F GBI
B AN L 2004 4EE T
Al E) B . | R R A
N B - BRI (1097 £ 00 L wast

Wﬁ“ @n}ﬁ sk 'ff)zﬁﬁﬁrﬁu}ﬁﬁ é?ﬁ i%{;% @*ﬁ?( @E @ﬁgﬁ(
EERDIELE BI{EAFIT LK (%)
Bk - |AREE 3 12 36 45 6 2 104 1.45
I Bk £ OiE) 1 1 2 0.03
1 I ER 8 £ (i) 1 2 3 0.04
IFHERE % OF) 1 1 0.01
U o SEiRERE 1 1 0.01
A p BRI 15 20 1 36 0.50
3 1 ER Pk i) 21 25 2 48 0.67
HERRERE 1 1 0.01
EILER T — LA B 1 1 0.01
= If 5 Al A G ER) 0 10 10 0.14
[ i B 5 1] 1 1 0.01
/R - Mg miEE 5 10 1 5 3 24 0.33
ifi/ N kD (i) 1 1 1 4 2 9 0.13
Mg~ ¢ 7V 7 =47 8 4 4 0.06
FDP #8n (i i) 1 1 0.01
7'u bR 1 1 2 0.03
miE7 ¢+ 7V 7 =57 b 1 1 2 0.03
APTT iR 1 2 3 0.04
DIC 1 1 2 0.03
i/ NR [F175 3 AT 1 1 0.01
BREREE 1 1 0.01
B RERE 1 1 0.01
—RBHEEEE 48 51 14 16 2 72 17 220 3.07
JIIRTERY M SEIL i 1 1 0.01
iliageaiid 1 1 0.01
MR g fif 1 1 0.01
g 2 1 3 0.04
J A PR 5 5 0.07
SR 7 7 9 23 0.32
REHE N 1 1 0.01
IR 1 1 0.01
PN 1 1 0.01
FEEN 28 27 7 10 1 34 9 116 1.62
PR 1 1 0.01
20 4 5 1 10 0.14
TR 2 2 1 5 0.07
GATALI, BRI 1 1 2 0.03
TROEE 1 1 0.01
CRP Btk 7 5 5 1 18 0.25
CRP |5 21 6 27 0.38
U 1 1 0.01
NENR 1 1 0.01
g 1 1 0.01
HERAMLES 2 2 0.03
S AR 2 2 0.03
EREEEE 1 1 0.01
M5 1 1 0.01

* 77 CERHRAIDARR . HIV BEYUE ORISR 2 K34 PERID ) O AALAIRIEIS & 2 i BRI (FLE, IR
LR, BHSEEE) ORI AR 0 EIE
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KERACE (NEUPOGEN® : 2023 4 4 A 8aT)

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 mecg/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 mcg/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
meg/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 (.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.

KEWATCE (NEUPOGEN® @ 2023 4 4 AGET) OFFMIX TRi2 Sz &
https://www.pl.amgen.com/~/media/amgen/repositorysites/pi-amgen-com/neupogen/neupogen pi hep english.pdf
SmPC (NEUPOGEN®) OFEfiL Fita 2oz b
https://www.medicines.org.uk/emc/product/3000/smpc
https://www.medicines.org.uk/emc/product/608/smpc
https://www.medicines.org.uk/emc/product/609/smpc
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F—A N7 U7 ®5%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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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.




Hi i FLEP A

KIEFAT SrE Animal Data
(2023 4 H)

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 meg/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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