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Expression of FLT3 receptor and response to

1996; 10:588-599; Gilliland, DG and JD Griffin. The roles of

[Drexler, HG et al.
FLT3 ligand by leukemic cells. Leukemia.
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FLT3 in hematopoiesis and leukemia. Blood. 2002;100:1532-1542; Stirewalt, DL and JP Radich. The role
of FLT3 in hematopoietic malignancies. Nat Rev Cancer. 2003;3:650-665] 3. FLT3 & E]ZA 7|14
o g, 2d AT 2 EV] AE oA 2, 27 AE EE24 7]uAl-1 (STK-1) 2 Ejo} b 7]uA
-2 (flk-2)2% <4e#fzl, FLT3 &Aol digk FLT3 2|7k= (FLT3L)] AgS Fdl /MAHct.

FLT3S A<l ¥4 =54 WE8¥ (AML) 9] dieh 30% A velvhs, o ebdFfolA 71 RIMetA EdRield
T2 & sholtt. ¢ [Nakao M, S Yokota and T Iwai. Internal tandem duplication of the FLT3 gene
found in acute myeloid leukemia. Leukemia. 1996;10:1911-1918; H Kiyoi, M Towatari and S Yokota.
Internal Tandem duplication of the FLT3 gene is a novel modality of elongation mutation, which causes
constitutive activation of the product. Leukemia.1998;12:1333-1337; PD Kottaridis, RE Gale, et al. The
presence of a FLT3 internal tandem duplication in patients with acute myeloid leukemia (AML) adds
important prognostic information to cytogenetic risk group and response to the first cycle of
chemotherapy: analysis of 854 patients from the United Kingdom Medical Research Council AML 10 and 12
trials. Blood. 2001;98:1742-1759; Yamamoto Y, Kiyoi H, Nakano Y. Activating mutation of D835 within
the activation loop of FLT3 in human hematologic malignancies. Blood. 2001;97:2434-2439; Thiede C, C
Steudel, Mohr B. Analysis of FLT3-activating mutations in 979 patients with acute myelogenous
leukemia: association with FAB subtypes and identification of subgroups with poor prognosis. Blood.
2002;99:4326-4335] =, FLI3 EAMol= T3 B oL 93] &501@d4d S5 (DS) ez ke ghapo] o=
2%°14 7E® ®k k. #& [S Bains, Luthra R, Medeiros LJ and Zuo Z. FLT3 and NPM1 mutations in
myelodysplastic syndromes: Frequency and potential value for predicting progression to acute myeloid
leukemia. American Journal of Clinical Pathology. January 2011;135:62-69; PK Bhamidipati, Daver NG,
Kantarjian H, et al. FLT3 mutations in myelodysplastic syndromes(MDS) and chronic myelomonocytic
leukemia (CMML). 2012. Journal of Clinical Oncology. Suppl; abstract 6597] #Z. MDS®} FAFSHAl, T4
AEeT4 98 (APL)E 2t FxPllA 9] FLI3 EdWole] =+ Ak, 7PF &3 FLI3 =Rl FLI3
SAS] B2 =l el Ql-ZHql Ao R oA = WiF 'Y F& (ITD)e]t}. FLI3-ITD EAWol=
A0 AML #zFe] 15-35% A Rar" wp gltk. 3 [Nakao M, S Yokota and T Iwai. Internal tandem
duplication of the FLT3 gene found in acute myeloid leukemia. Leukemia. 1996;10:1911-1918; H Kiyoi, M
Towatari and S Yokota. Internal Tandem duplication of the FLT3 gene is a novel modality of elongation
mutation, which causes constitutive activation of the product. Leukemia.1998;12:1333-1337; H Kiyoi, T
Naoe and S Yokota. Internal tandem duplication of FLT3 associated with leukocytosis in acute
promyelocytic leukemia. Leukemia Study Group of the Ministry of Health and Welfare (Kohseisho).
Leukemia.1997;11:1447-1452; S Schnittger, C Schoch and M Duga. Analysis of FLT3 length mutations in
1003 patients with acute myeloid leukemia: correlation to cytogenetics, FAB subtype, and prognosis in
the AMLCG study and usefulness as a marker for the detection of minimal residual disease. Blood.
2002;100:59-66] %=, FLT3-ITD EdWols & 32 o 5o 589l o5 Adxteln 3+ setay § 5
Zhel A 98, 2 Ay FA3 2 AA A= A3k, &3 [FM Abu-Duhier, Goodeve AC, Wilson GA,
et al. FLT3 internal tandem duplication mutations in adult acute myeloid leukemia define a high risk
group. British Journal of Haematology. 2000;111:190-195; H Kiyoi, T Naoe, Y Nakano, et al. Prognostic
implication of FLT3 and N-RAS gene mutations in acute myeloid leukemia. Blood. 1999;93:3074-3080]
. FLI3 &A1 &3t F2oA dojub= FLI3 3 EdRlols 4 wdsith. 7P S8k 43S e
S ofavtEHOlE 835 (D835)oltt. D835 b7l EUQE= A& A4l w4 = Hdd S o
g 5-10%° 4 wAystry. &3¥ [DL Stirewalt and JP Radich. The role of FLT3 in haematopoietic
malignancies. Nature Reviews Cancer. 2003;3:650-665; Y Yamamoto, H Kiyoi and Y Nakano, et al.
Activating mutation of D835 within the activation loop of FLT3 in human hematologic malignancies.
Blood. 2001;97:2434-2439; C Thiede, Steudal C, Mohr B, et al. Analysis of FLT3-activating mutations in
979 patients with acute myelogenous leukemia: association with FAB subtypes and identification of
subgroups with poor prognosis. Blood. 2002;99:4326-4335; U Bacher, Haferlach C, W Kern, et al.
Prognostic relevance of FLT3-TKD mutations in AML: the combination matters—an analysis of 3082
patients. Blood. 2008;111:2527-2537] #+%.

4%l AMLelA o] A o7 EAstE EdARelA FLI3S A<sd Rl%=s FLI3 FAAE oldd $% Fd A9
- ARl of= FHoR whE wh vk A HE ude Fre 3y % AuAdS Ze ofe FLIS o
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AAE AL B A A7 2 240 v AY A A7 R 243 vk, 9 [T Kindler, Lipka DB, and
Fischer T. FLT3 as a therapeutic target in AML: still challenging after all these years.
Blood.2010;116:5089-102] =%

#d Zlsiore &8 FLT3 71vAl JAAlE dl2~EH¢-2Ed (Lestaurtinib) (CEP 7012% elx, o]Hdl=
KT-555, 19} &= (Kyowa Hakko), AlZ&(Cephalon)ol| &7Fd); CHIR-258 (X& = 3E=z o] (Chiron Corp.));
EB10 % IMC-EB10 (&& Al=¥l= Q1. (InClone Systems Inc.)): H|%=ZER9-"(Midostaurin) (PKC412E %
a7, wnlE]2 ol Al (Novartis AG)); BHFE]'W (Tandutinib) (MLN-5182% &3, o]dol= (T53518, A%
g2t E 2 Q1= (COR Therapeutics Inc.), 2#lU SpubarEZ2 1. (Millennium Pharmaceuticals Inc.)ell
7kg);  FYEY (Sunitinib)  (SUL12482% <& A, 3tolzb  froll2olo](Pfizer USA)): FAAEZEY
(Quizartinib) (AC2200.2% L&, UH|E nlo] @ Alo]A A~ (Ambit Biosciences)); XL 999 (NAZIAl~ o
ool (Exelixis USA), AXEY ol&F4 13, (Symphony Evolution, Inc.)ell &7Fg); GIP 14564 (M= ulo] L
AFol A1~ frAAlo] (Merck Biosciences UK)); AG1295 2 AG1296; CEP-5214 % CEP-7055 (MZ#)E 233},
371 PCT =4l &9 2 v= 53 &9 FL139 2AAE X3 F7H421 71vAl =4AE AMAge: WO
2002032861, WO 2002092599, WO 2003035009, WO 2003024931, WO 2003037347, WO 2003057690, WO 2003099771,
WO 2004005281, WO 2004016597, WO 2004018419, WO 2004039782, WO 2004043389, WO 2004046120, WO
2004058749, WO 2004058749, WO 2003024969 % W= 53 &9 37] W& 2004/0049032. =+ &d [Levis M,
KF Tse, et al. 2001 "A FLT3 tyrosine kinase inhibitor is selectively cytotoxic to acute myeloid
leukemia blasts harboring FLT3 internal tandem duplication mutations." Blood 98(3): 885-837; Tse K F,
et al., Inhibition of FLT3-mediated transformation by use of a tyrosine kinase inhibitor. Leukemia.
July 2001; 15 (7): 1001-1010; Smith, B. Douglas et al., Single agent CEP-701, a novel FLT3 inhibitor,
shows biologic and clinical activity in patients with relapsed or refractory acute myeloid leukemia
Blood, May 2004; 103: 3669-3676; Griswold, lan J. et al., Effects of MLN518, A Dual FLT3 and KIT
Inhibitor, on Normal and Malignant Hematopoiesis. Blood, Nov 2004; 104 (9): 2912-2918 [Epub ahead of
print Jul 8]; Yee, Kevin W.H. et al., SU5416 and SU5614 inhibit kinase activity of wild-type and
mutant FLT3 receptor tyrosine kinase. Blood, Oct 2002; 100(8): 2941-2949; O'Farrell, Anne-Marie et
al., SU11248 is a novel FLT3 tyrosine kinase inhibitor with potent activity in vitro and in vivo.
Blood, May 2003; 101(9): 3597-3605; Stone, R. M et al., PKC-412 FLT3 inhibitor therapy in AML: results
of a phase II trials. Ann. Hematol. 2004; 83 Suppl 1:589-90; and Murata, K. et al., Selective
cytotoxic mechanism of GTP-14564, a novel tyrosine kinase inhibitor in leukemia cells expressing a
constitutively active Fms-like tyrosine kinase 3 (FLT3). J Biol Chem. Aug. 29, 2003; 278 (35): 32892-
32898 [Epub 2003 Jun 18]; Levis, Mark et al., Small Molecule FLT3 Tyrosine Kinase Inhibitors. Current
Pharmaceutical Design, 2004, 10, 1183-1193] *=.

71 AFE JAAE AR AMLolA e ©EaH oz A MY e 1 2 I 4 AgolA, e AW
AMLel A o] TIT 4 29k ATtellA AbE vb AW s dA AR k. A Aol e o5 348t
2] FLT39] A4 oAl Hao|x Etatar, b shshe 9l AlgelA9] FLT3 EdARelA AL 3
71e] 2AE vk ATk, tiF-Ee] 3Rt Agoll, 1A v T ek, AML A Al@el tiE ¥hg 7
2 ALl wigh Al 97 ago2HE HEstEitt. &3 [Cheson et al. Revised Recommendations of the
International Working Group for Diagnosis, Standardization of Response Criteria, Treatment Outcomes,
and Reporting Standards for Therapeutic Trials in Acute Myeloid Leukemia. J Clin Oncol. 2003; 21:
4642-4649] =z, WA= 9 ¢hgl (CR), B4 5 AF 35S sk obd g (Ri), && 747
43} (PR)E 453 3xjolty. EFsHAl, 712 3h7l9h Zu):

1. &4 &3t (R):



[0016]
[0017]
[0018]
[0019]
[0020]
[0021]

[0022]

[0023]

[0024]
[0025]
[0026]
[0027]
[0028]
[0029]
[0030]
[0031]

[0032]

[0033]
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i. <5% RAE

2. BY9AY A AlF 35S S 4 &3 (Ri):

i, ga% A% <100 x 10°/L

b, FF BEMEAAY >50% Fa 2 3] >5%

Aa kA, FLT3 A Al g 94 v A9 5 ool WA Eotew, ©x F9q (PB) EAXES] A
Al sl F= A v oW, = BN) EAEE dAlZ S A g2 A "ol dF =

EAWClA FLT3¢l wiate] BA4E& zh= @9 PB BAEE ﬂdomwlﬂ%%ﬁ%hlqﬂLJ.
gilgdoze AgE ©X oFgke] BM EAME TAE g vk vk, &F [G Borthakur et al. Phase I
study of sorafenib in patients with refractory or relapsed acute leukemias. Haematologica. Jan 2011;
96: 62-8. Epub 2010 Oct 15] Zrz. BM RAIE 9Z&2 ANLS] X 2 7oA T340 95 drh. B
AMe] ded WMEEe] EAEY Al FosiA o #@e dA A dddd. &3¢ [Swall D. FLT3
mutations: biology and treatment. Hematology Am Soc Hematol Educ Program. 2006: 178-84; HM Amin et al.
Having a higher blast percentage in circulation than bone marrow: «clinical implications in
myelodysplastic syndrome and acute lymphoid and myeloid leukemias. Leukemia. 2005; 19: 1567-72] *=%.
FLT3 Eddoldl AL 3xE gydo=m g5t oldst 3z oA o3 mE==x IAQE FE3)
s, PB B B BAIZE = ©E FostA n@A7aL, o 93 B dEsA AR RE SAE
of Fhmela, &7 WA A8 BAelA ALEL 2AATTL AA AES ZNNE AL B

7} aTe,

i

ghxte] FLT3 elef F#sHA, 47 ol - At Edwo], A o]fA 9@ 324 o4 I3 -2 oA}
Aoz A% FAAY, A5 dig vg, R 435 AA3 e S B¢ WIS SAge =Y Fug A9
< & vk dvk. 7] EelA, "RHEld g 23 Ho 6599 V] WS AFEHL, "FIF AF" A3 o
25%9] A7) AEY dAAE, "FaE 93" Ase 10% vwe] Zr] AE A@dct.  E3E [VanderWalde

A., "Genetics of Acute Myeloid Leukemia," available at http://emedicine.medscape.com/article/1936033-
overview (last updated 1 Apr. 2016)] %
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AR 2F  FHF A

438 98 1(8:21)(q22:922.1); RUNX1-RUNXITI
inv(16)(p13.1q22) T 1(16:16)(p13.1:q22); CBFB-MYHI11
FLT3-ITD 4] ¥ FLT3-ITD" &4 3}¢] =W o] ¥ NPMI
o] F ) H-Fd A =¥ o|H CEBPA

=W o]E NPM1 2 FLT3-ITD™

ot
)
L
i)

FLT3-ITD F-A] %3 FLT3-ITDY &4 (f-al -9 ¢ 7 4
oA 3 NPM1

(9;11)(p21.3:q23.3); MLLT3-KMT2A

AR o] S Frefeh e falle A omA] ERE A e

W 54 512

435 98 1(6:9)(p23;q34.1); DEK-NUP214
t(v;11q23.3); KMT2A A vi <& &
1(9;22)(q34.1;q11.2); BCR-ABLI
inv(3)(q21.3q26.2) B t(3:3)(q21.3:q26.2); GATA2, MECOM(EVI1)
-5 B del(5q); -7; -17/abn(17p)
B &) _ﬂaﬁl o]oﬂ&ﬂxﬂ/\i GH'(‘Sﬂ

=

NPM1 % FLT3-ITD™

-n-’

3t
oF e

Lo o]¥ RUNXI
=dWol¥ ASXL1
Ed Mol ¥ TPS3

%3 [Doehner, H., et al. Diagnosis and management of AML in adults: 2017 ELN recommendations from an
international expert panel. Blood. 2016;129:424-447] *%.

F7r o2, ALY wWEoA, dae] % AFYEe FHo| I BF Ao 2RE o] FHE Ay W3l
o d#Ez Ae=Ro HXAH o]lxS AlFg vk vy, ¥ [Papaemmanuil, E., et al. Genomic
Classification and Prognosis in Acute Myeloid Leukemia. N Engl J Med. 2016;374:2209-2221] 3z, w44
SHAl, 154078 9] AML #x}o] H < g #A; vel A 767018 fFA e F9s FehE 523470 "=
ol¥ EdWol"E UL H-AT FAxtel s AHE s A §8E 7S AMEE), EAR
E% ol AFtellA WHR A dXgTE. ol Etold EdWole AN b, oA, 2 WY
A7 A B 2 (200-bp) A EE A7 ¥ M B} o 3o
f?} ij% UrEPH% Zi% Attt Aol 18 =dfoly =
slEom, 27] oo “etoly fFdzts A MES] 86%ol HAFHU
of wlgele WEY-AZ HHAX, ek ofye ol A AE Yol A9 'E]TH
B e = 2ol H|Fo] o dE ANL A1) o &
vebdek. webA 1019 Al s aEe] oledh ZEE ] dATtel] HlFo] A|LtE]
o5 A AZoAMY HA AES A" E AE A
AA Aol digk FAa4, I3

- , l
< B9, w449 54 AA $4 Y2 Y B
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154099 B4 B4 HAR AE A AATE F shbe 153, BF 9F WA, ol
Fel £ AEeh. oleF TP53/0) 5 AU TFAN BAL § A RALE AW FE el B
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A ghe WS Ul mgond SRsEUth. shbel oleld o454, HAAAY 8 (ML Bael 10-
15860040 HATHE " BEagel Jlelala dFE MR o aw o4 olglel wiwaA wagl v
7] mEel 14 A ol e A2 SU4 A oZA 5A5E v, SHoE ML HxjelA

=
B33 v S dF QdxEA A vk vk, &3 [Bakshi, S., et al. Trisomy 8 in leukemia: A GCRI
experience. Indian J Hum Genet. 2012;18:106-108] F%.

=2, BER B fA4x 4528, dF So], NPML, DNMI3A, @ FLT3-ITD Alele] Al Aszrge dal A
EAEE AR BBl fEet anE FIAY|IE Aow WHEAL. S, FLI3-1TDe] 7 falsh av
= NhE = NPM1 2 DNMT3A EdWolE zbe el 71 ddx oz #HEEHAL; olF EdWo] T o= 3}
o] BA) slol], #kx} o Fof] thEk FLT3-1TDe] faldh vt sk @ dAsid. olefdh &2 FL13%
e, EdRie] ghagt/FEaE e AAdA Aol Fe-EdRoH fHAt AL Apelel o 2HE 5 9
= 3E AlAeH

ARAow FHA AW, QA olFA, FF A, H B AFS IS, e =oolw wWwe] &
A EE FAE U Egtoly EdWe] whoAe] gxte] ARt $ab oo woh ¥EAQ BAS AT}
= o2 J3E vk gk, ol e iAo H|Fo, o] 53] &ed A dFE 5T 5 dE 2w AL
o 3 o= NME2YH TS W

oaye Ay e dHS S5t} sk Bloltt
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ol B UE zte A HE] 73S %7%1 1t Al v,
UNXL 5= W1 frdxbel o] Ewo] & Hojw shjziel e,
~ITD, DNMT3A, 2 NPM1 fxjollAe] Edmolz A E
AEAAA 8 T %?Miﬂ*é 13 & Aox sho|tt. =

Lo o rfr
[

1

o

o
-/

[e]

2L oo orlr Sy ol s
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N
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O
ILL:(oLng
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Z
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il 1-).
X
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=
UO
h=)

=
i
O
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% 4

2t
e
= 1

DNMT3A, NRAS, KRAS, JAK2, PTPN11, TET2, IDH1, IDH2, WT1, RUNX1, CEBPA, ASXLI BCOR, SF3BI, U2AF1
STAG2, SETBP1, ZRSR2, GRB7, SRSF2, MLL, NUP98, ETV6, TCL1A, TUSC3, BRP1, (D36, TYK2, X+ MUTYH <

% dian Aded. o Sued, A% fage ddwdyd T s A 855 9 12
o °F 50 WA 500 mg, 126l 100 h#] 450 mg, 12l 200 u{xl 400 mg, 124l 300 W= 500 mg, 1] 350 of
A 500 mg, T 199] 400 A 500 mgol ALk EE AE FEFY Zedwehd T a0 AR HEHE o
o @do, NUHom, AR, Lk FRE F Aol% Hhr R EE AR faBe de

by T 9 Aok FEEE 9 AR, AUUE, B BgUE FoHn. = g& SddA, ad
g T 19 Ay FEEHe= d2 Fyxdid wAdcE, Yxdgd ExadolE, I kEld FHOE,
Adxehy IR, Iy dld AEHE, ety ofHEHE, F#kegd EFAEEUoE,

8 Zelwdld SAMelSeld. G SHeA, s fER Ddwdd me sl A e

WA FAA el e 1&2 "o s o, 190 Aul 33 EE 7 23} FoluAY; ®E
e A BAF £ANOE 19 Aol T AoIE iz, AT Aee 44 ol BRI, 7)E
sxe) gahs fA7 9, Ee ZH%}*J/%%@ FA4 Aol BN ATHAL EE G AgARA E
O TR Al A8AS 2¥ste], AR AwE A4 gelE 2 BxelN, 8% A8 98,
A/ B FAA ol BAGNA ATHAG: B B FEARA EE E O Ak FeAsh 25kt
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Mz JAGdd SA Aol Aol FRellA, gstE A7) e, e AR/ 5 S Gof Aol Fatol
A AT, E gE SHAA, #AE T e HE2A 7vA] AAA e sfEariel dia ] A/ ESAd ol
=

gk AAIFE A, B dge S8 XEstE, TAA AS o1 e IAE AEmee WS et &
23 At g 89S Fe 7 st AE Feletal AV A A AE5 Fage] adxgtd e 19 4
S T dAloln, o7l SAA Heke B2 FLI3 484 B2 7|uA] 84S EFJor 3la; oY)
A A dEe WYy ZE, A 23, EF03A 5w, 534 gosiy =57 (HES), W
Aoh, e, AFAFS, NS &, 2, A=, FAR, s, @, ¥IJIF, AAWENgE, WASt
Ao, gAY, Age, B, AAE A, 3R, A, ek, Y, AT, 2 "o oMdF
¥ T Aoz SR HY Aesa; oqr|A Fxe g2EE FLT3 84 24 71uAl 2 sl o] de] 44
ol & vE EFEH, A7|A st oo FHA o3 EAle AATF BRI AgFE AusE RS
ey, Feeghd £ 19 92 EdRiol® FLI3 % st oo 314 ol & tE Zie dxle A&
o 71815 F7IA 7= Al @A, 3 oM, FLT3 &9Wo]= FLT3-1TD E+ FLT3-TKD & Hoj: shu=zr
H HdEET. & 08 S, st o] A o] o, d9MAE, A, e T A
gol T2 SHA, sht o] A o GAA o, GMA AA, dAA F5, d4A A,
QA A9, A A, GAA 7], BE sHAGAAT. E thE SHAA, s oo 34 ol

NPM1, DNMT3A, NRAS, KRAS, JAK2, PTPN11, TETZ2, IDH1, IDH2, WT1, RUNX1, CEBPA, ASXL1, BCOR, SF3B1,
U2AF1, STAGZ2, SETBP1, ZRSR2, GRB7, SRSF2, MLL, NUP98, ETV6, TCL1A, TUSC3, BRP1, (D36, TYK2, H+ MUTYH
Aol= SR Y Mded sdoly Eddoels x3ett. E oE WA, XE Fa%e] adxgtd =
19 A FEFHE 9 ATE, AUURE, B BUE Fodg. E & SdoN, XE #3
Y =etd e 19 A JE&He 92 Adxtd AAdolE, bty E2doE, Ik
E, Fd=gtd slERZrdeln, Adxdd AEHCE, Adxad opHE, AHxdtd EFdexy
2 T gty SAMolE T Aol ol AY; Hx SEtaA|et S oR e 9 T

A A3, @3t fAS] 8, e AR/ ESY S AFolA ATHAY; E
A e et A 23ete], A4 AEE e ®
% (post standard induction therapy) H¥ &% G5 QW F Z= Zojx s} tia] x40
FAlol T Aol sz, A= FdE F2A4
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(CNL); d7d m#3t 9ds (AUL);
e e Wy (JMML): AlQl T-AlE ALL;
I8 (AML), 348 =Foldd5 =vk (AMLITMDS); Ny (MLL); =518 F
214 Zell (MPD); 2 thEA 4% MMOoZYEH Mg, T o2 FdoA, FLT3 Sl
L= FLT3-TKD & #olke shuteRel MEftt. T o& S, shut o] Fd4 o4& o
T4, dAAAAE, ARG, e adaAdelt. B T8 SHolA, sl o] FHA oS AMA
o, A A4, ANA F&H, A A, dNA A9, A AY, FAA 1", BE TG A o).
T gE SHA, s olAe] 1% o]AHS NPMI, DNMI3A, NRAS, KRAS, JAK2, PTPN11, TET2, IDH1, IDH2,
WI1, RUNX1, CEBPA, ASXL1, BCOR, SF3B1, U2AF1, STAG2, SETBP1, ZRSR2, GRB7, SRSF2, MLL, NUP98, ETV6,
TCL1A, TUSC3, BRP1, CD36, TYK2, H& MUTYH & #oj% stu=FH Aded =gl EdWolE 23t}

- ©
my)
e
4

rlot
9_‘(
)
He o,

E e A, B wHe o3 weet, gxdn wE pAMe B4 S84 B2y A
Sojdow ool WHe EFAT: AEL F5eE Wi 284 H2A JlAs) 220 A
THHoR FYAAE AP WA S olgel FAH olgel EANEAE APt WA wrdE wt
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)
ko
fr
_OL

= % =
FLT3-I1TD %= FLT3-TKD & % <]

3
A A9, GAA 99, SAA A, dAA aEl, EBE 99
T gE Z2Hg A, s olate] 172 NPM1, DNMT3A, NRAS, KRAS, JAK2, PTPN11, TET2, IDH1, IDH2,
WI1, RUNX1, CEBPA, ASXL1, BCOR, SF3B1, U2AF1, STAG2, SETBP1, ZRSR2, GRB7, SRSF2, MLL, NUP98, ETV6,
TCL1A, TUSC3, BRP1, CD36, TYK2, H& MUTYH & ZAol% slu=FE Adus =gfoly] EdWlE Egheit}.
T 02 FddA, X5 FaFY Adedd Bt 29 9L dxe &3 Bz dd BAX AGFE gaAle
o wE 3R TH RAE AFE ZAATE ¥oR; wE 19 oF 50 WA 500 mg, 14 100 WA
450 mg, 19l 200 WA 400 mg, 1] 300 WA 500 mg, 19l 350 W= 500 mg, == 1] 400 WA 500 mg
o = d&zor 7Y oR AAoR EE FEE ZF oL JuUR HdudEs gog
Z2ho A, A8 e Fdwgd e 19 de AFR, HAWUR mEE BEggR
Holl A | Fe|edtyd Ex= 19 98 Iy xdtd wHAgelE, A xdtd EAHE, 4
Aoy seed2gels, APty AEHOE, Adxdd olMHCIE, bty EF
_‘T__ T

A

f e
2

P
o
(]

2
iy
I_‘
i)
o

Adeebd SAYOlE T Hojk duoltt. E tE SHAAM, A& FEF Adxsbd B 19 o

, A7 ARE R sk g, 1del FHu 33 Ee I 23 FolEruy; e = UE A AEAe
ApH o m = T8k FAldl T ool stur, AlE Zdkd S A skl A, gstE fAskr] fal, T
WA/ TAA A A AFHAY Ee ddegbd B 19 92 9 AEAEA B T oo
2 Aok AEAt =dste], Az dd S A dxellA, dskE FAs] A, = AT/ B T
A A oA AlFHL/ AW AR FaFe duedhd Be 29 92 vd A8ARA Ee E UE
Aok z-gAleh zesto], Mz Aekd S44 A 2o fAolN, dstE FAH] A, Ee AL/ =
A ARk 2of SN AlFEHE A T Aole sholtt. E thE SHelA, ks Ad ERA 71

Al Al thal A /= ol

T OE AAGH A, E Ul dxtoA A5 Fage Auxdd Ev 19 Ay HEHE I8 F93
= AL XFel, o714 = QT 7+E (QIcF) > 450 msecE zt= A<l Aol A FLI3 EAWold F24
Foll g X:ate WS et & SHddAN, AdxgdS 349 QT 1H8E AT Aow dEzl &
T2 AgAlet sAA o R He 9k S Fodtt. ® tE SN, ZEA= 5-HI3 AFAelrt. = v
2 ZdolA, 5-013 AdAE ZFUAEE, SHANEERE, T EFHERY. X t& SddA, ZeAs
oEZFVE, AEIVUE, EFIVUE, MIUE, IAEUE, evXeE, davEets, dEXSGE, Hed
yxeE, WEZUTE, dRAYE, dEtrd, o enE, AZZEFARA, HEEIFAR, BAIEFARL, o}
AERZulolal, d B HEFA T o),

T e AAGHA, & I oA A5 Fage Adedbd Ee 19 AR FEHE ds T3
= AL Idel, o714 A= wmd AY HEE z2tn Idwdde A% e BARoR J3s X
B 29, $AelA FLI3 EdWold S FollE A mshe Wis 2§t ¢ SWdA, A% Wee L
ok, AT, 34 AR, g ASAA, e 54 F shvoltt

3k AxFEH A, B owme Sl A8 FaHe Adwdy £ 19 A FREHE 98 FostE A
S X33k, SAeA Y] FIHAQ FHA oS FUME BEAORE k= FLI3 EdWoeld S HollE A =3t
= s a3

2 dge] kb2 AAGHE s 2¥ee, SAA ZEE 4o dE FAE AR UHE Een
A8 Aol gk aWS HaR she AE Rl ol ARE L8R S A An FEEF
AHeetd e 19 95 Foste dAlol, o7iA 2244 d3e g9xdd FLT3 84 HEA 7vA &
4E& 5Hom s, WEH, Z5F, 5T AR, oA T3, 594 Aosbd S
(HES), ®3dst, el A48, ONS oF, A%k, A=et, F45et, ek, #oh, vQlFet, AFWEn et
ek, #AgeY, A o, EfHAMQY, AME FHQ
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oyl 08 AAYHE sE e, HEYS o e FAE Asste WS xeth: 9y
S ZE QAo AHE IARERE AZE FESE WA @27 @x4dd FLI3 584 El2A JuAE 2
AE A AEFRHE AAsE 9l #xke] wdye] Td FUHHA FHH o) s B A AR E
F7tE AAsE oAl 9 olge NsE AR gv A s Fade FAdxdgd e 19 945 Fo
b wAlelH, 7] WEW e dxdy FLT3 84 B2 7IuA] &4 3 F7HAR] F3d 3 oS 5AXS
2 3 A9 9A.

Eoage] w0 AANYGHE d71E 2@skE, FUHEA F14 o)tE FUIR 5H o v gxdd 78
A 2 7IUAE Eoldoz JAstE WES X dx AEFS 5= WAl 8 EEA 7UA
b gdxdEe] deAE AAsE WA ojud FUke §1A olite] EAlstEAE AAste w9 oyt
A8E AR o EFeEdA A8 FaEFe] Adxgtd B 19 8 Foste @A, q7A gxd
H A EZA 7IUAE FLT3 82 B2 71uAQl dAl. 3 SHelA], FLT3 +84 24 7IvAs +
Aoz A9 Edol®E FLI3C.2A F7l2 AHojHtl, o]#dh ¥yl JY&ehe W= B uye] nE g
83 BEAS VAEA = et

W ouy 2 Fohe Aol 1ol A woEA, B owge v v 54
wer A TAY F QE Be A8b5d 43A Ade AFAE Aol ossolol arh. B =¥ &
AT AAFUE ©A B ARG ol Ty AGHE 5T PAS At oln B AR WEE ATshA
OJ‘}:—Tj[-
w0 .

w ool olalg olsh sh] s, there] Bolvk By Aeldrh. Bl Feld ol ¥ Wiy wuw
wote] Bl JlEAel old) BYHOoR olasE Jug 2Erh. VY] fol wA BY AAE AR
£ AoR ouEE Aol ok, 54T vt AAE A AHEE & A AW RRE ¥gUG. wde
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