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WFZERR O (Fn30) - EERME/NR A IS Thd 5 11923 $88H ALL 1X FLT3 Z @88 L, Bl
M/NEREEIZBWNT, KRED FL 2Bl - WL TWOEHA he —~vfilaic#E L
FLT3/FL-interaction Z 4T L C7 A& b — AWBUMEDOIRIRIRFEIZFFE = 5, TCF-BL & FL @
HPRINT 11923 HRERS ALL D TGF-B1 MR B2 WM< FET 508, BHA b o—<fil
X ALL AR B & A3 503 % TGF-B1 & FL B3I ER 356 2 & T, L D IRWIRIRIRIEIZHFE
ENDAREEN R S, BMEEBENE A M O [ MR OMERHC BB E A Lo T 4 —
7o~ RERB[RF FOX03a |%, FL & OMEHEEE TCF-B1 #IIC L 0 . = OB RTED I~ )
T HAREMED B D

WFZER R OMEEE (337) : FLT3 is highly expressed in acute lymphoblastic leukemia with the
11923/MLL rearrangement refractory to chemotherapy. The FLT3/FLT3-ligand (FL)
interaction between 11q23/MLL-rearranged leukemia cells and bone marrow stromal cells
expressing FL at high levels induce 11q23/M.[-rearranged leukemia cells into dormant
status resistant to anti-leukemic agents. TGF-betal and FL cooperatively induce
TGF-betal-mRNA expression of 11q23/MLL-rearranged leukemia cells. Moreover, TGF-betal
secreted by both bone marrow stromal cells and leukemia cells induce 11q23/M.L-rearranged
leukemia into dormant status more strongly in cooperation with FL. Nuclear localization
of forkhead O transcription factors (F0X03a), that plays an important role in the
maintenance of chronic myeloid leukemia stem cells, is decreased by stimulation of
TGF-betal and FL in 11q23/MLL-rearranged leukemia cells.
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HERME N AR Ch B 11923 HRERI A
U stEmmpE (BUF 11923 #5ER ALL) C
L ARTFERIEIT T D BRI IE DALY
R T 2 MEN S D —0 . Hioie iy 1%
HIPFRIE DA 70 <o TRHRA _LAVEE L vk
BTz, BB 1123 BREERY ALL T, 78
F7 b PRIEIZ K 0K 90%DiE il C E ARt 2 15
LBNLHHOD, BHICHBETHZ LM% <,
Z D 3 R ALFRIL 30%BETHY . T
PR IBEFNC S L7 AR b— o R & 0%
HB LW AdEFERZL (ninimal residual
disease, MRD) DIENEL BE LT\ 5,

A, 20O 11923 8RN ALL T FLT3
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FHLTWDHZEPHALIZZ &5, 11923
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BV A7V ARTFEX T —EAS e E X —
p27 D3fRY AT LOIHNT K 2 FBFHEE %
9, (Western blot £ Y RNA protection
assay)

(3) FL #INZ L 0 RIRIREE & 72 572 11923
PR AR ALL A SR R BRSO B s 71
RLT A= R E 725, (AnnexinV
+P] Z—EYuth ik, dye exclusion test )

(4) RED FL 253 « 55U L THO D HHEA
ko —~ MBS L7 11923 #5850 ALL
Ja1 FLT3/FL-interaction &4 L CHi A MLIFH
ANZT AR b — ZAGE & 72 0 MRD DI
BG-LTCWAAEEMENRH Y . TR h— 2K
FUPEITHT FL HAGUAR THA BTl S 2 03F
BIZF v Eind, o T FLT3 KRy
FHEAIZRINT 5 2 & T, 11923 H5EA ALL
Hife & B A b r—-~ & O FLT3/FL 41 AAEH
ZBRE T XL, ML A R S A
AN~ DR M A [ & 2 ATRENEDN & 5
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(1) 11923 #AE7 ALL ABAAKICF351F 5 FL #5E

PEHI A BI#R 11~ 0> TGF-B1 D BE5- & TGF-B1

H & OEWFRIREIZ DOV C OfENT

D 11923 #xEEAY ALL AL KOCL5S %
W, FL 5L TGR-B1 BRI & |
FL & TGF-B1 O HIRANKF D TGF-B1 s 1D
FEHLZEA A RT-PCR 154 F VTR L 72,

@ FL RONTGF-BL 1T X 0 FE S L 25 HEhl
WHIZh R % thymidine uptake &AW T
REt L7z,

@ 11923 HxMERY ALL HEIEERIZ 35 1T 5 FL 5
PRI AR 1k~ TCF-B1 type I &K
PHEHK| DR % thymidine uptake 5%
WTTRRET L7z,

@ FL & @R & ORI TGF-B1 O #ifa[=]
g~ D ¥ % BrdU+PI Y ik KON dye
exclusion test & HWTHFI L7,

® FL &AKHEEE TGF-B1 ORI & 55T
FILFA] AraC ~D 7 R b — 2P
% AnnexinV+PI —HEYLEAIEK N active
caspase3 Ye0 CTHiH L 7=,

® FL &AKHEEE TGF-B1 DHLFINC K % p27
DIEHEA % Western blot JETHHIL 7=,

@ 11923 B&HEERL ALL MIRRRRIZF 1 5 FL &
O TCF-B1 DAY FHIRHEZ KRR T TR
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® HEGAF FOX03a (2D T, FL M UMK
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FL Z @B L TWDEHA e —~vHil
KM104 & i 538 U | Bt FL gk Ot
TGF-B1 S AR EAI Z N L 72 B O ¥ 5E
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TWAHY A N JA % Cytokine antibody
assay & W TIRR LT,
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Analyzer ZHWTHE L7 & Z A, F0X03a
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ZD—JT, FEER 11923 EER ALL FiAE T



L7 ERE A b e — -~ M B ORIRPER 11
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