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R R OBEEE (FnC) : PECAM-11ZCD31 & & IFEA 2 130kD? immunoglobul in superfamily DH255
o3 C. WEGHIRE & & MRS R EEIC BT 5, 22o0F a v U U AL ITIMGEIR Z A L,
RS 7 F AGE A RT3 2 & AN STV 1B M B BEIE 1 (5 oPhB e 2k U o R3EER
PEE MR A5 Xk 2R A o o o % —PBCR/ABLIEBLMALZ 351 T . BCR/ABLE L USre 7
7 2V —F%F—EDPECAM-1DITIMESZ U Vb3 5 Z L2 RWE LI ITIMOTF ey )
Wiz X 0 SHP2S RS A LI Y kb9 % & & H12.6ab2 & b AR ATER L. Ml N 7 Uz
EORIENCE G4 5 Z & BHEZR S 7=, BCR/ABLF 12 & o % F—F PR E K imatini bl 25 BE255K
RT31511E & ¥ 3 < PECAM -1%& U »F{b. L7-, BCR/ABLISELHHNAIZPECAM-1% Z BRIFRH 45 = &
(2 &V | Rapl/MEKFRIE OFEMEAL & a5 2 L L, imatinib*<°BCR/ABLF 1 & > &% F—¥HE
AP EF dasatiniblZ X Amitochondrial&s & caspaseDIEMAL Z N L= T KN b — RiGHE %
W Lz, 206 OFEE KD PECAM-1IZBCR/ABLEM: AR IZ IV T, Ao A My koo i
BICHEELTWSD Z LSS N7,

HF4E p% SR O A EE (35 30) :PECAM-1 (CD31) is an immunoreceptor tyrosine—based inhibitory motif
(ITIM) -containing surface glycoprotein expressed in various hematopoietic cells and
plays roles in regulation of adhesion and migration of hematopoietic progenitor cells.
PECAM-1 has also been implicated in activation of the Ras family GTPase Rapl and in
regulation of apoptosis. We previously reported that BCR/ABL activates the Rapl/B-Raf
signaling pathway to regulate proliferation and integrin—mediated adhesion of Ph+t
leukemic cells. In the present study, we demonstrate that PECAM-1 was tyrosine
phosphorylated in ITIM in various BCR/ABL—-expressing cells including primary CML and Ph+
ALL cells, which was inhibited by imatinib or dasatinib and was more prominently observed
in cells expressing the imatinib-resistant E255K or T315I mutant. Transient expression
experiments further revealed that ITIM in PECAM-1 was tyrosine phosphorylated by BCR/ABL
or Lyn and was dephosphorylated by SHP2. Overexpression of PECAM-1 augmented
BCR/ABL-mediated activation of Rapl/MEK/Erk pathway and enhanced chemotaxis induced by
SDF-1, which also induced tyrosine phosphorylation of PECAM-1. Finally, PECAM-1
specifically inhibited apoptosis induced in K562 cells by imatinib or dasatinib but not
that by the Becl2 family antagonist ABT-737. These data suggest that PECAM-1 may play a
role in regulation of apoptosis and migration of BCR/ABL-expressing cells to modulate
their imatinib sensitivity and would be a possible candidate for therapeutic target in
Ph+ leukemias.
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BCR/ABL 1% Ph Y2 (o (RHR A |2 1 0 A U 5 e
Fur X —8T, FHtEAMmPE (CML)
O 30% DR ANANE Y SBR[ M (ALL)
DIIEIFIA & 72> Tuv%, BCR/ABL 125 LT
FERAIIHZER] imatinib 2SPE%E S U Thy 1A=
RO & U CRRIRIGH S, FRIC OML BRI T
ILEHRIBEIENE SN TWDS, L,
% < OFTITFRIFE B BRI AED b, F
Fu o r—BHEkoT I BERIC
X% imatinib MHMEOFEA & ERRAIIZHGE &
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imatinib HEMIEHE CIXIZIET M EF RN
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FZ54 2. BCR/ABL 73 Rapl/B-Raf #I& # 7%
PAL LR E L 7R b — 3 2 Mkl B
B ERI-T I ERONE LA L TE
72e & ZC. ABFFETIX Ph AMYKIZHT 5
imatinib {RREVEDELE %A HHE L, BCR/ABL (2
LI+ EGEHAE Rapl X Rac B
B-Raf 7 —EDOIEME(LHERNE & | TR
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ST L, BITERRRBIZ M T TV D85
FEGEAER L Raf IZxT AMHEHK L
imatinib & OOFHEIEOFEIMEEZMFTT 5,
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(1) BCR/ABL |Z & % Rac I&MEAL DB OfF
B BCR/ABL (Z & V {iFMAb S 4172 Rac 23
Raf—1 {EMALOTEMERRSEFE (ROS) PEAE & Al
B ES O AR b— v AN 7=
HE % F U RT 5 dominant negative
75 BRI KL WV knock down 152 W T invitro
BEWin vivo THRETL., BFEMNE L TO
BEREPILNICT 5,

(2) Rapl (24X % B-Raf i&EMAL DO E FOME
B ERE & [ABRIZ LT, BCR/ABL CTiEMAL &
AU7- Rapl/B-Raf #&#& D& E|IZ B 50T 5,

(3) &5+ G B AEF LU Raf/MEK -
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% farnesyl transferase PHZEZK (FTI) P
statin 3 & OV bisphosphonate & & | 1&45+

BGENE LV T d Raf <0 MEK OFHLEH] &
L CRH3& S 47~ sorafenib <2 AZD6244 %2>
VT, Rapl =2 Rac 38 & OV B-Raf /MEK {&ME D
HIZh A & imatinib & OFHTEA apoptosis 7%
AN RIT-O & Ph Gt A B RRIA 2 & 6
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TERE L. MMNS 7 AR O HIEIC B 53
DT ERHEE SN, BCR/ABLF 1 o FF—
YR EHK imat ini b4 28 FEE255K-°T3 15114 &
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