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fJtedH HOdzdzs?2 B jdz2 s Isj oL d3tsy dztsdgds d
dzdL S sdisdz SEdzv teder 03 ddze dB d Iststc Ods, dzd Oc
Of kO3 cso, foLosdwjls dzgfj bd S5 tOfMMyc
dzs d eofjtor j MmMBLHOYIs Emdztsedw Hdzv HJ
tcsdZGFRvd | 1Cdzj IsC OR Cdrd mp tkQBIls s BY j dzf O
dmeoOoyjded?2, SCStbtster j dzjdLBjydzr fted ¢ j dzj
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rfruvfrs rRuesfrr{lorre

7.1. 1dqLO2dz, Bz Skdwtedztsy BB Iz tctso O
1 sdmé detso 52 fsmdzj H59 Olsj dz detsiIsd 1 s

sfisddzdL Oydd o lststed ydzts 2 MtczCIskzter gL o
dimssydzd € © H Odzdz" n s oltsted ydats? Mistelz € It
mMemissw dzd v-Ofild® HREBIststcr 2 B' dz ls ®eZthGada g¢
[ W Htc. ,) 2fipdijdH]ts 0 Ols | dz! dd®: ff T COONGS G TEIAEO

GCAGCATTGAGATATCTTTCTAGEGGARGTTC

CTGARACGTGGCTAG-3N;j

7.1.1. [ddddkdL Oydw d tBtOIsdzstsy Mo stcOY(

vstcOodzj dzdJ Gt HMSE OL Odzdd thls @ dgjdigtsfoyli® ,»  UrjlisO
(Wu et dIisS OL Ddzk4 U AftetisH jlstdsidzf IS gl ez disjdelfils] Is dz!
fsdi3sh § ©C jW6iGennaRNALY] f Otc Odf)NsActsMa t2H0edwhs
ftesosHddzd MCtsdzr Lwh jj € tstctshryydadRljts dafytsy d
Msn tcOdzv W Bz dg &gy § j lsdzttc.Ols dzts 6 ts e stc OYc
fsmdzj Hs9 Ols j dz' detsfylsj 2, Mo tstcOyYydo O h R M
dmMf sdz' L so ORNABIs d PRz (119030]0 disj cOyd?2) .
522 Edd¢Odz dzr = 90tcdOdzs© Mtelsdtotso Odzd
Hdzv o s flsdoigeserdzg ded Wi sfpdzj His9 Ols j dz' detsls j 2
7.1.pPp65dz] C-Edptz@dg yi MS 5] dBsSH| dzdtetse Oded i o
r dzW toJ H M ¢ AsLeQ 2y fplsisR S B g MY sSdz! Ltz oRDARde t t a
[ 19 ] ornBHdes? ftsfdzj His9 Olsj dzt desfyls: 8 d o
i s Mmdzj 10 fcolststets o H dzw d3ts H 3 Epdstctz & Gdzds
MortcOdzv s hdj dMrtsHdkzs oltsted ydzze Mlstclz C Is

[ Bsdzj € zapua@esd ud MEdd Mdizday ydd: [ f&fs
Hdzv € O) H BigsY LIdafeftOB)(sic ®n cAAAAR,) : ATAT,

SOYHOW MmMdMmlsj B3O B" &ZO L O EHMNjdO o Istcj nm
COYHT 2; H dzw HOdz! dzgj 2h jets OdzOdzdL © Mt
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MlsOBddz des?2 olsstedydes?2 MstczClskztes2MD [ dz
stcOlRts dMmif tsdz’ L s Odzmw fGROMAGEd 20 2!
gddBBzdzy ydd ftetsoe tsH d dzd iy o Wodztsdz ttOMmlse s
fsdgprar mb[skcAbdi = 3 &0 sHz{f tc ©9 dzjsdedsjd3ls fifjs Ols
ftcj sBtcOL 5o OHAffipHI @] dL slstotstf dzr di3d ¢ tc O dzd
f smissw dzdzsets HOodzj dzdwvw §tsH bk tcOo dzj dzd J ¢
[ 19drf]ted 34 dzfi3deds jJopan IS P df & BBdpw H Odz! dzsH § 2 fr
1 dzj CltesMmisOlsd yj MS d(AP M&l) ©tedrsa j R s o B2 dzO
Istcd € dzdvdrde@W OPL] Bis dzj CTzidP dpBs HE dzlz Bj dfiflzzE @X5H 5
Msstctsdzr wWOMlseatstedlsj dzv. [ItedyOlsj dz' dz" j
HsB Qo dzj dzgdj &3 C Olsddetse dzOtedw, WAl 16 tcd
Rtsdzg dzOlstcdw d =~ dzstcO® HtsB OQoddrw dalftindzj Colz din df
Mz yo02dzr = sLdydwas ) digdded 3Odz! gg' d3 tc OMmf

Its tojLiEzd OISO BsH j dzdtctso Oded W oA TBAR O dz
zOL 9 OGaiAd 2 f sfmdzj Hiso Ols j
5-8iCCGGCATTTTGACGCCGCCCCGGCTGCTTATGCTC
C-3 Nj.

7. 1. 3. uQdgglsigme .0OfF Is

vddalsj L dzj BAWMEHaEE dasEfs diytz OB EID RLOR © 9 Od
{ddcld dzlsg Ge®MmdwY) . [udMmis¢lk ftotse sHd dzd
f sHIso j toy H-BHizg C [SROEHIMAEdDOF ) jtejH dMYf sdz L
Of sORjter ftoj % stodzd tots DG BbdzOC © P dd o3
SR d&ZOYHOdd HEs StdRZOlds? Isj &3 j Ok, 92
&f Mg CdPBS, pH 7, 4).

7.2. sdzjbtsydy j Skd kzter o kfmdassdw ¢kd
] ©OoBBl) dMytsd LseoOdd fdjHEshdj Cdjlst
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fjtcoduyuds j Ckdz sktotso ¢@aPrsa dxd g s gk dzdzy j
sfkzrtsdzj o t52 IsC Odzd ORI A dzlsiag @ tc B8 ~ diatg e
OCOHJj BJS O 1 eld dzLHzdoe] GRC BB RS u;s GO 1

7 Cdzj stsydzlz® dzd dzd ¢ ¢ dzd k8 rOdHfpl4sAis 2z sy j wlfs
td1, dQdEGlkeB EZzZtcG) ;

g dzd dzd v W ( Bots S\ jdEMSPIGEE @M s dlskzls ydlssdse dd

1 SdzjlsCd dzjtesi §dls] dzd O DERN s delr WpjsdErd
L CMYf zOdzls OO o 1 [ RA dzj2sndiektcedd d

=

g dzd dzd ¥ OH | datAC40El Gdetsog s j dz dzr 2 S s dzs e
EGFRdzfisdlskls ydlsdasedd {61 ) .

sdzj IsC disd 9% lfdz'ts o O dzdD Md& M fin g ) 20jdzCf SN € p 8@ d W )
HsBOodzj dzgd j d5 10% W Jj IsOdz! (ddisi?e retoy’ Fi2s hfgrr ¢
42 0,)2 di3f L-6dzzls O3 dzO [ (i@ dp@ismd™ ) d 1%
Odzls d B d S(IsfdjSdaschy o dzdzd dz/ s @9 Y testipmfdzpddar)s g ¢,
Z O)f @ 7 ALCts o dzOy dets?2 Ols BOMW jj s jj iy jip 5f%s ts ¢
MisOdzH Otclsdzts: ¢ tZPES tstsis dfr 19 g ©®MHmd w )
sBtcOBOIsT 90dzd 0, 25 % tcO Mk Oz B g Sact@ it Jijnd da
LOIsjd3 yj dzlstcdWzecdteso Odztbj ik B P dzHsa t6 teiz3 @alz
McdH] d ttOmMMmjoeOdzd o Ckdz sktcOdz dgr j W dzC

{ OBSIO M) ICOdw B3 Yj dztseo j €O GHSEEYjRED ©

dzj 2tesndekzteadd o d3. OC OH.) BYYQ dzlgr. 1 .f SH
fdMm! ikj dedets ] JdeW sted3dtetso Odadats ] fMtse dzOmd j .

7.3. 1"H]EZsEEPISHOY ¢tOdhSCtedti ydvw

[ dzv o' HjdzjdegdW IstslsOdz: ®RBIAz ¢ h B MAHT dif tLdigso
ftotslstRXNsAMdz ol E RT RNA | solation RBedgen
1 sfpdzj HBBOoadzj dzgdv dL s tetsf OdetsdzO, yj dzalstec
70% {Ogsdsd SMOHBMI o BiREys sl yaf ¢ o
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SftjHjdNfno@Pop 2000 ( Fa0/ 28§ dzlsyL,09
(Cif dzj i3d dels OtedzOY 1 8) f tod dsd MMLdxf (SMMLOA
RT Kkisttletsc j dz) d Nt @dmOdkgit®? ([ottscjdy) o
fockcSshsdk (REyso Bi@eazAC { tcd

7.4. 1odzddijeOL dzOY yjtfdOvw tjogydgw o to]
1 sdzkz yJ dzdzlz & Cr1s dmftsd Lo Odzd HAzY o
toj OC YdAte Od3j Istet | ft€jHo Otcd s j dz' dzOW9 B j 5izOIs &
Bd dazls; 40 yYd¢dzse Ogsflz@is ¥ 6 ©Q d d F3tOH Ofpj )
ftcO2 kj os’e fted06MjC 1 Hesdd ddaPdz (200 A 2zts
3 3d dz. O dzOdzdL ftoetseo tsH ddzimw Ifitegfh t fCy/dgtd hedr
ftesctcORBhRscts LsmhihtiCygj dadv 96 S ¢ ROLCHEe
Z9Jj2yOtedw) .

1 tcO22 d3j teor fsHBdtOdzd € 6j dzOd3 pjr dztBek jassQ,
(NCBIl). €0OyJ mMlse j ted W4 o demadz" n @ A RidsH
(Glycerajpthespthat 8 deahRyRAlLrlofBAe bhas e nal F

L13ad sfdzj Hise Olsj dz¢ detsmisd M dhl ¢ y Afitfedd B=ipOtdzc
ftecdo jHjd o uvOBd&dJYy) 7.

OB dRdYBMMA Hso Ols j d detsflsd 02 d3j so,
1 At

) sfdzj HEso Ols j ) sfdzj HEsSo Ols j di
1 J-dgd h j o f oW s s 1 tc( sSBiOlsdzte s { to
(5" ¥Y3") (5'VY3')

CAA GGG ACG| CAC AGG TTT G
ARAF GAC GGT C/ GGA AG

CCA TTG TGA TGC CAC TGA A
AKT3 AAG GTT GG GTT GAG G
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) sfydzj Hise Ols j

) sfdzj Hiso Ols j o

Li-dgdh jd fvkses ftcd SBOdses {1

(5' ¥Y3"') (5' ¥Y3"')
GGA GAT CGT| GAT GTC CAA A

TUBB3 CAT CCA GC( CTG AG
TGG ATG CAG ATA CCT GCT A
CD133 TTG ACA AC GTC GTG GT
CCC CAG CAA GCC TCT TGG T

CDh44 TAC TGA T TCT CA
ACA ACA AGG| GGT GAA GCT G

CAV TGG CAG AC( CCA AA
AGA CTA CTA GCG TAA CTG T
Cl RBP CCG GAG T CTG TCT CT
CAA GCG GAG TGC TGC TGA T

¢-FOS GAC CAA C1 TGA CA
_ GGC GGA GGA| TGBAG GCG GTA

Cyclin CAA ACA GA GGA CA
GCT CTG GAGl TTC CGT TAC A

EGFRVII  AAG AAA GGT TGC GG
GCT CTG GAG TTC CCA AGG A

EGFRwWt  AAG AAA GTT TCA CA
CCA GAG AAC| TGT TGA GCA G

ERK

GAG GGA GA

TGG AA
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) sfydzj Hise Ols j

) sfdzj Hiso Ols j o

Lidgdh jd (v Eses fC sBOdset ftg
(5'Y3') (5'Y3')

GGC GTT CTC ATACT TCC TC(
Gr b2 GTA CT GCT CT

GGA TCA AGG| GCT GCG TTA G
JUN AGA GGA Ad GTT GG

L1CAM CAT GTG ATG| CCC AGC TCT T
CCA CCT G GGT TT

ME K TCT GCA GTT GGC TTG TGG G
GGG ACC A TTG AA

MGMT AAG CTG GAGH AAA CGG GAT G
TCT GGT TU( GAG CC

mT OR CTG GTG CGA|l CAT CCC CTT G
CGA ATC AA TCC TA

NCAM1 CAT TGG GCA ACC TGG TCG A
GTC CTT G GGT GA

NE S TTG CCT GCT GGG CTC TGA T

GAG AC CAT CTA C

NEk B 1 TGG ACC GCT| GAC CCT CcTC (
GTA ACT C] GCT AT

PARP1 GGC AAG CAC| ACT CGG CTA C

GTC AAA G(

CCA AT

Pl 3K

CCT CCA CGA CCA

TCACGG TTG CCT ACT
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) sfydzj H 50 Ols j ) sfydzj H 5o Ols j o
Ligdh id fovdkses ficd SBOdses {ig
(5'Y3') (5'Y3')
TCA TCA TCA GG GGT TC
PTEN ACA GGC TCC| CCA GTT CGT
ACA TGA CA CCA GC
RA S AGC AGA TCA| TCT TGG CCG A
GGG TGA AG CGA T
SOS GCA @XJC CT/ GGC TGA GCT T
CGA GTT T AGC A
Se) GCT CGC AGAl GGG AGG AAG A
ACA TGA AC CCA CA
GAPDH| CAGGGCTGCCTT GCCTTGACTGTGC
TGTG A A
RPL134 CATAGGAAGCTGE GCCCTCCAATCAG]
GCAAG TG
CUWiClsdo dasfls! OB dzd¥% S Oydd tcOf o & jj tezqc

[JIsdzsmdIsj dz' dzr 2 Etetse j dz2 {1 C Mideq gbaisdtediz Oetdffm f
¢ Croddstetsdzd ( dzj 5B tc @AY ls OQEED dzd L Oz sts dft) u j
dMmf sdz! L se Odzd { totsC tc O EBAKEHDI fr) IstBojdhyY] Jd3tsiddzd fy
LightCyclerE 9%9 SWI¥ )1 (B0 CKEO)HBSEE fS¢
3 fsolskO.
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7.5. 1tdkzyjddi ktOdhcjdd » Cdjlstsyd !
EGFRGEGFRV I | |

7.5.1. sdtsddtsse O0dzd j

Il tejLizdz SOl § dzsdzd tetso Odadzy J dzj text2O WY tSStadzdy
EGFRvI | | 610488 QO dzdzOW dzO0 { ¢ Mt G MWE)q ts azgzts €
(Sinobiekzdo,yi dalj HdzOL dzOyJ dedetsds Hdzv S d 1 |
Bdzy C s d SEODGPRRM\EINIdd §f sdzkyj dz 9o L kzdz IsOlsy
zO tmdtso j C s di3d3d P\ CIMEGIGRES Ods) WHESERO@I 1
Sinobiodzfg) c&slstster 2 MHjteydls SCtSHdtkz®
HJC e EGHBQ ¢ IsBsGF Rwt /. C MV &V ddzo j tolsdtcts o
His sdzdzd Isj dz' dzes MtsL HOdzd € ts5dgnBsltouzeS syadre i pdeO
(pBSK 1 I( SEKawwgpebB@F Rwt dz o0dk jiLdzH Sdzlz € dz
e Mistc KpudbPdb adl , d&zd ¢ d tpBEBdz | d ts BIKA BHY IS O dzdz’ 2
N d tcj MstedCIsOL Odz] . J tejLlzdz IsOIsj d dzoe J
Hy dzdi ydqw o 801  dz, ylsak7 mMmsSsUstsde@ MEEEGREGSES
1 cO2d3j tef HdzW Pdzd Aigls d tets 9 O dzdzts

1 EGFRvIII _FO: CGG GCT CTG GAG GAA A
1 EGFRvII I _RO: GAG GGA GCG TAA TCC C
1 EGFRvI I linvF: GTA ATT ATG TGG TGA
1 EGFRvI I 1linvR: CTT TCT TTT CCT CCA

1At ftosetHddzd ®Bh o Sidohdgjrte@®LFS2s haerg ¢ Pptsi e
fiotse tc@gds s dk; 35 9BJASCHpBIOGSA Ch 7125A Cy ;9 OW d dz0 dz!
1 dzts dzG7CRYAIBd Bz.

7.5.2. ustweOdh¥iSydy d fjdjSydw

vicOdanditgts 0 Goddgulsiss J 2€ 2WB ®&Ack ¥ dzd § sdzlz yJd
tcjLld Oy IteOdMW j Sydd c¢Jdzjlsdud MS¢ddzd
tcj OcJdzs®oFect (Ther mahi) shery jBxiCaygtvi fifi
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dMmf sdzr L tpcp OteasFizTchde®@ mo Fi s huezr ¢ )S cai etntd dgf ji dk
200 &S/ Bz S ddisteddsOdi j Sydd
steOdMW j Syds ¢ dzp EGMNP § (ZOL dsf &2 h MsH j oy O
GFR L jdzjdzr 2 Wekktstej fyj dalsdz 2B ' editsdzstf 1 i)yl
Mesldsh jddj Sdjkst f Wdkkst] My dzls d &

{jLEd bedsr ey dj dz ftod foBshd Whzst
KEYENCE-90B0Z0 .} sczizyj dzdz' j flsOB d dzt dz" j Is
sB 5L ZOYO8Y/ E®@BRW! FGFGOMEt/ EGFRvV I | | .

7.5.BtHle jYHjdd] Sty izhd dc d3p bGH §d3C
CCMmytcj Md® € 54 KBsGsReRsved | 1€ dzj Istsydz' (U 8dzd c
UB87/ EGFRwt, G001, GO01/ BQf Beydyplsad 8 d3 EaG - ff
Bdztsls cdBtod azfflsOuddzda §RBEWOHE ] [62a3dHzd |
Tr-HE I pH 6, 8, 2 B%dzdSyQiSetsdz,1 0% 0 0 dyf H
1 Bed3OdzdL s Odzdzsy 5 Ctsdzdyd Moz Cdzj ¢
fesdiish ' 8 1 dzj ClstesWistej LO © 8, 0% § s&DPEC to
(SBSH ¢4 ).OL HJ dzv dadz" | B4 d&zC d 4 tej detsd dzd
B4 3B e Odzlz M) tcOL (B dp Wity  Of, WP > pightofsf 1 0 ¢
sjuydddd 1 Yyomo fm t~dOxH] dd] &.

r dzv  ddazdsz dztsB dztslslsd dze © dMmf sdz! L so Odzd ff J to
EGFRC dztsdz 225, t©0OL 9 JHJ dzd JE GIF:R%38 D Jiis&IAQ dzls

cOLO jHjdedj 1: 100APDH QEdisEGRS O] dgdj 1
COyjfMlseaj SCtdstesdzy L OctwkzLSd. 1 COyj fls

Odzsdlsj azO, d3j ujdz' J( HRBSEMdE Pupdzd o] dzDC
lJLezOdzdL Oyde ftwsotsHddzd M dhf sdz’ L s9 Odzc
(ECd )tej dzsc j dgso MCts2  dzy dz€ (.

7.6. O¢dsdlsidds@ted d dmdsydistsL O

7.6.1. ¢dzsdlsj dzO

) jeodyds j Odasdls dzO:
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1T &3r hdder § B dats ¢ dzts dz@ &F &'C jzB &% sAd AL 8 8 0,
Ther moFi shdd: S0i értimdPiL cLl: 750 (9ojMmls

g B hddz j d3tsdets S dzts RGE RIS dips® s o 8 MAB C 1
Mer ¢ k)50 ( RAOW)(, o jifjld j00dz) ;

1 Stetsdzd ! d f Sdzd S BADOMH dA 4 alf EESH L 0ADC
I sstedydz j Odasdlsj dzO:

1 sfdzd dz" § -d37 O dgldaf j , BHKPdz  1: 20000,

| mmunoResearch);

1 smdzd dzr j-d3" O dildz| | |, Ctsdzl ¥ c@yeSs o Qdedz’50, M
| mmunoResearch) ;

7. 6RA2c.dB dIstster { dzHtsydlIlstsL O

Mzt te ff to s t@3S d §4 d-flad r dzd fn s (RIsEE Qs /(Sokdg:Alad r i ¢ h
TOIs te b dz§ b tzds6izf i g-la d r it OHls.o s el MA[OS & dzj Y dzO
Codzyj ZOMEPdMicjH] dzj ftjo' h OO 0, 1 %.

7.7. sbBdlkztej dlsdzOW Of sOd dzdsz detsyd Istsn d o3d W

S dzj CAD 0BG EGFRWIAEGER®! MlipOdd d&zO0 SCwkcd
flsy ¢ @ dkbodesyde' j ff BPO@Cjdgrss§(/ dz dzS ) L C
LCMfjteddsi des®. 1 Hide {STfjteqddsj dzgsO Mt
FAME] yjdz | QEEAMjdFollF AMYI s Ctsdzj ydes?yd § sd
1 &) d ddSbkeduekpOuds iz §afsdd Istedy
s W G o " o5 ,B WG Achipdic s Odzd 4% f OOW Sto
+4AECPdzjj Htsg@e dyude | f Odzls EI6F ®&O d ¢z B #f s ds
EGFRVI | IdE B @)ctso Odzd 1 vy difitg de OIS bistkiizOls
stej 0 C OlsdzsRCsE Oo ads ®af d ydz j O dgls Oy j5dz0(, 1 : &5
S ke deso Odzdl oy o) g jupdptssijd.&zOm!  Istedy H T
oltsted Ydz & Odzls P8 Qe e fipsts Ssd@ e ehBag 2 5 0 0

Si gmladr i o3 o) 5§ 5 BdzO s dats 2 s j dgilsi WePEs@rdctg ts © C
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&Bts dzls d o L 050 shdse j f tddo daguizesss csS @)
dzts 3 -8 B0,0 2¢ KAl gdma ¢ h & ,f) ®@edzlsndasr yin)DHABIROS d3

stdW 5C Odz! dzz¥ RIS totsMS s dsCaarrllf sAadzvidsd Mgk
Cotestgf Bd fmdzr o3 Wi dklstsg S zdzH dz' o d dzW tc G
fjtej MstcOdo O o' 3( SHLEDPOL sz &3  H dzw Bz dz
oL BEYHJddY W(daztsues HpyHj jdsmdffid 488, 633 d

7.8. ¢flsOydilstsn d Bdw

S dzj ISBCLE(8,1 B0l BushnioOdzd dzO { tsC2cdizl dets j dz',
f dzOdzh g Is'f sdzdets 2t ts fipldviEaMe 2R 1R Adg 5@ H 15
HsMIsd Y71 0&d W G tsdzW dzt + dzls dets ls d . [ dzZv O dzO az
Of sOd3j tets o Cdzj sC d d dz€ z B J 28\ aeM@dZg o I\ M tc O
(Stsdzy ydzOw Cwsdzyd dzgstcOydw 1 ®WE[ Yomtsds yg f
SIsSH j dz' dzr § § dzOdzh jIsT HdzZw COXYHB2 otcj d3j C
MsHjtey Odzd S dzjIsSd, ddzSkzBdietseo Odedz" | Issdz
1 sfmMdzy ddeS 2B OyYydd Mt Hlz BEHOMY dd PB $isc Ho t
i3 dzlz Is3 T Ae@d € MOyzsh jtiylso dzv dzd 4 % ff O tcFORYSS to A3
sjujdedj 30+ 4Nl mMfiAgai zs M j2 Istcj R B 8§ Qwdsts
odqLEOERZJLOYdd VwHjttdtsets d@OIsj tcd OdzBo € dzh Is §
33342 (OL 9 PBSHleghdzl : P O6tsoHO Oy H" PEs.d3" ¢
ldLEzOdzdL Oyds+s ftctso sH d dzd dzO CodeV 5C Oz
BCtosMCBHJL O (Carfg @&@@eihkses2 COdgd FHAdWY
(otsLBEYHjdd] 48866 53, Hazdsg sytd w33 B4z2 H |
405 dzd3, Hi-68§ Q@ yddedz) 4 1 0l C Oud Mlis o jlzts fflaxdz
dhf sdz? L saOdzd CdzjIs€d BJL OflsOd3 teso ( sk

79. [ftejHjdzjdedd Mo Hdej 2 Jdzalsj dzifd 9 dzsmis d

R dzls J dzihd o dzts s ¢ Wdzktstej My dzayd d s toj Hj dzv
sBj MY jQg ldddP4 oZ [ Bstedrd(| | pordd. i lfedzv 1 sséts d
fjtejotsHdqdzdMmB jdos] yJdadss cOY j dzdGo | yr Tih t&as3
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[t HJ dzv dzd ! CGteOdzed y' | ddednjtlsisiCy P. i rfips@Egs D
dfmntsH dz" j yo Jlilsdz J dLtsBteOY j ded W tcOL Hj d
Col or TGr sf toj H j dzVv dzO ! ddzlsj dzid o dzts My Is ¢

dzj sBrsHd B ¢ OdzOdME asfrur ¢ BlFisé ¢ tf If rictj el ry siaw
MtejHdzvw ddglsj dgemd o desmis! dz2O@ fdSmjdzr tsBI

7.10. 1tetsltsydov ydltsdjlstdw

skz§§ (U887, U887/ EGFRwt , GOD,l/ EGBRY E
Ckbdz kdodtetso Odzd o fMlsOdzgH Otelsdzg 7 EkMdse d
CtodeW dzs L delsdatsmisd. [ dzv fmdvlsdw Cdzj lstsC
dMicd L co Odzd ©OMkotste IktedyfmMdde®. [IsH ]
WSl Grissds o ¢ o3 B H{UPBtYEOIs j &5 € o dzj s MOy H C
yjdasted W e dtctso Oglad jlak Wl jiodd jl 850dsd dideds 2 S dz
sSMOHBS toj MMy j dev d WPBeSATEFH | oy OB Z ¥j ol %
Mr ostels sy dzts ¢ (B ARO.delz 659 €@z IsC d d dzCHzBM s
B UJ dz" 3d Of sORj eOd3d o Sdhdl), U demPRe = tshylzyfj Jo
Odzls Is ] &zO G R{RadssLdooj H j dzdj 1:50) M § shd
olssted Yydzr d3d OdzlsdIs j &zO 3 , Ctsdzl 8 ¢ diBywsD Oc
(teOL 9 jHJded 1:50) . 1 My dgdzC 2B Oydd { te
s j &3 j Atz t6 §

15 ¢ dzy0Odzed ¢ dofjdeClae Omylsfdfr © Odzd tsls dzgj Mo w
tj MMy j dzH d tcts o CRIBJSA. dzlz 5600 ygalz dz 2 O dzO dzq
f totsls tsydats d3 Yyl tsodk;j LisEexj L X ( Becuméah 3
dmyf sdz' L 59 0Odzd § d@3 § eS5G6IECQHBERPES tEOHMEF B
tjcdmstediso@idj j 10 000 ftse'lsd2. |
f OtcOdi3j ste® dMftsdz' L s Odzd TMtej H dz¥ ¥ ( nmEdlnj
fluorescence intensity, meanX).

7.11. [yjdS O f wcHlegdftily cOydd: [ v
[ dzw sy4J dz¢ d ftoesdzdW j cOlsdo detsets f tslsj dzyd
Of O3] i sdz' L so Odzd SMHSstg ddgj Is ts fiaj jisi§ U d 20
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QG dzgsydz j § ZOdzh jIst o Stsdduyjfmlsej 2000
esmMistsots?2 MejH' . 1 dzOdzh jIst ddz€ zB Js®s O
OlgRsmMi § €H HEZY BB MY JudddY OHEJ E dzg Is Hy«
Ckdzt Bleser dMmisj yjdedd 24 yOMmtse o " KWaz J
ddzGolHls SCtdzj yde' o SCtsdzyj dzesteOyd?2 10 d 21
CdzjlsSd Cbkd kdodteseoOdzd BJL Htse Oo dzj d
qdzS e dleso Odzd o Isj vA@§dg CD2 yOmtse f§tod 3

1 sMdzj L Oo jtoh jdedWw ddzCkzBOYdd o CO)HES
tcslsso ts?2 Mtcj MT Seg O& § RIEKA e g a Mazlp )s.0n
1 dzOdzh jIst ddeS kzBdtetso Odzd o Isjyjdedj 2 yof
ddzS 2B OYydd dL di3jtew dzd 1 Isd gz bss dzizuzts lsdt
dmMf sdz L 859 Odzed § d3 ¢ dBCRAE" G TIsRi@ssGt tsa r tc Najnteo® ( B N
14 ed3Odad v ) .

it JLEd sOIsT 9" te Oy Odzd ) ftetsyl dzls O~ tsls
YdL dzj M s dztsis! d HftesdzdW jtcOlsde dzzy  OF
100%. sOxH'"2 QdEMiQddldg dizlsls pr dzd yd MEdr
COYHTB Emdzse dj ) d fttse sH ddzmw dzd d3d
fsolststedztsmilsw s (dzjLOQoadMmddr j 1+ Sy j tod d3d dazk

7.12. [Bddlststeddzcc ftotsdzd W J to(OyQEL Loi geej nOcde!
J 1 CMY J ediifjsizle Qrso @Qdzd MdMmilsy BBz H dzw O o
tcj Odz! desdz x&CtEJdzj dg hce RTCA S16uZz(ACEA 1B
dzlz dzts y dz" d3qd i dE@dzhajt €O &i3d 6 ( ACEA zZ B)i .os cridz
fteso JHJddw dJqLdBBitejdzd?2 o §OYHEY 80 dziziggldiz
f sdzdets 2 tdidnjlsitseo s toj e dMistcdtetso Odzd W isdatso T
HtsB Qo dzv dzd S dzj ST d I D dzjSlistste] yde® s azz dzC &z o

fmMtej HT . 1 dzOdzh § Is ddzC 2B dtets o Odzd ) Isd uwd
Isj B j tOIskztc] Hdzw BB M Jjyd ddw t0Oo dztsd3] t
fd desimddd o MisOdyds ndhlsfaGd dzS oo g o

AC, 59% .CO
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J Isd ud dzd 4 fJteo’" n 2 4 yomsoe Ckdz Isd
i edMmMstedtotse Odzeh 1 fdi3cdalsistic o PloAs I3y j ded d 2 4
zzdz¢ d HBBOodzwdzd Of IsOd3j teffd ol 0€ =Ry detsR s
JLd3j tejdzedw HtesHSdyOdzd SCOYHT | 15 ddiddzzls
10 LOejtehOsh jdg 1 sO0fj (M 96 Ht 144 yof
30 d3d dzlz Is . l Bdzlz yJ dedzr | L dzOyd dzd W Cdzj Ist
B34 dzlskz HEsB Oo dzj (2 B J Y Is D& qOMD) 30 § Ity dA
slsimyy 0.

ticdmlsteoyds d OdOdzdL HOddz & fteso tsH dd
sBd MY JRTCA WL o f &dp. 5Ssdjilssydz” 2 ddzij ¢,
mdmsj s, My dls ddsjctod d & Ty
dn ydLdzi My smse dsfs! , &GseW¥sdkscds d

HddzOBISj. SOYHT2 1CMfjteddsjdls o f tsdzc
sjinddujMSddd cobseORd (ft Hoj dizdd

7.13. TO&A&ge! tsdctOydd

[detcOyddzdzzr OSCIsdotksigBB SISUY sBF Is @ dgjntdy «
dmf sdz2 L 9 @QdecpjisiOlo ¢ M 1§ stc O d3d NERTHY Gs2to)ts.
sdzjIsCd ddzSEkBdttseoaOdzd © B MM o soisls sy dats |
YjEB s 20 000 SCdzjlstsC dz® dezdeSkz ® 350
9 O§HEE oMmMlsOa L. atstslse jlsMmilsalzs h dj  dad
Ckdz skztcOdz! dets?2 MtejHT M 10%( W BSPdz dets?2 B

yjtejL 20 yofmse dqdzCkzesBOydd dzgj BBzdctcdtctso |
oMmMlsaCd EHOdY dd, O CdzjIs¢d, BIck@Gcsd C
WdeMmMdieseo Odzd 4% § OtcOW tstc d3@da' eHc jhosdi H 5308 34 2
#z¢). [detwOydidadzzr OCIsdo detsfls: tsftej HJ
dzj f jtej My COshdomw ftsdva Litcj ddw. Il ¢ 0Oy
BJL HBSBOodzj dzdWw Of IsOd3J etso .
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7. 14. utcloszidtcd] ORAGAE]q )

sdzj IsCd ¢ dzdEBBUiodylslssfly Jtectso Odzd o Isj ud dzd 4
Of sOdod@ Cwsdzyj dzstcOydd 10 BSS .  dzwv I
Cdzjs€d tsBtcOBOIsrTorQdedo T g ® enp dzlsF= ds haezrd ) S c
Mee dzOMmdzts f tagldipdsCottaze d E£@®dzd yJ Mlsots B H
f sdii3ish B¥ oAnalyReNeA;r 6000 NanoKiijtte 3@ dxgy )l .
f sfmdzj Hize b | d3 H dzw 9" HJ dzj ded W WieOC ydd
dMfsdz LsaOdzd BOGzdBPwnabe Odttd EJd MBRNE ¢ Bu
( Ambi on, TharemdaiZffigi)chee rintSElse jIsmisadd m
1 Oy d3 B dzd ML HOM Pos iphdzd 56§ &2d L 501 0sdzd .
NEBNext E RNA Ul jidzaduds o(dNEBBEzdY ), Ctsdzd y
dimf sdz’ L s9 OdRujbdy tdzOGBssDANDA HS Assay Kit (
42 ¢) dzO0 PRibde HRjOWROZqL ttOMY ttj HJ dzj dzd W
f sditsh ‘Asgi | ent Hi gh Sens( Agivlijgjyts dz@dBhgAY
d4jCojdzdtctso Odzedj { tctHa tSHedqdidd 0 2G4 githtd d mu tHftdsjnlzdr
Bdded 3z ds 10 B dzdzd sdetse Cstesls GzPr spEPdag .

[Odzjj HAWW,jtjdydOod ds {CMft) Mmdekzsh
fdzj HEZE h j Bk Odetstedls iglz:

1.RdzH j S Mdtetse Odzd j ted W J toj dFRIBNG38 . g ] dats df
Ref Seq GCF_00d ®0 1cA0o5dzAARD N tedeld O dzdz" n
ftosotsHddzd ! SMARGBRsRL 7. 119 MY twjtchitsly d ¢z’
fsdzbyj dz MHT &ée * 2. 0. 5) .

2. ¢ dzOdzd L HdWW J tej dzyd Odz! dzts ? 1 CMmyfted Mind
DESEQ8. 1.44.0). & HOd dg2hdn Oc
Mitctej SIsdtotso Odzdz” d3 L dzO Y b dzck i3 OlBoe@s\p jdrxc
| | og 2hFaonlgde@ > 1.

O d&zOdzd L T sBtse O jdzdw 6 j dzts 9Ge nckn fotadi’ oB I@tgha
Mde dzOdz2 dz’KEE GGz I jKy ot o Encycl opedi adziof
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HgWW JteJ dzydOdzt dzts + EMmMftej MhdJetseo Odzdz" = G §
ClustenPBrofdiRL&r 0) o

7. 15)dz8Qy odzdw dedw ddzedBdIststcso { dgHtsydlIsts
LWWiCl d odzzlstedC dzj Issydetsgo |dAOC s dzj ded j C
[ dzv dHj dzsdw dscoydd fkisd d daio | tddpd)jdisiSL e
ftcjHOOtedIsj dz' dzes ddzS B dteso Odzd fm ddze d B d
RMY sdz' LiedgjOdi® M d j Bdzs$ Olstster n dzts to ff to s d3!
C &zOlstetfftednNtc j H s O dzdets G 5 I dzH s ydIstsL O) , dzd 1
COo sz dzts o S B lPo dAgdff e s 1 dzgHsydlssL ©O)
B, dzcdsdB®BsMPRBISdEz { ZHsydlstsL ©) .d 1 M
oDMS Q,5dzj ydzOw ¢ tDHdghpjOdzIsCidz@lay sz tc O dz! dzts 2 Mte §
0, 1%.

7.15.1. Jldazdwvdd) d&O Odisdtf cHiszgfjlg xc.0ls d o dzr
s dzj SBEW8 &1 Mj o Odzdgz dats ydB § f dzOdzh j IsT (200
fsdzdets? MtejH]. Y jtojL 24 B SHEpSH Py
Metslse jIsmMiseakzs h d2 d @MSOJ € tstelzls(tedsddzf ) Q , 1% d
y fHtwdAC3)70Isj d3 9 dzz dz€ d H sSGleHdRY dzf] ts d&) fulx
Ctsdzgyj destcOydd 10 TdfSBSR(daL z 68 Bugd o s dijic s H ts dz
f sfmdzj yjets (eispigbddddBPdssyo EOL HJ
rdL dzj M sMse dats My ls ! CdzjstsC o7 O Odzd o

(CdzjlsCd BjJjL OfbOBjtcd® d ddcdBdltsttO) .
sdrdedyd MEdr fBoltOn; ECMYjtddids f e

7.15.2. Jldadwdd)] dO &OC-Bf k) dggs ¥ ek
(OfsOydbstsadBdw) .

s dzj SEWS8 8ol fj o Odzd (20 § € to Wivkzadesiy dzf [V S ddeD
(57 T@zjlssC/ debdzS ) . vjtejL 24 fg SPBSHL
H 5B O o diztzelafl B d(lslssjte > § € 15 dadf) dzliddis so eyt af P dzdfA CL.
1 Ols j d5 H FRAGME Y e 2 ®@d 6D Edzicy dz0" S sdzyj dzls
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d ddzS ke Bt Opzd } tsfdzj I8 tdsohass dif driOBHR(lS o ts to &
PBSY,dSMdtcso Ozd 4% § OcOW steckBdze 8 h 8 fdfi 8B,
OdzOdzdL qtetso Oczd ) fdBsh i 8 CrdgW 5C O@z 8z 2
stsdzstetsdzj &5 Mz ddzd S zj IsSd, tsBEOB 5ls O dzdz
ddz¢ 2B OYydd M ddzcdB dlsstcsd.

7. WBsOlsdmisduyud MSd2 OdzOdzdL HOdzdz' -, i tsdztk
Cdzy ssydzr = Skdz IskteOn

dlsOlsdmlsdyd MS Iz sBtcOBSISCE tjL kzdz SO so
Vi ((sqj dz€ O ftesdzd W j tOydd, Yy dls sistsic i ddy d
sStcOdzM S ted f ssRBdzse s OdzZOdzd L O) , f totso sH d dzd
sBj My jQpagphPad Prism 9. 0.wz¢)GrcapRPa6é
(ojteimdw 4. 4 DE)Sefg2ff O] Isf@ dsdffiey jP r Sots ded wejrfnls
LSy jtedd3) dels™ o' § sdzde” dzd dzj o3 dad 4 Ud O3
fcolsstcdzsmMlswv s I(C@HIBECGF GOL tcOL dzg' - f Ofmfr
Bddazsedyd MEsd3 f(olsstc] ftocj HEMBOISted 9 O
fsolbtstetse ( dBAsOpfls O dzWdA [LIOBW O w2 d 5. H. ]
7.16.1. tOMftejHjdzjdedy HOdzdzr = d o' BtSte
[ dzw COYHBGETS dzOB tstc O H Odzdz" n ftoso j toW
COMY o Hjdjddy M §cdsddds EncQfihde d sy i Gy
odLEZOd dzs ff s CPRPEBEOLPHREBA; O jAzMipo s
McOodzdo Oj B » cCkzftf O ByYyjddeoOdd Mm {6
1 tod stedzOdz! detsdz tOMmYf toj H J dzj dzed d d tc O ¢
fOOdsj stedud MSdyd Isimbdzj § OtcPigisk o ¢ tgs bigS &)

7.16. 2. uwwOodzgjdzdy Hobkm ctelzi (

[ dzv MtcOo dzj @Y Miefaklz m dzjciz LY s delsBOf trR] te1) HSLS IS
Of kOt sdz' L 5o Odzd  H-b [z By s eslssdzdad 2 dzls O
ZOtelzh j dedd EfMmdzse dU-sff gl &3P @Gtedg®@Mmisd .5 o M-
tOL dzd yd™” MydlsOodzd MmMisOlsyfpdsdaudmEd L dOydc
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7.16. 3. jdasyi MitteOMEBAS flzifls,-t } A { OdzOdzd L d3d
l1ted MtecOodzj dedd dzi MEtsdzr Cdr ctokzf§ Hdzw
SHdsW OCIststedz” 2  HJ MY ( ccmd 5 dada Ny VidoddE®ld2d/ 1A

orweodwdz L dzOydadr J tcOL dzd yd v d3j Y HE G tolk
MtcOo dzgj dadfoH iz ts i d My sdz! L soa Oded j B3 Of sfyls J
( Hdzw fhtc ®o dij slaflytc ts dzj d3) . Lictso j dz L d&zOyd «
Bdztsy j Miso j dzdes My ls - MtcOo dzj dzd 2 ( Hdzw Is j
Ftoso*jpdj dzd dzd dz0 Ctsdzd yd Mlsoats MtcOo dzj dzd 2 )

[ dzw MtcOo dzj dzed W DY % HWIE s God)lz = o dzj ME 5
Cdzyd dzlstcOydqdw m dzO dzj MCtsdzr Cdn Cdzj Ist
HolzraW OC Iststedzr 2 Hd MY { aydty dzdA NGy A 2@ G df its to (
ccBtcORtlc@OQ dzf | OfIsOd3j tor o dz§ 1s they dz@el$ td @z diz
o to jedgvdzW € d dzd Isd ugidiniiflEls s § MY J 6d L dzOyd d3t
WOChkttcse ftosotsHddzd Of sfMmisjtedtcdz J MtcOs

7.16.4. 1 0Odedzr j 1At o WJjIQdz' desdz o toj d3j dac
[sdsmdlsjd dr 2 bktesejd' SMftejmimdd ¢ O
G j W to] dzi) dzGas P B &P th1 3 Al Qfls Odzdz’ 2  fpept o5j L
McOo dzd ®o Oczd 5 Y HE ¢ ESBRifOBdSds § (OF EHfEsEOERl tc ts
oneay ANOVASfttOs (2 d&O d&dsy j Mise j dzdzets
COYHBE GjdzO fSlsHjdz' dets. [ jL AUz 1 to]

7.16. 5. vicOdz G 6 (RIMBBI) 2 0OdzOdz

FquWjtejdydod: dzs 1 CMfjmMinds ¢ j mESe (53,
(R¥Sktste' 2 dMitsd Lkjlk tltedyOlsj d desj B ¢
vVisdzH O. ] 4 dg mMudls ©dzd HdWW J tej dzyd Odz! ¢
Mistcte] SIsdtctso Odzdzsdz dz0  d3dzf WzH i) ©mEs daifiste)dsC
LdzOyfaed @, 0d5| 126 gl dChahgeg tstectcj ¢ lpf dz®a § BHzd
(padije)fseo sH d dzd H dzw ¢ ts dzls to ts dzw Y O firy(lsFsisR ) .
G 00 dzO dzd L q O dzO &EIG G off W kisjdizw dzd ) i
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cdf jtecjodijbtedyj MS e €1 ulsjtfigls @ r odf t fiifde)SHjHss,
Cteted ¢ 9 2D U ded 2 (B stomtsh B j dze @O d3d dagf j s
Bj dzC 59 A o L Od dRPHIE)Q fndzd af @ dzd n STRIEBG
MisOlsdmlsdyj MS ks L dzOy d d3ts fyls 5B tSG Oh j dad
({ B dtedud ME s *tpd dddt p azf gzr dedhp nt ) .
7.16.6. ltjHmlsOodzj dzdj H Odzdz R

10 ofMmjn ctOWdCOR HOMd j N tcS(BifidsCaipHIL) tals
SlsC dztsdzj) dedffj ) d M SAZANOY@ED]  c OV S OR HEY
FCOL" 90dzd tojLzdz 5O Of sflsj tefpedz0n 0I5,
* ® p& 0, 0Mp<e *0*,*00*p< *0*,*0*00 1.

7.17. rdoetslsdgr §j d WBsSHJjdz2 ISCOdzj o952 a6dzdC

Il 1M jteddzj dzlsy dMf sdz' L sAWD e O RBY G N dzo ds
1012 dzjHJdz ,2 508000 Oc )Is.j dzOd o slsdz" § MtsH j toy
Eimdzse dw e o do Oted w2 2 td\ 1218y GiftsjotaCills Izfitpgj j IS 5 9 T
MotsBBBHMmEER HGBMIsSEYT J ¢ 9 BH J d Ctedikz.
mMtsslse jIsMilsedd M ftOQoaddzOddd Bdst IsdS¢d d
Csdi3d Isj Ists 3. CCmy Jj tod o3 dzls ftcso tsH d dzd My
s 2010/ &8/ EWh dIsy Yy dotslsdz n, dmtf sdz' Lk
VentSH d dMitsdz LB90ded] Y dJotslsdegr =~ Mtssilse §
tczCBotsHW N dd3 fteddzyd g Od3 ytej ¥ HJ dzd v .
Clsdud Méddz Ctsd3dilsjlstsdz REIB r 14 § t(hOK tsC20d2 5
ftejHnfteddgd'Ils'zmddgd ™ H dzW Bd ded &3 L Oydd !
dmMf sdz! L soOdzdzr = 9o MY Jjteddzj dzlsOn , d d:
ftesyd HEzts.

| Zd sB dZOMissdgz 101/ 8 (sCOdzj ots?2 N IsOdd3,
gd3. 1 .1. 1 bktHjdSts) fSHH Yo Ok §islk
Hsdzstetse . | dzv d i3 dzOdzelsOydd sSfkzatsdzr dL o
f sd3tsh 1 & sStcsOC Otc® 99 8H d dzd ) BsL G tc J

Cstend dz0ls Ods: 2 gk &zOlsj tOd daj j, 2 ks
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(ftcOo" 2 cdffsCody) . [dzQueOaudeds (s dsiHisd
+ CMmMdd&zOLddz 3,2 &6/ ¢¢, o/l &B) . [lejtmlsd
tcOdzz kh do Odzd . rdotslsdzr » o & ®H8 dadj dd'L 4
d B3 dzOdals Oy d d

7.17.1. JlojHjded] Wkktstej Myj dzlsder = BOWGE j
rdzv  syjdSd ©OMmY oy jHdplsapdd v it jdezdsde dgd 2
ydotslsder s f cdzd sB zOHIBs BB R dz'1 04 & B dzjdzOls to
Sfkzrtsdzd o dzzlstcdo j dzdzs (8 roBMmistseolzy o j dzk

1 Adzktstej mMyd p@B &OIsiksd WO~ 100, 6 0 0=3d dBcB
cizf fiz);

1 04 sO@BHls, B U dzdz’ 2 s¥EkzE e jHitsy jORdz 5 0,
3800 dzsis & HOGCHEBLE © ftojHo Otodlsj dz' dzts

b lsOd3j tor tcOfMmiso stewrdd K@l m@EWMptlo PBBVB

Biomedi aghy d HSoatsHdqAzd HEB Cdzj ydetsets ¢

ddz § Sydd. 1Mmjde@htep fehicgmBlso j dzdets § J tc

vOteG jIlsdzetsy 99 jHJjdzdd HddzW QuEzwis4d © fizdzdzis Y ¢
B zOdzls Oyd d Ho lCBUHEAM BO6 o6 jsted / S¢, ol
7.17.2. lwedetsktsodjdd] MtjLts &sLCO

) tslbsCsdz HdY MSCOdedietse Odzd Wg@s W dzblsSts j didyc
ddzd jSydd Y dotsslkdsr im HtHo jtecOdzd 1 9lsOdzOL
LOBStcOY o Odzd dzO HiMS R dHdhCejr Fmiog) bze Isd tgls (e d dzd
50 &S ds.

) celssCsd HEY SodisCod ds?2 &JStesmssyd

BSLGE B dss fhdscs Py cslstse ddzd Mtsj L’
f OLOW StedgOdz Hj ¢ dH sdH e BH8BM 2 OMIs d o O dzd
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7.17.3. 1ldLrEzodzdL Oydw d O0dzOdzd L

ANdzE st j My dzls dzts j ¢ )£ 10/dz] fipTs® d@itdighe BOaf 5 QAE (

Heal )hcaméeaLBEYHJ dad § 473 dzdd, P8 d dz3dlsndn)d
Rdzlsj defd o dats M Is ¢ O dzndzdf) (BN tits o tOZAK[) oS OC s ls
Wk stej Myj dzydd sSfkzosdd § dsttkOd ds?2 IS¢

sdeV sC Odz dzOW : RIS sty LG A M d MM dzj H 59 O dzg
CoiRf dzj SMj ZOL jtedesets MC Odzd ez hGacrBe i Cstesck
MitcdEM10 M CokStsd@fkzd Md &3 WJ Bt
oL jtesds M f j o] Miste (d8al @30 d3dzegy Of @Y ts dgis dg’
otsLBEZYHjddw Wkttt Myd dydd.

7.17.4. stkdujfmlse jddy 2 OkzOdzdL ¥ kkztste f

R dzls j dzind o dzts M ls ¢ Wkt My dey didmaty(y P ddd o (
vz O RGH j S Wzl tstej @ faydiler o @z § OF

RA Isf zn- t$dzs tc i3
GHJ :

g ISy zZoihpej Hdzgv W ddzls j dzfpd o detsfyls: W dzkztstej iy
17 | desteidzd dzls j dzfind o dats iy ls ! 9 destcdzOdz! dats 2 [
f &zsh OH (.

7. 17.158 v odL EzOdik|OR@EpW 1 |

{ OHASHS d o dalz s4-[T @RI sOste B j dzL  ZOL dH  ff 5 dzkz Y O dzq
Of SOdjGoE df C dEdBd™ ) su ) St Odzdtetso Odzdj o
HisC dzd dzd yj M S s2Mi Lipdbfigls j6dge Mit bab gt j todzOdzH ™ )
C s dzczd d5OHBBRIERIM . TF [ FGo lolo sH  dzd o dzzIsted o j dac
o] Z2OBb B @& HEs dZOYOdZO MC Odzdtetso OdzedWw . 1B&tsH
N63[1¢C dO ydotlsdasy. ] oS H tsdzy J Is4]jOdizd dis |
Hazd s j oz dats s’  tSH dats €154 dgdede.d3) tzie® & tefn 1€ O QoG
sutej Ltse flesotsHddd M §sBshiwMiflabhst OR
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12.00. Cdzjtedjlsdyujmets i 6841 dzs NG dz'D %tc § Ot
B dzd MCtstetcj Clsdtctso Odz ZO0 ©OHJEOCIsdo dz

] sMssBtcOB IS Iz, 9 C dzs yoOW COuj Mise j dzdz :
JLBSBEOY jdd2, of § s®@dodd 49 1T & BMODRAG i e
Zzoj2yOtdw) . dlsOdzH Otcls L ts9 O dzdztf jS U \d3®a& xn)J o

sfkrcsdzd d LHSkBes?2 ISCOdd GBsLEO Gf 6]
dff sdz [ BAOMIdd MotBtsHBEZ: ©LOHJEOCISdo dzlz ¥

7.17.6. ulOlsdmsdugnt oY sekOBskSO HOd

rdzv tsyjde§d HtMmistse j todatsmisd tc Odzdiad dgfg A Y1 aiz4 >
d tsfrisd &3 ctozf§f Odd (50G0LHAAN, BB 14t
ongaYANOVA) (-BEHE IsjMmMlstsdz [ Odzadzj IsO. l T BE
dzj sBrtsHd @3tsis' 8 d3gdetsy j M s amjlsdade’ dedz" e @ asdiglsde
deste 3O dz! des s tcOMf ted Hj dzj dzgd d H Odgdz -B d dz% Gs,H
p>0. 05) d GHdsttsHdsMisdp=0dRBL)chd?2 (IsjMm

[ Odedz’ § ftojHMsOoBgOE-3COY shsEdej NS IR ¢
f totso sH docdzda p bAPraid® m@Gr 4 p hFPafdt ,WhS pe. t J L Ezd
odLEZOEZJL Jqtesoa Odzd © odH | MmistsBeDY O g W30 16 (2
L dzOy d BsPr0d, 1*,p<D* 02 ,p<D* D02 ,p<O*0V0V0%.
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8. t1ry1vfudu 3

8.1. st slsjtedetsj isH j dzd tects@ PIsAf g3jotd ALy d d
RMMABHM d3 tsBi jCIlstsds Hdz?" HJL 02 dzO { tsfdzlzy «
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GO1/EGFRvIII| EGFRvIII A/b only 0,24 -
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Expression change in Gol1 vs Control
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Gene Ontology Enriched Terms of Upregulated Genes
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Gene Ontology Enriched Terms of Downregulated Genes
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AN Alternative mRNA splicing, via spliceosome Regulation of alternative mRNA splicing, via spliceosome
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Statistics numberof nodes 9; numberof edges 23; averagenodedegree 5.11;

avg local clustering coefficient 0.885; expected number of edges 2; PPI
enrichmenp-value <1.0e-16

Il sMCs&GER dzv JIspw  Cdzs yjor d3 tojcebkzdzvIststets
Md ¢ dzOdz' dzr ~ flzlsj 2, Brdz ftetsojHY dz 0OdzOcC
onrtsHWh da oMAPEBEMS ORKG B A TAT. Mdc dzOdz' dztsd

MA P KizOB dzt H O dzts fry+ fsor hjdedd Adfmitdediimm4 d G
(vOB &z yoO

v OB d&zd YOL iBj dzgj dzedj + SMitcj MmMdd ¢ j dese, o~
flsj?2, sfsEHEERENHdj- Hise O dzj Gadlwl Oy B&.
Cbdz bkter cdzdtse dBOssdsr yj dzso j € O

153



MA P K Pl 3AKkt si g JASTAT

signaling pat hway |[signal in

Up | PDGFRB, ATF ATFCDKNIAI TG PDGFRB,
DUSP5 NTRK|LAMA3, THBS2| CDKNICAT,F 1

CACNA2D1, I TGAWK?2, PD{CI SH, L ER
CACNA2D2, NGFR, NTRK2Z, JAK2, S
HSPA2, MA P HGF, | TGA1, SOCS4, H

CACNA1H, EE EPOR, EREG,
VEGFA, CAC|{COL1A1, COLA4

ELK4, CAC| COL4A1, I TGA
RPS6 KAG6, C COL4 A6, COI
DDI T3TAOK1, COL6RBEN2 | TG
SOS1 SOS1
Dow|/RRAS2NGF, C| TSC1, NGF, | GHR, SO(
FGFR2 PPP2R1B, Cg CCND1, B
CCNERDGFBCL 2 Il L7R, G

SGKLL7R, TLR

dtcj H( ftsor hj dadz" R G4 dzts o ts fi)
ftcjHilsOUEREE ¢ Olsd o dzr 2 MeAj ReKz, df st dzw &
f sHo dy dets fls Cdzj sBD| T § i @i § Is tslefd y j NS
stcOdzmCtedf ydd) . dwtjHd fMmdedy j dedz" =~ RRA BB o
CsHdeks hd2 Ok JuA0OLE, cdfjtt Cmyt
chzdsB &ZOMistsdr d OMMsyddiess OO0 ) dzj 2 £ O

Il MdedzOdz' RASIK f W Wo dzj dzets 30 @6 j detse M
Gj detso Mt  Mdzd ) J dedets DB AAMNNG 8 fA figd » ? Bd  daC
wodzv s Isfw 6 d Qg Dek NIy el )iEed B d Is stc® O aydifif iz«
¢ddzOL , OmMmMyddteses Odzdzse s M Of s PEKINB A3
PyoOmlsebkze h jetjtcpdzycitgtio € j B sB d&ZOMIsts o
Md ¢ dzO dzdA kGeytd f H  Mdzad 3 § dz202C N O 1a) § Gz 8rd| dgOtc § J to
L dzs ¢ Oyd Mise § dzdzts s d dB C L(20 drlis Gifittsth l4stlds
B J ztSG)K(LSE d dzOL O, Mo w L O©dzdzOW n orydoOj

Cdzd 5B ZOMIssE®PP 2 RMB | j H d dzd y O i PP A O
154



ftojH Sdzsy dlsj dz dzts o tso dzj yY dpd@ewdzifsN] Qg dzg d
34, 35) .

SOS1L CREB3L1 :

" £\ "/
N L
CDKN1A
i
)
& o

N
it Mz Gase j PPdL ¢ j dzseP | BUNIS @G j s Sy toj My
S lsdzgsds BBLOL Y] CELEHj | psyUigRMNBOEY,
f sdzlz Yj dzdzO" HSERI PEOBEE JosLdS so s oL Od i
STRI NG sdMmStser 2 ddamlstekzdj dzs Hdzw L o dz
GJ dztso .

155



CCNE1

CCND1

TSC1) BCL2
O -

PPP2R1B

./

i iz @s6 j PPdL ¢ datseP | QMBHNE Ot C M tsj MiJ te
S lsdetsds SBtOL Y] Go&fls®Hezj » syl ERMNBOEY , |
f sz yj dzdzO" SER| NERESE g dmsfdzS sotsj oL Od &
STRI NG sdMmStser 2 JdzmistelzRj dzls Hdzv dL o dz
GJ dztso .

I fMdcdOd RBRBTALIsds sldjyjds §sor hjdd

GJ dzso dd idhl x g fedztso , o BRLPOIN Difdz® » srdag) 9
st MsedOfmkzjlsmw f sehdd Odlsdftsddy |t

[IsHjd degsets odzd BOdedw L OMczzy do Ojls ]
dzj 2tese jdaj LisdE d ftsHHjtey Odedj 5 f s zdzw yo
O dzOdzdL PRlj CEpw@ES oL OJBBHj2Msad2) ¢
Of sOdj O OGCAsodlold tekz ¥ Is W ¢jdz | L yOofjlse kz
(HOOK3 AspM ProxQ) ) dz 2 tcts dzO dz! dzts 2 H
(NOTCH3PTNNGF) d 9o BHHjtyOddd st lzdzwydc
C dzj sts¢ (1368 dzC dCfsasd H jIsj dz' Mo bkjls

156



ktcOdMS tdf ydsddets? fescteOrd Sfbkoitdjo:r
HdW W tojsdztsdy 2ot d Mz @St Hils O dzj dzeB j fig§ Iso r
oL OdEsHj2Msad?2, kyOmkokshdn o fttsyj Mh

Py P
oLST TAOKL
N/
WHRN
N
SLCaAT
Sl SEMAGB

L\
WNT28

Ry
CELSR2

AR
ROCK1

LRP8

CTF1

/ P> 4
f'{ PROX1

tdmMz@sa jIls! PPl dL c6jdetseo, OmMMmMtsyddtetse Oc
HdWW jteJ dzydtetse C 52, i sdzlz Yy dzdzOW off taidj dAf e
B J dz€ d, G J dz Cslstste’ - cdfJjtel Sy toff i d t
o dzdw dzd J d3 GOlf. BB @HsEdZE sots] oL Od @i3sHj 2 Mk
fsdmétser 2 ddemlstelzdzd dzls Hdzv  d L o dzjNgtyvaikd v
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avg local clustering coefficient 0.477; expectednumber of edges 81; PPI
enrichmenp-value < 1.0e-16
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Hdzw dLodzj yJ dedw o L Od ditetwqrk? Stalstick: & nfurb@r ofc j «
nodes: 59; number of edges: 71; average node degree: 2.41; avg. local clusterir
coefficient: 0.434; expected number of edges: 28; PPl enrichmeaitip: 8.58e
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Statistics: number of nodes: 23; number of edges: 43; average node: &gde
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