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BANK | Wh6E - 2R TBMEAFERERYE A M (CEL) /RPISMELFERERHE ZIEBeRE (HES)
(DEIP1L1-PDGFRa Fl &38R B ED 2T D CEL A%
@QFIP1L1-PDGFRa Fl & s T2 dH 2 VT 1 2E RO
CEL/HES ##

W) AHBGEICRYT 5 B X5 IE E TR

Mk - A& (DFIP1L1-PDGFRa @& s Bt DT CEL MH Tl
100mg/ H 2> 5B L SUSHED R 120 723 A 2% 100mg/ H ~
400mg/ H £ THIE 5,
@FIP1L1-PDGFRa fl & Bt &H 2 W Idsy 25 RO
CEL/HES B3 2%, % A ~F =7 400mg/ H = BZITRE O &

592,
) NHHEEICEYS T D LB X DML TE MR
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L - LA
DELERNE (F
T INAE)
fii 5 BRFEZEE51%, [FIP1L1-PDGFRa @l &8 75D CEL KUY HES) 2% L TfTH
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2. BEEARICBITH5ERLOBLEMIZCDONT

1) WEISHIR O EE M
UTORIZ I, 7)) AmICEKRREEN S LEE (B EREE) | 24T 5,
CEL/HESIZAFFAER DHFE 2 18 & & 5 MIEAEMENEEE Cdh 0 | GRS HEAE U 7 aFBRER I
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2) EREoA RN
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M7RUN,

3. Bk 4 HEDOABKREFIZDOWNT
(1) BFRK4HDEORZBKRERUVAFKIOEEIZDONT

1) KE

DIEERESIES Gleevec is a kinase inhibitor indicated for the treatment of:

-Newly diagnosed adult patients with Philadelphia chromosome positive
chronic myeloid leukemia (Ph+ CML) in chronic phase.

- Patients with Philadelphia chromosome positive chronic myeloid leukemia
(Ph+ CML) in blast crisis (BC), accelerated phase (AP), or in chronic phase
(CP) after failure of interferon-alpha therapy

- Pediatric patients with Ph+ CML in chronic phase who are newly diagnosed
or whose disease has recurred after stem cell transplant or who are resistant
to interferon-alpha therapy. There are no controlled trials in pediatric patients
demonstrating a clinical benefit, such as improvement in disease-related
symptoms or increased survival

- Adult patients with relapsed or refractory Philadelphia chromosome
positive acute lymphoblastic leukemia (Ph+ ALL)

Adult patients with  myelodysplastic/myeloproliferative  diseases
(MDS/MPD) associated with PDGFR (platelet-derived growth factor
receptor) gene re-arrangements
-Adult patients with aggressive systemic mastocytosis (ASM) without the
D816V c-Kit mutation or with c-Kit mutational status unknown
- Adult patients with hypereosinophilic syndrome (HES) and/or chronic
eosinophilic leukemia (CEL) who have the FIP1L1-PDGFRa fusion kinase
(mutational analysis or FISH demonstration of CHIC2 allele deletion) and
for patients with HES and/or CEL who are FIP1L1-PDGFRa fusion kinase
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negative or unknown

Adult patients with unresectable, recurrent and/or metastatic
dermatofibrosarcoma protuberans (DFSP)
- Patients with Kit (CD117) positive unresectable and/or metastatic
malignant gastrointestinal stromal tumors (GIST).
-Adjuvant treatment of adult patients following resection of Kit (CD117)
positive GIST
) EENEIR DL TR

M- &

Therapy should be initiated by a physician experienced in the treatment of
patients with hematological malignancies or malignant sarcomas, as
appropriate. The prescribed dose should be administered orally, with a meal
and a large glass of water. Doses of 400mg or 600mg should be administered
once daily, whereas a dose of 800mg should be administered as 400mg twice
a day.
In children, Gleevec treatment can be given as a once-daily dose or
alternatively the daily dose may be split into two - once in the morning and
once in the evening. There is no experience with Gleevec treatment in
children under 2 years of age.
For patients unable to swallow the film-coated tablets, the tablets may be
dispersed in a glass of water or apple juice. The required number of tablets
should be placed in the appropriate volume of beverage (approximately 50
mL for a 100mg tablet, and 200mL for a 400mg tablet) and stirred with a
spoon. The suspension should be administered immediately after complete
disintegration of the tablet(s).
For daily dosing of 800mg and above, dosing should be accomplished using
the 400mg tablet to reduce exposure to iron.
Treatment may be continued as long as there is no evidence of progressive
disease or unacceptable toxicity.

*Adult Patients with Ph+ CML CP, AP and BC
The recommended dose of Gleevec is 400 mg/day for adult patients in
chronic phase CML and 600mg/day for adult patients in accelerated phase or
blast crisis.
In CML, a dose increase from 400mg to 600mg in adult patients with
chronic phase disease, or from 600mg to 800mg (given as 400mg twice
daily) in adult patients in accelerated phase or blast crisis may be considered
in the absence of severe adverse drug reaction and severe non-leukemia

related neutropenia or thrombocytopenia in the following circumstances:
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disease progression (at any time), failure to achieve a satisfactory
hematologic response after at least 3months of treatment, failure to achieve a
cytogenetic response after 6-12months of treatment, or loss of a previously
achieved hematologic or cytogenetic response.

- Pediatric Patients with Ph+ CML

The recommended dose of Gleevec for children with newly diagnosed Ph+
CML is 340mg/m?/day (not to exceed 600mg). The recommended Gleevec
dose is 260mg/m?/day for children with Ph+ chronic phase CML recurrent
after stem cell transplant or who are resistant to interferon-alpha therapy.
-Ph+ ALL

The recommended dose of Gleevec is 600mg/day for adult patients with
relapsed/refractory Ph+ ALL.

-MDS/MPD

The recommended dose of Gleevec is 400mg/day for adult patients with
MDS/MPD.

-ASM

The recommended dose of Gleevec is 400mg/day for adult patients with
ASM without the D816V c-Kit mutation. If c-Kit mutational status is not
known or unavailable, treatment with Gleevec 400mg/day may be
considered for patients with ASM not responding satisfactorily to other
therapies. For patients with ASM associated with eosinophilia, a clonal
hematological disease related to the fusion kinase FIP1L1-PDGFRa, a
starting dose of 100mg/day is recommended. Dose increase from 100mg to
400mg for these patients may be considered in the absence of adverse drug
reactions if assessments demonstrate an insufficient response to therapy.
-HES/CEL

The recommended dose of Gleevec is 400mg/day for adult patients with
HES/CEL. For HES/CEL patients with demonstrated FIP1L1-PDGFRa

fusion Kinase, a starting dose of 100mg/day is recommended. Dose increase

from 100mqg to 400mgq for these patients may be considered in the absence of

adverse drug reactions if assessments demonstrate an insufficient response to
therapy.

-DFSP

The recommended dose of Gleevec is 800mg/day for adult patients with
DFSP.

-GIST

The recommended dose of Gleevec is 400mg/day for adult patients with
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unresectable and/or metastatic, malignant GIST. A dose increase up to
800mg daily (given as 400mg twice daily) may be considered, as clinically
indicated, in patients showing clear signs or symptoms of disease
progression at a lower dose and in the absence of severe adverse drug
reactions.

The recommended dose of Gleevec is 400mg/day for the adjuvant treatment
of adult patients following complete gross resection of GIST. In the clinical
study, Gleevec was administered for one year. The optimal treatment
duration with Gleevec is not known.

) EENEISR DL TR
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Glivec is indicated for the treatment of
- adult and paediatric patients with newly diagnosed Philadelphia
chromosome (bcr-abl) positive (Ph+) chronic myeloid leukaemia (CML) for
whom bone marrow transplantation is not considered as the first line of
treatment.
-adult and paediatric patients with Ph+ CML in chronic phase after failure of
interferon-alpha therapy, or in accelerated phase or blast crisis.
-adult patients with newly diagnosed Philadelphia chromosome positive
acute lymphoblastic leukaemia (Ph+ ALL) integrated with chemotherapy.
-adult patients with relapsed or refractory Ph+ ALL as monotherapy.

adult patients with  myelodysplastic/myeloproliferative  diseases
(MDS/MPD) associated with platelet-derived growth factor receptor
(PDGFR) gene re-arrangements.
-adult patients with advanced hypereosinophilic syndrome (HES) and/or

(CEL) FIP1L1-PDGFRa

chronic___ eosinophilic  leukaemia with

rearrangement.

The effect of Glivec on the outcome of bone marrow transplantation has not
been determined.

Glivec is indicated for

-the treatment of adult patients with Kit (CD 117) positive unresectable
and/or metastatic malignant gastrointestinal stromal tumours (GIST).

-the adjuvant treatment of adult patients who are at significant risk of relapse
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following resection of Kit (CD117)-positive GIST. Patients who have a low
or very low risk of recurrence should not receive adjuvant treatment.
-the treatment of adult patients with unresectable dermatofibrosarcoma
protuberans (DFSP) and adult patients with recurrent and/or metastatic DFSP
who are not eligible for surgery.

) EENEIRDETIE TR

M- &

Therapy should be initiated by a physician experienced in the treatment of
patients with haematological malignancies and malignant sarcomas, as
appropriate.

The prescribed dose should be administered orally with a meal and a large
glass of water to minimize the risk of gastrointestinal irritations. Doses of
400 mg or 600 mg should be administered once daily, whereas a daily dose
of 800 mg should be administered as 400 mg twice a day, in the morning and
in the evening.

For patients unable to swallow the film-coated tablets, the tablets may be
dispersed in a glass of mineral water or apple juice. The required number of
tablets should be placed in the appropriate volume of beverage
(approximately 50 ml for a 100 mg tablet, and 200 ml for a 400 mg tablet)
and stirred with a spoon. The suspension should be administered
immediately after complete disintegration of the tablet(s).

-Posology for CML in adult patients

The recommended dosage of Glivec is 400 mg/day for patients in chronic
phase CML. Chronic phase CML is defined when all of the following criteria
are met: blasts < 15% in blood and bone marrow, peripheral blood basophils
< 20%, platelets > 100 x 10%/I.

The recommended dosage of Glivec is 600 mg/day for patients in
accelerated phase. Accelerated phase is defined by the presence of any of the
following: blasts> 15% but < 30% in blood or bone marrow, blasts plus
promyelocytes > 30% in blood or bone marrow (providing < 30% blasts),
peripheral blood basophils 20%, platelets < 100 x 10 %I unrelated to
therapy.

The recommended dose of Glivec is 600 mg/day for patients in blast crisis.
Blast crisis is defined as blast80% in blood or bone marrow or
extramedullary disease other than hepatosplenomegaly.

Treatment duration: In clinical trials, treatment with Glivec was continued
until disease progression. The effect of stopping treatment after the

achievement of a complete cytogenetic response has not been investigated.
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Dose increases from 400 mg to 600 mg or 800 mg in patients with chronic
phase disease, or from 600 mg to a maximum of 800 mg (given as 400 mg
twice daily) in patients with accelerated phase or blast crisis may be
considered in the absence of severe adverse drug reaction and severe
non-leukaemia-related neutropenia or thrombocytopenia in the following
circumstances: disease progression (at any time); failure to achieve a
satisfactory haematological response after at least 3 months of treatment;
failure to achieve a cytogenetic response after 12 months of treatment; or
loss of a previously achieved haematological and/or cytogenetic response.
Patients should be monitored closely following dose escalation given the
potential for an increased incidence of adverse reactions at higher dosages.
-Posology for CML in children

Dosing for children should be on the basis of body surface area (mg/m?). The
dose of 340 mg/m? daily is recommended for children with chronic phase
CML and advanced phase CML (not to exceed the total dose of 800 mg).
Treatment can be given as a once daily dose or alternatively the daily dose
may be split into two administrations — one in the morning and one in the
evening. The dose recommendation is currently based on a small number of
paediatric patients. There is no experience with the treatment of children
below 2 years of age.

Dose increases from 340 mg/m? daily to 570 mg/m? daily (not to exceed the
total dose of 800 mg) may be considered in children in the absence of severe
adverse drug reaction and severe non-leukaemia-related neutropenia or
thrombocytopenia in the following circumstances: disease progression (at
any time); failure to achieve a satisfactory haematological response after at
least 3 months of treatment; failure to achieve a cytogenetic response after
12 months of treatment; or loss of a previously achieved haematological
and/or cytogenetic response. Patients should be monitored closely following
dose escalation given the potential for an increased incidence of adverse
reactions at higher dosages.

-Posology for Ph+ ALL

The recommended dose of Glivec is 600 mg/day for patients with Ph+ ALL.
Haematological experts in the management of this disease should supervise
the therapy throughout all phases of care.

Treatment schedule: On the basis of the existing data, Glivec has been shown
to be effective and safe when administered at 600 mg/day in combination

with chemotherapy in the induction phase, the consolidation and




maintenance phases of chemotherapy for adult patients with newly
diagnosed Ph+ALL. The duration of Glivec therapy can vary with the
treatment programme selected, but generally longer exposures to Glivec
have yielded better results. For adult patients with relapsed or refractory
Ph+ALL Glivec monotherapy at 600 mg/day is safe, effective and can be
given until disease progression occurs.

-Posology for MDS/MPD

The recommended dose of Glivec is 400 mg/day for patients with
MDS/MPD.

Treatment duration: In the only clinical trial performed up to now, treatment
with Glivec was continued until disease progression. At the time of analysis,
the treatment duration was a median of 47 months (24 days - 60 months).

- Posology for HES/CEL

The recommended dose of Glivec is 100 mg/day for patients with HES/CEL.

Dose increase from 100 mg to 400 mg may be considered in the absence of

adverse drug reactions if assessments demonstrate an insufficient response to
therapy.

Treatment should be continued as long as the patient continues to benefit.
-Posology for GIST

The recommended dose of Glivec is 400 mg/day for patients with

unresectable and/or metastatic malignant GIST.
Limited data exist on the effect of dose increases from 400 mg to 600 mg or
800 mg in patients progressing at the lower dose.
Treatment duration: In clinical trials in GIST patients, treatment with Glivec
was continued until disease progression. At the time of analysis, the
treatment duration was a median of 7 months (7 days to 13 months). The
effect of stopping treatment after achieving a response has not been
investigated.
The recommended dose of Glivec is 400 mg/day for the adjuvant treatment
of adult patients following resection of GIST. Optimal treatment duration is
not yet established. Length of treatment in the clinical trial supporting this
indication was 12 months.
-Posology for DFSP
The recommended dose of Glivec is 800 mg/day for patients with DFSP,
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Mo T OAGRIUT 2 HAYIC I L0 i S vrzifpshadik 1 RO ofiig & LT, U
TORNEPEENPLTREIN TN D,

ZhiaR 3L FEIEE R AR (STI571B2225 3BR) 2%, IEVETRHEMN RN C, AR
T Ia o —RICRRT AL OB RREBEAETHEE LR E LT, AED
ARz RRTT 2 BT, KE, REFOWS 9 » ETHEM S 7,

it 186 Il (FETEHE 141 B, MR A 45 f51]) BAREBRITHA AN B, £ D 5 5 CEL/HES
HBEIT 14 1 TH > 7273, FIPIL1-PDGFRo i+ DRI X T TV 72w,

ARIEOE - HEE, MR BI LT, #llalf&EE LT400mg 2 1 H 1 RES535 2
&l S, B 4~8 HRZICH] B BEEN RO H ALV A X, 300 XL 400mg @ 1 H 2
Bl CORBRTA SN,

AEPEICONWT, B E E X EMRE (F 0 MR AOEMIL, KM R, BT
J OB T RIC 5% . SWOG #£#E (CR : /A, BhEEROERRE A, PR RX—RF A1
YD O 50%LL EDEE) ZHEIC, RIS ENHE Lz, ) M OBEIEIR & <4, CEL/
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H 1 ffillC CR 2338 B, BRI 631 H . MEREEHIR]X 658 H Tdh o7~ F£7-. 3
BT PR 25388 H AL, EMRFEHG 1L 131~348 H . MEHAEEHIRN X 210~429 H Th -7,

CEL/HES BETHB T 5 BE = L O Mk FrI%) 5 K OGE R B i

e 1D AR BRI TR REESAIES e 4 A
GBR/201/093 36/%1%/CA PR 349+
GBR/201/144 51/%%/CA Unknown 114
GBR/201/145 3715 H%ICA SD 561+
GBR/201/146 63/ MEICA Unknown 177+
GBR/201/147 62/ %5 1H%/CA PD 76
GBR/201/163 49/ 1:/BL SD 400
GBR/201/178 64/ MEICA Unknown 99
CND/701/111 59/%1%/CA PD 30
CND/701/169 59/4cEICA PD 71
CND/701/171 37/%1%/0R PR 210+
AUS/901/120 46/ 1% /CA PD 16
AUS/901/152 16/ 5 EICA PR 429+
AUS/901/168 51/%%/CA PD 53
AUS/901/173 51/%%/CA CR 658+

CA'AA BLEA ORMEEAN +: HiTHylv

LARMIZOVWT, CEL/HES B COREMM o T JuEiL 8.8 » H (FiPf : 05~23.3 » A)
THY, HEICES>TEHEEFRITRO N2 o7, o, BT IRICE-TAEFELIT 14
B 1 B, B, M OFE, TR FEMED E VR OELL, 1 I E 5 FEENR
DO, WTh, ARE L OREBERIIEE SN TW5, Grade 3 Ll EOFERSRIT, [2EF
fE, AR, AFHRERIBAE, TRGERYGE, SVER R, VRIE, RMMEE ., i M O - E
Hng LI o8 0 b iz,

5. BEZARICHRIERNDLARIE - REBFICDOWNT
(1) BELLELEHER. ENPEHBRFOARMIE L TOHRSEKR

RER R AR SR OIS 2OV T BUFISRT,

[4+E A CEL/HES & TOARIED A RN OV R B9~ % Wi ]
1) Safety and efficacy of imatinib in chronic eosinophilic leukaemia and hypereosinophilic syndrome-a
phase-II study. Br J Haematol 2008; 143: 707-15
CEL/HES (2653 2 AFED A RIME & 22 2 T3 5 72, S s LRI S AR
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FEh S iz,

AeRIZIE, CEL B3 23 il & HES 23 13 B ek S v, £ D 9 6 FIP1L1-PDGFRaf5
Bk 16 5] (2] CEL 23%) ThH-o7=,

AFED YL - A&, FIPIL1-PDGFRofGERITik, 100mg/H & &4, 6 » H OFEHZ
THRENELNRWGEAITIE, &k 400mg/H £ THE SN 7-, £7-. FIPIL1-PDGFRaE] rﬁz
BT, A 400mg/ H 23 b- STz, i, ARIED A ERFEIZ OV TIL, BB B s

(CML) (T3 % A SKIA R OFE R 72 F B IR ICE U C Tz 9,

HHMEIZ DOV T, FIPIL1-PDGFRalG D 16 #il 45 CiiL ik #ro5e 2 fiF (CHR: complete
hematological remission) 73f% 541, CHR 235G 64105 £ COWIMIZF LT 0.8 » A (HiFH ;
02~33 » H) Thol, £/, 14 BITHFERTFHTETM (CMR: complete molecular
remission) 234% 541, CMR 23615 £ TOMMITFIET 43 » A (&GP ; 1.0~153 » H)
Tholz, CMRIEZ, FRIET 195 » A (P ; 10.3~389 » A) MEFFSNTHY | MIKFH
XT3 AR TFHIBIII A SR oTe, 2k, AEOEEEIT, 6 » HUNIZ CMR 2355
Nigo 7= 4 7T, 400mg/ H % THiitE L7z,

LEPEIZOWT, CEL/HES &bt A 100mg/ H 23 5- S 7= 13 il 9 41, 400mg/ H
DPEE- STz 23 Bl 13 B CHEFESNRBO bz, 20965, WHO Grade 3 L EOFES
GaE, A 100 mg/ A 3 G- S 1 B CThF BRIV E . 400mgl A 23 5- S 47z 16T ik
WBAED TR BTz,

2) The efficacy of imatinib mesylate in patients with FIP1L1-PDGFRa-positive hypereosinophilic
syndrome. Results of a multicenter prospective study. Haematologica 2007; 92: 1173-9 °

CEL/HES |24 2 RIED G EME & Z a2 EtT D76, sk LFIFE ki £ S
e,

AFERIZIX, 63 510> CEL/HES BHFE M BEk 4, €D 5 6 FIPIL1-PDGFRofG A 27 1
ThoT-,

ASKO ML - &L, 100mg/ B TRt S 4L, &G E Y 1M Z &1 1 5 &72% 100mg
0 400mg E T S AL, BEBIGE 4 B H I, 400mg/ B IZ T Gk S 7o, ARFED
MEEEIL, &5-RED LRI, CMLIZX 2 ARFEIRRRFOFEER 72 B EIEICE T
TN BHEMG S 2 45 H DML, EIREHITC CTHERE™MThLE,

HRMEIZDOUWT, FIPILL-PDGFRafGED 27 2T, 1 » AUNIZ CHR M bz, F
72. CMR & 27 2T/ 5, CMR 23 6 s £ TOMIMIL, TIET3 » A (§#iF ; 1
~10 » H) Tholz, 2D ) ARG 2k L7z 24 #TlX, CMR %, FRIET19 » A (i
; 6~56 » H) MiFrsh/z, —75. CMR BIZERICAHEZ il L7z 361TIE, WinbEn
HLANIZ FIPIL1-PDGFRaD [ L A 5RO 7o 23, AREDBHBAIZ K-> THE CMRIZEY | #ls
AR 25 5 A OIFRCTABIA CMR Z iR L Tz,

LM OWT, FIPIL1-PDGFRolED 27 #C. Grade 3 LA EDOAFFLIL, 4F T EkED
FEAS 3.2%, AR - ARRERE, R OIB I 3.1%0 QNZEERIRAS 1.6% TRl Hivizhs, A%

11




OG- IEFNT R < EXIIKRIE CEBR[RETH > 7=, F7-. FIPIL1I-PDGFRaf&M:D 36
FITIT, TEHRIRICEST-HAESES L LT, Grade 3 DB H 2 45 & X Grade 3 DEIR A 1 1
IR BT,

3) A tyrosine kinase created by fusion of the PDGFRA and FIP1L1 genes as a therapeutic target of
imatinib in idiopathic hypereosinophilic syndrome. N Engl J Med 2003; 348: 1201-14 ®

Five years since the discovery of FIP1L1-PDGFRA: what we have learned about the fusion and
other molecularly defined eosinophilias. Leukemia 2008; 22: 1999-2010 ¥

CEL/HES (ZxF4 2 AHED R & 53 1t & OBR AT 5729, CEL/HES % 16 Pﬂ

BWCREBE T A ThNI, ZTORE, 9 FICE 4 FREMAER (4912) KKIC X
FIPIL1-PDGFRo @l 5B T 25580 b iLlc, £z, ZOME RT3 TRk, %E%i“év’“
1 3 % —F PDGFRo 1HH BTEMHALIZ & > C CEL/HES WRIET 5 Z E B LhE 72 5T,
Z 5 FIPIL1-PDGFRa 51> 9 1D 5 5 5 il 100~400mg/ H D HE TASEZ K5 L=t =
A, BIBTERTET4 ORI L Ve L 7o o7 LBIZFRE | 46 TCHR B3G5, Zhb
D 4 FlTIREBAME b FER b RMAMERF L T D, s, LRMICET SR EIT R I T
VY,

72, 10 FILL_ED FIP1IL1-PDGFRoGM: D CELIHES FE 2T 2 ERIFAAE & LT, LLTF D
SCERAYERSD B AL, & SCHRIZ IV TASE (100~400mg/ H) TOAZMERRE SN TN D,

+ Clinical characteristics of patients with chronic eosinophilic leukaemia (CEL) harbouring
FIP1L1-PDGFRA fusion transcript-results of Polish multicentre study. Hematol Oncol 2010; 28: 93-7
10)

* Low-dose imatinib mesylate leads to rapid induction of major molecular responses and achievement
of complete molecular remission in FIPLL1-PDGFRA positive chronic eosinophilic leukemia. Blood
2007; 109: 4635-40 ™

+ Detection and molecular monitoring of FIP1L1-PDGFRA-positive disease by analysis of patient-specific
genomic DNA fusion junctions. Leukemia 2009; 23: 332-9 *?

[ BHA N CEL/HES 3 TOAID A DMK OV VERHEIZ B9 % #iit ]

EWIZBW T, CEL/HES BFE Z R L LI OME TR T r— FR&EIZ LY
UL U715 2 ST D 7o 5 1 oo fth, JEGIRE 2 12 1 929 (Wi y 161> o)
oz, e, JEFIHE TIZAH]T CHR 235G Hiv, 9 673 100mg/ H TH G-z BAss L Tz,
1) ARIUZI T D@ MEAFBRERME B 5, R AT R ERHE 22 RE el O REIR G & 1R IR Mk
2010; 51: 515-25 2"

2 ) A multicenter analysis of the FIP1L1-aPDGFR fusion gene in Japanese idiopathic
hypereosinophilic syndrome: an aberrant splicing skipping the aPDGFR exon 12. Ann Hematol 2007,
86: 855-63.2Y
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HARIZ3 1T 5 CEL/HES DERRE ZEd 2 BAYT, 199541 A £V 2009 4 10 A £ TIiZ,
EESHEHIC T, G ZIERE 191 BIOKT — 2 %27 7 — FNREICL VIUE LT,
ZDH L, HES ZWif KOS MEl D 73 FIICBI L, FIP1L1-PDGFRoGER TR M3 320 S 4,
BRtEBlix 9 B (12%) Tholo, ZNDDOREFICKIT 2EIBLEAT a4 REGLikois
FILIEZN )N, Al a b~ Tholz, Fo, 9FIEHITAIE (100~300mg/H) A3
HEZ T, %< ORERFIT 1EMUIPNIZHFBREREL DO EF LA A B v, 9 46T CHR 23
‘oz,

(2) Peer-reviewed journal D#aEE. A% - 7+ 1) S RFEDHRERR

AHKD CEL/HES DIBEIC BT A RO OW T, LTI RT, 228, 3) OXHEIIE
FIZBE 3 DR 7eFedi L Ze 0y, CEL/HES (28T 2 i DR AED Ik & L <.
W& %A LL N IZRT,

1) The FIP1L1-PDGFRa fusion tyrosine kinase in hypereosinophilic syndrome and chronic
eosinophilic leukemia: implications for diagnosis, classification, and management. Blood 2004; 103:
2879-91 9

WAL TIL, CEL/HES O, 2004 -4 Re0 il /e, BRIRFT L. T#%. 16, o7&
{REEHVRFEIC DWW TR S LTV %, £72, 2001~2003 47250 = 4172, CEL/HES
AR L LTEAROEERRBRICOWTRIEL, KT —ZIIMRon T2 500, —EDHE
B CIHSEEEOUGEN LN TND L ENTND,

2) The hypereosinophilic syndromes: current concepts and treatments. Br J Haematol 2009; 145:
271-85 %)

UEEAARE TlE. 1968 4F(Z Hardly & OF Anderson (Z & W CEL/HES & W 9 BE& AN RIE ST
5. 2008 FIZHGET S 4172 WHO 7335 4 RN D U — A S D £ TOM D, CELHES O &
W EEMED A E, £7-, CEL/HES O2WiL, W T L OWRKRAT R, 1BRGIEKROTEIC
DONTELEDOLNTWND, AIIZ K DIEEIT OV TIE, 100~200mg/#H & v 5 IKH & T
CELIHES ® =1 b m— AN TE T2 T &  AEADMEFIRN DT NRPOHRE SN TND T &,
BiRE R DT —Z ) B 1% FIPILL-PDGFRA (BI5FMFE L 72 WER] TIIASI IR OfFik =
YRR N TERNIENRINTNASZ &, CML THWS & (400~600mg) L 0 7
WD EMEITDRNEBZ 6ND Z & BB R DOFBUTTEE T 5 T2 O AT H-Bil i
AN hrAR=ZRETNE Lo TNENRTH I TV D,

3) Classification and diagnosis of myeloproliferative neoplasms: The 2008 World Health Organization
criteria and point-of-care diagnostic algorithms. Leukemia 2008; 22: 14-22 *¥
2008 fEIGET WHO 735 4 WD B BEHESEPENR L O 5038 X ORI DWW TR L TV 2,

CEL/HES (22U T, 2001 42457 WHO 233858 3 il ¢ B rEgditlEsitER o 1 >& LT
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SPEASALIZ DN, 2003 AT FIPILL-PDGFRA AR T35 H & v, T FBRERIE 2 IE 2 G 0F L
7o A BEVE B LSRR 2 22 MK CHMI SN D Z E RN E R0 | o REICSIH
LR BN ORI & 72 o 7e, THvEs21F, 2008 AECLET 4 4 hii Tk, FIPLL1-PDGFRA
BRI D A ERHE e I, TAFFREREE 29 &k O PDGFRA, PDGFRB, FGFR1 E{sf
HH A BRERIEE ) ISt S ., TS CELMES 1%, =21, [CEL, not otherwise
categorized), THES] & LT ["B#EHEFEMEIEE ) (SO I,

(3) BEMEF~DEEBERE L TOREIRR

1) HEGEEEY GTH 2 i (2009 4E, A KR RIEE Y2 3

44.4. E. FRRVELFREERIEZIEWGERE (HES), 18M:4FEEkE (s (CEL) p.701-2
TRPICEEE T 5 B8 128\ T, TFIPILL/PDGFRA FZRRIC K Y J&E 2 4F BRER BEME (2 1%
imatinib 233 %h7" %, FIPLLL/PDGFRA MRNA 73 H S AU72 W EFEREREEANE 12 & imatinib 234
e Z ENBHY (Z DX S ZERITIE, imatinib SLETHMOF 0 2 —E0EREICES
HLTWoEEZOND), BHEEZHRFT 5, & LT, REDOEEIZOWTERH I TN D,

2) Wintrobe’s clinical hematology 12th edition Chronic Eosinophilic Leukemia/Hypereosinophilic
Syndrome:vol.2 p1996 *

TR B3 2 Be P52\ T, THES/ICEL T, FIPIL1-PDGFRA } () PDGFRp % & ofi 4
D7 v — U PEOMIEE R RE WA ST 5, FIPILL-PDGFRA #x#(%, imatinib O

WEOGHE, $720 b RO MR FRITEEEMOBETH S, | LBl TnD,

3) Williams hematology Eighth Edition, 2010 *¥

Hypereosinophilic syndrome p.907-9

BHRICET 2 HICHW T, TFIPILI-PDGFRa [GED 56, A ~F =7 THRHMENPGE LT
%, F72. FIPIL1-PDGFRa MO B #HEIEMREH D56 BEDRKRBREL Y A ~F =7
DRPBFOND ZEIFENEEZXOND, HBEKEZORKN, A ~F =7 NR+ 24
BAERTH SIS E. A ~F =7 400mg/H Z b LIZBERONRITHESL)TH Y . 3 HHHLL
P AFRRER BN IE R U RIE T 5, ) LRt T,

Chronic eosinophilic leukemia p.1358-9

REICET 2HEIZEB W T, TBREDOLIIBMETH 523, FIPILLI-PDGFRa BEOHA, K
3£ 100~400mg/ H DFEGIZ LD . mWHERTHRI B OND, ZOMEZ 7 DFu v
T —BIEED, AT LT, BCR-ABL OERBEU ETH S, LoLains, £
D T 400mg/ HIZ TH FBIEFREMPE LN D DI TlEle <, EEEO T — L ITRH]
DREEEMTHDHZ b Y, HELEYR & 400mg/H & L, BEFY7Z2 PCR TOE=X U
THEATHZ L LT 5, RIEDOHEEIL, N FBEFHIEMBIEONRNSTIGEICEET D,
F7o. ARIFEA00mg/ H OFGAZ L0 ERRRIERNAEL, BENSKE LR85 TH, CML
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BELIXRRY  BEHZIEME SN D ATREMEX SV, | LS h T s,

Fio, RBEROTHROBEIZBNT, [REOKIEHEN BT, F LIZBEOEE. kT
o B RERRHEE . IEHIIE . BN M OWMEEY A XOEFL, SFIREOSEN D
Mo, Dl MR, SUIHOZIEDOZ L IFEFE LWL OORENT D, -, A
BREOEHR R THRICOWTIZHAS TRV, LN LARNL, AR X5 AEFEHR oW E
E. BEFERRICHASTEINTH Y . ZORFOEN S+ 2 HT BB BN TEDOTFHRE K
MEIC BT 5, ) LRLH I TN D,

4) World Health Organization classification of tumours 4th Edition, WHO classification of tumours of
haematopoietic and lymphoid tissues, Myeloid and lymphoid neoplasms with eosinophilia and
abnormalities of PDGFRA, PDGFRB or FGFR1 p.68-73 **

2008 LRI 5 4 hiLD WHO 473 Tlid, FIP1L1-PDGFRA 31z 15t O 4 BREE S ERE B 1

[ FRERIE 229 & ) PDGFRA, PDGFRB. FGFR1 #fn B 2 1E 28R, U v /S BRR IS
DD H HD, [PDGFRA FELHIZ £ 5 H#AR, U o EGRIES | (2SN TRY,
PDGFRA FHECHIZ 1 O B8R, U S EKRIERG O, BRARE. WA, P&, 0% o
FEBRTFHRFEEIZOW T, AfEmICHR STV D, ARIEICET DR >V TiE, BiR
HRHE D IEIZ TRIPILI-PDGFRA AR FIZBhE % CEL 134 ~F =712k LT, AFBUSHET
Hb.) EORNFE, T TR OHEIZ [FIPILL-PDGFRA #1529~ % CEL ([Zxfd %
A~ F =T DHFIZOWTIL, 2003 FIZHD THE S4L, B TRICOWIE, EEH LT
o TN, L LR s, JREBIZE 2 UEEENEE L TELT, 4~ F=71REN
G CE NI, TOTRIIRIFEEZEZOND, ] L ONENTHINATND,

5) =EmMLiEHT: & 3 MK IV. B.2.b Thypereosinophilic syndrome] p.1311-4 %

BROBIZ, AFIZONWT, [—F, EiRo X 912 HES O£ < OFERNIKE LT imatinib 23
%5, HES X° HES O Z5x14 5 imatinib AR O 2 £ IV-B-13 ([ £ 528, CML
It 400~800mg/body/ H 0 imatinib #5-% W8 &5 % DICxf L. HES 0% < DIEH Tk
100mg/body/ H D & TEHE I ZEO S b, Imatinib (222 R TORER 2L ETH
400mg/body/ H £ TOHE T+ TH D, ] LI TWVD,

(4) ZEXIFHEBFOZENA 54 o~DEHIKR

1) National cancer institute, Pysician Data Query (PDQ), Chronic Eosinophilic Leukemia *®

TRIROIEIZEB T, MEROIERIZIEL TH >72 HES BBE T, A ~T =7 NBEL LIIEH]
WEND D, Fr X —EBREATHDH A ~F =71, FIPILI-PDGFR @& ¥ —E%
flE4 5, FIPILI-PDGFRafGPED HES BRE B W TIE, IKAEDOA ~F =7 THRRA LN
TV, ] EficahiTnsg,

15




6. AMTORARERR (B RUERARERREIZIDONT
(1) BEZARICRDIAMTORARERRE (BF) FISOWT

EINBAFE R L

(2) BERBICHRLSAMTORKABRBRER VERRERAREICONT

AFRT CELMMES fE Zxt5 & U7 BRARRBR TS S v Tueny,

5. (1) MAEAILLLRGAER, EHYBERERBRSE OARR L E L TORMBEIRN) OEIZFHHEHD
EBD . ARFNCI T DGR FEREICEI L CTlE, 1995 4E~2009 42 i < 7= 2 sk i1
£ % &, FIPIL1-PDGFRaf D 9 Bl & TARIKD B G Thiz & OWRENRH Y N F7-
FIP1L1-PDGFRaff*: D> CEL/HES E ~DARIEDOF GIZF L T, 12 HFOEHFERE R B > 72,

P bEXy, R TOREOMEHIZREN LITEZSNDH DD, FIPILLI-PDGFRafG D
CEL/HES B ~DOARIEDOEHFERIZH D LB D,

7. AHMBEOEZAMEIZDONT
(1) ZEERRICEAINBEANICEITHIETUVARVBARANIE T 5BMEDOREFFEIZD
T

CEL/HES Ti, Ttk X W EMEIRENTAET T, sHERIENREO L TH -T2, Fiz,
WCARZERBICKH L TR STV A AT e, ARIEIL, —E8D CEL/HES OFEIE DA & 72
% FIPIL1-PDGFRoZ#E & Li-F oo —FVHERTH Y | KR FREEICK L TE
423K THD L9 T, FIPILI-PDGFRal5M:D CEL/HES (259 5 ARSI DA 2h 13
rEnsLE25,

T E TSI CEE SN AEKD CELHES B E X T 5 KRR NS,
FIP1L1-PDGFRaf5*: > CEL/HES E 1% L, A% A 100~400 mg/ H O & THE G- L 72/ 2R.
95%LL D3 T CHR 23, 80%LL EDBE TCMR MG 5T\ (5. (1) ME/EA(LELRGR
Br, EWERERREOARGR L E L TOWERI) OHEBM), £/, FEFITR S AIIER]T
DHETIEDH DD, SECDIEDHROFHENBDO LN TNELOHRELH S ), SbiT, 4
B COWMETILH DM, HAAND FIPILL-PDGFRoMED CEL/HES H& (2% L THfEst & A
BORE - AETEE LIS, 2B CCHR AMELNTERY , —EOHFEIMENRD H T
% (15, (1) [HAA HES/CEL f3# TORIED A MK V2RI BT 2] 0ES
FR),

AR BT REETH Y . BRI E IR O T o b oD, ERRONEK
OENNAOHBFREEOTLHRNE 2B E 2. B EOXLENED @O RIKGEIE - 0/ RGeS
# (LT, MEtei) T, A% o FIPIL1-PDGFRafMED CEL/HES (2t 5 A %h ML, &
FHF FEAMTH D LHWAREE B 2 D,

16




(2) BEEARIZERDANEAICBITHAIETUVARVBEARANIZE IT2REHDREEHEIZD
T

ENA; & HITARFD CEL/HES BE X3 A HRBRIZR S TR Y | YL EH TS 2 5
B LUTEBROLEMEICOWTHBRERZITH Z LIINEECTH 5, Yk a s E 2. A%
CEL/HES & |25 LB eIz >\ T, L TR &21T-o7,

SAENIZI T DR EMEIZ DN T, T4, BERERNFIZ OV TEFEM T HENE U 72 R SR
[ZDOWT) QI TR LT, CEL/HES FBFH 14 #ilZ x5 3l S 7= ist STI571B2225 35k ¢
X, ARFEOREPIEICEDAEFFRITMEM, FRMOHE, TH, FEHED 0L OVED
N 1LBIT, ZIHIFEEN LHITHRO O, Grade 3 LA EOFERHGII(EFEEZE, K, 4R
IE, TROEEYE, SVEB RS, TRIE, CRRSPEREM., HEi % O 758 234 1 B9 22580 6
Ni-, E£72. HEICE - T-HEFESLS CELIHES B TO R BENC A DI AEER L)
7,

Ioiz, 15, (1) mAEA SR, EYEERBREDOAERR L L L TOREIRI] OHET
R LT MANVATR ST, R 28 DH 5 2 B PN\ T, Grade 3 Lo FEE
G & UTAFHRERIBUDE ., I/ MRIBE ., AR - i BB R OBERGE SR D723,
FELEIL 10%ARTHTHY . WTIHAREDOIRIE, R UIP I CEEARECh o7, £z,
RHLUIAEEST, CML ZEOMEE CHEMOFELTH- 72,

AARNBEICBIT 522 LT, CEL/HES BF TOARMKMEHAFNCE L, 4 FloZzs
PEERBERH Y, Wb EE B SN, TORNIE, MEMERZ%, B & O
K. EIEFPIRATE KL OVOA4, Bk 4 5] 6 1 CTH o7, FIEMEMZR O HAIE L DK R %
DEEDONTZD, HEFIEICXVEELTWA,

%72, FIPIL1-PDGFRaf&MERFITILdH 5 b DD, ERNCHERIZI W T, CEL By TEE I
RREEREEREDS 1 BIRE S TRV . YRMERN TR A B GRS AL > 2 8RB0 E(IC L Y
FETC LT 5 038 AR BUE GRS OV Tl 2011 4F 1 A ICIRAFSCED TEKAREITER
DOIAIZ 116) FEBIBEMERE BEEAH]) | 2B L, HEEWEZ{T> TWAH D, #Hi-/piE
EMEIIRE L EZ DN, BETRELEZD,

7k, BUEMGER A ISV T, CEL/HES B TOM TR LT\ ARd -T2,

D L0 ENSE HIZ CELHES B I LZBRICE K722 et EoRBEITHE S
T, Eio, BRZAARANEEIZH VT, CML, GIST KU ALL (Z%F9 % 400~800mg/
HCOZEMERITZEHMIN TS, LLEXY | BESET, DAFEEREICHER L
ERC LY, EWUICRERANERE S, LEICS U CTRE - IREEEYICITThh 5D TH
AUE. BHAN CEL/HES BE 1Tk A A% 100mg/ B (BHAA &) ~400mg/ B (HE& BRI
DOEHIXEHRFREE B X D,

2L, BOKOIRMSCETIR, DAHEL AT DRI IE GBS Tid, AR5

17




IZFEVDEMEY 3 v 7 | EEEERAERHHDOND Z ENH V| CELIHES BE %5 0 CTH
M%%%ﬁ%m#%%fi&a@%%f%é%@%ﬁﬁ@éhfﬁé L7eRo>T, RHT
HRCK & FBRICABR RIS T 2 EEREINE LB X500, YEIEEBE ORI L 725
1 3"’%:+*Euzrt FEOBRRICB W THEEWRE O RICOW TR SR D Z L 3
FLWEEZ D,

(3) EERRICRALHMBFOZHMEICDONT

KE K ORI CiE, FIPIL1-PDGFRa B CEL/HES (Zxf L CREIZA&GR S 4, IR
B BRRARRPEEER S STV D,

ABEIT, WD BREETH Y . RIEOBRIREGEIZHOW TR, EIEA L HEGEERIT5 <
TV dD, FIPIL1-PDGFRo Bt D CEL/HES BF IIARK 2 B 5 L 72 K%, 95%LL Lo s
TIMRFREREM (CHR) @D LATEY (7. (1) BENFIELIANAEANCBIT A
T VAR HARNZEBT DA MEOREGTHHIZONWT) DHESR) | RKEDOHIMETHIF T
HEEBEZD, Fln, BEMEICONT, BICEZEMERNPEHE L WL ML - HE®SEANTO
i & 705 2 & LU FIPIL1-PDGFRa B> CEL/HES B# CEHERNEZ2 A EFHZII N E
TICHESIN TV W L2 E 2, BWEHOERIIFEL & 2 5,

UEORBRERONHERESCHTA FTA4 VFEOGRBEANREEZHE 2, MTSHEITIAED
FIP1L1-PDGFRo [5G CEL/HES (24 28 MPEIZEFHE Y LAMTHDH L35 2 &idalie
&I %,

72%. FIP1L1-PDGFRuf5 % T2 W \CEL/IHESEF TR LT, ARMENRD Hivd & oHEIx
RENTWD, —JF, FHARIERE EOMLEMEO SRR « ISR SEIC B DTS
L7z &B0 ., METE#IEFIPILI-PDGFRofl &8I T D ARIEDIE 5 TH O . /AT 6
EZ21-%E . FIPILL-PDGFRu[GHEFINARIEDOGEN G TE AR EBZ 2 B, 2, &
BE, A RTA 2 KOAFETHEICIB VT, FIPIL1-PDGFRaf M T 72 W CEL/HES G 1T 54
HAREOEGIZHET 25HIIkY TH Y . BBEEITHT HAREDORGIZHO VWL, B b
BRREI DR THD EE 2D, AT, BN T, FIPIL1-PDGFRofGEB Tl 2] <
CHRMBE LN TS — 5T, Btk T2 BFE TIXCHRIZ40%IZ8 % - TH Y | FIPIL1-PDGFRo
Btk TR WCELHESIBE I B I D ARFEER G- DY A7 « XX T 4 v MTOWTILikam DR M)
HY, T=ERRELTWDEEDPEHIZ L Y FIPIL1-PDGFRafFGHB 25 L T D KGR NEED
ffEnTnbd
(http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_-_Scientific_Discussion_- Variati
on/human/000406/WC500022211.pdf ), ZiLHDZ &ne, BIFESIZEWT, FIPIL1-PDGFRo
Btk C7Z2 WCELHES A I3 2 AFEOF AMHEIC OWTIHEFRERFE EAMTHLH D E LT
WL LTV R E B 2 D,
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8. #EE - HERUAE - REZORHOBRBECONT
(1) 8 - BRIZOVT

SHAE « BNRAC DN TUL, BIHE - D RICBEE T DA EOMER & & bICLA T ORIHDNE S &
BRI S X 5. TORBIEIT OV TEL TSR,

[%htE - 2h 5]
FIP1L1-PDGFRa B5f > T Re¥E H
I FREREE 2 SE e, 18 PR AFFRER M I

[ZhiE - ZhFICESET 2 H EoEE]
BFBRER I 2 GE e B SR A R R 1 MR 12 DWW T, e B A HRAEIC LY
FIPIL1-PDGFRo [ TH D Z ERHER SN T-BEITHEHT 5,

[BEDZ 4 IO NT]

FIPIL1-PDGFRa IE, AFEDIEH53 7D 15T Y . FIPILL-PDGFRo [ D CEL/HES D4y
TIREED D . YRKREABICKT 2 AREOFIMEIIWHFTEX D, TIVE TITEIN CEHEM S Lz i
IRFRER M OJEBITRAIC KD & ABBITH L, A%EZ 100~400mg/ H O & TG L 72 5R,
EWAIMER RIS TWD (5. (1) EIER LG, BB DO RFwmC L L
TOWERGL OWEBR), £z, B PHZFHMOL-MEICL D L. 5 HEIChZ 22ROk
RO BTG I,

UL Zh6e - 281X, FIPIL1-PDGFRo 514D CEL/HES BE OWNEZRET H 2 &8
WY EEZD, £, WEE - VR TR E L7 [FIPIL1-PDGFRa [l 2 & 5720 D
TEZOWTIHERIBHA ML L E X D720, 2hig « WRICEEST 264 LOEEORE 21T
I ENWEYE EEZD,

¥, EEZhEE - 2L TFIPIL1-PDGFRa @& E s Bt D2 To CEL £ ThHhH—
JC. BREF ORI, [FIPIL1-PDGFRa @l &8 st CEL X OVHES] TH Y .
W DOTLENEIT R > T D, Y%A FIZ SV TIL, FIPIL1-PDGFRo, JEMEDEE B CEL <2
HES LHZONTWIEREOFLL DL TERELH Y | FSIHB &S TIE,
FIPIL1-PDGFRa [5G HES & OF#i bR S 415, HiRIRIORCK TORFBNE & 0SS
P& EE L, CEL X ONHES Z#fi L7~ [FIP1IL1-PDGFRa @& s 1Bt CEL KON HES)
LD E T D T &L, BT WHO BB i e i B0 B BE st i e o
ObdbOO, BIRES T & Lz,

Mz T, BAREFHEOXGHRO [FIPILLI-PDGFRo @& s -tk & ORI OWVWT, &
ICIEfE7 KR ETHIEL—REBZZLNDHM, IFIPILI-PDGFRa (5] L #idd 5 2 & T,
BRRELYS CTld, AEORGRGBE LR AR THY . o, JMEEELHM LT WSS
25,
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(2) iz - HEIZD2W\T

Mk - HEICOW TR, B - HRICBEET A EoiEEE & HICLU T ORENEY &
MEEIIBE 2D, TOZEMEICONTLLTFIZRET,

[ - HE]

SN EJU\ A ~F =7, L T1H1E100mg ZRBEICHEOEEGT5H, i, BEOR

RelC k0, WEEHET 525, 1 H 1[6400mg £ CTHE&ETX 5,

(L - HEICBET 2 6H EoER] (FRESLBINERSY 5 4 lal o222 BE 4 555 O A8k
Fr)
(4) Mg & B
ARFNP G- AN AR ERID . IR D 3B BN AIE T EE B IR EREFHEIT 2
ek,
&M E R A s (CML) |
HLE WEES; (GIST), 7
4 TT T 4 T YR
AMEY AR (Ph+ | A ERE M %5
ALL) . B 8 BRHE 2 I foe i
(HES) XUZIBMEarmeekit A
1My (CEL)

i
&
z

A7 ER-% 1,500/mm® 2L K OV,
AR <1,000/mm® | /B3R 75,000/mm® DL B A4 3

HES XX CEL (#[alf&

I XE L ETHRES D,
SR 1/ MR % < 50,000/mm® | @R R (5 E o @I 0> 3L i)
LR ETHEA BT 5,
O ERE 1,500/mm?® LL_E K O
/IMR¥ 75,000/mm® LA B C [EIE
MR CML, GIST (#[E1H 5 FE CTIRET 5,
& 400mg/H) IR ER ¥ < 1,000/mm® | @400mg/ B TiRIEA B 5,
X @F O ER-EAY 1,000/mm® % T
HES 3i% CEL (JA#: 400mg/ | i/ iEc<50,000/mm® | [E] % 7> . X 4% I /s i % 23
H) 50,000/mm°® % Flal > 72355 1E, @
~F V. 300mg/H CTia# % HBI9
%,

[ E D41z >VT]
I E CTOEWNI DRSS THEH S ARSEOBR M &I, 100~400mg/H TH 5 (5.
(1) #EAE A L LLie sl SEYEhRERBR S D AR TR L L L COWIRDL | OIES M) , K3 100mg/
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AEZBRHEE LTIESICB W THIMMERTED 5T 5 2 & ARFK 400mg/ H TR D e
WEINTWAZ &, FOWCKKEIZIB W T, FIPIL1-PDGFRalG D CEL/HES (Z%3 25 HiE -
& & LT, 100mg/H #BAtAH & & LC400mg/H & CHEEFRE L OINAR THARIN TS Z
Ee ., Bt EA 100mg/H & L, 400mg/H £ CHEERIRERRE L THZ LN WY LB 2D,
Fo BEORBISCTREDLERT-D, AR &322 EER D, KK -
RO B 2O T, WAAORENE R O ORERWELZBE L, [HE - HEICBEET S
EH EDOEE) ICTRETHILERDDL EBZ XD,

9. EERNRBIZRIBLLHIFRAEEHFEFOLEMEICONT
(1) BEERBII OV TCHBATERNDIET U RFLIFERFEAEENRTELTLS S
NDHEEZDINT

D IRIEBTHLZENL/OLNTVAHERIIBRONL TN D, LrL, ZRETIZAKRS
T2 SCRREE D & OE R Tlid, AR5 &7z FIPIL1-PDGFRo Bt CEL/HES B2
T, BZMIIEIFEF S5, £72. FIPIL1I-PDGFRo Bt CEL/HES HE Tk, AMIcHBWT

IS X5 CML L0 b0 80 100mg/H (BEHERIEH &0 1/4) THRENEG S, HE L
BB O KB 400mg/ B T b AR B IR CML BE 1B AR E LR —Th 5,
CML BFIZx L TIE 1 Hix K 800mg £ COMHENAGR I TEY | AHIZIW T, 400mg/
H ¥ 5RO R EMEFHRITEE I N TS, LEoZ &b, BIREE T, BIITHEMmT &K
BRI E I N EB XD,

(2) £ (1) CEHREKFERAEENTELTWSGERIE. RELINLIFERAEREHAEEORA
RIZDUT

L

(3) Zoth, MREIZETHIEERIZONT

L

10. §E

L

1. SEXH—E

1. [Gotlib J, Cools J, Malone JM, et al. (2004)] The FIP1L1-PDGFRa fusion tyrosine kinase in
hypereosinophilic syndrome and chronic eosinophilic leukemia: implications for diagnosis,

classification, and management. Blood; 103:2879-91.
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2. [Gotlib J (2008)] Chronic eosinophilic leukemia / hypereosinophilic syndrome. Rare Hematological
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