FHERETHFERRA RN RGBT REFE R A
WP ENSERENHER RS

WE: L& R (Imatinib) , B ARBEEAE A, = —M/ 0T & #8ETH A,
ERA TRt mRm S E RER R E. RETREEES (ARDS) =
Fraf ey — M RERE, URADEN EERENERE GME. BRBLWILEDR, FY
& & REH BUE MR ARDS.

KRH: FOEE, RETREFEE S

— WE

#5% B (Imatinib) & — /b4 TG F, LLE L #T c-Abl. PDGFR ## ¢-KIT HY
ATPase VE £ T Bl 4, [FlBt 4 aE LT ARG WG . P, c-Abl #F & 0yB HAF 4 JFE &
Fl oy fE A ALS . Ber A7 c-Abl 2 F W Rk G-, 7= 4 T ELH 4 78 L HY Abl B 2 R % B vE 1
W8 A Ber-Abl & &1, B 4A H WP B & B #93E BLJE & Bre-Abl FAME & iR fo % M F
B FfE g (GIST) ), [ER MM L uIEE LA, FIEReeE LA ARG D K *
RETHHEMBEREN, XAFDERETHATRFEM RIENAREFTREEEFLHE
AT EbEa,

RUETFREHLLG M (ARDS) WAL B3t BRMEHRETLAE, €7 Db RS dE &
RUEFHLENRZTIR, TR RMFOfE LM mENEHH. ARDSHERER
EFEFEWNRALE, I EER, DR RSRMEER . I&RFES T EaHE
fiig-EHmeE RENTERERG . REBEERFARBET T IFARNZL. TLER
ERHES, FAFHRTTEMIETREE. ARDSWIRSEMEH LE LR, T B
KRR AR BIER, WA, 7 ARDS ke RWH, BT MEBEENE I, BEzR#HT
BoZ AW, BIFEACRE, kT BRI AR, TR ERRAmLE, 7R
X&REHABMAE R, vX2FRIBAMOFE LG, £—FIFEMAMN, F7
SIR W MEA R E . TR M A AR B U & R EE R A R AR X, AT
FEAEREIKA G ARG AR ZE AR RESEEST R, HkEERE
557 ARDS R B A BN, AEAREEREFEDRAERR G ARARNR
W, WAEBRIE B REIR B T BOT ISR BRSNS AR KBRS B R DA R R I ) A



A A 7T Y, (B BB R B T R 1 D A R 0T JE AR ek 1R

o

=, FLEHRIEIT LT B IR AR

Abl Z Abelson RE M FFEFEEFARENNEFHETS, ©RB ARk —
f, EOHIALS A F A E AR A B c-Abl (Abll) F2 Abl #1 % 2 F (ARG) . c-Abl fu
ARG W B AL Wi lg 4 M B B 94% M — 1, ERCNIMAEMEE CHATRE. &K
c-Abl #1 ARG # @ 4 45 % & [F| R F-Al 5 & & % M 3, {2 c-Abl # £ DNA % # 5 0 G-
actin £ 3, ARG U84 Talin & & # F-HlL30 & & & 4 84 8 2 .

ARG 54 F R BT Hx. #lin, ARGEMEI F-HlaiZaRxEr2NHEERE
faF-HLeh & & 2 H U, tish, ARG # 3 4R 8T AL 30 & & # cortactin & B #7 N-WASp
FEOWSHRAKRETIG RO LEN, EREHMEY (WEH, BREE. HREBEY
BE) FREEEARF, ARG X AT F B3 88 fEHA T ARG 78 M 89 % 8] 4 A
Aot ]

BN RME, F 5 RAC ARE R AFF R & W 2 48 (HPMVEC) A1 Eft i &
AorRhEFTNmALE, TTUREARLEERNET. KU, EEIMEH ARG
siRNA #1 % ARG, LB &R REEnmE A FEEME. ARG £ H ik /N Ret#% %%
VEGF # ST REM LGN m, #—FILH ARG = i1 E 5K & & F 8 K #N
4, X EHFERA, FLEREHELNH ARGHEFENBEFFNEEE, FIERE
REABF AR T AMMEMA KUK L ESRMENEZREE (K1, %
2) .

1 XTHRIDHRAH LTS KA ARDS R IA R TEERR (R

Model Effect of imatinib Reference
Kurimoto, Am J Physiol

Rat aortic endothelial cells Protects endothelial barrier
Heart Circ Physiol 2004

Human umbilical vein endothelial Protects endothelial barrier

Aman, Circ 20121
cells Improves cell-matrix adhesion

Human lung microvascular Protects endothelial barrier Aman, Circ 20121




endothelial cells

Immortalized endothelial cells Protects endothelial barrier Chislock, PLoS One 201307
Human umbilical vein endothelial
I Protects endothelial barrier Kim, ATVB 2014
cells
Mouse lung microvascular ) )
Protects endothelial barrier Stephens, ATS 2014

endothelial cells

&2 XTHGHRANLEB R ARDS #HHIA R T HEBER RAF R

Model Effect of imatinib Reference
Isolated perfused lung model

Inhibits lung vascular leak Aman, Circ 2012
(mouse)

Miles assay (mouse) Attenuates vascular leak in skin Aman, Circ 20120

Cecal Ligation & Puncture (Sepsis) | Attenuates vascular leak in lungs, ]
Aman, Circ 20120'%

(mouse) kidneys
Intratracheal LPS (mouse) Attenuates pulmonary oedema Kim, Crit Care 2013%
Attenuates lung vascular leak Stephens, ATS abstract
Intravenous LPS (mouse) -
Improves survival 2014
Intratracheal LPS (mouse) Attenuates lung vascular leak Rizzo, ATS abstract 201412!
Miles assay (mouse) Attenuates vascular leak in skin Kim, ATVB 20148

Bz A, B3FERAFIRE DT FEERENTHEIA, BRFERMEINT
K&, RABEIAHE ARDSWH M EMWAE (RI: o EBSRMmAMN) , AREBT
ARDS, REXWHZANFIRE, TrbHkEME R, EEEHWEHEMET 7EEL
T, FHEERER&HH (X3) .

&3 XTHFDEHRAMNILE SR ARDS #H W IA R KERR (AKRFARE

Condition/Disease Effect of imatinib Reference

Pulmonary Veno-Occlusive Resolution of pulmonary ?edema Overbeek, Eur Respir J
Improvement of oxygenation

Disease 2008
(<24h)

Bleomycin-induced pneumonitis / ) Carnevale-Schianca, J Clin

o Resolution of pulmonary oedema

lung injury Oncol 20111

Idiopathic Pulmonary Vascular ) Aman, Am J Respir Crit Care
Resolution of pulmonary oedema

Leak 20131

R, FETRAEEN AT RNALTREREAE (ARDS) , £k &%
FETWMAAEE, BF (MW7) AN O FAFTHEEL T, 37 1762
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%o FHERATRLERKARDS 5| R E A T EMHAE, IERKLEH LA K ZEH
FLHRREEEL2K LT, AZaWHiEirE, ZU0K ARDS 1F 47 5 & B 2 255 F 09 31
WERNEFRIER, AHRERLRS5F LR ARDS s K%, UHRKELH
Kb,

5% Xk
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