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[0001] %mtrn(D^mmmz®m£<:§'mk$j£z>j5}£, ikxffrfr 

ftil&Mr 
[0002] ^ K. ©ifiiM£it[|J^^{t41z[ ii fa 

jSnfrWite, SAI, Sii^i 

t£Z\,z&^TmWif&<s HHfClz, ifo/J^i 

ft£lz J; y 56^3 tiT $fco ESMX&iPSMMti: 

>tf hmcfc^T^Mbf^iU 

[0003] fP£#£>ttN t 

56ilU lfo/J^©7-X£ LT©ESfflj&©#®1f£^LT^£ OftfF&SM 

o Ztcs 

[=|lfai>RlrEJii (human Leukocyte antigen; HLA) jS-ntt®Rltb^ 

Ltc (^fFiS^2) o 

s tiz^mtz.t-c 

=t0flS^tTi\ -f >tf h mz£^Tito/NJxli£Am^flS^T£/ctfHcSIf 

te&ffiZm%Ltc (^»3) 
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^ (pseudopodiaL formation) %Ml$Ls -^CDlffl^K^BTK"it LTlfll/h$i£: 
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ifcIht&o ^^(endomitosisKcJ: 

^T%mktz>t%7LbtiT^z>0 fimz, fimmftMRzfffi 

iL4i:z>z.£-z, 
Ztl£?'lZ%< ©ffi^|l7^n3tlT^-g>o Lod 

ier £>l£ (IM^fF&SU ) s \ftmiZti^Z, ftglMli&tilZtlZ 

tow, wffimBMx. 
tfj&jMM$Mlz%P&1)<£i;T^&zt%BMe,i)HzLfco tLZ, Ztib^yM 

RhohRX?Rock(D)&&%:m^tZ>ZtlZ£<>J, J; y 

0 RhoAtttfl^KSfeU Rho^r 

f-il(R o c k), citron kinase^ LIM kinase^tlcmDia/formins&£f^;'atjN 

loMl7x^-a?0iSttlZtlbO^^fcb, RhoA& 
t^Rock^zmtm&i&tiizizm^-tz>mT(D}%>m%:mmtz>ztx\ ^mt 

Z. £tcs integrin aLpha2/bet 

a^^ZitLW-t Z>Rho(Di/ V1-)\,1fi^1$tlZ> 

1&M(Dprop Late Letff^^PMS £ tl£ £©ixn =&£>£>0 

[0005] JU K 7 >X -Y >I£ (ATRA ; aL L trans retinoic 

acid) N tX 

^BRCD^MbtCH-^ LTl^'i) Z1 £:7^$lxca£tlTl>''i>o Schweinfurth£ tiN ^ — 

;u h7>xi/fy -f >llxtiA,;u7°Pi|-e7fej55c^^^^;&Miit"^^#^ 
ib^^ti^^jidiLTi^ (#f#i^»3) 0 mmmfe 

J v wo yt& t^.mt(D%mt%:i&mt& z t am 
fF&SM) 

LT, mn 
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[0009] ±mmiz$kfrs ^mmmm (ES«, ipsam&£) & 
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(^»3#B§) 

YC&^t/BMn taEmztizj^j, mmm* 
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$Mb (^5Eik) L/ct(DX&£>0 

ztx\ &mtz£ y < it#* C: £ K/£2J L 
tc0 

ztcs 7# ^-isxmmfcTvmmmzm^s 
iMtg^PM-r a c: ^ tc<fc y % ^b©^A<-ji±#-r•& c: ^ u/c 
o S/cN LTs ROCK (Rho-assoc i ated coiled —co 

it forming kinase/Rho^^r^--tz) PMftk HDACPlS^lJ, 39°C^tt-g>i£ 

tc, T7? ©atiPMSye 
®mtz£> mmzfem3tizz.£ zR&Ltco 

Wft T?3 ti z M&ttt^X'bta) #yiz m ̂  z t £ % 
ft Ltc o 

$biz, *&BM%p,izs ^[z^mtLtcmmmmmz&^x, ±§E 
7# K-xmommmzmyr&ztiz* y, --DO^mm 
^•frbM^tiZ)ifa/jN^g;^izi^pizzt^^thttt^iz, iSite 
iZROCKm^M^WXX^tZZt^s lftl/M£j^£*W£3 blZ±tf£Z 
ttfpmx&zz tu i£ssm 
*mn*™i&tzizm?tz „ 

[0010] ttztts 

[1] ^yj/iXh-oXs ^mtWKD^mtM^i/Z 

is^Xs 

£#&\ f5lk ; 

[2] ttilET7/^ h->>Xiiyil5?^ BCL-XLitfe^-efei,, ±§E [1] tC 

BES^^T/i ; 
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[11] 

±IE ci] [9] 0^-ftifr 1 

?#T, zn 

(Dmm^nuLx, 
L T fj 9 % ±IE [1 1] tClEi6©^;i ; 

[13] ifii;*&u Rtf/xay^-

±IE [1 1] Xtt [1 2] K§Ei6(OT;£; 

ci 4] IS^ISSP^T^ ±IE CI 
1 ] frb [13] (D^-ftlfr 1 iItclEi6©^";i ; 

[15] 37ocxn^s ±IE CI 1] & 

b [14] CDl^ttlfr 1 WZB; 

[16] fulE#^bg^it«0)±Ml^T\ i&JfeKROCKPMSiJ&tf/Xtt 

±IE [1 1] fri? [1 5] COIN 

ttifr 1 iltclE®; 

[17] fu§ER0CKPlS$W27632-efe ^ T7 ? h $ 

±IE [1 6] tC|Ei6©^;i ; 

[ 1 8] ±§E [ 1 1 ] frb [ 1 7] OLx-rtlfr 1 3lJCBE«0^-e»ij£^tl 

/clfll/J\fe ; JkXf 

[1 9] ±§E [1 8] tCBEmgOlfil/Jx^^-a 

izmt&o 

[0011] *f%mz£M,& &m*mm,(D%mk*x%hmzu.mtz>zti?-^mtt£ 

^wfrbmbn%^mmBtvc%9.Lxib, 
(m&\ 4nu±(D^mtrnrn(Dm^(Dm^ 
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tztzs 
tfviffi £t&2>0 

ft«^ %mmo %mm LS MA 3 iz§am3 n 
tcj5)£XZ(D%1fki it, *%m(Dj5)£lZ \stz1fiT 

iim^mizt^o z^izs zMib^xhv, 

[0012] [^1A]iMKPC-typeI©ig5ScW'f K t) -f tc$m 

[^1B]^1 MZTFfZ'rViL-MZLtctit^Xs SCF^TPO (S + T) N SCF^EP 

0 (S + E) N SCF (S) N TPO (T) &t/EP0 (E) ^mztWXX iMKPC-typeI£ 

i^mbtct^(D, mmtiomtz^to 
[|H1C]H1 1 A \,Z7jk~$~Xtris n — JUCO80 @ tCN i MKPC — typeI0^®V —1}~ CD 

7 •— •+M K P< — $ — Xffltft L/clp^^r^fo 

[H1D]Mwlfiia^CD34PiM^-ec-MYChBMI1^^iJ^il^-y:N 

[g|2A]iMKPC-typeIia)±^m^^-r^Ht^ K ±> -f 

o 

[m2B] i MKPC — typeIUZ £ tt £CD41 a£CD42b0fgii£g|^tc1"0 

[m3]iMKPC-typeIHC^lNTBCL-XL®^y^iE,hp53jtfe^a)^»fy^tT 

?tct^ (D^mt t, is £ tc 7" U tf x * 51 > £i£ifetc35in L tc*!£•£>#^b 

Lfclp^^r^To 

[|14]iMKPC-typeII0iimtCftt£BCL-XL0*^iP£ij^/c^Jil£^-to 

[@5]R0CKPa#£iJ(D^J**(D#^b^<Dim> ^Mt«^©MYC/BMI1 

K^>+M 7 'J >S6T, !Xh7^-«fiTT0 
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ROCKPIS^IJ (Y27632) (10/AM) £8S2JP U 7 0ffi|LfdI, 

o A&% R0CKPIS$IJ£JQ;IT^&IN» (vehicle) £JP;i 

/c« (Rock i) %s h-eifefe^ 

D41a£ftCD41a#i;tt-elkfeU 7P-+M K P< -*--C$#r Ltc%5mXfoZ>0 

Bl£% k(Dl^^<fz>y\tLtc^(DXhZo 

[|H6]390C"T:'±pStCj3^ 

39°Ce5 S^±ML/c^ 

, (GATA1 (A) N PF4 (B) N NFE2 (C 

) N /3 -fa-^UV (D) ) 0fgi!M££MPCR (q-PCR) ;£K<£ L 

tco GAPDH®^i|'MKlftt~£>tlJ'n £^t~o 

[El7]7^^ h—>XMmfc^©1OT-fe£BCL-XL0^J*«0#^btCtt 

^J*«*©MYC/BMI10fgii£#P;L ROCKPIS 

£|J (10/AM) BCL-XL^^ii^-tt, 701iSiLfc|, #^b©*MJt£ 

I!'**:,, Ate, MYC/BMI1fgii« (£H) N MYC/BMI10fgii£#p$yLROCK 

PIS»H£*T^/C« (*HI) s MYC/BMI10^»fy^t/ROCKPlS^iJMH 

KflPa^ BCL-XL£fgii3-&/c« (£IH) 

^^tV-^--efe-g>CD41a^^CD41a^fr-e^feLs 7P-+M K 
B&% A0^^^^7'fbL/c:fc©"efe^ 

o S/c, C&, &#2NN 4NN 8N^t/8NJ^±tC7^^T^^«0lMti¥m-e 
J)So 

[m8]BCL-xL^ii«0±^mffl^o L 

, ROCKPIS^IJ (10/xM) BCL-XL£fgii3tttcBB (CD41a+) (•) 

(CD41 a+) (•) CQlffl^itCQ^b^ipSSiUCft L 

^^7-fbL/c^"efe^o 

[|H9]p53y ^J*«*©MYC/BMI10fgi!£ 

Wx, ROCKPIS^IJ (10/AM) #6T^ BCL-XL£fgi!£-&N p53Mfe^ 

£7 39°C-e70^±ML^ CD41a+M0#^b©*MJt£P 

^/co A&N p53^y >>^y^7>LTi^^i^=i> hm-JUlfflj^ (PVKP-JU 
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^i^coiim/omco^MM$i^ °g^(0^q>$#0liifo$a<£/uv[0il^] 
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u Bti% A0^14^7 7 

it u/cto-efe^o 
[Il13]7"b L/c«0i^gMo 

J^©MYC/BMI10fgii£#Ppu Y27632 (10>u.M) (0.5mM) # 

ST, BCL-XL£fgii£-&N p53Mfe^^y 

II£L/c« (CD41 a+) (A) £: 7"b (CD4 

1 a+) (•) (DMm&amtZi&mBmzttLV^yitLtc (A) 0 %tc, B 
tc c ti ̂  

[^Miifii/jN^ai^^, BCL-xL0^ii^M btcmtrtmm L&i^ii^tcfc 

^T, W&Mtifll/jNfetc£t^^>CD41a<hCD42b®%l%££0 

[^15]^ 1 4 BCL-XLfgii0ON/OFF0ttC£tt£M 

^^It)lJJL/c^^^"ro Ati, CD42bPittlfll/jNfei^ Bti, CD41aP§1f/CD42 

bmmmmmts c&s cvMammmmmztt^to 

[^i6]ifii/jN^ai^tc, BCL-xL0^ii^M btcmtrtmm L&i^ii^tcfc 

l^T, iM^Jt£35°C, 37°CN 39°C£: LS 

^t~o 

[Hll7]ifli;*, 7-r-y-lfflR 7"l/^^f>©W, ifii/MJ5$UC^£ 

S^ff £: SJWl^ tc $p ̂  £: ̂  t~ o 

[|H18]lfll;*, 7-r-y-lfflR 7°l/tf'7^f>©tl^ CD42blfll/jNfea)SiJ-^ 

tC x £ S^ff £: SJWl^ 7c $• ̂  ^ t" o 

[|I319]|E^^$ffl^CD#^'fbl£E (MCB expansion) (Platelet 

production) 

[H20]BCL-XL0fgi!#p$ytCj; y CD42blfil/Mj5©ty"^±# U 

&7 -T - y—£ P& $ N 7" b tfX $ =5- y £ JQ X & Z t tc <£ y CD42blfil/MJ5 

CDflJ-n A*3 £> tc±# LtcZt O 

[^21]£^iMa/M£© 'J X K-tz^>;i^^tC, CD42btcMfi>atiWPMSL 

l*HIP1^;L£i^ff£iJ^c^J|£^to 

[H22]in vivo0lfll^JFMtC, CD42btCtt"t £&tgftPM*n;ttHIP1 
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9 £ HI-^ tc|p ̂  ^ t~o 

[H23]ADAM17PlS$iJKP-457 (S-45457) £ JPpLTjt£3 •££ d £ tC J; y GPIba 

(CD42b) LtciPSMMm&M'bfa£> ADAM17PlS$iJ£JP;L& 

^ft^tlNOGv^TJClilfilU mm 

fftlZ^i-^ Lfclfa/h$i®i££:>I!]/E! Lfclp^^r^t"o 

[HI24]t S£^lMa/jN^£KP-457#£T^ifa/J\^&^ajCCCP 100MM^JPXT 

M^Mb^/c^OX KP-457##£TWCP£j!jPa.fc:&<Z^ 

^ti^tiliifli U L/cifii/HS0$(£>fJj£ L/c^^^"To 

[0013] (#^b^J*«0i^£^;£) 

t z> o 

MMIZ&^TS §£«£±£s-t 

/c, ES«, iPSM, Mwifli • •S-itifn. • 

£$Mb^i#3 tifc^fboiiA, ^.WtMBxh 

o 

S/c, ^fgBJ^Cfctta r#^btu©^^it«J Ktt, CD41aP§1f 

/CD42aP§1f/CD42bP§1ft LT tt £ tl£«=fc#S tl£» 

r#^b^i*«j Xfcfc r#^bLfc^j*«j r#^bfu© 

tm L/c«x&«ig¥© c t Z 

i^o *m%<Di5fezfemtz&&®MM<Dm<2mm'&iz!l^ 4N 
J%±.<OMW fcaw* ^mtbtc^mmmi £& 
&0 ^{kmv^mtm&xfo^xtj, ^(Dm^-DtmR^^o %tc, m 

iZ&^Xs -iz =t(D«ig¥iz£<*IZ33ttZ>&OWMM.iz 
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z &mt u tc ̂ mmm t^?zt*>$>z0 

[gen] ^mmmm (Esam^ipsam&if) N 

(ES-sacXtiiPS-sac^t^-r^)) 

ES«x&iPSMfr^pi^ft£ hii 

jttlJ 

) £#&=&© 
(D z t xh Z> 1 ^ 2 RZflE^Xffl. 2 zt) o 

s -(-y-mmtrnzmmbs 
*S;UI<1ifF£li1'JSU ga&ftKES 

m&fot bTMiLtsntc*j(D%:{£mt&ztifx^&0 

£tcs ipsiffl^^^ffl-r^ii^ wmm (mt^ 
if) (J^~K ZZX& wtzm 
>\WTi tmtz) mfc^zmxtzztizj^j, Esmmtmmftit^m 
^mnbtcw&'z-fotu& m^^z^ommxh-ox^ <n\ 

txiz^Koim^-hm^tixisv, m 
X&s Oct77$'J - (m&\ 0ct3/4) N S0X7 7$'J- (m&\ S0X2, S 

0X1N S0X3, S0X15&tfS0X17&if) N KLf7 7$'J- (MPiU, Klf4% KLf2& 

if) , MYC7 7$'J- ($IJPU£\ c-MYC, N-MYC, L-MYC&if) , NANOG, LIN28 

[0015] ^m\mmm^imbtc^mm(D^mmm 
m3tpX r^fuHMj i:§B*6LT^£ =&©£#&) ^-CMYC^CDiM^ 

immmmvmmzm&zzt 
IZ-D ̂ X%L£%LX^Z JEM, 207:2817-2830 2010) 0 
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LtztfiTs zmtm® 
LT, 

(D^ftifrX\ £J*TF©(i)~(i i '\)(D^tHfr(D 

§£« * mm u x mm s t* & n m £ o x m % n 

(i)p16mi(E:fSlls? ; 

(ii)Ink4a/ArfMfc^©fgiit£Mt£mfc^ ; 

(i i i) 'J 

^ LTti, MYC7 7 $ 'J Src7 7 $ 'J 

% Ras7 7$'J-mfe^ Raf 7 7 $'J HH^F, c-Kit^PDGFR, No\t£Z(DZ? 

• TM >^±-if7 7^ 'J-M&TftifZmfZZt&XZZo (i)~ 

(i i\)<DmfeTt LT^ BMI1N MeL18% Ring1a/b, Phc1/2/3. Cbx2/ 

4/6/7/8, Ezh2% Eed, Suz12% HADC, Dnmt1/3a/3b Z> Z tftX^ Z> 

h\ BMIIit^A^JCjfS IA\, 

^ IZLtctf-oXfi^Zt tfX $, 

b&&{bm<D^$MBBlzftibT&^?tifr<08$gx 

^ mmm K & i vr t n e> © it£ •? © fgJi # g§ m •& n n u £ ^ 0 

[0016] (m&\ BMI1Jt£ 

?) tCti, IStC^-^cDNAIB^y^^M^tlTl^mfe^ti^OliCDC: t> Ztlb 

&%I<D CDNAIB^U om mmzm-i^x itt&mt 
S fl£>o 

MYC7 7$ lJ-mfcT(D?-ta, c-MYCitfc^tt, IB^U# 

^1-e^^tL^^SB^JA^^-sit^-efe-So c-MYCit^©/*^ 

^©CDNA@BWS @B^ys^i 

tC|W|—(DW$\\t>s & •SiHfe-?® Z t X$)<£>0 IB^l]fi"*§" 1 ti'S^ItlB^ll 
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£DNA<>;, $<)60%J^±, Oft b < M70%J^±, J:i>Jti?£b<lim0%s 81% 

, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 9 

3%, 94%, 95%, 96%, 97%, 98%, ft =fe U < fcM$99%<Z)|^-1f £#f 

£IB^];6Nb&£DNA, t, L < l£, SB^Jli^1 

K 'J y v x > 7 'J X"C$ i>DNAT' 

Ctie>©DNAKJ:oTH-

ffflf&fti:, COlffl^0±g(|iStC^t"•§.^(D(DZtXhZ0 

[0017] 

X'fo&o BMIIitfc^CDJtfx^q^te, ^(DcDNAIB^y^, 0!J*J£, IB^O 

2 -e^ ̂  ti § ̂ itiB^y trnnfoizm-mmfrbte&mfcToztxfo 
& o iB^y2 -e^ 3 ti & mtiB^y £ MMM IZ m-oaa^y t^b & 3 CDNA ^& 
, S3^#^2-e^^ti^lB^^e>4^DNAi:, ^60%J^±, Jf^L<tt^70% 

JctyjfS L< &$]80%, 81%, 82%, 83%, 84%, 85%, 86%, 87% 

, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 

mtfrz b< ti^99%©iwi-tt^w-ri)iB^y^^^^DNA, is^y# 

%2-emt>$ti2>&MmmzffiMKjtemms*>&&DMtz s <J »'XVK& 
£#T"C'W 7"1; ̂ YX-e$SDNA-e«)oT, ^©DNA(CJ;^T=I- K^tl-g. 

MYC7 7$ 

mmmommtkfemtztoxDz 
tXfoZ) o 

[0018] i # 

felb®l£^ito/J\Mt£h^£PflSL9 htc/sbiz, ^mtumzA&rnlzz.ti 

bm.fc=?(Dm%£MJLttct^o »Jt & 
iitCcfcU, $lt£W&lfil/J\Wcl: yfifttij^ti^-r < &£> (^^3) o 

[0019] *BE!ffl»tC£lNT, \7# 77*0 h-vX£#P 

$yt§mfc?T-&tU£#M£3tlt\ BCL2}Ifc^, BCL-XL3lfe? 

, Survivin, MCL1 btl£o 
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&ts zztz^ta 
Lfc0 ^mmo^mtmmtpomrnfc 
? £ (i)~(i i i)(DMBT(D%imm\£ *TT*° h — *>XmymfcT 

[0020] ^B^-effllN^tl^BCL-XLafe^s BCL2Jt<K?^if©7/^ S-S/X^JCpfy 

f £mfcT^ ti, f T?tc ̂ (Dcdnmm3 tiT ̂  Zitfe?d £ 

, Ctl£&ft©cDNAB3^J©*@ll1ftCg^T$3fe&fl&tCj: y tl^^E 

• ?=&#£ ti£0 mti\ T/1N°1-^-efe^BCL-

XUtfc^t^ B3^J#^3^3ft£&&B3^Jfre>&£it£?-C&£o ttc 

, BCL-XLit^©/1x^P^i:ttN ^0cDNA|3^, mti', B3?!l#^3-e^ 

3ti£$&B3^J£Sfffttcil-©B3^Jfre>&£itfc?©c:£-C&£o IB^lJ# 

^ 3 -e^3 tl£^1113^01 Hff W tC 11 -013^0 frbtaz cDNA t lis B3?!l#^ 

3-emztizsm^^^zDNAt, m%&±, u^b<^tW0%^x±, <fcy 
$f S U < til<D80%, 81%, 82%, 83%, 84%, 85%, 86%, 87%, 88%, 89 

%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, Mtftg b 

< ti^99%0[^H4£^t£I3^fr^&£DNA, i L < ti, B3?!l#^3 l?mt) 

^nzmmmizmm^mmfrtbtezmhtx K >J >^X> s&£#T-e/\ 
-f 7"'J $4 X-e$i)DNA-eS>oT, ^©DNAtC J; c>T=1- K3tl£^>/^ff 

ifs 7# \-~iyX^m\\tZ^]^MtZ^j(D(DZ.tXhZ0 

[0021] i:t\ x h 'J h^m^iz^-iz^iz&feznz) 

/\-f 7" 'J -tz - a > 0gzft(D Z £ ?\ —BKl tc 7°• - 7"S, 

s.t/±^)l^tcft#-r^^w^^i^^-efe^o —flstc, 7n-7tfm<& 

Ztj&tytZ7--x) y?(Dtctib(D}EJk1fi%< &y, 7°P-7'^'®< 
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/WX'JvKMf&lis -MtCs y ^ 

Z>&7 Z>0 

mti\ 1&X K 'J >y'i> h tagiftt LTs /\>C 7"'J -tz-v a >t£© 

7-f Jl/*-©2fc&IS:Pgtca3lN-c 370C~420C©^jt^~K 0.1 XSSCN 0.1% 
SDSS&WT?2fc&f £ C 11£ £if± tf £ tl Z o S /c, i% X K 'J > V x > K 

mti\ SSfc&IStfgtCfclN-c, 65°C% 5xSSC£J;t/0.1%SDS*T& 
i50 x K u >y'i> syi^< t-£c£ 

tc<fc y % K£?#£>c£tf-c$£o 
[0022] mmfe^s (i)~(iii)©mfc^ 7# K*M 

ft -egn^y fgii s •£ *> t§£\ ^ tc 33 ivT JH j® © IN & & z tc j; y 
LTtc^lN^ ^Ijxti\ hP^JUX&iftC 

ct LTs $01#Uft tC^IA L, ^§iE^ t±"T t cfc INO 

t-iz^vm^m^fiom-Ss ^&7°p^-

* - © ~F3fc tc Rftg tc m$ L , C ti £ # A'* 0 * - tcjf 

ALT, Iffl^fttC^ALTg^mfe^^^ii^ttTt^lNo CCT\ 

Rltgj tCj£$£t~ Z tits §£7°P^-^-tC^T@^mfc^7^>;UC£lB3 

ti, g ©mM©fgi!^i!£ ti£ J: 9tC7°P;E — ^ — 

tZZt%MVfctZ0 ^^0^©^tCfcNlNTti, ^Ijxti\ CMV7°P— 

9-s EFl7°P^-^-&£f£^ffl LTtl^tCg^Mfc^fgiiLTtJ; < 

, foZ^lt, =7- h^+M 0 'J h&if© h7>XS 

^tCj;^T;£14»P3ti£xbp< > S©£BB~FtC, ^&7°P^-^- (If 

»M©7°P^-^-) £IBMU mti\ HajM&if©»PtcJ:y g^it 

fcTzmm<]izmm$-£zzttjT&z0 c © j: •? &£££y tc j: amfc^rnrn 

iilsfXti(i)~(i i i)©mfe^©mM©^M^P^^ii-r^ 

fc&lZ, ^t£#tCfclNT, 

C©J:9^^ii^tT9/ctotC, Tfr|£©3fV LTt> J:IN0 ttz, 

MiiB©@fillE?tfe§iI<E?£(i)~(i i i)©mfe^t^ ^tl^tlSU 

— tCjfALTt J: IN U H —©^ $ — tcJfA LT t» J; INO 
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[0023] (i)~(iii)©jtfe^©^il0M 

teu ££&J#©I& 

)~(i i £Cre/Lox:>7>7zA&£: £#>^1 LTP&i LN Z tl b CDmfe-f 

£#p$yfaK!ia5-f afca&ic^ 
[0024] 77fs h-i/»y 

t££PlS-t£i*M£#fro fgii^ 

l^£tU lE^b^JU-ePlS-r^d^tillRb^ 

;i/-ePMf z z 1Zo 
P53Mfc^mmzs mmm^tLx, jA^^ti-ri^t©-^ m*<D 

mm iz 33 w- £ iB^y^ t, && •? & a „ 

tt£®^©&ffii;:j:y^£-c$£o "tconiktLXs p53Mfe^tc^ 

§zm^m%^ ®mmzm%PIStzn 
^E^miZZtifX^Z. (M&% JiAXte^^ fo 

^mxtz^t LTti, 
y/7-x/7 ̂  fy^ L,Tpb3mfcT±wzmmmmxiz& y i&ti-t•&^ cr 
e/LoxS/X^A&^fllffl LT, 

At" ZjD/ik1f^li~f btlZo 
[0025] ^ LT, K^tyht^ro" 

£/c^^^-tt/cp53^ >A?ff £«ftTAMtCfgii£-t^ «ft0IE^p5 

3^>/^fftCttt£^m&p53^>/^ff0tb>££J±m^< LT, 

H &<HC p53 ̂  ^ ff 0$|fg ?# £ tl & < & o fc PU] £ t~ £?#*>£ & *e 

S)§o 
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[0026] UTtt, yy^izyX)i, 

A;£N RNAi^T^^^^iNT t ctlNo 

[0027] (S*fttCtil^j£$IT&£>mRNA) tC*@*i 

-JSSWtctt10^SS~100^S^ 

~30^ss0£mVAxmfe?®m%£»Jt^mx-hz* yy 
^-tyxm^mmfoizmxu tc/w yj xz-t**ztiz 
<£oTmfc?0fgii^lS3ti£o yy^izyxm^, 

^-tz^T^ltti, »V7 
tfv$z>0 ry^-tzyx&Mtes DNAN RNAN DNA-RNA^P< 

STH&fifcStlT^Tfc £l\ 
[0028] HftRNA 

t*Mt%yy^yt^ Ji9 

£ !*/£ 3 ti T ̂  „ 'J tf-f-f A ti ̂  tf'jkto (D15 tc tit o x i&tlgft- t 

ZZtrfX^Zo 'JdMf'T Ati-flgfatCtiRNA^-e&S^ DNA —RNA^py =j 

[0029] RNAi;£ti, -^il^lttC<fc ^ 

jrpfiy *t}=xjx%wmt& fife# (o x"&±'&ifm i\ 

Rnh\9m*^tz>-Mmmt LTti, siRNAtfPtf£tl£o siRN 

Ati, Di?LK^»tCffllNbtli)iI^ fi#19~30^g*£J^ 5f^U<ti21^ 

S~25JMSfM^©-^HRNA-efe^o RNAi^J|£Wt£-*fI^I£t^ H8K 

RNAi^^^^-rz-Mmmt, &&© 

£&tCfi£oT!S!tt"&££#•£$£>«, S/cs RNAi^^^Wt--g)-^II^I|ti 

% -^llRNA-efe^Tt^lNL, DNA-RNA^py < 

, ti/c^i|-efe 
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siRNA, T>^iz>zm$s K"t£^I££# 

(WIA.I& JUX^<0 $—) 

siRNAte, =l 

- Kt^DNASrffllNTfc U —^II^II^U-70^^ tlTT'^ 

£-*|I^l££=i-Kt-^DNA^ffllNTt <U\ &#©*§£\ 

<fc utf^ti^-^iiRNA^ 7"u y>r xu 

^tfVMa^i^IX-So ClCDRNA&shRNA (short hairpin RNA) £n¥l£*l£ 

o shRNA^«K^#tT"r^)^i#^ (Dicer) tC T JU-ft 

\ =*MRNA£%:?TRNAi%}mZ%MT&o 

[0030] LT, P53 

p530'J 

£ d ^Fsi®faKp53©/JS1ffb£PMt~ £>;£&&£"?£> o T t, J; l\ 

[0031] p53 

<DZ$h\ 

mmvmmttfio ts CD4 
2\fl%l&<0M^*&<WL&?Z>&0\,Zt$LZ>o dOSPg-etts 
-f h^>fe#14^SCFfr^TP0^;b^ 

[0032] 7# v-^xm\ 
(a)70 h $ >*fl=rl«t£ 

PMSy-cftts-rai^ (b)ROCKPis^y-eMH"r^i^ (c)HDAcpis$y-eM 
m.?z>TMs ®'M<Hio^tCo ztizvmMiZctv, 
8i£^btfiifro 

lit, 70 */>&-&&£&, 70 ̂ yt<^^yil(Dm.^W(DZ 
tx\ tmn%m(Dmz^Mtwmm-^ii^m^Lx^Zo 70 

s =£—*-W&%£ LT$lt£U i|XlsJi©i]XlsMS]^^tC^^LTlN^o * 
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%m(D ^TO ti, 

<Dmm*m.^tZ;b<D-C$>?T*>£<, mti\ TO V^^isyW.£W(DM 

7l~ :> > fill (Myosin heavy chain : MHC) IIA/B ATPasePMStC#^ T TO h$ 

(Myosin 

Light chain kinase : MLCK) PMlC^oTTO K $ 

=&©&£##£*l£0 $^^>ttlIIIA/B ATPaseti, 

IZS i]XlsJi0i]XlsMS]tCfclNTtt^^SlJ;&ll9^^-efe''J, $7h>>$£fl 

$7h>>gii©9t>L2^ IJ ymtLT, TO^y-^Jisym 

TO h$^>>*t^©jFMxMt££$y 

ATPase^$^^>SII^^---tzti, ROCK^^JU 

©T^KfclNT&tgLTfckK TO 

ilLT, ^(Dtcisb, T 

0 K$^>>*fl=rMt£PlS£iJ^ R0CKPM$JJ;y 

tefofimzmiLs &mb*&v-mfemtz:ib<D£mxt>tiZo 
^0^-e^fflqmtzTo 

filiHA/B ATPasePMS^ijT'fe'ijN ~f b tf X 0 51 > (BLebbistat i n ; Science 

, 299:1743-1747 2003) %mf Z> Z t ifU $ Z>0 %tc, $^>>$£11^-

-tzPiS^y-efe^, \biit££itmiz>zti$-t:isz>0 toiifcs $x*symmw 
B MPasem^MX&$.X*>>mH*i—&m.^M£LTs $:?h>>ttlIIIA/B 

ATPaseXti$^^>SII^^---tz0Stt;&PlS"r^^II (mti\ shRNAft 

if) 

&fc\ r^iU £&* 

&^x%nznz>&:?Tz>u\'t(Dzt-z\ 
GOPIS^^JP U fflj&fcicsxy dS-&£c£9&)|*S|tcM< ztTi'&Z)o 

LTtctl'* 
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[0033] 

£3 •£ Tmm L T IN £ MB£, RockPlS$iJT?$Mf & I*££ # fro 

ROCK (Rho-assoc i ated coiled —coil forming ki nase/Rho$p"n — if) 

PMS^U£ L T tiN mti\ C (R) - ( + ) - h^>7-N- (4-L°'jy» 

-4- (i-7<;ifji/) K • 2HCL • H2O] (Y2 

7632) tazzm-fzz.ttf-ezzt§£-tCj;^Tti, Rho^r^---tz;m;&PlS"r 

mm. (0Ut£ shRNA&ii) ROCKPIS^IJ^ LT 

[0034] *mn%iz&z^i&wMm<Dm]&i5fe<D-mffi&s 7# 
£iS t±"T mm L T IN £ » £N HDACPIS$IJ T?4Mf & TM£ # fro 

HDAcpis^ijti, (HDAO zwmz 
HDACPMS^iJ ti#lftft] tlT 33 lJ % mti\ A'JU7°Pgt 

h'JPX^VA, SAHA (X^P^JUT7-1; h'th'P+tAi) s APHA (7P 

-f ;utf p 'J ;ut KP + N>7$ K) &£f£Ptf£>;i£:tf"e$N f#tCs A'JU70P 

st K'j 
B%£T&1§'£lZl£, ik(DJfmLTt J:lNo 

[0035] h$^>>*fl=rMt£PlS^ ROCKPIS^IJ, HDACPMS^iJ^-e«^M 

s/c, ^H^tcfciN-r 

iSll^-r-SCl^A^-e^So mti\ ATPasePI^J-efeSX 

IsexOTymmm-Ss 2~15>u.g/mL. £>£IN&% 5~10At,g/mLg]££i£§ 

iS^CSilU i&mmirnltLTlis mti\ 5~100P^Mj^ fttC, 6~70P^ 

ffi&MfSLtNo R0CKPlS^iJ-efe^)Y27632tiN 5~15M,MN £>£IN&% 8 

~12^M, JfS L< ti10ju.M^Jt-e^ffl U HDACPlS^iJ-efe^/^U7°Pl|ti, 0 

. 1 ~1mM% 0. 2~0. 7mM% $?£ L < ti0. 5mMg]£-etefflf £ d £ 

Y27632, /<;U7°Pll®MlI0l^^ LTti, 10-210^, &?3;L<ti14 

0 T' •?> o 
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[0036] K— 

37°CJ^±0^JttCM< 

ttz, &mt 
Ltc^m%mm(D%\k%u.m-tz>ztt>mmznT^z>0 zzx, 37°CJ^± 
cD;UJt^tis «tcVp<-V£*§•Aftl^MJt(D;UJt1f^X&Z>Ztfrbs 

mti\ ^37°C~^42°C*Mj^ ^37~^39°C^^fS LIN0 ttz, 3TCU 

±©;UJttc £ 11 £i£S£0m tco INT tiN &&ib L tc 

-^-Ltsiif^s ^&fetz>zttf*imxfoz>tf, mti\ 100^-280 

$?£ L < tii4a^~2i sp^jfefeso 

[0037] ^-^xmrnfe^zmm^-ex 
mmtz>£ft^ *fP£©at^TWigtc?# e>nsm y f# 
tcp^^tL-fs 

o $ijptti\ TPO, IL-U IL-3% IL-4% IL5, IL-6% IL-9% IL-1U EPO, GM-CSF 

% SCFN G-CSFN FL13 U $j'y K\ Heparin7^^0iN-ftl^Xtidtl^®9 ̂ ©2 

oJ^±;&II^-&T±S±t!3tC^Jp 

S/c, jgl:7 -rJa\, 

[0038] Lfc^J*«ti, CD42bP§1f 

cD42bPHf©ifii/jN^tiN in viv 

o&tfin vitrotdfc^Ts LTIN&O #^bL/c^ 

§ o 

[0039] *fgB.mi3;/c, 

So tc ti. *f%n%<Dl5fe-z&i&ibt><feM$titz 

^(D^v^Mz&^ximistitc^mm 
R Xtis Ja\, 

*fg0E<OT;£tCj; 4NJ^±0#^ 

\k^mmB^<oft\k*feM?z>z.tif-z%z>0 tote®, mti\ 
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ztv, mx±(D^mt^.mtrnrn(D^m(Dm^Mmm^m^^mt 
zzttf-ezzo m±<D 

20%J^±N 30%J^±N S?SL< 

40%JU±S 50%J^±S cfcijsft L< «80%JU± m 1 1 B#B§ 

T!)Ntlfcqrfg~C%&£0 Ltzif-oX, L 

fc^-eafcift3 -y\ n•- +ftc 33 l vTt ££fx o T t, <k 

[0040] 

£>IZ^^$]X-&Z)0 

LT, 
T33HK f#tc, Vi--^(DPM(D±^Z t 
uo33tt&mmz&mtzztttazzttm, 

Lfru fe^i!a&mz& 

BIP^^U 

*m%(Dj5mz£-3Tmt>nz>%mk&mmmm(Dmm, ^m&miz 
33tt£ K^--0#JI0PPMS MwI»*ittC33tt££frl*l 

fi£3fe©^*fi££tfc&L 

T, #^tC®ti/c^;i«>:lN9 d ttf-CZZo 

[0041] (ifii/MJ5£>$^s^;£) 

—^ *fgB£tC#£lfil/J\fe(£>i^s^;£^ *fgB£0^;£Tl#£>tl/c#^b 

<o^ in vi troVl6l'']\fJx%:0£$ itS & (DXh&o 
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£ mm L N mm^ fr b ifil/jN^ £ InJlX t Z> TM. % ̂ fro 
iM^t^ PJ^tiLftl^\ TPO (10~200ng/mU L < ti50 

~100ng/mM£j£) TPO (10~200ng/mL% L < ti50 

~100ng/mLfM^) % SCF (10~200ng/mL, £f ̂  U < ti50ng/ml4MJ3£) $.£/Hepar 

in (10~100U/mLN 0£ L < ti25U/mlfMJt)©#£TT\ 7~150L 

llts ilBT7/^ ±1571? h—>7 

7>TAiz£&&m<Dm&%. msy#©&££<*:rt, 
ctlNo $j.g)i\tiN #A L/cT7^ K —5>X^P$Um'fs:?1^:Cre/Lox5>X7:'A^:i; ^ 

^j3LTP££U 7*°h 

mis©*-* 

&*&?•€>mmmiz^ttsv* &&4b<DfeM<Dtctoizmv%m$^fcT# 
cD4iap§if/cD42bPiif 

7/1? lfr/J\^0i|X©150fyfrb 

, SfS L< ti100fufr£>, cfciJSfS L< tt30~70tu^e>, ££>tc£?3;L< 
ti^30ftlAxiQ:}:T9o 

tZ&s Z(OTMH\As ^0^0)7/1? ft 

m&<D7tf h-S/XWJilfe^CO^iltWJUTfe^^o S/c, p53ilfe^^ 

#l (DfgiiX ti$1 t£ PIS % % ^ 33 ivX 31 $ m $ fx ^ T t, <fc l\ 
[0043] ±M;^ti, 35°C~40°C-e 

tc ̂  3 tl £ £ 33 kK 37°C~39°C #$?>§-? £> £» 

[0044] *WRlZi%Z>m£.J5)£Xte, lfil;i7'J-
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&tf/Xti7 -f-y-BBy 'J ^MJtC^3tl£ 

tftVs BSfr^MfeZigmziQz.fcm'Sts 

'J-t&MVlgmL ferns £ Viz* 
o fztfs 'J -i&JfeXti7 -r -y-BBy 'J -i£ife"Ci£§ Lfd§&(Dti 

0t\ CD42bP§1tt/jN^0tiJ-£^^/co >J-R? 

y -r-y-MBy 'J-xft? zttfxztitf, tf^tifcifii/Mj^^j^tcffl 
< i\Q 

tzfc, y 4— &—BB £ ^ & IN -eifli/jNfe £jt £ 3 •£ £> z £ ifx $ ti ti\ 
7 -r y X^taEX^Wfemt Z> 
ZttfXZ&toX, ^M^JCJSLT^ 

§o 7 -f — *?— *§"•&, conditioned medium£#>^1 L 

TtctlNo conditioned mediumti, ^CPSAE^tl~$f\ 

tcftoTfEiSi-raci^tf-csa^ mti\ 7-r-y-«£;g:i:i£SU 
i£M) £ 7 < — 7 -r Ji/* —*ei&£t" £> £ £ tc <£ o 

•e$i>o 

[0045] ^B^tC#i)lf[l/jN^©^3t^©-^-eti, igJfetCROCKPMSU&tf/X 

ti7^ S$tf$/y^{MtgPMaj£2JD*.£o ROCKPlS^iJS.t/7^ 

y^wmmmmnt LTti, ^Ltc^mt^mmBom^^xim 
Ltc^(Dtm[:^(D^mt^ZtifUxi^0 ROCKPIS^IJ^ LTti, 0Ut£Y 

27632tfplf £tl£0 LTtdU 

fill ATPasePMSU-?&£>, 7"b tfX^>7^tf £>tl£0 ROCKPI^J^^ 

-ejp^Tt <£ <, ROCKPIS^IJtTO v$y^^tgpi^j^^-eiJD 

a.Tt>J:^U ZUb^^-bitXtWXX^ <U\ 

ROCKPlS^iJ^tZ/XtiT7^ h$^>>*fl^Wit£PlS$iJti, 0. 1MM~30^M 

S L < N ^ij^.ti'0. 5AJ,M~25AJ,MN 5>U,M~20/XM^<^I UT t cfc 

ROCKPMSU&tf/Xti7 0 h $ *> > ̂ {MtgPMSU £ JPTLXfri? (Di% 

SSJ^m 0-150 30, 50, 70#£LT=&Ja\, ROCK 
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2bfi14lfil/Mj50tiJ£-£ 3 ib Z t 1f RTtg-e&£o 
[0046] mmmmmR 

Xf/X&M'bfa%:$k?ktZtcto<D*y MCtt, 
±IE(i)~(iii)©mfe^ ZGHZifr 

mm%m(Dtc!sb(Di%m, ifajt, mm 
*y K (00*.^ TPO, EPO, SCF, Heparin, IL-6, IL-11& 

E) s 150 ^©ffes ES«XtiiPS«fi^0 

tcib(D^-t)-~mmm(D%iW FLkU CD3U CD34, UEA-Ib^> 

ftiflCftf £>#tft) &£ft»#£tl£>o '> tl£>t£££s 

If £ S tt & IN J; 9 M ti® ffill(D#S tc^ n ̂  o 

ZblZ, *fgB£©*v MCtt, ^mfe^^t/±IE(i)~(iii)©mfe^^^ 

fy^ii L INT t J: INO 

[0047] *B£|ffl»4nc§Ei63tl£ mmi ©fi3fe^ Lh&t/#thB]^ (0Utf 
% 7^7, k ^7, 7"3\ tsW, +J-Jk -f 7s *=U h'J& 

o 

[0048] Ufa 

[0049] 1 . 

1 - 1 . ES£fflffifr 

ESffljfefr £>^$fbt~£iiu©^$ 

t: KES«*fc [KhES-3] £20ng/ml VEGF#S"F"ei40 P^S LT* >> M§ 
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T, 10T1/2M±tC«$(1 X W/O jiJMZtjiZ J; 9 

c-MYC-2A-BMI1££I<^/u/cpMx te 

t off c-MYC 2A BMI1 U h • ^-£MOI = 10 (JurkatfflJfe-efllsS 

3) o pMx tet off c-MYC 2A BMIT<?*-&N 

c-MYCMfc^&t/BMIlMfc^£fgii3-&£-^ (Dox) # 

17 c-MYCMfc^&t/BMIlMfc^©fgii£ 

nut* o 
1[°]@®!i^^|W|0|tCXX K^y^->»U2mM^^Jp Ls S/c, 

^120|^^tC^^;UX^P^L/co C00#im^ c-MYCmfe-f^BMIlmfe-f© 

^ii^OfftCLTt, CD42bP§1tt/jN^0$d^>N&<, 

Xfa&ijCD btltco T i MKPC — typelj 

J)So 

iMKPC —typel®+f -f K t -f 10T1/27 -f 

J^±tC2x105j®©iMKPC-typeI£jtffiU 2uM /3-estradiol#^, 37°CeSCF 

(50ng/mL)% TPO(50ng/ml)N EPO(6U/ml)0Ht^ K tl -f II 1 A 

-r^-ei40^±ML/co 4% 

2xl0M@-eifjSffiU 8, 140@^«$(£ 

)Uj^L2xi0H®-eMSiffl"r^^^:fctc^ 80@tcti, -zwmrnzCD4I^^N C 

D42bJjtfr33<£GPAfttt£ ^ T Ifefe U 7 • - +M M - * - -Cfl?#r £ fx c> 

tc o 

1 H 1 B tl'i) i; 33 lJ % iMKPC — typelCDitt 

^iltiSCFtC^<te#LTlN/co %tc, M 1 ClZTjkiStl&tfcy, 

MCD41 Piif-efeo/c^\ SCF^I^lN^-e^ CD41+/CD42b-©$©ig$iitf® 

MMtCffiTLTlN/co CD41+/CD42b-®?¥^\ iMKPC-typeKD^-eti^S®^ 

WMZfoZ>0 

SCF Ztfrbbs i MKPC - typelte */£&&^mtmBXh Z> Z 

tif7Js^.1StltCo 
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[0050] 1-2. 

e, t,N ESMM* iPS«t u 
0 £ d i; ̂rSSSH Lfco 

Mwlfllil 5fcCD34|3§i4$lt§tCpMx-c-MYCi;DNsam BMII^MJUX ( 

iN-rtlt b hP^MJUX^^-) £MOI10-eH|UJ&lk^ 140@,>:210@0 

«tc^iNT, fkcs%m^TCM]ammt^-ti-)m$.mm%:tioy K L/C 
0 P > K • — )\st LT, Mock(Empty vector) \/c0 

Sl^i1 DtC^-To Mock^hblJLT, c-MYC^BMIl t^cETe 

1-1. tm 

z t L/C0 

[0051] 2. 

2-1. BCL-XL%3g.tC«ta»^k^(P«g 

1 - 1 . tCfclNT^ c-MYC —2A — BMI1 ^:fI<^jAA,/cpMx tet off c-MYC 2A B 

MH u vuo-i23s@tc, <? IJ ymm'&oLv 
-BCL-XL-GFP *-) £M0I10T1"&/c0 

0 —EcoRI% BamHlMH L/cAi-Lv tet ox\^<0 0 — (cLontech) tCPCRi^ifg 

L/cBCL —XL®CDNA^:N In-Fusion advance PCR cloning kit (cLontech) 

^^240^^ ^MJUXP&£L/C 

0 IT, h7sy^-^?:P^iLN DoxycyL ine^JPX'g) Z tX\ c-MYCi;BMI1 <D% 

U |W|0ltCBCL-XL0^ii^M^L/co 

[0052] 2-2. p53i»feT0y vOWyiZ&Z&mk^<D&M 

K^>+M 'J yf^ttcDLv-BCL-XL-GFPbV^^MJUX^^-tCAP 

it, FG12—sh p53b>^^M itX, p53jl J V 

OVOyLtco 10*^ riMKPC — typellj 

[0053] 2-3. iMKPC —typellffHt^ 

10T1/27 -T-y-|ffl^±tC, 2Xl0H®®iMKPC-typeII£jfffiU Dox0.5M,g 

/mL#^TN 39°CT\ SCF(50ng/ml)N TPO(50ng/ml)N EPO(6U/ml)0Ht^ h 

>^-e210^±ML/co ^H£HI2 AlZ^sto iMKPC-typellflMi, +M K 
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tij >vimfcTiztiTpoommz^^xmm^j: 
ZtlZZt&femZtlfco iMKPC-typelttSCFTPOttigaiK&III# 
Zfo-otct>\ typell-ett, TPO#^T-e0±^m^3t^tl, SCFttigaHc&HI 
tikX'fo -o tco 

[0054] 2 — 4. iMKPC — typellCDj^pjoT — tl — (OMtfr 

+M Vt-1 >^iP^210@tCN «^CD41^frN CD42b^ AXf&PmW 
7P-+M Ltco ifemzmz Biz^t* T 

^0?¥tChb^TCD41a^t/CD42b0^ii^^^/co 

lJ lE^BfUCP $ y K L/c^SlTfe'g) t^7L btltc0 

[0055] 2-5. WimmkTk.Xfzr\s\Z7>*3-y<»&M 
i MKPC - typemmypell^mWi^Xmm L /c^H£ HI 3 tc^-r c-MYC i: BMI1 

©fgii^offtCU BCL-XL^^fgii^t^^t^ p53£y 
£ d <>: tC ^ "C ttfWIBZtltco £tc, 7'UbfXO^y (5 
Atg/ml) £;^jQl--g><>:3 £ 

2-3. -2 — 5. iZ^HZt&Vs iMKPC-typell^lSP^-eti, 

®cai^tLi)if[i/j^-ettCD42bPiif©tij^i%< -SP 

-t^-r igai£/£ 
^JKb^Mfr LTiS A/TIN'S) t (D h^TL btltco 

[0056] 2 - 6 . BCL-XL^iP.ttPfllCDSgg 

10T1/27 -f2Xl0H®®iMKPC-typeII£jfffiU Dox0.5M,g 

/mL#£"F (BCL-XL ON) (BCL-XL OFF) N 39X>xmffl% 

iL/c„ 20~50tC-jtlffl«£>IJJ£U 2xl0H@^SiIL/c„ 

Dox OFFtCofc UBCL-LX0^ii^^Pfy-r^)^s iMKPC-ty 

Peii0±^m3i^«TL, (1000m) iztemm.ffitf&t>titc0 

BCL - XL &N i MKPC - typelKDmnmm iZ i&mx &Z>Zt ift> fr^tc0 

[0057] 2 - 7 . ?<Difc<Dtiim<D%mb^<DmM<Dmj 
2-7-1. ROCKER M0i^g 
UKRmUUAi^mxm, K^>+M ? 'J 
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JU#£"RC331NT, 37°C% 5%C02#£-RCT, ^mtmM (105fM 

Jt) ^300^^±MLT, 

K^>+M I >j ># 

ST, X7 h7^>-Jb##ST0MC^i, R0CKPIS3IJ (Y27632 ; 

fefc££) <D&&1b^<D&§ZMZfcdblZ. Y27632£i£^W^10AtM£&£>£•? 

KgsflPU 3 <MCi£S£^tt/c0 Y27632^^JpLT^^±M7B@tCFACStCd: 

(115) „ ROCKPlS£iJ£^JPL/c« (@5±@ (R 

ocki) % THIS^$) its SinlTUft^ilS (HI5±|i| (vehicle) % TM 

mmv) ^i;b$jLT4NJ^±0|ffl«^JpL/co ES«fr£> 

mmLs c-rn&fc?Rwuimfc?(Df%mz£?-cmmffizmmLtz&mb 
fu(D Us ROCKPIS^IJte&mtZfemt B£ frtt£-o tc 

o 

[0058] 2-7-2. Rocmim+^ikft-eo&momm 
Z.tl£-ClZ, ^J$fi^^»£39T)®c£9&®^©i£S^Jtc£ lJ 

^^b^proplat let^J5jc^:i:\ ©$$#{£;* tl£> CI £ 

(#f#i^»5) 0 zcD&ttmm^im^tc^mm 
(D33^T5£s£fZ tcisb, ^Wt(D^MiZ\^%l^if±m-t Z> Z. 

(GATAU PF4, NFE2&t//3-^ZL-7"'J >) 0fgii 

MtCDlNX^MPCR/itCd; U fco 

#^bfu©^^»©i^a£i£L/c0 

©MYCMfc^&t/BMIlMfc^©fgii£Mt£fc&^ K^>+M ? IJ 

"K 17 h7^>-Jb##ST©MC^i, i£^j££39'C£U 50P^i£ 

ML ^MPCR&^I'J, &m.mfe^(D%im%:mi£Ltc (g|6) 0 ^©^JH 

, 370C-eiM"t£ <>:$<£ "J ^ 39°C-e±M^tT^/c«>:$0^^\ ^&3$©/£ 

iHb©^tl £%:£ LZ^ZZt tfftfr o tc o 

[0059] 2 - 7 - 3 . ROCKmS^i| + BCL-XLi»feT^^i|^il.0f^g 

#^bfu © * tC 33 tt £MYC/BM110fgii%JCpfc!lf •& t H0#tC K * 

*>+M 0 'J >fe1±TZ2- 1 . tmmBCL-XL^mmZit^lyy^O^JUX 
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MB<D&&ib^Z<D£?ti:&W%J3-z.2>fr%m'<tc (HI 7) 0 

10AtM©Y27632#£T"eMYC/BMI1©fg3££jrp^ BCL-XL£fgii3it 

s 701iSiLfc|, L/c(ploidy assay) 0 BCL-XLfgii 

(@7B, mm^~) tiBCL-XL^^ii^-&TlN^lN«^ (HI 7 B% 

^tl/co £tcs BCL-XL^^ii^-&TlN^tN||^0||^^M/>UTlN< (DlZ 

£tL (HI8N A) N BCL-XL£fgii£t±/c«0«$Ui, H^AMCi^gLT 

l\< ®7^ilH3tl/c (HI 8S •) 0 

ju±(Dztfrbs 

mi&tztctoiz!,^ BCL —XLm 

fc ? ft if 0 7 *° K — *> X £ JCP $ y f £ it® H W •T? & £ d £ ^ 3 ti /c 0 

[0060] 2-7-4. R0CKm^i| + BCL-XLitfeT^i|^. + p53itfeTMI@f^g 

tc0 

psmfcTommmte, 2-2. £iwi*mc, 1 ShP53£ 
^#A L/c Lent i virus FG12^<^ 0 — l^TMOIl 0T b y^O -Y •£ 

TtTO /"Co 

MYC/BMI10fgii£#p$yU BCL-XL^^fy^ii^-tt, Y276320#£TN p53 

©fg»$y£*Ti\ 39°cizx, tmrn* zmtommzm 
^tctzh, p53£y v <7Wy\sT\,^ta\,^y hp-ju» (HI9BN MA 

-) tib$$L"C p53^y (HI 9 B% £}£$/<-) T?&N 

8NJ^±0|ffl«^JP U %1&\k1?U.miStlX^tc0 

[0061] 2 - 7 - 5 . ROCKER M +BCL-XLmfcTMI^il. + p53mfcTMI + A';U 7° 

Pl£0i^g 

_hlE2 — 7 -4 0MlI^JPxT, 3 

l\ L/c0 MYC/BMI10fgii£jm BCL-XLCD&ftJfg 
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ii, ROCKPIS$IJMH (10>u,M) N vsmmtmax, mmtpiz;o\s7°nm ( 
S«l)lJt0.5mM) £jbPa.N 39°C-e7 0^±ML/c«>:d5^ A'JU7°Pl£MlI£tT 

^TiN&i\=i> Kn-)\sM& (m OB, H/<-) ttk&LT, A'JU70PI£ 

-eMUL/clffl^ (m 1 OB, £}£$/<-) T?&N 

[0062] 2-7-6. BCL-XLi»feTMI^il.+ $^->>mriIIA/B ATPasePfmSICDjB 

g. ^t/R0CKmS^i| + BCL-XLltfeT^^I^I. + P53ltfeT^^i| + /^U7°Plt 

+ IIA/B ATPaseERMfl^g 

$^^>ttlIIIA/B ATPasePlS$ij0 

tiiLterns, iz§mtf&L 
tco MYC/BMI10fgii£#P$yN BCL-XLCD&ftJfgSL (10ju,g/m 

L) 39°CT'7 0 lipi L 7c „ 7"b 

• >hP"JHffi (m 1 B, HA'-) tVct&LX, 7 

(@1 1, fit£$A'-) 8NJ^±0|ffl«^Jp U #^b 

AMEiiSftT^fco 

IZ-D^xmiZfi^tco _hlE 2 — 7 — 5 . «tCttL7"btf 

L/c0 MYC/BMI10fgii£jm 

BCL-XLCD&ftJfgSL R0CKPIS$IJ (10>u.M) il, p53fgiijm A'JU7°Pl£ ( 

0.5mM) MlltCjPx, 7"l/^7^f> (10ju,g/mL) 39°Ce70^ 

eiLfco 7"b IfX^VMH^T^TlN&iNZi > K P-JU» (HI 1 2 B 

s HA'-) ^hblxLT^ 7"b (m 2N fi}£$ 

A'-) T?&N 8NJ^±0M$t7^JP U #^^b^3tLTlN/c0 S/c, i£S7 

0^ 7"i/t'7^f o/c«-mLT^^t© 

(D (Hi 3, ±m) , »ff£>lE;Mb7^illl3ti, 

ll^ti/c (HI 1 3, THI) o 

[0063] 3. 

3 - 1. ) 

10T1/27 4 -?-MB±lZ, 2-2. Tl#£tl/c2x105l®©iMKPC-typeII£ 
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Dox 0.5Mg/mL#ST (BCL-XL ON) SfctiDox^igg^fr^ 

(BCL-XL OFF) , 39°C-ei£S L/c0 3-40 gtc^&3$33 

4J©lfo<]^£CD41^ft33J:tJcCD42b}nft£ffll,NT^'feU 7P-+M Vt—9 

— tc0 

Ip^^rEI 1 4 tC^t~o Dox ONT'BCL —XL^'^iE LTlN^) (A) tC 

tb$$LT, Dox OFFtCofc UBcLxL0^ii^^Px/c?¥-etiCD42b^^ilLTlN^J55c 

(B) 0 £tc, 'ZZ.frbWLlhZtitcJSa. 

/Mt, BCL-XL ON0^^Jt«^^^tli^tl/clfll/jNfe (C) tCtb$$LT, 

^t^iitC^^CD42b^^iiLTlN^:fc©©SiJ-^^iPLTlN/c (D) „ 

[0064] 3-2. (2) 

3-1. Bci-xim^on/ommz^^zmm^ 
zmALtcmmzm 1 siz^t* 
L < iftJP L/CO 

Ati, CD42bPittlfll/jNfei^ Bti, CD41aP§14/CD42bP§14^J*«$(, C 

ti, CD41aP§tt^^Itlffl«^^-ro 

CD41£fgiiLTlN£^J*«0i£tC33lNTtiBclxL0fgiitC<££i^fftiJl, 

(C) , CD41+^0CD42bfgiitb^BclxL0fgii#p$ytC<£Ui^PL 

[0065] 3-3. 

10T1/27-T-y-|ffl^±tC2~3x10H®©iMKPC-typeII^MffiL, Dox 0.5/* 

g/rnL(Dmm&^mmi]\\0kmz]n^T, 35, 37, 39°C©i£S^Jt-e30P^i£ 

m L tco ±)m * tC # £ tl £ ifil/HS £ CD41 ft ft 33 CD42bfttt £ ^ T Ifefe L 

, 7P -+M M-*--Cfl?#T£frc>fco 37°C Dox+^I^LT, #?¥©CD41 + 

CD42b+ifll/J\fei^®Ip:l^]'fit33ct HI 1 6 tC^"t0 

±M;^t^ 37°C £ tcti39°C-o tc0 m§(Dm§.-Z 

tis ip£37°C t\stc0 

[0066] 3-4. -7 4—V—mM. ±M!^(£>lfll)t, &t/7''b bfX^51>0#$B(£>]fll/]\ 
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7 -f — Conditioned Medilfil;#ip 

£ 9 L/co 

Conditioned Mediumti% Gelatin coat ing L/c 10cm d i shtCMMC&LH L/c10T1 

/2£8x10^ffiU MS (IfflJWJg#^) SCF(50ng/ml)% TPO(50ng/ml)£#fr1 

5%lfll;*^#fr^b±^(EBM)S/ctilfll;*7 'J -®$Mbi&Jfe10mU;:£& U 24 

(#SCFN TPO) £10ml^JPU 30F^£© 

Condi t ioned Medi um^: 7°—><U LN 0. 22^mCD7 -f JU-57 — LN 10T1/2^rP£i; 

LTIMlii L/co §i»CffllN£K&SCFN TPOM/c«JPL/co 

7 -T 10T1/27 -i -y-«±tC2~3x10H®0 iMKPC-t 

ypelliz^>=l-h >^>zL±tZ|l*§tcM 

15%lfll;*^#fr^b±S±t!3S/ctiConditioned 

Medium£ffll\ 7" b tfX 0 51 tC5>u.Mc75 7" b tfX 0 51 > 

iPL/co 37°CT3 0 [11] fj -Z> fc0 

±M±)t * tC # t tl £ Ifil/JN^ £ CD41 ft fa £ <£ t/CD42bft 1* £ ^ T Ifefe U 

7P-+M K^-^-TMT^T^/CO 7-r-y-«±T7"u 

#/^iPs 15%ifll;#;^Jp L T±p S L/ct CD ^normal cond i t i on£: Ls ;§f$CDCD41 

+CD42b+lf[l/MJxi£CDnormal condi t iontC^tf•StU'n CD^i^Milfocfc 

f$?'^7tc L/ctcD^II11 7 ifii/MJ5j^£M<>: LTt^ iN-fti©SUc 

33INT t ̂  ^gg#) £> tl& ^5 tco 

ZtCs &$©CD4ip§1flfo/jN^*©CD42bfg3IM (&$©¥*U£ft&j£©norm 

al condi tion^i^^JttCftl" £#]£•) CQhbl^HI 1 8 tC^t"0 

U 7-TU©^{^T\ fttCD42b®^ii®i^lNifll/jNfe^^^tl 

fco 7"b ¥XO^y(DW>Wi&lfliotlt£t)s-otc0 

[0067] WtM\kLtc^\$(D—$iJ£HI 1 9 tC^t"0 £tcs I©i#TigSL/c^:$©C 

D41P§<£N CD42b (GPIba^tlN^) P§1flfo/J^©iy^£^ 2 0 

M2 OlZTjkisti&tfcy, ^fgBEtcJ; ̂ Tt#£ti£#^b^MJ^fr£> 

t#£>tl£lfil/J«i, Jto20%tfCD4ip§1fCD42bP§1fT&kK BCL-XL0fgil£#p 
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ifil;*£ Xi%mt •?> Cl ^ tCct lJ 81 X±¥+ifX $ tc0 

[0068] 4. CM2b&M<DJhl'mmffi^<Dn^tt (#^) 

L h^ilfaif[l''.MJx;£ffllNTs 'J X h-iz^yMMRUi\ (vWF^ifli/J\^±® Uiz 

7°0~ [GPIba, Zff LfcMMRlt) IZjtft 

£HIP1ftl*0P§S^J|£>fJJ£L/co HIPIfttttt, GPIbaOatiWPMft^-efe 

§ o 

1x10M@©lftl/M££ 5 0%m%U HIP1ftl*£;^Jp LT37°C-e3:frP^ 

tuiMLTGPIba0$]Jil£PlSL/c^ 'J X h"tz^> (S«|}lJt2mg/mL) £8s 

iP LS — O — Ltc0 #£¥(£>It^7*6j§i/i 

^ 1 HPIIft^tilO^g/m 

LJ^Jz®}J|J3£"T:'GPIb/aLpha-von WiLLebrand factor (vWF) tc <£ 

^CPJELS Ltco 

[0069] ;^tCN NOGv^Xfrl^ltCl00ug®HIP1ftfr^/cti=l > K •—;HgG^^^ Ls 

TAMRA(^lNfe^)-e^feL/clfll/jNfe^lilfllL/co b —& 

um#LTifii*£JFM£io&U ifli^JFMtc^L/ct Kifli/jNfe (^) ££££ 

0 y K L/Co 

£f$?^7-e^L/c (@2 2) 0 HlPlJr[fr&^"e^ L 

tlfco 

Jli-tfrib* GPIba (CD42b) tiin vivo$.t/in vi troiZ^ShiiZMW 

tft> fr &o 

[0070] 

-f >tf K ^^zMvhxfoV, m 

iz & v z> (D m % iz ± ̂  iz ̂ t % t ox h & 0 
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[1*^112] tulBT7/^ h —BCL-XLMfe?"efe^, 1*^111 
tClEi6©^;£0 

[1*^113] fulE±«I^tCfcUT, p53ilfe^^0D^iiX«t^PI*-r^ 

, 1*^111 S/cte 2 ^IB«6©^^O 

[f*;£iI4] fu§Ei£#I^C£lN-C #^bfu©^MM^ttLTJ^TO)(a) 

~(c)®'>&< 1*^111 ^e>3 0^ftl^1 lltClE® 

<OT>£ : 

(a) T7^ h $ 7l":> > ̂ {MtgPMSUtCofc ^>MH ; 

(b)ROCKPIS^tCj:^MiI ; Rtf 

(c)HDACPIS^iJtCd:^MlIo 

[§*>RII5] fulEROCKPlS^iJ^ Y27632"efe y, fu§EHDACPI#$iJ;6^U70Pl£T 

fckK tulET^ 
% P*^II4 PE^CD^D }i0 

[ft5RlI6] 1515^1^^:37^ J: U 1*^11A^5 ©^"ftl 
1 II^1E*G<OT)£O 

^ifiifu IBM fr b #&<btu O ̂ mt* iz ̂  Z> fiitvm (D IN t ti 
T\ ^mfe^^J^T©(i)~(i i i)©lN-rtl^O)jlfe 

mmm3mm£ L T igas s •£ a M ^ rmb 
tl1**111 A^6 0lN"ftl^1 llUfEicCD^i : 

(OpISmfe^Xtip^mfe^CO^iE^^PfUt"; 

(i i)Ink4a/Arfm,(s-f1CD^iE^:|[pf[Jt"'2)m,fs-?1 ; &U* 

(i i i) TJN U P-Amfefo 

[1*^118] mzmrnfcTt LTc-MYCmfe-f-^N fu!E(i)~(i i i)(D&fc?£ L 
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