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<R DR ITIE (R AR %) | BRRE R, SUBR - Bl 55 oo 33 e 3L
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1) sk SCrk

MEDLINE £V | FEEEEICEH S Nk IiiE (Tfludarabine] . TAML],
ltherapy . [clinical trial |, TFLAG) Xi¥ [FLAG-Ida]) (2T 201842 H 6 H
KERCHIM L7z 32 RIC oW THll&E L7, BEEERLHO T X ToOHRIEHE S
NWigino 7278, MEDLINE £ ¥ [GCSF - G-CSF - granulocyte colony-stimulating
factor - Filgrastim - Lenograstim | . l'acute myelogenous leukemia+ AML - acute myeloid
leukemia - acute leukemia]. [Fludarabine « Cytarabine «+ FLAG] (2T 2018 /£ 1 H
22 ARF TR L 72 175 FRlc 2 W T H A L 7z,

2) [EWNICHER

£ i35 ) OV JMEDPlus 7 — 4% X— 2 L | TGCSF + G-CSF - fERiEk 2 v =—
RS T « 74N T FAFL L) 7T AF L], [AEESHMESNLE -
AML - &tEpmymE), T7ArxJ ey - 2780 - FLAG) (2T 2018 4 1 A
22 A CHIE Lz 211 Rl W CHlAE L 7=,

ERDEQR2)oHEOF L, BEELEHOCER 13 4 (LLTF o <i@shics
T AR RERE >0 1)~12), < AARICBIT HEERRSE >0 2) . KOWIZE
AML 5% Tl d 5 2 G-CSF O F T FLAG K O FLAG-Ida #& 1% % §FAfh L 7= /i
BB L LCSUk 2 1 (BT o <MESHC I 1T D BRSNS > 0 13), 14)) %
Bz, ERICEEELZHOZLRE 14 (LLTO<HARIZET 2R RABRE >
D 1) EZEH, 716 A RN LI,

<A BT D ERIRAR S >
1) Fludarabine, cytarabine and G-CSF (FLAG) for the treatment of poor risk acute
myeloid leukemia.?”
FEEEOFTHDO LB

2) Fludarabine, cytarabine, G-CSF and idarubicin (FLAG-IDA) for the treatment of
poor-risk myelodysplastic syndromes and acute myeloid leukaemia.?"
HEEDTHDO LBV

3) A multicentre, open, non-comparative phase Il study of a combination of
fludarabine phosphate, cytarabine and granulocyte colony-stimulating factor in
relapsed and refractory acute myeloid leukaemia and de novo refractory anaemia
with excess of blasts in transformation.*?




HHAEDRLEHDO LBV

4) Phase-Il trial of idarubicin, fludarabine, cytosine arabinoside, and filgrastim
(lda-FLAG) for treatment of refractory, relapsed, and secondary AM L.2)
HREDTHDO LBV

5) TMito-FLAG with Ara-C as bolus versus continuous infusion in recurrent or
refractory AML--long-term results of a prospective randomized intergroup study
of the East German Study Group Hematology/Oncology (OSHO) and the Study
Alliance Leukemia (SAL).?"

HHAEOGLBDO LB

6) Continuous infusion of intermediate-dose cytarabine and fludarabine with
idarubicin for patients younger than 60 years with resistant acute myeloid
leukemia: a prospective, multicenter phase 11 study.?®

WEE T3, [G-CSF #HIE. 1 H 400 pg/m? Z /1 H 225 5 HE OB O

L7, it Tnha i, A I TS G-CSF BHA|IX lenograstim T &

D, XVIEMIZIZ TZ774 I 7O HBTIE G-CSF #A|_(lenograstim) %, 1

H 400 pg/m? Z AL PP EBAAIE H 226 5 AMOBEOMBER L, 512, &

BEACE il (Dayld Vi & B BEIFERD SN ARMOLGH & EFR) O A IE. HFHER

Fh 1000/ul 28 %2 5 £ T, G-CSF 250 pg/day =& 5 L7, | THDH, < Df,

HEEDORL#HD LBV,

7) IDA-FLAG (idarubicin, fludarabine, cytarabine, G-CSF), an effective
remission-induction therapy for poor-prognosis AML of childhood prior to
allogeneic or autologous bone marrow transplantation: experiences of a phase 11
study.?®

FEEEOTHDO LB

8) Fludarabine, cytarabine, G-CSF and idarubicin (FLAG-IDA) for the treatment of
relapsed or poor risk childhood acute leukemia.?”
BHEQRLFHDO LBV

9) Results of IDA-FLAG programme in the treatment of recurrent acute myeloblastic
leukaemia-preliminary report.?®
HEEDTHDO LBV

10) Fludarabine, cytarabine, granulocyte colony-stimulating factor, and idarubicin
(FLAG-IDA) for the treatment of children with poor-prognosis acute leukemia:




the hacettepe experience.’®
HHEDOFRLEHD L BY

11) FLAG-liposomal doxorubicin (Myocet) regimen for refarctory or relapses acute
myeloid leuekmia pediatric patients.®
HREDTLHDO LBV

12) Improved outcome in pediatric relapsed acute myeloid leukemia: results of a
randomized trial on liposomal daunorubicin by the international BFM study
group.3V

HHEDOFRLEHD L BY

13) Randomized phase Il study of fludarabine + cytosine arabinoside + idarubicin +/-
all-trans retinoic acid +/- granulocyte colony-stimulating factor in poor prognosis
newly diagnosed acute myeloid leukemia and myelodysplastic syndrome.*?

- B

{bEE (FAETEL, YETEL A XLET Y (FALERE)) 124k
ARV T ) A U (ATRA) KON G-CSF Ofi 7, XiT W3 4uo—J5 & N
25 ZLIZE > TAML KUY MDS TO CR XIFAEFHROLELZ M T 5,

- REBT YA
HEAFE 2 (b Ll R
- R
1% AML K& O%& U 2 7 MDS
- SERIER
2154 (¥)% AML 153 4, &Y A2 MDS 62 44)
- A - &

TNAH T E Y 30mgimY A (day 1~4). Ara-C 2g/m*/H (day 1~4), oA &
LB 129/m? A (day 2~4). G-CSF 200 pg/m?., ATRA 45 mg/m?/ H (41
BREDY 10000/uL K3 O A 13 ATRA &AL 2R LB tART 4 B 225, G-CSF %
LI ERRMRAT H 22 B B4A L. B ERE DS 10000/ul BL | 50000/ul LLF D35
A% ATRA KT G-CSF % day 1 226 B4 L, B MLEREAS 50000/uL %8 % 5
%41X ATRA % day 1 7° 5, G-CSF % day 2 ) HBHAAT 5, ATRA IZ{LEIR L
BT D 3 HM &G 2kt L. G-CSF X4 ERERAY 1000/uL % [R5 F TH
54%,)

- FEEHmIER -

1BRBRAMGE D 6 (& A R TD CR M OAEFHIG
BT 2 — X

5 2 4H
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- HAMEORES

CR =X FAIl T 40% (53 4 % 21 4 ). FAI+G-CSF T55% (53 4 H1 29 4).
FAI+ATRA T 51% (554 + 28 4 ). FAI+ATRA+G-CSF T 59% (54 4 ' 32
£4) THOH ., KIBEED G-CSFOFMIZ LD CREDOEE 2x2 R Thhilg L 7=
L2 A, PEIZ 0087 Thotle, THEBRETHE, G-CSF ZEMT HZ &
Lo T CREIZHELEN, ZOMOFEFRIZH LTI BE A2 RER o7,
c BEMORER

TBPEBIME S 2 BT, FAI+ATRA XIiZ FAI+ATRA+G-CSF Tl 109 4
9 4 2%, FAI XX FAI+G-CSF TiX 106 4 H 3 4% 1C L7 (p=0.084),

BHCERZEYE (iR bk OEREBYE) 1£38%FEELTEBY, T
DFETHRBEFIZIFRETH 72, MOBTEOBIR ML, TXTORETRER
ThHoT,

14) Use of granulocyte colony-stimulating factor before, during, and after fludarabine
plus cytarabine induction therapy of newly diagnosed acute myelogenous
leukemia or myelodysplastic syndromes: comparison with fludarabine plus
cytarabine without granulocyte colony-stimulating factor. **

- B
1% AML, MDS (Zxt9 % FLAG L DR 2NME & Bk 23+ 5.

- REBT YA
B, xR R

- R
1% AML, MDS

- SERIER
112 44 (1% AML 69 45, MDS 43 %)

- A - &

TNAE T 30mg/mi B EE (5 HRE) . Ara-C 2 g/m¥ H #iE (5 HRE).
G-CSF 400 pg/m® & AR B 5 ({29 Al B 5ol A 20 & CRER E TR E 7 5,
7272 U IR R B AR OB BE 2R ER 28 50000/ul DL E OB & 3L FREAIR G B X
D59 %,)

- FERHMIERE -

LA L
s BB T 2 — X

5 2 4H
- NP D SR

KB OFERZWEDORBREER (72T +Ara-C (FA), 854) &t
L7z,

P 1T FLAG 23 64 %, FADS 62 CTh o T,

CR #X FLAG T 63% (112 44 71 44), FA T53% (854 H 454:) Th
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. WEEICHEZITI o7 (p=0.14),

AFFIZE LT, FLAG TiT 112 4 % 43 LA 3ET L7z (Bl o e 21
W), —J7. FA Tl 854 1 59 £ 283010 L7= (£33 [ b S fE 40 S ),
B, MEOEFICHEEIT R N7 (p=0.24),

CR & 2o T BF T W T A ER-EL DS 1000/ul L EICFEIE T 5 DI LT
A% (Fhoefl) 1L, FLAG T21 HIZXfLCFA T34 HTHY, G-CSF |L4F
HERFL 1000/uL BL B~ EIE 2 A E /et L7z (p <0.0001),

- MO R

G-CSF IZ L 5B D 10%FEIE L7225, G-CSFIZRF2ARMEZ R LTz, K
YufE, BB BETICE LT FLAG & FA 2 L7 2 A, JRYYERIE YD A
g R R TV A7 WT L W TCRIEECTH - 72,

< HARIZBIT D KRR BRES >

1) Phase 2 study of FLAGM for relapsed and refractory acute myeloid leukemia : a
report from the Japan adult leukemia study group.®¥
HEEDTHDO LB

2) Fludarabine, cytarabine, granulocyte colony-stimulating factor and idarubicin for
children with relapsed AML.%
HEEDOLWDO L BY

ICH-GCP #EHLD R RERIC DWW TCIL, FOST#HT A L.,

(2) Peer-reviewed journal DR, A & « 7 U > REOHREIRN

1) Use of fludarabine in the treatment of acute myeloid leukemia.*®

BEEICIT, T2 T A (WENEERE ORERIET 2bb Zkink)TH
W5 L 34~70% D CR K, AFHHTRIE7~16 » ANGON D EHESNT
W5, | EEEERTW AR, ELIE DY RT A4 U (FIENERE OBk #
ET bbb ZRIBE)THWS & 36~59%D CR KNG EMEShTw
%, | ThHd, ToOM, BLEOTLEHDO LBV,

2) Optimization of chemotherapy for younger patients with acute myeloid leukemia:
results of the medical research council AML15 trial.*”
BEEOTHARIIMZ, AEFLZOLKRICBNT 2 2 —RALBFIZENR

5V FLAG-IDA O i BEFHER & /MR O [EE NG BEICENT- & OFRE1H 5,

(When comparing FLAG-lda with ADE, the most important differences were seen
after course 2, when recovery of neutrophils and platelets were significantly delayed
for FLAG-1da patients (32 v 19 days for neutrophils to 1.0 x 10%/L: P < .001, and 48 v
21 days for platelets to 100 x 10%/L: P < .001).),
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(3) #REF~DEFEERRI L L TORHERN

<IN BT D HHEFE>
1) Wintrobe’s Clinical Hematology 13" edition

X ANIZBS LT, PART VII Hematologic Malignancies, SECTION 2: THE ACUTE
LEUKEMA. 75. ACUTE MYELOID LEUKEMIA IN ADULTS. THERAPY3®|z &
BRI T 5D D D,

Remission Induction Therapy. Other Nucleoside Analogs ™I (p.1602) (ZiE LA
TOXoICRHRFEENT WD,
(2]
TNE TR, VHTE O MM ORZ R EEN )5 G-CSF
DO OFEIZ DL, ZAIFFHL A & LTRSS BRI s TWno,
()]
Fludarabine has been extensively studied in AML because of pre-clinical®® and
clinical data demonstrating that its administration prior to ara-C sensitizes leukemic
blasts to ara-C by enhancing ara-CTP formation.*® The observation that
administration of G-CSF with fludarabine further enhanced this effect*”) led to the
design of a regimen consisting of fludarabine with high-dose cytarabine and G-CSF
(FLAG).*?*¥ Derivative regimens incorporating idarubicin with (FLAG-IDA)*)“® or
without G-CSF (FLAI)*" are also active in AML.

L 7> L. Remission Induction Therapy. Hematopoietic Growth Factors o IH
(p.1603) IZBWT, 7T A4 IV 7HFEICEHLTU T Xy Ici#lish T b,
(2]

HAEIA - priming 1ZEERAIR K7 4> B —FHOFNEZ ROV TREINTE DL
T BRRERBRLS TITHER S W,

()]
There were also attempts to exploit the proliferative effect of myeloid growth factors
on leukemia cells to recruit AML cells into S-phase in order to increase
chemosensitivity to ara-C, an S-phase-specific agent. In these clinical trials, G-CSF or
GM-CSF was administered prior to and/or during chemotherapy, so-called “growth
factor priming.” These clinical trials have generally not demonstrated clinical
benefit,*®°2 with some exceptions.*®** One possible reason is that, although G-CSF
administered to untreated AML patients prior to chemotherapy did increase the
percentage of blasts in S-phase, this percentage remained low.>® Hematopoietic
growth factor priming is not recommended, outside of clinical trials.>®

% 7=, Relapsed and Refractory Acute Myeloid Leukemia 8 (p.1609) (ZI3XLL T
DEIT, VETEVIPHATIEBO DL L TIALTEURiE#H I T
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Wo,

(2]

RS ARIE I ERN L O A I EE T, YA T E MG LT
NE T e EFTMOERE DN TN TE L, mHEY 27 B HANS
e, 7T A7) OFRITRERHERNPE VD, 2 OO REEEE
HHEBARBRTIL, Y2 70 ICAZMZ X327 v MImmaShiholz,

()]
To date, there is no standard regimen for induction of a second CR. Dose escalation
and use of noncross-resistant regimens have been helpful in inducing second
remissions. Cytarabine has been used in doses ranging from 500 mg/m? to 3 g/m?
every 12 to 24 h for 3 to 6 days, alone or in combination with other agents, including
anthracyclines, etoposide, clofarabine, fludarabine, gemtuzumab ozogamicin,
irinotecan, L-asparaginase, mitoxantrone, and topotecan.®”®” HiDAC alone resulted
in a CR rate of 40%, compared to 56% in patients receiving HiDAC with an
anthracycline,®” but two large randomized trials have not shown a benefit to adding a
second agent to cytarabine.®®%

/WYIZES LT, PART VII Hematologic Malignancies, SECTION 2: THE ACUTE
LEUKEMA.77. ACUTE MYELOID LEUKEMIA IN CHILDREN”, THERAPY FOR
PATIENTS WITH RELAPSED/REFRACTORY DISEASE ®DIH (p.1645) IZARIGE
(CREE S SRS D D,

(2]

BREREE CEHEFXEHES Y 7 UV 23 0RED B EREAREL
LTHEmSN, 7VF T8 zate o L oft LT 50~70%0 5 ##EH
o b, FLAG-Ida RIEITmWEMER L TORHHHNA RSN TV D2, 5
HHRETH 5,

()]

Despite AML treatment intensification, recurrent and/or refractory disease remain the
major causes of treatment failure. Re-induction regimens typically use high-dose
cytarabine, even if prior therapy has included substantial cytarabine exposure. With
the addition of agents such as mitoxantrone, etoposide, fludarabine, cladribine, or
clofarabine to cytarabine, approximately 50% to 70% of patients with relapsed or
refractory patients achieve CR, depending on the time of their relapse relative to their
therapy.””"® There is evidence that the combination of fludarabine, idarubicin, and
cytarabine (FLAG-Ida) has a high remission-induction rate, which may be of longer
duration. However, the toxicity associated with this regimen is also
substantial.”®"®:"")
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2) Williams Hematology 9™ edition

PART X: Malignant Myeloid Diseases ., Chapter 88: Acute Myelogenous
Leukemia \Z A TG IC BE T 5 iH N B 5,

REMISSION-INDUCTION THERAPY . Cytotoxic Regimens, High-Dose versus
Standard-Dose Cytarabine ®IH (p.1396) ([ZIFLLFO X o ICRE STV 5
(2]

FEE MG LE LT —D2ORIKMEN T, FLAG-IDR L ¥ A U (IHEHEL U A
I BWEMRZR L, BRERRLEN o,

()]
A trial in younger patients with multiple arms; fludarabine, high-dose cytarabine, and
G-CSF (FLAG regimen) with idarubicin resulted in higher remission rate than did
standard daunorubicin plus cytarabine with or without etoposide. Relapse rates were
also less with the high-dose cytarabine induction (38 versus 55 percent).”®

REMISSION-INDUCTION THERAPY . Cytotoxic Regimens ., Hematopoietic
Cytokines to Enhance Chemotherapy M (p.1396) (ZIZLA T O X S ICRE# SN T
WD,

(2]

G-CSF XX GM-CSFIZ k& o TIL FIEDIEZ A B 5 Z & ORI~ 7
4y MImINTWRW, & F7 B 0BT 5 3EH KO G-CSFBo A 4
R LR R, AR & AT HIIC 21380y o 7223, G-CSF [RIRf#¢ 5 & 52 1)
ZBRE CHBEEMET L, GM-CSF TIXEFEH CTHMEE LIF N4 rx
(I BT 2 Do e, T D X O — A IE I FE R - 1 3L SR 1 D ik sz M 4 5

AR EIEBEAGNR Y, L, mHAEYZ I8 EORBEAROHMN L
KFEFT 2845 IRIE R B <t L G-CSF R COEREMENE O N IoiiE N %
nNETh—ob 5,

()]

G-CSF and granulocyte-monocyte colony-stimulating factor (GM-CSF), when used in
untreated leukemia, can increase the percentage of leukemic cells in the DNA
synthetic phase, resulting in blast population expansion during short-term
administration. This process could render the cells more sensitive to simultaneous
chemotherapy, but clinical benefit from growth-factor priming has not been
observed*®®) despite an increased ratio of intracellular cytosine arabinoside
triphosphate to deoxycytidine-5’-triphosphate and enhanced cytarabine incorporation
into the DNA of AML blasts. 8 Remission rate or overall survival did not differ
among adult patients who received cytarabine plus idarubicin or cytarabine plus
amsacrine with or without G-CSF given concurrently, but relapse rate decreased in
patients who received G-CSF.>*¥ GM-CSF priming in younger patient group treated
with timed-sequential therapy increased complete remission rates but did not impact
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overall survival.®® Thus these growth factors are not generally considered useful as
enhancers of chemotherapy. A study did, however, suggest that an treated with
high-dose cytarabine during remission induction,®” and complete remissions have
occurred in hypoplastic AML after G-CSF treatment without chemotherapy.®?

TREATMENT OF RELAPSED OR REFRACTORY PATIENTS, Chemotherapy @
H (p.1401) I Fo Xy iciE#EEnTns,
(#E=£]
B AML TR R BTG DN LR ERN L FERIEIT RS, 2o ’f
FILFRERGE LKA EZBET X TH D,
(]
No standard chemotherapy regimen provides a durable remission of AML patients
who relapse (Table 88-7),2¥°®) and all such patients should be considered for clinical
trials if available.

Table 88-7. Examples of Chemotherapy Regimens Used for Relapsed or Refractory Patients

Percent of Patients
Entering a Complete

No. of Remission (Median
Regimen patients Duration) Year
Clofarabine 40 mg/m?, 1V, days 1-5 163 35.2 (6.6 months) 2012
Cytarabine 1g/m?, IV, days 1-5 163 17.8 (6.3 months) 2012
Clofarabine 25 mg/m?, 1V, daily for 5 days 50 46 (9 omnths) 2011

Cytarabine 2g/m?, 1V, daily for 5 days

G-CSF 5 mcg/kg per day subcutaneously daily until

ANC >2,000/uL

Gemtuzumab ozogamicin 6 mg/m?, 1V, days 1 and 13 15 21 (27 weeks) 2003
Idarubicin 12 mg/m?, 1V, days 2-4

Cytarabine 1.5 mg/m?, IV, days 2-5

Mitoxantrone 12 mg/m?, 1V, days 1-3 66 36 (5 months) 2003
Cytarabine 500 mg/m?, 1V, days 1-3

Followed (at blood count recovery) by:

Etoposide 200 mg/m?, 1V, days 1-3

Cytarabine 500 mg/m?, 1V, days 1-3

Cladribine 5 mg.m?, 1V, days 1-5 58 50 (29% disease-free at 1 2003
Cytarabine 2 g/m?, 1V, days 1-5, 2 h after cladribine year)

G-CSF 10 mcg/kg subcutaneously, each day, days 1-5

Fludarabine SOm%/mZ, 1V, days 1-5 46 52 (13 months) 2003

Cytarabine 2 g/m?, IV, days 1-5

Idarubicin 10 mg/m?, 1V, days 1-3

G-CSF 5 mcg/kg subcutaneously each day, up to 6

doses until neutrophil recovery

Gemtuzumab ozogamicin 9 mg/m?, 1V, days 1 and 15 43 9 2002
Mitoxantrone 4 mg/mz, 1V, days 1-3 37 32 1999
Etoposide 40 mg/m?, 1V, days 1-3

Cytarabine 1 g¢/m? IV, days 1-3, + valspodar

(PSC-833)

Fludarabine SOm%/mz, 1V, days 1-5 85 66 1995
Cytarabine 2 g/m?, IV, days 1-5 +

Idarubicin 12 mg/m?, 1V, days 1-3

G-CSF 400 mcg/m? subcutaneously, daily until

complete remission

ANC, absolute neutrophil count; G-CSF, granulocyte-colony-stimulating factor
NOTE: The reader is advised to consult the original reference for details of chemotherapy regimen
administration.
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SECTION 4. MANAGEMENT OF COMMON CANCERS OF CHILDHOOD,
Chapter 20: Acute Myeloid Leukemia and Myelodysplastic Syndromes®”. THE
TREATMENT OF RELAPSED AND/OR REFRACTORY AML ., Treatment of
Relapsed AML ®OIH (p.533) ICARTRBICEE T HEHNH 5,

(2]

FLAG J% 1412 liposomal daunorubicin iB 1O F 2 M5t L 72— > O EE & ik
FRBR OREF . TR 64%., 4 FR/EAFR 38% & O FER & RO RE THh - 7,
()]
One of the few randomized studies of pediatric patients with relapse AML was
reported comparing the FLAG (fludarabine, cytarabine, and G-CSF) regimen to
FLAG plus liposomal daunorubicin (DNX).®® This intention-to-treat trial included
394 patients younger than 21 years of age with relapsed AML. The overall remission
rate was 64%, and the 4-year OS was 38%, both in the range of other studies. The
morphological CR rates were 69% for the FLAG/DNX and 59% for FLAG (p = 0.07),
and no difference was observed in OS between the two groups. A post hoc analysis
showed that patients with CBF AML had an 82% OS compared with a 58% OS for
those who received FLAG (p = 0.04). Unfortunately, little information is provided
comparing the postinduction therapy for the two groups and how that was controlled.
Nevertheless, this study can be interpreted from a glass half-full or half-empty
perspective. On the negative side, the overall results are not very different from
previous reported data, and the addition of DNX to FLAG did not provide strong
statistically different outcomes overall. On the positive side, the randomization of this
large number of pediatric patients is a real achievement and provides the possibility
for future studies to examine new agents with definitive statistical measures. The
possible improved survival for patients with relapsed CBF AML treated with the
FLAG/DNX is also a potentially important observation.

<HARIZBIT D HFEE>

1) HEESSY (SKETH 4 ) %

FLAG(-IDR)JEIEIZBI T Dt #iiI W . G-CSF 2 L7774 X v VRIEIC
DUV TI N BRIR IR 5 0 FE R 2.5 8 ME B s (AML) | 6.18% 15, b. AML
(APL LI4k) OigigEiEDIHE (p.530) T, £ ONEILMEN L TV LRt S
TWwb,

[JF]

B2, G-CSF #ffH L CHMB Mz ZMaEic Ang, Wbwsb 774
VTPRIEIZOWT S E ORI L TR,
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<WBHMZBT LA RTA4 %
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A
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M2 HBOTHEHT S G-CSF 774 v 7 OfF HMEIEZMESL L TV
it nTnb
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Haematopoietic growth factors are an optional adjunct to intensive induction chemotherapy;
however, evidence on their role in reducing the incidence and/or the severity of infectious
complications during bone marrow aplasia, and evidence on their putative benefit conferred
through priming of leukaemic cells to increase sensitivity to cytostatic agents, is not convincing
[11, C]

ESMO D&M T A KT A 2 Tk, F¥ - HRTE AML 254 % Hrst
JEI5 A & G-CSF 84 & D ff FHICEET 2 REaiiE 22 v,

4) NCI-PDQ®

NCI-PDQ®®» AML i4 % (Adult Acute Myeloid Leukemia Treatment (PDQ®)
-Health Professional Version)!®?Cix., ZiLF CTHIEMMEE A & GM-CSF #5|%%

B REHEGE IR F & OGRS B 2 BRI S E S T & ey, AR
%ﬂﬁﬁotkﬁéﬁimmm& HIWERRD bR & T DM R H 0 |
—EB Ll T RAEFELR TRV ER#H I TWVD
(]

The administration of GM-CSF or other myeloid growth factors before and during
induction therapy, to augment the effects of cytotoxic therapy through the recruitment
of leukemic blasts into cell cycle (growth factor priming), has been an area of active
clinical research. Evidence from randomized studies of GM-CSF priming have come
to opposite conclusions. A randomized study of GM-CSF priming during conventional
induction and postremission therapy showed no difference in outcomes between
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patients who received GM-CSF and those who did not receive growth factor priming.
101).102) 1 evel of evidence: 1iiA] In contrast, a similar randomized placebo-controlled
study of GM-CSF priming in patients with AML aged 55 to 75 years showed
improved disease-free survival (DFS) in the group receiving GM-CSF (median DFS
for patients who achieved complete remission was 23 months vs. 11 months; 2-year
DFS was 48% vs. 21%), with a trend towards improvement in overall survival (2-year
survival was 39% vs. 27%, P = .082) for patients aged 55 to 64 years. 1% [Level of
evidence: 1iiDii]

5) EORTC A KT A4
EORTC ® G-CSF i HICEAT 2 H A RT 4 > 0T, 3 - #iaME AML 1T
st 2 PrEEMEIEE A & G-CSF A & o fF HICBE T 28T 72 vy,
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(2017 4 4 H 3 HABH)
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B HIZHOW T, G-CSF 1T & % [ i J #ll e o> 4 fa J& #] ~ D 3538 %0 2R (priming
effect) 1%, AMEL ZEMENRTEL L TRV, (#HES L —F C2)
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%,
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