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g, A—AZ +Z7 U 7O Bradly&Metcalf (%, ~ 7 2B G006 VEIRHIIE A3 53 W69~ 2 i IR 1
B~ U A FHMIAO LR A TEMEAL L, 2 u =— R A RET 5 2 & 238D, 2 ORMER
& 2 v =—EERg A (CSF) & d4 LT,

1985 (21T Welte, K. 525 b FEEMEMila DR EiE L Y & b G-CSF (hG-CSF) =il -
W5 Z LIZE LTz, & 612, Welte, K. 6 & KET LAY = 1D Souza, LM. 5%,
® hG-CSF O NIk DO 7 X 7 Bids 2 e L, ZhIciE-S3& b MNgERSMARm kO hG-
CSF#fntihr7u—=27 1L, KIBHEICZDEILTF 2#IAZ, hG-CSFrhG-CSF) % £
THZ LTI LT,

XU e —akAatt (B B U UAath) 1, 1985 LV KET AV = Utk b B
Iz b FERIER = 0 = —TER %K+ (thG-CSF) : 7 4 V75 2AF LDEKL L L
TOEFRIFEFEHE L, BESASEFV v T LAY = VAR EERME TOREBICET L
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RE SV T A R ERIBUDE) | OSNRE XTI OBMAER S iz, S BT, 1998 4 11
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I HIRZ 4 N7 T AF 5 (BIGFHRZ)
ARy
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RY Y AR—h 80 0.012mg | AV V~<—Fk 80 0.024mg | A Y Y L<—k 80 0.028mg
Wl | D-~>=F— 156mg | D-~> = h—/L 30mg | D-~v>=hF—/L 35mg
pH FRH# pH SR pH FRH#
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e CRRAA LR
T ZEROEIN,
¥y 40°C, 5P 2 & H GEOIKTER AN
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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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HERBD RIREZ G, 7 4 V7T AF A GBIs 7 Z) 400pg/m? % 1 H 1
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[Z 4N DT 2F LOREROHE]

F1, 8. 5V AV IVDE1~14 HBAIZ, 7 4/V7 T AF A bpglkg & RS L
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- DIN/MIL/TEC #f*2

[y Fv~=TOHENOHE]
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fH,3— k@ DIN/MIL/TEC # 1 fili% Grade 4 @ FUMLEREGRA . AF HEREED
I/ MREGE D) D= Th o7,
- RS
I S— FOE 1 YA 7 2B\ T, DIN/FIL/TEC B K O DIN/MIL/TEC B
iz, DLT ORBUTH DO LN T, VXV FI~T, T4 VT TAFLKERIY
F AT LOHER I, FNEN 17.5me/m?, 5nglkg & T8 600 5 HAAL/m? (2 Pk
E LT,
B2V A 7B, 6B 2HIICT A F202%09 5 DLT (1 %
Grade4 DI/ MREGEAD . & 9 1 1% Graded DIXH U w7 AfAE) 23588 Bl
=0, ThuaAFoOHEAEIL, B 1~4 B A 75 FHEA/m?, % 8~11 A H
12 100 J7 A /m2 IZHRE Lz,




7 o e

FERS N OFEWERIZEERE IR L, Graded DL EOAEFS K ORIEMIX
{2 DIN/FIL/TEC #£C 14 #ild 4 61 (28.6%). DIN/MIL/TEC #£C 11 fijth 3
B (27.83%) CHEBR L7z, KRB TR LZAEFLOL L NERE L TR
fZdv | EHESNZ,

EERAESGIL, DIN/FIL/TEC 8T 761 74k (ERMEEBENERYL N 4 5] 4
e, BECGEAS 10 1, BESRAS 140 1 4, ALT B9AS 1451 1 4 .
DIN/MIL/TEC #£T 4 6] 6 1 (EErEaaBEEEYL s 3 1 4 {4, FEM 161 1 14,
AR A 141 14 3881 L. DIN/FIL/TEC B 3 f4] 3 £ (EHEkan R
Yeps 1) 14, BERAS 1614, ALT 892 1 41 1 44) . DIN/MIL/TEC # T 1
B 1 (BARREEE2S 10 1 4F) 1377 e b 2 — LR & ORI RBEMERAEE SN
Moz, 728, DIN/MIL/TEC ## CHEL L 7o = 3% 51k % 3 » AU b
BIBBICHE SNZHLETH 5,

Grades (JEL0) OFAEFHZLIIMAE L LRI L o7,

KLU XYFT~T (EaFlBRZ), 7407 T AF A (BaHfiz) KOT e A xr (Es
TR Z) B ERE
2. VUXYX T (BaFHiz), SVEAFLIEROT oA F ) (BaFifiz) &5

(4) BRAEAIEAER -

1) BERRIEEAER

(EmMEBMEOREMF~DEE)

1. BN EIERER CRELEHMEBEDES)
fEEE K J— 100 Bl & %t 502, AHKI 1 B 10pgkg % 4 X% 5 HRE#H K T# 5
L. 5HHE., £EIZJSC 6 HEIZ CD34 Ml ZEREL LTz, TOREE., BE
KEH7= 0 CD34 Ptttk 3x10%/kg LA EEEAIRE e K)—I1% 88.0% (88/100
) THoT,
RIVEFZE B 1 60.0% (60/100 1) T - 7=, EAEIWERIL. B 32.0% (32/100
Bil) . 987 13.0% (13/100 ) . B9 10.0% (10/100 #i) ToH -7z,
ARG K D ERAR R A R E S B 12.0% (12/100 ) Th o7z, £72
ERR A k. R S 5.0% (5/100 f51) . LDH L5 3.0% (3/100
Bil) . Al-P LR RO/ MR 4 2.0% (2/100 ) Th -7,

(GEMFH IR AERF D TP ER I DB IR )

2. BN THERR (RFERELEHETREE)

Ak R SR M B A IS R 33 Il & kST, AF TR ERER S EE 3 H R
1,000/mm? LA E X% 1 HT%H 10,000/mm? PL A R F T, 1 L sfsi i a2
H & 0 AHK 5uglkg 28 H NG X3 H #AIRNE G- Lc, O, ek
# (=500/mm?) DOFEIEHBOHFIfEIZ 13 H Th o7z,

RIVEF B 1X 27.8% (9/33 ) Th o7, ERRIEAIL, 58 12.1% (4/33
) THo7,

AN GAZ X D R AER T TGO b h o7z,

3. ENE IR (BRREMEFMEBENTERELEHE L OFRARE)
HEATHREALEBEF 1T 2 xR, MBS E 20 3 ek
10,000/mm? % 8 z 72 I 5 F TAH 300pg/m? 8 H Al Lz, & OREE.
I ERE (2500/mm?) DEE HHOHIEIZ9 H Th o7z,
BIVER S BISEE 1 29.4% (5117 ) TH o7, TRBEWEMIX. B 17.6% (3/17
) Thoi,




AKIPE 5T X B B AR A P R B 1 52.9% (917 ) Th oz, £k
R RS 1L, LDH E&H 41.2% (7/17 #1]) . Al-P L5 17.6% (3/17 #l) <T
HoT,
4. BV EMAERER (BRFRIEMHARTEHE)

TR LB 27 Bl A2 xR, SR A A S i R ERE A e 3 B
1 1,000/mm? LA £ X% 1 HCTH 10,000/mm? LL_ b 7R3 % T, KA 5puglkg &
HH R TG OE B SEERE LS, T ORI EkE (=500/mm?3) ola|
BHEBEOFRET 11 B TH - 7=,

BIEARBEBEIL 3.7% (1/27H]) Thoto, R LI-EWERIX, R TH-
77

AHNF 5T X D BRI RT3 o7,
5. EINEMARER (RERREHZIE)

[FFE AR O F BB 68 il A 5T, HHEMES 5 HH XV 14 AR, AH
300ug/m? X377 AR AE H AGlEHE LT, TORR, ARIRGHFIL, 77t
R G L CHE R FEREROBIMEEN B O B, T OARRITAHKE
HHE781% (25/32 4]), 77 ARG/ 35.3% (12/34 ) Th-o7- 1,
AN GREDORIVER BBSEE 1T 6.3% (2132 4]) THho7o, RO LNT-FEIEA
X YR M OVE TR 4 3.1% (1/32 1) TH o7,

AFN B G REO BGRB8 BB 1L 3.1% (1/32 f5) TH 7=, s bz
FEARRAMEY X, LDH EA TH -7,
6. ENFEMMERER (BREREBIE)

HEEBBMEE 35 fla x4, FHiBii% 1 HE XY 14 HE., A4 1 A
300pg/m? Z 1 A SR FHE L7c, £ ORR, i TERE O IMEEZ R, £DFH
Zh31% 90.6% (29/32 i) ThH-7= 19,

BIVE & OB IR IR A S 1358 0 B AL o 72,

(BNAAEREEIC & IR EREAME)

TENELMAERER (B 2/ \E)
IR X MY o NEEE 63 Bl A RIS, (LFRIEK T 3 HE D 14 HIHL
AKHN Topg XX 7 T BRZMA K TR Lz, TOME. AHRERHIZ. 7€
REEGREZ I LA B R AR ERE O RHEIREN R FE O B v, T OA =R IIAH]
B 5HE 89.83% (25/28 fil) . 77 AR H#E 13.8% (4/29 fil) Toh o721,
AFN B GREORIVERFEBSEIL 6.7% (3/31#1) Thol-, RO LNIZEIEM
%, RFEEEG M APRR, M AP - B, B R OF2 & 3.2% (1/31
) ThHot,
ARFNPe 5RO FR R A B B 1T 19.4% (6/31 %) Th o7z, EREEK
RAERE L, A-P B 9.7% (3/31#1), AST k&, ALT LA X O'LDH |
H 4% 6.5% (2/3141) ThH-oT-,

8. ENEMMRER (&)
FLIE B 52 Bl & xt5c, 14 B, AHI 75¢g/body (50pg/m?) %3 H 5
XX 7 7 =Y 60mg/body A HX 5 LTz, ZOREHR, ARIEGHIT, 77



=BG HEICH LA BRI PERE O EHEIREZN R NRBD biv, ZOHRNEITAR
FI 58 92.6% (2527 ), 77 =5 16.0% (4/25 f5]) Th o717,
AR R ORVERFEMEIX 10.7% (3/28 #fl) Tholz, D LAIEIEH
E, FBE B & O EOEAL 4 8.6% (1/28 ) ThH o7,
AFN GREDEGARRAMR F I BEMEE X, 7.1% (2/286]) ThHh-o7z, Bdbh
To B R AR AL LDH A OUFERER B 4% 3.6% (1/28 fil) Th 7=,

9. ENEMMARER (RMEMR)
MR MR B 54 Bl 2 xR, L FRIEK T 48 % LV AAl 1 H
200pg/m? % 2~4 M, #H SEFE L7, TORR, AFEGRT, ERS
BEIC L LA B 72 4 BRI 2h B B ONEGIE T A DD 35880 B 7z 19,
BIEFZSBIBERE X 7.4% (4/64 ) ThoT-, BOLIZRIEMIX. B 3.7%
(2/54 1)) . MRS+ MR R OM i/ MR IEEEIE 45 1.9% (1/54 fiil) Todh o7,
AN 5T & DGR R BB 1L 7.4% (4/64 B) ThHotz, RBOBN
To BRI RA R 1L, AST « ALT B K ONAL-P B5 % 3.7% (2/54 %) Th

>77,

(E FREBELREIAMILR (HIV) BEIEDAEICKELT KT FHEREAAE)

10. — ARER PR3 ER
HIV J&YEBE 5 Bl 2 XI5, AAl 1 H 200pg/m? & 1~6 JE [F5H B S §E
L7, ZOfER., FHEREOBMZNRIFBD Hiv, ZDOHNHEIT 100% (5/5
) ToHot=19,
RIVERFE BB 1 40.0% (2/5 ) ThoTo, 38D b BIWERITE TR & O
/NI 4 20.0% (1/5 f5l) Toh -7z,
ARG X D BARAEERE IO bhiRihoT,

11. BN MAA 5 ER
I RERIVE 2 A 2 HIV BYYE B THL Y A L A F O fkfge & G- 75 K #7205
B ST A G (R GLE) OIS R +43 72 e 24 1 2 b B0
AF 1 H 200pg/m? Z 14 HFEH S eHE L7z, £ ORE. i HERE o H N
ZHRNBD LI, TOABHIT 81.0% (17/21 ) TH -7z 20,
BIVEFA ML 8.3% (2124 f5l) Thoi-, ROOLNI-BIEMIZ. B (M
Hi9F - M) . IRBRIEAR K OVEEARIED % 4.2% (1/24 ) Th oz,
AFNPE 5T X D BRI A R H BB L, 29.2% (7/24 ) Tho7, F72
A MRAERE X, AI-P L5 61, LDH EH 4FTh o7,

(BREERAIEIREE I S PR AME)

12. BN 5 I 4HEA BR
B SR R 21 51112k U CHEIEIC L 0 A 50~400pg/m? % S fHE
LTz, EOREFR, FPEREOBINIEAZED S, AL 71.4% (15/21 f)
Th-o7=2Y,
BIVEF BT 9.5% (2/121 ) Thot-, 58O LN EIWERITITFHERERE
9.5% (2/21 1) . FJd% 9 FEiK 4.8% (1/21 ffil) Th -7z,
AN & DGR R R B 1T 14.3% (3/21 61) Thoio, FEKMR
TR IL AST E5-. ALT EHEOVALI-P E5H 4 9.5%(2/21 #l) TH 7=,



AHORBENRERUAE] |
L BBERBRUEIRICHE ) AP BRMAEIC I 5 KR RIE 1 B 1 100pghn? T B, |
(V.3 BEL O R OESH) 5

(BETBRMEMIZHE S T BREAE)

13. BN 5 I #HEA BR
FHEAR RMER MG 35 Bl 2 kP40, Wi EIZ L0 AH] 100~1,200¢8/m? Z 5
TEE L7, TORE., HFPEREOBMDENRBD SN, FOHEHRIZL
67.6% (23/34 f5) ThH -7,
BIVEFIFSHMEE 1L 2.9% (1/35 ) Th o7, RO LNTEWERIIREATH T,
ARG X 2 BRI AAE S S B IL 17.1% (6/35 ) ThoTz, B D
NI ERAR MR A 1L A1-P BS54, AST - ALT k5 2 ., LDH EH KW
M E5H & 1 Tch o7z,

 [AHORRSNWAARUAE] : |
L AR BRI RE 5 AF BRI E I 51 B KRR R 1 H 1 [ 400pg/m? Tl D]
(TV.3. FIER O R OHEBIR) 5

(EXRM - TP BRI A E)

14. EINEE M4HEER
e RME SUTRFRNE D I R ERISE FRFE 53 il & b5, AK| 25~200pg/m? %
BEF#E Uiz, ZORER, iFPEREOBMARNRBD biv, £OAMEIL
78.0% (32/41 ) ThH -7,
RIERZBUBEE (BRARAEERY 25T) 1320.8% (11/53 %)) Th-o7, E
ZREVWERIZ, W&, 5892, S OE R, Al-P ES KX O'LDH E5- & 3.8%

 FHOEBEN-AERUAE]
LSRR - BRRMEAF R ERIRAMEIC IS B AR A BT 1 H 1A 50pug/m? Th b,
(Tv.3. HEKOHE] OHEEBR)



(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,

AR IT 15

DIN/FIL/TEC M OCKE LV A U, 134 7 uE 28 HE E 95,
B I A 7 OEERMED 42 BE CREIL Y A VEEO 5 A 7 VB DR
56 HE) E£TIZ, YA 7 /VBBREEHER 7= B 13V 1 7 VBHBRATRE & Lz,
7%, &% M O infusion reaction OB A HJE LT, A EA A RIFONIH
b A X I A M O ENER A & 2N 0P 5- LT,

- DIN/FIL/TEC #g*1

[Py ~T7DMEROHE]

1, 3, A I NVDA~THHDO 7 4 VT T AT LEEHETHRIC, ABLEIREIR
10mL/kg % 1 BRI NT CHE#, VXY ¥ ~7 17.5mg/m? % 10~20
U TR E LT,

F72. 2.4, 6 VA 7LD 8~11 HEDT A o KEBKBHE 1 RN 2 H %
2. AEFAYENE 10mL/kg & 1 RN TR G%, XY ¥~ 7 17.56mg/m?
Z 10~20 W2 CAifiE Lz,

(74 NT 5 2AF AOREROE]

1. 8. 5 A7 VD 1~14 HHIZT V7T AF L Bbuglkg % & FiESH L7z,
2L, UVXYF U T EHHTORIE. VXY~ T ORERNCT 4 VT
TAF L (BT Z) 25 L,

(7oA %ol OHAE]

2.4, 6 AT ND1~4 HAIZT®BOA X2 75 FHA/mM? & 24 FffH ) €
EMEE LT, F72. 8~11 HHOY XY X~ 7 0 h 2 RiHT4 B 22T
T A ¥ 100 J7H/m? Z 24 FERI AT C A Uiz,




AR 5 1k

=100

CCREL YA RE

[VXYxo~T7OHEROCHE]

1, 3. 5 %A 7D 4~T HHO sargramostim £ 5% T4 2, APREER
10mL/kg % 1 B2 TG4, XY 3~ 7 17.5mg/m? % 10~20 ]
M CRIEEE LT,

F7-. 2. 4P A 7LD 8~11 A HD aldesleukin % 5-Bith 1 B &2 B 212,
AFRRIEWE 10mL/kg % 1 RfT THREG#, XY ¥ <7 17.5mg/m? %
10~20 R A TR ERE L7z,

[sargramostim & 5 & OV #]

1, 3. 5% A4 7 /LdD 1~14 H HIZ sargramostim250pg/kg % ¢ N iEH L7,
2Pl UXUF T LT ARIL. UX Y XU~ T OEERIC
sargramostim &5 L7,

[aldesleukin ? fH: M OVH &)

2. 4V A 7D 1~4 HHIZ aldesleukin300 5 HA7/m?2 Z sl L=, *
72, 8~11 HHO U XY X v ~7 O 5 2 FEEFi% H %2 aldesleukind50 J7
HANT/m?2 % 24 BE 20 C AR L=,

[isotretinoin (RA) @AM OH &)

1, 3, 594 Z7/1? 11~24 A HIZ RA160mg/m? ({KE 12kg #) X% 5.33mg/
kg (KH 12kg LAF) %4y 2 THARL 7=,

£/, 2, 4914 271D 15~28 A HIZ RA160mg/m? (KE 12kg #) i
5.33mg/kg (KE 12kg LLF) %43 2 TR L 7=,

EBIT, 5V A 7O RARKAMRE 11 BULLERAEL TS, 6 14 270D 1
~14 H B2 RA160mg/m? ({KH 12kg #8) Xi% 5.33mg/kg ({AH 12 kg LAT)
%5y 2 TR LT,

TR
I

FEL, P38 - ML 2IRDBABEAE ANV R L LTS X MRS (EFS)

fill R At
HH

- AEAFHIM (OS). JESBHRTFHI CORMEIG ., M EAFHIM
- AEHZR

- ADCC &

- HACA 4 FEHIA

+ RA OFHhkE

TEASPEDSHESR S 417 35 1] (DIN/FIL/TEC B 16 5], KE LV A VB 19 )

DAGABRI R, - RN 5 S, 32 41 (DIN/FIL/TEC #f 15 f1], KE 1L

CAURELTH) BT ha— bR EE T L,

ek, BHWHIELE 3floH B H X, DIN/FIL/TEC ##0 1 fillZ L X 98

RIS DT TH Y, KEL VA D 2 1332 Graded OFEFEESR (141

X Graded O4FHEREIEA . © 5 161l Graded D IL/IMEEND) D= TH

277,

- bk
2 42 EFS /%, DIN/FIL/TEC #£ T 80.8% (95%{2#HX 4] : 51.4~93.4%) .
KEL YA BET 62.3% (95%(EHEXM : 36.7~80.0%) T&H v, DIN/FIL/
TEC FEOKEL ¥ A U RITRT 20— R 0.494 (1 70% 1S 48X -
D LR :0.710) TH Y, FH T0%EFEX MO LR 1.854 (MEEOHIFE 2
HE EFS65%. HELPE~—T 2 20%I2xf)5) & FlEl->7-Z & 225, DIN/FIL/
TEC FEDKE L A VRS A FEL N R ENTZ, 728, Cox Ll Y
— REFVIC L AR I, DIN/FIL/TEC 5L KE LY A o THiet
FRNCHBRZATRD SN2 h->7= (p = 0.3076),




104 — - , .
- | L /m.\ FIL/TECH}
E 0.8 R | I L e
7] 2 St
g AL A B =y
=064 0 T
Z 041
‘E 0.2
=

0.0+

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

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

|A N MEFHE O EZEHETEFO Kaplan-Meier BifR
F 72, 24E 0S 1%, DIN/FIL/TEC BT 93.8% (95%{EHEX[#] : 63.2~99.1%) .
KEL VA UHET 100% TH -T2, 72, Cox el W — RET VI L D HERH
¢l DIN/FIL/TEC B & KE L ¥ A U BECREGHEMICA B2 21380 5
NnNizooi= (p = 0.9984),
7 = e
HEEL I WEREICHBL L, Grade3 UL OB EES & LMBRE I3 L
7o B AL OEEREST. Sk a—LEiEE ORBBBNAEE S A
>77,
(TRL<z% KRB CTREL-EIERICOW T > DIELBRTHZ L)
EENAESEGL, DIN/FIL/TEC BET 4 61 4 4 (BB EE YL 2 6
2 . il B OV AKREN S 141 1 4F) . RkEL YA CBEC1IH 1L (DE
YY) #EBLL . DIN/FIL/TEC B 2 4 2 {4 (Hfifigide B Ok IED 45 1 41 1
). KELVZ A O 1614 (DB 1378 2 —/Uak & ORISR
BREREE STz,
Grades (JEL) OAEEZIIMREE HRILL o7,
KEL VA BB A EFRORBEE G R OEIEE X, KEIZBWVCEE
WA SN T DIERERE CRKEL DA Y) IZBITABMoReMt7a 7 7
AN ERBET DD TIHR -T2 2 &b, KREBROKEL A Dtk
IEKEIZ B W TREIZHEH S TO0 AR HEIRIR THIS STV DHEIFAN & 5 2
biviz, F7=. DIN/FIL/TEC BEiZ, KEL VA VLA L THESESO
FEHEANC R E 21370 < . HEREORIC X » 24t EoRIE ISR K
HIRERILIX R0 o722 £ 25 . DIN/FIL/TEC % 513 245 AlRE AR 1BRTE T
borLEZLNT,

X1 UXYFU~T BIGTHMRZ) . 74 V7T AF A GRETHEZ) ROT a1 %2 (&
(BT ) PG

<B%E . ARBRTRBELLAEAIZOWLNT >

DIN/FIL/TEC #t 16 iz T, BWER 2] (100%) (23D bz, F7RE]
TERIZ. 382 16 61 (100%) . K7 /L7 2 v ME 15 1 (93.8%) . ALT E4in 14
B (87.5%). GGT N, WM, 4 ERER . Zifn, AST Hh0, BHimizE (LA
136 (81.83%) ), M/, E (LLE 12 61 (75.0%) ], BRIk, Bk
JoR (2L E 11 6 (68.8%) ). H&Js. %% (LA L 10 ] (62.5%)). TH#i9
(56.3%) ., IMA IR, ok (UL E8f (50.0%)) Toh-7- (201949 H 6
HT—%7y h47) 29,

OREER
BRARSBRICHEA AN BT B OFHIE 2~8 I Th » 72,

e




DIN/FIL/TEC #f KELV DA B at
(N = 16) (N =19) (N = 35)
PRI Ttk 8 (50.0%) 11 (57.9%) 19 (54.3%)
(i) ol 8 (50.0%) 8 (42.1%) 16 (45.7%)
A (%) 3.4+1.26 4.1+1.82 3.8+1.61
Q@ FAEER - BIEADOHRIIKR
DIN/FIL/TEC #f KELV DA B
(N = 16) (N =19)
Bil% (%) (G2~ e (%) (G2~
AERR 16 (100.0%) 1211 19 (100.0%) 1354
EHENAEEHESR 4 (25.0%) 4 1 (5.3%) 1
AIVEH 16 (100.0%) 1204 19 (100.0%) 1344
EERREIEM 2 (12.5%) 2 1 (5.3%) 1
Q@ FEER - BEADORTIKR
DIN/FIL/TEC #f KEL YA R
BEBIASE (SO0) (i) ()
HAE (PT) Fis (%) k| Bk () M
MigFs LY RREE 13 (81.3%) 85 | 14  (73.7%) 67
=qii 13 (81.3%) 85 | 13  (68.4%) 65
FEENPE AT TP BRI E 0 (0.0%) 0 1 (5.3%) 2
(Lo 0 (0.0%) 0 1 (5.3%) 4
v N 0 (0.0%) 0 1 (5.3%) 4
SRk, Fhbhf L O EMEEE 0 (0.0%) 0 1 (5.3%) 1
(3 0 (0.0%) 0 1 (5.3%) 1
AR 6 (37.5%) 8 0 (0.0%) 0
AR ¢ 1 (6.3%) 1 0 (0.0%) 0
IR g 72 e 6 (37.5%) 7 0 (0.0%) 0
Gl 16 (100.0%) 133 | 18  (94.7%) 164
85 10 (62.5%) 27 | 11 (57.9%) 32
mp=/N 0 (0.0%) 0 3 (15.8%) 8
PN 0 (0.0%) 0 1 (5.3%) 1
5K 12 (75.0%) 37 | 11 (57.9%) 39
il 9 (56.3%) 20 | 11 (57.9%) 13
R~ =T 1 (6.3%) 4 0 (0.0%) 0
H R 5 0 (0.0%) 0 1 (5.3%) 1
B 2 (12.5%) 9 6 (31.6%) 8
F BN 0 (0.0%) 0 2 (10.5%) 4
JIF9 = PR 5 0 (0.0%) 0 2 (10.5%) 2
H % 1 (6.3%) 1 3 (15.8%) 6
FhEE 0 (0.0%) 0 1 (5.3%) 1
Mg i 13 (81.3%) 35 | 15  (78.9%) 43




DIN/FIL/TEC # KEL DA B
BESKAE (SO0) (N = 16) (N = 19)
HEAGE (PT) Bl (%) f| B (%) %
JILFH A i 0 (0.0%) 0 1 (5.3%) 1
TNEBVHAE A H i, 0 (0.0%) 0 2 (10.5%) 2
HIZ 0 (0.0%) 0 1 (5.3%) 1
JIT P J35) BH AL B 0 (0.0%) 0 1 (5.3%) 1
TH A e 0 (0.0%) 0 1 (5.3%) 1
—ff - 2HFEESLOCRGHBMORE | 16 (100.0%) 265 | 19  (100.0%) 233
GHE 1 (6.3%) 1 2 (10.5%) 2
BRI 8 13 (81.3%) 62 | 12 (63.2%) 38
95 2 (12.5%) 2 1 (5.3%) 1
TSN 2 5 PR 0 (0.0%) 0 1 (5.3%) 1
TR SO 0 (0.0%) 0 1 (5.3%) 1
& 11 (68.8%) 24 | 14  (73.7%) 30
TN (25.0%) (15.8%)
A P I 4 (25.0%) 4 4 (21.1%) 7
IR 10 (62.5%) 25 | 11 (57.9%) 38
FEEN 16 (100.0%) 134 | 19 (100.0%) 109
[ Sy e v e 3 (18.8%) 3 0 (0.0%) 0
AT =T IVRREENLE S FERE 1 (6.3%) 1 0 (0.0%) 0
HENERAL IS 7 H 0 (0.0%) 0 1 (5.3%) 1
JHFRAE R 0 (0.0%) 0 1 (5.3%) 3
EE U Y S LE 0 (0.0%) 0 1 (5.3%) 3
Gy R TE 3 (18.8%) 4 2 (10.5%) 3
7T 47X — G 1 (6.3%) 1 0 (0.0%) 0
W EUE 3 (18.8%) 3 2 (10.5%) 3
JERYUIE B K OV AR e 6 (37.5%) 9 12 (63.2%) 24
H R 0 (0.0%) 0 3 (15.8%) 4
g 0 (0.0%) 0 3 (15.8%) 4
AR gk e 1 (6.3%) 2 0 (0.0%) 0
BIRIN[IRZ 0 (0.0%) 0 1 (5.3%) 1
- NHEEE S 0 (0.0%) 0 1 (5.3%) 1
H % 1 (6.3%) 1 0 (0.0%) 0
Jili g 0 (0.0%) 0 1 (5.3%) 1
BIE VLTS 1 (6.3%) 1 0 (0.0%) 0
P2 i R 0 (0.0%) 0 1 (5.3%) 1
ARG 1 (6.3%) 1 2 (10.5%) 2
KIE 0 (0.0%) 0 1 (5.3%) 1
A v AVERE 3 0 (0.0%) 0 1 (5.3%) 2
I e A e J 2 (12.5%) 4 2 (10.5%) 3
B R T AR 0 (0.0%) 0 1 (5.3%) 3
S e e 0 (0.0%) 0 1 (5.3%) 1




DIN/FIL/TEC #f

KEL DA R

) (N = 16) (N = 19)
HEAGE (PT) Bl (%) f| B (%) %
B, PEs L OREAOHE 0 (0.0%) 0 1 (5.3%) 1
P 0 (0.0%) 0 1 (5.3%) 1
PR IR F A 16 (100.0%) 445 | 19 (100.0%) 434
TI=VTI)NTUAT TP | 14 (87.5%) 63 | 15 (78.9%) 68
TARTEVETI ) M/ A725—0HM | 13 (81.3%) 13 (68.4%) 61
1Tl = P =S = i 2 (12.5%) 2 (10.5%) 4
7 L7 =8 (31.3%) 23 (26.3%) 26
1 H R SRS IN (50.0%) 38 7 (36.8%) 29
PmINEINET AT T BN | 18 (81.3%) 60 | 16  (84.2%) 68
PRI R o R 1 (6.3%) 7 0 (0.0%)
~< b7 U Mg 4 (25.0%) 18 2 (10.5%)
~< ;7 U NN 1 (6.3%) 1 0 (0.0%)
U o SERER D 7 (43.8%) 14 4 (21.1%) 11
U 2 SEREE N 0 (0.0%) 0 1 (5.3%) 5
B A BRSO 13 (81.3%) 56 | 15  (78.9%) 51
i/ IR R 12 (75.0%) 45 | 14  (73.7%) 37
JREEH 2 (12.5%) 4 (21.1%)
(ENCERGT 0 (0.0%) 2 (10.5%)
(REBEIN 7 (43.8%) 14 3 (15.8%) 10
. ER R s 3 (18.8%) 8 8 (42.1%) 29
PR B ERB 6 (37.5%) 21 3 (15.8%) 15
M7 vV HRAT 7 2 —EHEM 1 (6.3%) 2 0 (0.0%) 0
Rt L OvREmE 16 (100.0%) 155 | 19  (100.0%) 208
JiK 0 (0.0%) 0 1 (5.3%) 2
B AT T AE 1 (6.3%) 1 7 (36.8%) 16
B U AIME 5 (31.3%) 134 | 6 (31.6%) 22
B~ 73 AlfUE 2 (12.5%) 11 0 (0.0%)
S el NURVN (/i 5 (31.3%) 3 (15.8%)
e PR I 0 (0.0%) 2 (10.5%)
&7 7 3 M 15 (93.8%) 70 | 19  (109.0% g4
A A 0 (0.0%) (5.3%) 1
K7V 7 AffE 4 (25.0%) (42.1%) 15
K~ 7' % v 7 AlffE 0 (0.0%) (10.5%) 6
K7 MU T A fE 4 (25.0%) 10 (52.6%) 17
1KY oW e 7 (43.8%) 12 8 (42.1%) 24
RARIRIR 11 (68.8%) 27 | 12  (63.2%) 28
BB R4 & OV & kLR 75 6 (37.5%) 12 5 (26.3%) 16
ESIEipEA 0 (0.0%) 0 1 (5.3%) 1
R 1 (6.3%) 1 0 (0.0%) 0




DIN/FIL/TEC #f

KEL DA R

BERIKSE (SOC) (N = 16) (N = 19)
HEAGE (PT) Bl (%) f| B (%) %
UNEg ] 1 (6.3%) 1 0 (0.0%) 0
FEW 2 (12.5%) 2 1 (5.3%) 4
uslisara 3 (18.8%) 8 3 (15.8%) 11

R R P 4 (25.0%) 4 5 (26.3%) 7
B J g 1 (6.3%) 1 0 (0.0%) 0
BIbR) 3 (18.8%) 3 3 (15.8%) 5
AR 0 (0.0%) 0 1 (5.3%) 1
FEARIEAT 0 (0.0%) 0 1 (5.3%) 1

R 0 (0.0%) 0 2 (10.5%) 2
Wik 0 (0.0%) 0 1 (5.3%) 1
ARHRE 0 (0.0%) 0 1 (5.3%) 1

B L OURBER IR 3 (18.8%) 20 3 (15.8%) 7
i fR 1 (6.3%) 2 0 (0.0%) 0
EHER 2 (12.5%) 17 3 (15.8%) 7
(A if ER FR 1 (6.3%) 1 0 (0.0%) 0

AR X O R 0 (0.0%) 1 (5.3%) 1
AETHERIR 0 (0.0%) 1 (5.3%) 1

MR 2R, MRS ] OMEhmbeE 11 (68.8%) 32 | 14  (73.7%) 32
BN 8 (50.0%) 13 6 (31.6%) 12
HE P R 2 (12.5%) 2 0 (0.0%) 0
S, 1 (6.3%) 1 3 (15.8%) 3
M= 5 (31.3%) 11 4 (21.1%) 6
P 0 (0.0%) 0 2 (10.5%) 2
Jra7k 0 (0.0%) 0 1 (5.3%) 1
Hilifig 7% 1 (6.3%) 1 0 (0.0%) 0
Jiti 7 e 1 (6.3%) 1 0 (0.0%) 0
T LIRS 1 (6.3%) 1 1 (5.3%) 1
SR 0 (0.0%) 0 1 (5.3%) 3
M NES 1 (6.3%) 1 2 (10.5%) 2
RGEDRIE 0 (0.0%) 0 1 (5.3%) 1
1 e S g 0 (0.0%) 0 1 (5.3%) 1

FEE 3 X OV AR kR 11 (68.8%) 28 | 18  (94.7%) 124
AR B R % 0 (0.0%) 0 1 (5.3%) 1
A VERIBLE B2 2% 1 (6.3%) 1 2 (10.5%) 3
P2 W f 3 (18.8%) 3 9 (47.4%) 30
T2 2 (12.5%) 4 1 (5.3%) 6
FERE R Z MEnZ 0 (0.0%) 0 3 (15.8%) 18
HLBE 1 (6.3%) 2 0 (0.0%) 0
L IALBE 1 (6.3%) 1 3 (15.8%) 3
PSRN 1 (6.3%) 1 0 (0.0%) 0




DIN/FIL/TEC #f KE LD R R
saernisydE (SOC) (N = 16) (N =19
HAGE (PT) %K (%) | % (%) 3%
% O FEIE 3 (18.8%) 4 7 (36.8%) 12
W5 2 (12.5%) 2 4 (21.1%) 22
BEAR B IR 5 1 (6.3%) 1 5 (26.3%) 18
BT I 0 (0.0%) 0 2 (10.5%)
B 6 (37.5%) 9 4 (21.1%)
A 3 (18.8%) 4 6 (31.6%) 13
AL 1 (6.3%) 1 1 (5.3%) 1
o ifn 0 (0.0%) 0 2 (10.5%) 4
ENiINES 2 (12.5%) 3 2 (10.5%) 5
1FTY 0 (0.0%) 0 2 (10.5%) 3
MedDRA ver.21.1
2) B2 MHER
LR L
(5) BFE - WREAIGER -
LR L
(6) SBEMIFER -

1) ERABERE (—RERRERE. FEFEARERE. FAELRRAR). ®E
BRFERT—IN—XFE., BERFTERERABONS :

1. ERABEREIZDONT
1) 1997 FOBEEERFER
REMIT OV TIT 4,822 BN ENTXI G & Shviz, RIERZBBUERSE (LT,
BIVEFZELE) 13, 7.2% (348/4,822 ) TH Y, KGR E TORBRDIEEL
#17.3% (237/1,366 ) & Lhig L C@E < 72 DHENIFED Hiv7e o7z,
AEIC OV TR, 4%0@ﬁ%ﬁﬂ%kéﬂ\ﬁ%ﬁ%ﬁﬁmﬁwéﬁﬂ
DA BHRITAGERE L VIR T 28 MIEERD e ho 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 EEZHICEESHSILEYMRITILEYE

G-CSFHA|: L/ VI AF A GBETHMEEZ), T 74 VT TAF A GEG ).
TANT TAF A (Biafiaz) [Z4NVT TAFLER 1], 74V T
AF L (BIETHEBRZ) [T 4 VT T AF Ltk 2], XTI T4 NVT T AF A
(Bl z) [T 7 4 N7 T AF Lk 1]

TR BEEOH LM ORI RE T, BFORMNLELZSZRT D L&,

2 FEEEH

(1) YERRERL - 1E AR -
~ U AEREAINE, P AFRERISE T D ARG RERIC K0 | AHNT A T ERETESHE 2>
O R T ERE T ORI ES 2 AEMITRRANTHE S L, 4F PERATEGHIL I LT
XZDob - PEFEARME S, BREMFERICR L CIEE OReZ S E 5 LRI
5 39)O

(2) BN EEM T HHERRAE -
1) 3P EKAIER A D 7L - BB REER . BT HRERD BN o DM IEFRA

~ 7 ZOEHEAINE L 0 FHE U 72 IR B S B L A A TN U I T T CRE R
HEE, Ko e = —OBOIRMBRD DI, AFNILF P ERATEEAL O 5L - H
SEAREVE ] 2 4 L 7=(in vitro),

(FENEED
Flo, VI RABAT 7 I REGIZE DGR ~ U AUTARH 100png/ke/ H % 4 H
FEARN G35 & RIEMAF P ERB OB 1ZBG 1L S 4, B CIIBRETRoICHR
BIRTRE 72 e & S 72 I C & 2B BEZFER 2> O BT ER & T 1B - T & e 8
RO B LT 40,
E# 7 > MZ 100pg/ke 7 MBI RN 595 & & KM AR EREIT 12~24 KR
TE—27 &720 30~36 K] CHRGRIMEIZR 5, —F., BHF Cix, &5 4 KKk
N 12 W2 (B R ER & AiE BEER DM AMBIZR S, W0 B T ERE AN )5
52 &R0 REIF~OBHAEMRESE L H 0 LHER S 7z 1Y,

2) IFhERE VB E TIL TOEEEA
YRR Ty R A XD BLOYAY BRI BT T Y (U
B b, G, BASTEAF P ERIBAME) (2T AF PERB OIS R 53R
D HIT,
CkFENE 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)

‘mﬁﬁﬁgm Je F 4% 5 (1.0pg/ke)
95 ] (hr) 1.40 £0.10 2.15+ 0.24
C,. (ng/mL) 9.30 + 0.67 1.70 + 0.34
AUC (ng * hr/mL) 21.61 + 3.01 11.71 + 2.89
RAFTRALFTEY T 4 - 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,,.



1% 10.64ng eq./mL, AUC(HLAEH R B — RERH Eh# T i) O 6RO T2 T GRED N
AFTTXAZ7EYT 4150.68 ThoTo,
(FENEE)
* MU 2 uafiig (TCA) ZMx TREEL, 1RBL7=R Y <7 F Filisy,
* Kk AEPTEMETFIREZ B T 2T 4 VT T AF LUK (7 4 VT T AF L2 BAE LT ZRILE & i
L7zt D) ERIGT DD T, T4 NI FATFLEZZ LD,

2) 1= 4 LT 5 RF LTOHRE
HEMEZ > MW= 4 VT TAF L (T ANTTAFLDIODF s ; Tyr DAL
MR Sz 3 BRI S L Cns, 7/ BHESLTnD ®S &
EW BT TN TV) (Bpglke) ZFRIRNIZ S L 72 O MBET RS REIR 1. #K
SthE. TCA VLR 5y e K O BOSERUREE L & 2 fAEDOREZ R LT, Zhvh
SFEDOHIARED 5 b b RE(MIBOBREA KB L T2 & i 5 Gl RO ME U RE IR
VL, #5110 7712 88.52ng eq./mL Z/x L7242, T, (o) =0.697 Kifi], T, (B) =
3.64 FEH TR LT, s ROGPERCSREIR BE 1L 8 A Tl st e B2 . TCA Lk 55
FSTRBIRE L 0 bIADDNESCCTh o7z, MEET v R EHEMET » b oM EIZIXEE
FIMFEII A D NI o Tz ),
-7 4 VT T AF N (Buglke) HHEMET » MO TG Lo a, St ie
T O o v M TP R R B R (T, (X 1K TH Y, iR REE (C,..) =
2.77ng eq./mL Z7R L7, 2 FHMEOBEEZ R LT,
(FENEED

5.5

(1) Mk —AkREFT@E 1
<% :5v bt (BRHEREETORE) >
HEMET » R COMBNIRE, ROREA— b T4 7T LORER, 3L A EM~DBAT
MRDOENIRMNSTZ L L0 74 NI T AT MM — B2 1E & A Sl Ly
LEZLND,

(2) % — R RE AP @@ 1
<BZE:7v b (RERRETO®RE >
AR 19 H HOMEVED » MIT W=7 4 V7T ZF L (Buglke) Z#ilRINER G- L. #REFH)
(ZHAARP IR L 2 E L7t R 490 KM ORI OB REREZIZ. WThoRRIZE
WTHREMO MAE PRI A~ TIRWMEZ R L, £72, FARKORIEFH O TCA
Ry P RRIRIE & A ERRH S e o Tz,

(3) FLir~DFBATIHE -
<BE:5v bk (MEEREETORE) >
PEF 10 H B OMELT 7 » M2 D=7 4 )V 7T AF L(5pglke) & EFlRNEL G- L, &
ULV PR REIR B 2 I E L7 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)

BB 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,

(LR
(2) KBICEI5T 5E% (CYP%) DT, F5% .
BB L
(3) HEBBHROEREUZDHE -
BB L
(4) RO FH OB TR UERL, FFAELE -
AR L
7 4
Wt R GRS

<£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 -
TA UMY X 7 (Cys Xix Met) XIE~~7F F(Cys Xix Met &5 E0) 372 A
ARICHERHAESNI 6 THY , HEZIET 2 BRAEHBRRO oo S, Pt s
nsetEzohs,
(FENEED
* MU 7 vafiE (TCA) ZMix TUEEL, RE:L72AR Y XTF Rl
sk EMIEEFFIRE R BT 2407 4 VT T AF DK (7 4 V27 5 AF B EBAIE LT SR % K55
LEEbD) ERISTHMRA T, 74 VTTAFLLEZLND,



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

ARERUVAEICEET TR L TNER
(V.4 HELAOCHRICEET 2EE] 2R3

S5EELRERNIE L ZTDOEA
8. EELEAKRNEE
<)‘j]ﬁb/\1é>
8.1 AFNF G- H i3 E AN AR A 21TV z%uﬁmﬂﬁw(am%)ﬁ%MLﬁ
WEDFHEEET DL L, MEL EOBINARD b EAT, B, KRR Y
DY) IR LEZ & D 2 b




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 ]

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

8.4 ARANF G X v ME, MR NREILTHZ ENH L0 T, MEFHIREMEOHER
ICHETDE BT, EHBETRRESICLVEIZREZ 0T H) 28, [11.1.75
]

(EMFHROREMA~DES)

85 NI =20 ORMMEMILOBE - BEUCER L CIXBET 504 I 4 LV E%2 5
BICHEYNATS 2 &, o, KNSR OEBUI VRS EERE, kO LY
o, MEREMRSIEERBOOEND Z ENHDHDOT, MEZEDOEEREDLE(L
ICHER L, BEAROONTEHAIFIELICHE 2AEZITH 2 &,

8.6 KNI —~DOARFNOMHIZE L L R — XX K —IZ 3R EEN B2 WA IR
AN, AFNOME IS L D EMOREVEIZOWTIIHEL L TWRWNWZ & bR
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
DI/ MREEEITIER 26 7 2 EH O I+ IlcidE 15 2 &,

8.10 AAFE H5-1% Je UK M # Ml BRI T2 (il MRIRAD BB D Z & 03 5 DT+
TEBRT LI L, £, @mERM/MED B DI TZBRITIE, AR R i R
REICAS B VD B O & 2 i Rl i 5 D@ g 22 W& 217 5 2 &

8.11 KA MR EE T 1~2 BH% I AMER FHER) WA NE N Z ERNHDHDT
+oEETLZ L,

GEMBHRSEROIFPERBOEMELE. HNAILEEERIC K DFHBRFEE)

8.12 AMEfitE B P BE (DS AALTFRE R ONE et AE O 5) TIEARKI O
FIZSeNt B BRBUHIAEIZ DN C in vitro RBRIZ X 0 ARAHFNKC X 2 H i pHiE o
WINOFWAMERT D2 ENEE LV, £7o, EHIC kAR OVE fiRd %
1ok, [2.2, 11.1.4 2]

(DBAALREEREIC & B IFFRERGEAME)

8.13 MEAMBIZEIIIEIZ N T L DAALTFRRE  (BUMSOIHOBRRE & OfFH) & &bl
RTTANT TAF LA (BIETHEBRZ) I T7 V7 T AF A BIETHE#RZ)
DME R S a7 R ST A B Ol E MR SO R ST A M B R B f i oo U
A7 BHEMUT- & OFRER S D oV, ARH) &5 RE R AE BRSO 2B B A i




O REBIRIZH 0 TIE AW, AR OEGERITEFEOREL +7ICBET 5
Ze&,

(HIV B DBEIC R EZE K3 1FhBRiEAE)

8.14 PRI EKR ATBRANAL A L, ARANZ T 2 SOSTER G T 5 FIREMEN & 5 72
BHHIRPIE, BlIEE 01TV, BEDL R ERE I LWk S| HE
G352 L, ek, AFREIZL Y HIV 354 2 alREMEIX G E TE 2o
T, FURBIZHT B2 01T o 2 &, [7.5 2]

(CEREEM BRI S SFRERAE)

8.15 HHEIIZAIEBRED 5 6, FEERIEIN Z 1 o S BUE LB 8EME 2 s ~DBAT D fER
RSN TND Z &0 D, ARAIOMEAIZE L TXERBGALIZ 2T in vitro T
FEKa T =—DHENBBDO NN EEMRTHIENEE LU,

(ERMAFPERRAE)

8.16 HOHEGOMAIZOWTIE, EMAZOZYMEZEEICHRT L, 072 8E Ik
EEELIZOL, BEHDOMEICHRG TELZ 2R LE LT, EMOEHES
BOLETEMT LI L, o, WHE., REAICL2EWER N RDONDGEH
G O NN B AT, EHIGEK T LI TEEE2 52528, HHF
HOEFE S D VIFERN B ZFEH LWL ) ICEEICEBEEZMR L, BERHEE
FEIZOWTHREZMET S5 L, 2 TORBEDOLEEREESTIEICET HiFEE
179 EIRIREIS, fEFHE A OESE E R SR 2T 2 Ras ittt 5 2 L
F LV,

(BREXIIHAMOAMEHEAMKIZN T 2NBHESH L OFRARE)

8.17 FHERDMMARE ST D Z 3 H H DT, EHIWIC MR M OVE A 21T,
FEROEMP RO LN GBI AR OTE G A2 IET 52 L, [2.2, 11.1.4 /]

8.18 AAIZAE T HERICIE, BIESCER (TEHRE O MEVED R ARARIE « IS/ SRR
T AP FEASORYEIHRLIMEE 7V T T AT L (B HEfZ) K
O/ VI AF L (Bl z) (B3 SUIEHEYEO M EBETE B s I35
PUBEMEIET A & OOFRFE) | 2 %) ZRGET D 2 L,

(fZE5%]
8.1 AAIEEHFITLELL FICAFFER (AMER) A2 BMSED 2 EI3FE LIV ED
EHIWTLERE LT,
8.2 AAINT=A AWK THD Z L &2EE LT, MO s -z His A ERLICHED
T L7z, [MVIL6.(1)). MVIL8.(1)) oI ZHM]
<HBFL : 2016 4 9 H ehETHE>
G-CSF #®AE|TT 7 4 77X —DFENDIRNT b FEEEICKE RN %2 £
i L CW B EFEER IO T EEZX BN Z 7 En . G-CSF #AID U
FFSCED O R RS RBR O E R BT 5 stk 2 HIBR 5 Z L IZ DN TOEEERN
AARBRERZSO DR EINT, ZnE%T, Y THMRM LR, kX
O EHD D D R ER SRR O FERICEAT AR T s L L L,
(2016 4 9 A 13 AAF RGBS EIK - ATEA/ERZARRE B BAERR 09135 1 5)
8.3 G-CSF KD EREWERIXTBER CH Y, BRANENIERT L B2 NDHIE
. AR R OBIETR S SO STz, BB IR AR XS M AL T D IES ., IEER,
54—



8.4

8.5

8.6

8.7

8.8

8.9

8.10

HRHETHY . G-CSF WA OG- EKFINED bivle, < OEEIL, FFME
PEIEAT B A REBFRIEANC L DAPEFRIEICLI D 2 ha—LHETH D LGS
nLTW5b,
<HBED : 2020 4 4 HGETR (B FKGD) >
AFTHE, AF T TEEREANEE] KO TRWER] © TERARREWER] ©mE
(2 NEMERMRE ORI M P ~OEIE | ORIEE - 2R ICIRE L TR A 2 FeH L.
RIER ) o [ZofogifEM] oEIZHme - 2R LBORIER & L THEZ
#H LIEEMAE 21T > Tz,
LovL, ARAlZ TEMSRORMIME ~OEE | LIS OIEE - 2hFizx L H
L7258 OB RO ENEGIRE A H 5 Z & E & OO 5 AR 13580
BE - RICEBTHLETHDI EBZZONDZ L, KON ARAIOREFET —2 v
— K (CCDS) X2 TOREE - DRI L THEEMRE L TWDH I &b, [EEZ
FEARRER) OHEEO TRWEH] o TEXAREWEM ] OIIZHEL OIS
WERE L, &2 TOREE « RICx L CHEBEME 2175 2 & & Lz, [TVIL8.(1)]
D B
FAEAA MR K —CL T, R =)0 bR ez e - SEd 25
WL, PRI MM OB E - #EBUCEET 20 A K74 ) LSBT L GEYICT
IWMEEND D, Elo, RFT—ITI TR MM O BRI I 25 B8, DU D
LU, I REMRR SN EOFIIER 2 2 L, —F 2R MEIE RS ST
ZEMLRELT,
[FFE AR M MR KT — 2%t 2 FH & ORI O 20 X E A CRliA 23 o
HILTWD A, Bl CONGMOERII 57 L IFF 220, ENTIE R —Ioxtd
LA L U CEBORWER LR 7 + v —KHl 1882 b, AFlOREIZ
BE U CIRBRE R T DT 2 KRG s iR i O 1R A I B3 5 gt~ +
AT, RIBEZESETHOERTLZENMETHD I EDLRE LT,
AR OEGIZE L I REL HICBE LEEICERGTHAMERH LI 0D
FRE LT,
ARFNBE G TERE S V72 KA e & R ICE R T 28821, LB b
D JEGe %R D T2 DI MR AN HE U 7o B2 ORI LB TH 5, ARAOFE
WZER L TIE, FRNC VA NV A EOHERDBLENHDH T ENORE LT,
AW I8 A D B EURE L2 1 — 18 M O 1 MR 2358 H v, BEUL— N NOEEMLBA
1D 7= DIHIEEEALE RN FER SN TWD Z &b, AFIOEREWER TH 5 BIHIC
X9 5 IERREEVEEDREAI O 5 © M/ IMREEEIMEHERH Z /327 A& L HUH1% 4
THHEEICIE, MR FEICEETOINERH DL Z EPORE LR,
ARFN B 515 K OSRAY i A0 A PR HORE T 1402 i/ INRER D 8 3= 2 () R R i i 0 i 7%
fiti R — R OV H ZR MM B EE RRO LN TS, ZbD K h— KU
FHCE, HIMERGE DR 2N ERE & 2 2 FEFEGIIRD DTV RV, EEN
BT DMEEND D, Fio. @Al RIS REZIE B SR ifn 5 03 ifn 25
DL QB 21T 5 2 & 2 RE LT, R MLEHIE OBERF 2 130 — b PNEEIm B 1k
DT DIZHIEEEALE RN FER SN TWD Z &b AFIOEREWER T 5 BRIkt
T2 FERREEVESUF A D 5 B i/ MUEEIEER 2 H 327 A& U BRI 2
LA, MEAZEICER T 208N H 5,
55—



8.11

8.12

8.13

8.14

8.15

8.16

8.16

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—



T 5 PUEMEIEGA & OOFHEE] ST D IRhRE IR . THEROHE] 29K
WEINFZLlckbd, V2., MVIL8.(1)) »E =]

BRENERERIHBAEICHT IR
(1) BHHE - IEEZFDOH D EE -

9.1 GHHE - BMEEZEOHIEE
9.1.1 EVBBIEDCBREFENOHZESE
[8.2. 11.1.1 ]
912 FUILFX—FRADHLEE
(8.2, 11.1.1 &[]

(fEER)
AHRNNT=ABRANTHD Z L 2EB L T, MOBEIE 2 B A ER NI HE T TR
ELTz, [IVIL5), TVILR.(1)) I ZHM]

(2) BHREEERE -
BUE ST

(3) FFiEEfEE £ -
BREI LTV

(4) &IEReEHT 5E -
BREZ LTV

(5) 424 :

9.5 1t
WS SUTAEAR L T D ATREMED & 2 VEICITR G- LW Z E R EE LUy,

(6) 2L -

9.6 &RELIF
1GR EOFREMER ORFLURBE ORI Z B L. IOk 3 ik 2 BiEd-4
52 &,

(7) MR

9.7 INR%ZH
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]

<JEFL : 2016 4 9 H ETRE >

ek k0 THELREARPEER] OBEIZT 74 7% —%dl L T\,

LorL, ERNHREEFOEMBEAER L2 b, TERREWEN) ©IR

WZiBRET A L& LT,
(2016 4 9 A 13 H A EAEIHBA ESE - AISHE R SRR RIBAIEAZHE 0913 55 1 5)

11.1.2 ARFIB G R MERTR OB IEACEFI DM E SN2 ENDRE LT,
MAEFIRER (Tvd~A> v, v 7rKRA77I K A MMLrFdH—h
%) EPMEMEMRZELT D Z EITMONTWDD, 2BA[LFERIES OB
AR & e 5 UTIER] CREMEM R OFIED GO bivlz, G-CSF
BAZ X0 GRS EI0 - TEPE(L U, IR RRE M OVE MR 3R & pEAR LI~ 2
077 — VORI X0 BRER - AEA - IS D Z L LD BREESEM
R D IEFEOMBRAN R E B B OFEAZRE L, DATFIRIERFICL Y EEL
ZAF TR BRI AER 95 & v O BB s ST, G-CSF #
& VB MR BL & OBEM: I 520> T3, G-CSF 8HI O FKBER K&
VEREMEZ G IET D Z LTk, FEMMMRD Y 27 OEmuniiiE T,
WEELL FICAF R ERE DS IN L 72 W K O BRI IR 24TV, MBS T
TAFIFEG-ORE - P27, £, W22k 575, FREFIZHEE L,
WIHIEIR C & 2 K8 72 0 F S O I fine crackle HEEIZIEET N E L
HEINTWD, 2B, WEXHRETENBD ONLLEITIE, KAl %
ik U, B BE AR VE A D)L ZPFREE O 72 0LE 21T 9 2 & 2R E
L7,
11.1.3 KA G- R I EVERER S5 B EERE O R BLN S SN 2 L BEE LT,
D3 AALTFRE AR 572 (CARAK & 35 5- U T2 RE 1] C o eI 55 8 JiE B i D F8JE 2%
B BT, G-CSF #AIF 512 & 0 B B S v 72 - H ER S it =5 ifn 28 <0 i B N
WML, =7 A% —8, [EHEBERORIENEA T ¢ =— X —ENFEE - 1K
A, MAENEER, BMMAE OFEPELEIC X0 EEEE S ERT 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 H 3 ANF JE A 97878 PE 38 3 b R 2e A S R i 32096 0603 25 1 %)
11.1.6 <JBFC : 2018 4F 6 H aThy >
KRNDEIES 174 NTTAF L GBlaFHz) ] OhEPET—4
— K (CCDS) & IK#ERZ | BRI &, ENIZIBWTARA L
OBEMENGE TE 2V TREPRE ] NHEINLTND 2 &, KOKEIR
RIF—MENTI T DRBBEE IMEN T2 DI HIE & S5 E8 I EE R
IFICEDR DA HH Z &, TERARRIEH] omEl TR mE %
(KB, FRSEEIR, HE TEIREORIE) | B L, EEWEZ{TY 2
Er L,
(2018 4 6 H 5 At JEA BB EESE - A TR A R E 32 A0 H i R fn
LR 0605 45 1 75)



(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.
CRP 1.98mg/dL,
R ES
B5 | B5% | B5% | BE% | B5% |85 | 18518 | B5%8 | B5% | B5%
Bp40 | 488 | 68BE | 888 |108E|1288 |1588 | 1888|2288 |2988
BmEk# (/mm®) | 1200 | 60400 | 57400 | 33700 | 21600 | 13300 | 12400 | 6600 | 6600 | 12600
B3hBk¥ (/mm3)| 482 | 39260 | 43050 — 19440 111465 (11234 | 5788 | 5161 | 11756
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FLBE 1 1 0.01
TS 1 1 0.01
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FZRE % 5 FENE 1 1 0.01
iR 1 1 0.01
5 (EBE) 1 1 0.01
B 8 7 1 3 1 20 0.28
S5 1 1 2 0.03
FEIB 1 1 0.01
- BRRESE 90 60 5 4 4 72 12 247 3.44
R Efivi 3 2 1 1 7 0.10
Madgm - Mo 4 2 6 0.08
5 P9 1 1 0.01
LI 9 1 1 0.01
GBI - M 15 32 3 2 52 0.72
i3 49 7 56 0.78
‘BT 1 1 0.01
B IR 68 21 2 2 3 22 5 123 1.71
PR - RIEHRERES 3 3 1 7 0.0
AR EE 1 1 0.01
A ERIETLIE - JHZ W 2 2 0.03
SHE (J&) 1 1 0.01
LU 1 1 0.01
LU () 1 1 0.01
JE IR 1 1 0.01
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REEE 4 4 0.06
AR AL 7 ifn. 4 4 0.06
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%5 1 1 0.01
LI 1 1 0.01
HILERE 15 7 3 6 31 0.43
[ 3 3 1 1 8 0.11
[ 5 1 6 0.08
EIRES 1 1 0.01
TR 2 3 5 0.07
BEARIE 3 4 2 9 0.13
&R 1 1 0.01
B 1 1 0.01
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DA% - D) XLEE 5 5 0.07
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WA SR 1 1 0.01
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IR (iE) 1 1 0.01
iyt if. 1 1 0.01
TV MENT % 2 1 3 0.04
fiti 5 > 1fi. 1 1 0.01
L G T 1 1 0.01
FRMBKES 3 11 14 0.20
TS BB 3 11 14 0.20
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I Bk 2 OiF) 1 1 2 0.03
E 1L ERHE £ OiE) 2 3 0.04
I ERIE S (iE) 1 1 0.01
U o SEiERE 1 1 0.01
I b BRI 15 20 1 36 0.50
I ER s i) 21 25 2 48 0.67
HERRERE 1 1 0.01
FfLERT — LR 1 1 0.01
A I A CEER) 8 0 10 10 0.14
i Bk Sy ] L 1 1 0.01
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ifi/ N R D (i) 1 1 1 4 2 9 0.13
Mg~ ¢ 7V 7= 88 4 4 0.06
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Mm4E7 4 70 ) =2 L Ed 1 1 2 0.03
APTT i 1 2 3 0.04
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i/ IR [ S S 1 1 0.01
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—BHEEEE 48 51 14 16 2 72 17 220 3.07
i 3k B 3ok L 1 1 0.01
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A g R 1 1 0.01
St 35 2 1 3 0.04
Jf A PR 5 5 0.07
GIEE 7 7 9 23 0.32
REHE N 1 1 0.01
BNl 1 1 0.01
PN 1 1 0.01
FEEL 28 27 7 10 1 34 9 116 1.62
PEL 1 1 0.01
R 4 5 1 10 0.14
BRI 2 2 1 5 0.07
GETEALE, BRI AL 1 1 2 0.03
FROER 1 1 0.01
CRP [k 7 5 5 1 18 0.25
CRP |5 21 6 27 0.38
E R 1 1 0.01
i 1 1 0.01
YT 1 1 0.01
BERSMLEE 2 2 0.03
TS 2 2 0.03
EREEEE 1 1 0.01
JE 15 1 1 0.01
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BIEEREESHIES INDICATIONS AND USAGE

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

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

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

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

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

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

The recommended starting dosage of NEUPOGEN is

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

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

Dosage in Patients with Cancer Undergoing Bone Marrow Transplantation

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

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

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

Absolute Neutrophil Count NEUPOGEN Dosage Adjustment
When ANC greater than

1,000/mm? for 3 consecutive Reduce to 5 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® @ 2025 4 6 AET) OFFMIL TRia 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.
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KIEFAT SrE Animal Data
(2025 46 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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