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[0001] K0i^^;£tCP5lU nuclear 

factor K B inhibitor a (NfkBia) 

FZ$k1ktZlDmzMtZ o 

ftll&Mr 
[0002] 

[0003] 5£^% ®/^7Ml^pnp^«ai^tiT 

mM°n<D&=iz Mb\,zr>t&ti<Vs 

o 

[0004] <£ U 

[0005] NfkBia(IKBa% nuclear factor /cB inhibitor a)tiN nuclear factor of 

kappa Light polypeptide gene enhancer in B-cells inhibitor, alpha® 

M^fa(Dis NF-kappa B (D)% 

mtizm^-t^o NfkBiatiNF-kappa BOTSIffbH^(D-'DXfc&o %jtzlZ 

^J®^tLi)NfkBiatt^|^-eg|#^^tLi)C:i:tCj;oTs NF-kappa B0DN 

(IPftfF&iSK 1 ) o ttz, NfkBia® J; 9 

0 NF-kappa Btt, iI?j*ttNfkBia 

(D<£9tt\ m*<Dfflmz£y^14 

«5E»PH^f©lfe©i^© 7°P -/x>/\ 
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N ABB?!] (5' -GGGACTTTCC-3' N NF * B^BB^IK 
kB^^-7, NFkBbX*°>Xxbp<> S#£n¥tf*l£(BB?!l#^35) ) IZfa 

a U IZM^tZ (3M$fF&iSK3) o 

[0006] — SM^i£SlfflMtC£tt£NfkBia®^fi]£: LT, 

^ 0HI# tC ^ I vT & S o /c < ft] £ tlT INft fr^tzo 

IMSSfAift 
[0007] IM^fF^SRI : Inducible nuclear expression of newly synthesized I kapp 

a B alpha negatively regulates DNA-binding and transcriptional activi 

ties of NF- kappa BMol. Cell. Biol., 05 1995, 2689-2696, Vol 15, No. 

5 

^^§££$£2 : From mice to humans: Identification of commonly deregula 

ted genes in mammary cancer via comparative SAGE studies Hu Y., Sun H 

., Drake J., Kittrell F., Abba M.C., Deng L., Gaddis S., Sahin A., Ba 

ggerly K., Medina D. and Aldaz C.M.Cancer Research 2004 64:21 (7748-7 

755) 

: "New insights into the Role of Nuclear Factor- kappa B i 

n Cell Growth Regulation"American Journal of Pathology, 2001, Vol. 15 

9, No.2: 387-397 
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[0009] ±§BI$§I£#¥&t~£>fca&lc:$&S3§2i U 

(CHOM^O t, 
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—-3®mRNAMy >=1—7^ >^'RNA^|W|^L/co N 

fkBia0mRNA0#il|R^IJi0ffiMII^ffi^ L/co Z(D^0^(D~ 

^y°^- bm%.m%:w.Miz\ei±t!ii:z>zt%:%& ttc 
o >=1—7^ >^RNA0^ii^3t^tl/c^fri^^ 

£«TiiNfkBia0fgil«$y3 ftTl^ L/Co *fgB£ 

# e> ^ m ̂  $a& A #L<* ms. mz M t z> # am A xnm \ aoms,* 
%#ULT^Z>Z.£%:%)&Ltz0 i£S»ft®NfkBia®fgii£»p-t 

±Z>ZtlZ£V, mMOtf'J ̂ 7°^ K©£jM£ig2JD 

*fgB££5£/£3 •££ KM o fcG 

[0010] ^ 

>^?ff©j££ti£lR]±;*-££$!ti£#"f £ RNASL< 

SDN A X ti ̂  tl ©IB^U^il^L TAPES (Antibody Production Enhancing 

Sequence) (£§•"cfc lJN PPES (Polypeptide Production Enhancing Sequen 

ce) 11» H 9 ) £ i^p £ L fco 

[0011] APES (£>£WiPPES) 

tZZtlZ^V, Nf-kappa BCDSte^ig&U ttliZ J: y £1^*.*° 'J ^7°^ 

K^^t^fq]±^-&^^ii^L/co S1ftfig&3ft/^F-kappa 

fr LN 3fcj^ J/E;7*0 h—(Bcl-2, Bcl-xL, IAPs(Inhib 

itor of Apoptosis Proteins)&£f) CD^§iE£:/Lii Ls 

ft & if K "f £ d £ II ̂  3 *1 £ o 

[0012] K0mfe^^ii 

K07°P;E-^-/x>/\>Ht-^Iii^ti^IM®NF-kappa B^-£ 

&fc^frLfcNF-kappa Btf fgii7°^X$ K 

0 7°p^-^-;£14£i^ilU 3 bt^^KW(DmM^\klzW-5-tZZtbm 

fetZtl&o £©<fc9&BB?!Kis fctZl& MCMV7°P^E —-S7 — CDi§n\ 7^7, 

+M (DD434486) IZ 8 Wpfi, £ b+tJ b * tint 

-Ol/Xm&Mm (DI097553) IZ 3 Mp/r^NF-kappa B^^IB^UtfftfctZo 
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[0013] 

(1) APES£fgi!U K£=l- FtZDMZ&XLtcM 

Wklk~)5lik o 

(1 - 1 ) «^APES^^iiL/c«-efe^, (1 ) 0^;io 

(2) APES^\ Lk 7^7, KS/cti/\AX^-a^a)NfkBia®jlfe 

^©DNAS/ctimRNAKJ^S^JFMKJ: <J^U NfkBia®}!^ 

(1) 0^;io 

(3) APES^\ NfkBia®mRNA0-^KJ^S>^JFMKJ: U^Ltf-g) 1 9-2 

5^SS©SB9!J«:#^3 O^SSfeOffi^RNA-efei), (2) 0^;io 

(4-1) APES^\ NfkBia©mRNA©-gptC^SMMjSK<fc U^Ltf-g) 1 9-

2 6 1 ±^SSS"e®mRNAMy VP-T1^ >^RNA-efe 

(2) 0^;io 

(4) APES^\ NfkBia©mRNA©-gptC^SMMjSK<fc U^Ltf-g) 1 9-2 

5J&gS©BB?!J£#ifr5 0 O^SSfeOmRNAMy >=1-7^ >^RNATfe-g) 

% ( 2 ) 0^;io 

(5-1) APES^\ NfkBia©mRNA©-gptC^SMMjSK<fc U^Ltf-g) 1 9-

2 5^SS©SB9!J^:#^5 6 1-1 5 7 9 J^SS^mRNAMy > =l4 >?'R 

NA-efei), (2) 0^;io 

(5) APES^\ NfkBia©mRNA©-gptC^SMMjSK<fc U^Ltf-g) 1 9-2 

5J&gS©BB?!J£#ifr 5 0 0-1 0 0 OJ^SS^mRNAMy >=1-^ >?'RNA 

T?&£K (2) 0^;io 

(6) 1 9-25±^ss©^-r^iB?y^\ IB^S^2-e^^tl^±^SlB?y 
(3) frb (5) 

(7-1) APES^T0^g|B?y£#fr^I£^fr^R£tl£ (6) : 

(a) IB?!]#^1~1 6M2 9©lN-fftfr©j&gBB^Jfr£&.g>DNA ; 

(b) ±|E (a) NfkBiaMfe^© 3' ilJ 

IB?U"efe-g)DNA; 
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(c) ±=E(a)^/cti (b) 

(d) ±§E (a) N (b) tztcte (c) ©&¥£$)"?£> £RNA ; 

(e) ±§E(a)mmIB^O ̂e>& £>DNA£ fc 
tiRNA0 

(7) APES^T©^g|B?y£#fr^I£^fr^R£tl£ (6) 

(a) @B?iJS^4~1 6®J&gSB?!]fr£&SDNA 

(b) ±§E (a) ©fe^tl"eS>i)RNA 

(c) ±lE(a)®|B?iJh 1 i^S»$|iD-®^glfi^Jfr£>&£DNA 

(d) ±|E (c) ©fe^jt^-e&^RNA 

(e ) ±1E( a )©SB91ltC^gM^tC <fc V ̂  U o 5B3?!lfr £&£>DNA£fc 

tiRNA0 

(8) K£n-Kt-£^3fe©DNAtfgA3*U Mo 

APEStfA&faKgAStlTl^ (1 ) (DJ5}£0 

(9) APEStfA&ftK#A3*lfcffl]&tf, APEStf h^>X7x? K3tl/clffl 

(8) 0^;io 

(10) APES^AMK»A3tl/c*^\ I^HttAPES0$5^^m^^tl 

tcmmX'h^s (8) (OT;£0 

(11) »C, 3 e>lC*£ 'J > h7>X/f-^-^3- K1-£DNAtf#A3 

(8) <OT)i0 

(12) Mtc, 3 yxjiy < >i£^;u/i^>^--tz£=i-

K"t £ DNAtf® A 3 (8) 0^;io 

(13) £ £> izy^ — y h 7 >X 7 x ̂  — "tz =l — Kf •SDNA^^IA 

SftTl^ (8) ©^o 

(14) (1) <OT;£0 

(1 5) Wft'f--X/\AX^-lPl«'eS)l), (1) 

(1 6) ±§E0)l^ft7HC§Ei6©;fr;£Ti^3ftfc*oU^7o?1 K£#W"t£ 

EHpnn£i^1-§^feo 
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(17) (APESXttPPES 

(a) I3?US^2~1 6RZf2 9 ©l^ftfrC^SlB^Jfr £>&£DNA ; 
(b) ±§E (a) ©BB?!l£#^ NfkBiaMfe^© 3' fly 

BB?!]"C£>£>DNA; 

(c) I3?US^1~1 6M2 9Jfc(i (b) ©BB?!J£ 1 

l&$H-©J&SBB?!Ifre>&.SDNA ; 

(d) ±§E (a) N (b) (b) ©fe^tl'efe-SRNA ; 

(e) ±§E(a) mm iz&smtmz j: y ^ u •? aIB^O ̂  e> &^DNAS & 
tiRNA0 

(18) _tBE (17) §Ei6©^I£^£#fr^^-0 

(1 9) ±§E (1 7) (18) §E*6©'<?*-tfA&ft 

K#A3*ifc8fflR 

[0015] [^1]^1ttN m%.-ZtltcM4G2MS^mifa<D&m&&Xf^0 7>Jf;Jx-e<DtiL 

LTl^^o 

[^2]^ 2 &N CH0-DG44«KMab1 (iaIL-61> "tz 7°^ -J/El*) £i^fgii3 i+tctfi 

3 0@Cfi tt £ AI462015$E^jt^©fgii3iUt L T 

lN §o 

[^3]^3&, CH0-DXB11sfflj&KMab2(#i;?'J > 3 ftft) £i%fg3I;* ttrfcia 

3 0@Cfi tt £ AI462015$E^jt^©fgii3iUt L T 

lN §o 

[^4]^4fciU Mab2(Si^'J ¥t)y3ti,mm%.mm(D 1 LS/>-S!EMi3a 

gK£tt£AI462015fe¥j£$|©fg3I&]££^LT^.So 

[^5]^5tt, Mab2^^«01Ly>-0)tJp±«^ 1 3 0 @ K£tt£AI46 

201 5$E¥^ (DfgiiSlUt ©^31 £ ̂  L T IN £ „ 



WO 2012/137683 7 PCT/JP2012/058577 

[@6]m 6 its Mab1 (^IL-6 U "tz 7°^ -#E$0 * JUOM&fr o 

(D 1 Ly>-)UP±M3 SgK£tt£AI462015fe¥g$|©fg3I&]££^LT 

lN §o 

[|H7]|i|7^N $E^jt^AI462015(437p)0-^|B^434bp®fgii7°^X$ KT 

[|H8]|i|8&N $E¥^AI462015(437p)0-^|B?lJ165bp®^ii7o^X$ KT 

[^9]^9tt, P> KP-;U^ LT/W 

-&/c7°^X$ 

[|H10]|i|1 0&, $E¥^AI462015(437p)0-^|B?lJ®^^iiKd:^TMab1 

j^MtfigflPf £ ̂  LTl\§o 

[Hinm Hi% ^^^«-e0$E¥^AI4620150^ii,>:NfkBia^ 

iEMf U ^SLTl^o 

[|H12]|H 1 2l£s NfkBia^iE^MKffltN/c7°P — 7"-tz V h ttTjs LTlN.g)0 

[^13]^ 1 3&, ^fri^^^lffl^-e^NfkBia^iiWfy^^M^^^LTlN 

§ o 

[H14]|i|1 4 fc£% V7XMCMV IE27°P;E-^-± (1B?US^23) 0 8O0Nfk 

B$P "nnlMlZ; (T&lnIS) %7jk[s T^Z>0 

[|H15]|i|1 microRNAfgii0Mn£®MTfe£o 

[^16]^ 1 ^fri^^^|ffl^-ei^^ilLTlN/cmicroRNAa^0PCR^^ 

^ LTIN^)0 

[^17]^ 1 7&, pHyg-TAUT^ii«K$E¥^AI642048(437p)0-^|B?lJ16 

5bp£±±fgii3i±/c7°^X$ K pPur-APES165 ALT1 £±±fgii$-&/cp 

Pur-ALTTefe^o 

[^18]^ 18&, ApEs&%mz£z>mmminrns 
tcisjL-ti- M t%m 

[^19]^ 19&, ApEs&%mz£z>mmminrns 
tc L-J a r Sfejbp (D$n^~£'fc>&0 
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[@20]H|2 Ott, APES165^fgii7s^l**i« (9fl0 ©APESUli^ 

[H21]H12 1 &s |E^^AI462015(437P)CD-SI3@B?!JAPES165©^ e>£SB#EB 

<£ o TMablj^MtfigjPf£ z. t LTl\§o 

[g)22]I12 2 It, @21 Tftfti%g£®m©&ofcAPES165©3 

^Nfkbia^lMlB^lJ^'atjNCl ih^^LTl^o 

[H|23]|H 2 3 AI462015tfT^*Nfkbia mRNAGD*@*ilI"£•£>£ £ ^ LT 

^•i>o 8) 

[H24HH2 AI462015(D*g|llB?i]tfCHO-K 1 

(^»iJ8) 

[@25a]@ 2 5 AI462015CQ —p|31B?lJ (5' £7-91#S) t>\ 

[@25b]AI4620150—§1®] (5' ^$m^^7-91#g) if, fI£itg;LT«#3 

[^25c]AI462015©-^BB^I (5' jfciiffr £>7-91#g) ti\ 

[H25d]AI462015©-^SB?!J (5' £4^ £7-91#g) if, 

Z t&TF LTlNSo 

[H|25e]AI462015® — p|31B?0 (5' ^mfr£>7-91#@) t>\ 

tlTl^ 

§%wmmt ztzstxDi&m 
[0016] JUT, *SESS®SJfifflMC^^-CJ;ySfiliCSlWrS. 

[0017] (1 ) APES(Antibody Production Enhancing Sequence) 

APES^fgiiU MomM©#lJ^;^K£u-K-r£DNA£# 
AU7c«£iMU pm®#1)*?* 
7°^ 

[0018] t^iCHO 

« IC a IN T jn<*j££tg L T Mltfi < RNAM / > =1 -
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~r -i y LN V ̂  A':|:|CD437±^S (HI 1 N GenBank Accession 

ID:AI462015% 1 ) UT^^L/c0 AI462015©BB?!I£ 

AI4620150|B?lK^ 

X'f y -MCfol\TNfkBia (nuclear factor K B inhibitor a) mRNA3' illJCD 

(>ElE : ^CQ^CQGeneBankCQft^II 

AI4620150$E^^'efe-g)437J^StiV'7XNfkBia mRNA 3' {lij 

mm%m (5i3^s) m2 3 
) ) 

[0019] 

±MMlz.mXLT%%L3-G2>z.£lz&y, K©£jM£ig 

L/c0 

[0020] *fgB£#£ttN Cft^©^I£^tfiM«ft0NfkBia0fgii£»p-t£ 

£^cj;y, Nf-kappa BCDSte^ig&U Kjt 

£ti£ft±3t!:.S£Ji£Lfco IftWCtt, S1ftfig&3ft/^F-kappa Bfcfc 

fsM, b-isXm&mfcT (Be 1-2, Bcl-xL, IA 

Ps (I nh i b i tor of Apoptosis Prote i ns) & if) LN 

if £ £ If £ L tco 

[0021] 

yN ±£S«ft0NfkBia0fgii£»PU ^tLKcfcy Nf-

kappa B0;£14£i^ilLT, K©^ 

t££[q]±3-&£4it££WU $?£ L< KL&1\ RNA 

S L < D N AXti ̂ ttl *b LTAPES(Ant i body Production Enha 

ncing Sequence) (i#niCcfc lJN PPES (Polypeptide Production Enhancing 

Sequence) t tf 9 ) t-pp& Lfc0 

[0022] ±&<Dhum]bm&mm%tcte'to)-%wmmZs 7^7, MAX*-
t: Mdfc^Tfc&^tiTfcyN ^©PSfLft^'P 

i4620i5a^0iB?y^/cti^0-^0i3^Km"r^#fflS]^«a)a^a)Nf 
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kBia mRNA 3' ilj L < 

Smmt LTffflT^o 

[0023] APESC75—^|3tcNfkbia^gMlB^U"aA."TrLNg 

L < tiNfkbiaffiMlB?U"efe1'J, ttllZ£ yAPESfgiiMTiiNfkbiafgii^P 

^Xi^>tctsb, z.§o 

[0024] APES&NfkBia mRNAK R N , Iffl 

C0^iEM^±HiPt" £ CI £ IZ ct lJ s NfkBi a®^f^iE^:^Pfy t" £ Z1 £: Tj/Effcrn 

•££>=& 

0-efe^o 
[0025] Ltcif-o X, APEStiNfkBia®jlfe^DNAS/ctimRNAKJ^S^JFMKJ: 

"^IIRNA (dsRNA) N £/cti®lNdsRNA"efe-g)siRNAN =fc 

L< ti-^llK^HL/csiRNA, S/c&shRNA, T7 >^-tz >XDNA=fc L < &RNA 

N microRNA (miRNA) 7cti mRNAM J >Z| — T1-^ RNAT 

o 

[0026] APES£ LT®IB?!Ki, tl^Tfe£NfkBia mRNAKffiM^ft-^IB^I 

'J zfztisj?-

'J =fz? \y^^- wmt LTti, NfkBi a mRNA ffiMII© 19-2 5 ^Steffi 

^-r£BB?!k MoNfkBia0fg 

ii^Mfy-r^^^^^-r^miRNA^tf £tl£0 APES&, SfI®mR 

NAMy VP-T1'^ y^RNATfe^Tt £ <, m^NfkBia®}IlE^DNA3;/c&m 

RNAKi&gfctflMKJ: y^L?#£BB?!l£#frS3 5 6 1 KS(561 

mer)gL< &5 KS(500 mer) £ -e®IB?!lfr P> ft y N M^Nfk 

fcawdu APES 

3<^CSfI b) ©mRNAMy >=1-7^ >?'RNA 

$1*.^ APESti 2 0 0—1 

, 3 0 0-3 075* <7 

o 
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[0027] 

fF#3*l£o APES©MtCj;oT^ 

£IA\, Ltctf^Ts NfkBia©#tSiR^$£#frit£?DNA£/^imR 

NAIC>& < t £70%, <£ y L < £80%, 3 £ tcSf S L < £90%, N g=fc 

$?£ L< ti95%ffi|W|-efe£ J; 9^13^0 ri^gftJFM 

y^Lt#£l3?!lJ K-a^tl^o 011*.^ 561 mergL<&500 mer©mRN 

AMy VZI-T1'^ >^RNAKoiNT/>^< £=&90%*||1©B3?!U;:&N i&moim 

X, 1 ~5 Of@ (gL<&561 me r ©*§£•& 1 

-5 61®) ^©70±»^"e© 

±©*@iwii4©j;9&, ?s±««>:&#i&£ 

£$]ffiG3fe©NfkBia;2Nl/7P? (^S^ffilMfe^G^BB^JfcAPESi: LT 

fUfflRrti-es>i)i:®t)tLi)o 

[0028] ik&mtmz£vm£:Lmz>®mtte, «i*i©j;9&5^-eN 
fkBia0mRNA,>:^Lt#^l3^^S#-r^o ^©<£ 9 i^Jt 

IZX K 'J >y'i> Lt^itC^D©iftTt/\^ 7"'J XL 

, R^pJrMcDmffiZGT&EBfUZS&o im&lzz K 'J v^'i> S&£#©-

0!JfciU *°'J K£^©tf!j©*0|J 6XSSPES 

felt S S Cs 5 0 %T}\JI/I\7 $ K\ 5 x^'y/sjl/ KS^IPIN 0. 5%S DS, 

1 0 0^ 9/m I ©IfrmtL/c^'IW^i^DN A £#£v W 7"'J "tz-

*> a 4 2 °C©/W 7" 'J "tz—> a >^Jfe 12-16 0#^ 

-f y^-iL^— bt&zt (::t-^"©/1N0|J ~%9 \y^^- K^\ M©<£9&® 

J:lN) ^etUC^lN-C 1 XSSC, 0. 5%S 

D S Z^&m§MWiM%:m^T420CU±(DWm^X%m}9t)§tZ> z txfo 
•2>o o :t(D%(DM:W^\'^^\^-lZ'D l^T Sambrook=f TMoLecuLar Cloning: 

A Laboratory Manual.il 3 HJx J Cold Spring Harbor Laboratory Pr ; focfcO\ 
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AusubeL=f h =l-JUJ te£&&<D%M%lZM%}<D 

V - ZL 7 J U £ #m 3 tl tc IN o 

[0029] kPEst 

[0030] -mmiZ&^Ts APES&, K® 

j££ig*$lti£#"f£&^#:F"C£>l'Js t: k 7^7, hS/c&/\AX 

^-fi^®NfkBia®jlfe^a)DNAS/ctimRNAKJ^S^JFMKJ: <J L?#£RN 

AS/c&DNA-efe£o NfkBia^P- Kti>m R N A £ 

fiitfc£13^ £#<2^ NfkBiaAfcT£fcm R N A LTZ 

<D m% % PIS t £ z. t tfv $ £ £ mt> n £ o 
[0031] APES&, NfkBia©mRNA©-^lC*lMfa&BB^y£#fr 1 9 

~25&&M(D&ft?RNA, Nf 

kB i avmmm t tcm.m*.# 'J * 7°?- Mt a®#? RNA 

Tfe'So ZZ7:\ R N A £; Small non-coding RNA (snRNA) 

LTfckK snRNAK&miRNAtf#£tl£o 

[0032] APES&, NfkBi a®mRNA0-^C*@M^&IB?y (0Ja.^ 

±$(Dmft?S >?RNAmm ^t^561IHSt\ SL<& 

5 0 OJ^SSST?©mRNAMy >=1-7^ V^RNATfe^o 

[0033] APES&, NfkBi a®mRNA0-^C*@M^&IB?y (0Ja.^ 

>^RNA|B?0) £#k\ 5 6 1-1 5 7 9J^S^ 

SL<&500-1 00 OJ^SS^mRNAMy >P-^-f > ̂ NATfe-So 

[0034] CH0«$E^jt^TJl,di3tl/c, APES0-O®mWJtis V-7XAI462015 

E3fe©—1 ~M®±^S^ 

w&s Kmxtemnzntzmmztitzo ic, 5' iiij4#@0G^^i68#@ 

S-eOCS-eo^SSB^lA^^i) 1 6 5J^S©DNA|B?y (IB?y#^2% APES165 

) ^ t, (yy^izyx) mmmttcitz.n^omk^^w 
3 ft £ RNAIB^y £ t tc & d ©IB^y * ©ft j»©S 3 ©£B#BB?y Ptf 

£>tl£0 JbZMZs 5' i|iJ4#@0Gfr£>3' Mrn(Dl%TJ(Dikmmfrt>ti:Z>4 
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3 4iHSCDDNAiB?!] (I3?US^3N APES434) N (yy^iz 

>X) DNA|B^fc&£tl^0DNAfr£>$E¥3tl£RNA|B?y£#frlB^k 

£©BB^J£fi3fef £ftS©S;*©pB#BB^JtfPlf £*i£>o V7XAI462015® 

iB^HCftJ/kt"5th, AAX^- S#©Pi?L^a3fe©SB^l^:#^SB9y 

SL< &£^tt^©J:9&®#BB^yiC£lNT 1 ~M 

$u ti-g>o 

[0035] APES&, AI462015^©5' i|iJ4# @ P> 133# @ tiT?©i£g 

iB^y (iB?y#^4N APESI30) s/ctic0iB?ya^©-^0iB?y^w-r^o ®J 

A.I& 5' i|iJ4S@^^68#@^-e (IB?y#^5, APES4-68) N S/c&69#@ 

frb 133#gfe (IB?y#^6N APES69-133) ®DNA|B?y t L < &^©*@«IA 

IB^y S tc & d tl e> ©DNAfr b $E¥ 3 tl £ IB^y P If ̂  tl £ „ 

[0036] APES&, AI462015^©5' i|iJ40#@fr P>91#@ £T?© 5 2 

ins (iB?y#^7) 0iB?y, 2^Mt>mWs(D\tLm.^m^ntc-

iu¥£B# (APES40-680 2 9i£g, 

tL< & APES40-63® 2 4 i*gN =fc L < & APES40-61 ©22 j&g) S /c 

(APES69-91 ©2 3ikS) ®DNA|B?y t L < ^©ffiWlAIB^I (^tl^tl 

IB?y#^8~1 S/ctiCtl^®DNA^^$E¥^tl^)IB?y^tf£tl 

§ o 

[0037] ±$0 5 2i*g&N KNfkBiailfe^©3' 

©ffiMII^H-IB^y-efe^o S/c, ^05' i|ij024±^S(APES40-63, IB^S^ 

9)&L K NfkBi ait£?©3' MmmSmt H-SB^yefeSo ^/cs 5' 1IIJ0 

22J^S (APES40-6U SB^l#^ 1 0 : AAGTACCAAAATAATTACCAAC) k T 

*f*T)W ^&£ffi£®a.fcNfkBia mRNA©3' 

mtm-mm-e&Zo NfkBi aSfc^©3' m#ai/m ̂  tc M w ^ ©@B^y 
£^±fflJ&4^fg3I;*t!:£££^RNAi®^tfj(0ft;*ft£o tctx&s -h§E52 

i&g^©19~25j*g£ffiMfa&BB?y£#-f £RNAtf% microRNA (miRNA) £ L 

xnrn\a(DmRnh(Dmmwmzwmtz>z£iz£ yN 111R A*Pi.S 3 tl £> RTfa 
o 
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[0038] APES&, AI462015^©5' jlij 7 #gfr£91#g St© 8 5 J^S ( 

iB?y#^2 9) mm, sterns 5tifc-^12 

±§E8 5l&g*©19~25l&gl;:*|Jift&BB?!l£ 

W-t-2)RNA^\ microRNA (miRNA) £ LTNfkBia©mRNA©#illRlI:iiKfFffl~t 

z> z £ iz <£ y N z ti£ qrtgif # & £0 

[0039] APESti21J^S©siRNAHt-5l-e^ai^tl^lB?lJ^W-r^o 

0!la.tfAI462015[£©8 4#gfr£ 1 04#@ (IB^US^ 1 2% APES84-104) 

, 9 9#gA^ 1 1 9#@ (IB^I#^ 1 3, APES99-119) N 101 

1 2 1 #g (BB?!I#^1 4N APES 101—121) 

iRNASB^J-efe^o ±$©APES 69-133^07 11 1 2#@©|B?!l (IB 

?!J#^1 6) ^GeneChip±-e^M^tlTfcNy^ LT IN 

$>%Z£frb, APES84-104^'m i RNA £ JStotl^o 

[0040] S/c, APES©^^XMt^ftft^g^^ fcffcKAPESi: LT©M 

o APES©*I^ft$U^ ^I^-efe^NfkBia mRNA^-^ffiM^&IB^#^ 

^ DNA 

% DNACDlii^jttit^k mRNA% cDNAT'fe'i>75)\ exosome RNAt&£>AN% 

^iiRNA-efe^A\ {k¥£j&-Mmkxfcz>frti:£?kmfrti:\J\ mmmm 
K©g£tg 

^LTUSIi:, NfkBia^^ii^Pfy^tiTlN^C^-efe^o 

[0041] ^jF^^APEs^^n-r^ii^K^ Mrfca^Gsfe-etJ: 
3*I&IN0 bh, ^-yj^yv—ftif©!!®^ h 

% /\A3.*—&if©lf&if©^$t -7h'J& 

if "tz 7"^ 7 -r v */ =L & if ©&$t /NX#© if ©ft 

^^©APES^W^ th, tf^mm^tefe±mm£m[;mm&(DhPE 
SUh^>Z£tm^L<, APES^^ii^-tt^«^51^^--X/\ 

A7^-IP1» (CH0«) Hh, V7X^OIN^/\AX^ 

-m&<DkPES-C$>2> Z. £tftk}£ UlN0 
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[0042] 

o >J^7°^ y ^RNA 

zm&L, (m&\ IB^#^2 0APESI65) 

|J =f2? K£l^cU Ztl%:70^-(^-£ LTffl^TPCRJ^£*Tl\ 

APESi; yiJ^"ttU£<U\ S 

/c, K?:^Lt^Stgi«J;yMfRN 

ArilltCc DN A5K7^'J-£fFiiU ^P-->^^tl/cc DN A 

®i^g|B^HCg-3'3\ NfkBi a mRNAlCffiMfaft^BB^JS:#^#? R N A £ 

%%> Z tif o cDNA^^f 7'^ 'J — microRNA (miRNA) t^.E(D%,%^-R 

N A JkMM&hZs ^iJ^JiSambrook, J. et aL, Molecular CloningN Cold Sp 

ring Harbor Laboratory Press (1989) ct lJ Z £. t qT 

ffiV&Z o 

[0043] S/c, t#^tl/ccDNA0J^Sl3?lJ^^^-r^C«>:KJ: y, ?# ^ *lfccDNA£ 7° 

P-7"^ LT^fV ADNA ^ -Y 7"^ 'J — £ X ̂  'J —— > «2> d td <fc y % APE 

stfgm ADNA zzt tfv $ £ 0 

[0044] UtTOCte, £t\ *W%(DW£S%:m%tZ>vim 
mmtezfrb, ±Rnk^^mt^>0 

N V7 — V >jtsj®/L>/£(Ch i rgwi n, J. M. et al., Biochemistry (19 

79) 18, 5294—5299)% AGPC;£ (Chomczynski, P. and Sacchi, N., Anal. Bio 

chem. (1987) 162, 156-159) y ±Rnk^mM L/c®t>, RNeasy Mini K 

it (QIAGEN) LT£RNA£3 ^ZffiSktZo 

[0045] mbntc±Rnhfrt>sM^mm%:m^Tcmh%:£rl$tZ>0 cmhotrmz, S 
uperScript™ II Reverse Transcriptase (Invi trogen)=f Z h i 

T?$£o ttz, 7°^ -7-^^m^Xs 5'-AmpLi FINDER RACE Kit (Clontec 

hilOfocfct/^ 'J ^ "y — (polymerase chain reaction ; PCR)^:^ 

lsfc5' -RACE;i(Frohman, M. A. et al., Proc. Natl. Acad. Sci. U.S.A. (1 

988) 85, 8998-9002 ; Belyavsky, A. et al., Nucleic Acids Res. (1989) 

17, 2919-2932) lzbfctfl\ cDNA©£-/££ <fctfigili£fT9 d 
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[0046] 
o Zbiz, — Afll@#tC^AUT=l •--
*MRLTmm<DM&z.'<<7*-*m&Tz>o BMtt&vnkoikmmiz, 

*JT***S7L<7 \y^^- a >;£ 

t,z j; y ssii-r zzttf-ezzo 
[0047] S/c, ?#£>*lfcDNAteN Tfr|£©3fv hJ; 

T$'i>o #!Jx.W^ site-directed mutagenesis tC cfc -S> — 

S^#A#tfPtfe>*l£o APESS1f£ 

*fgB£®i5gUC&#3tl£o 

[0048] rAPES^tt^^-T^J i£g3tl/c?0±»ft©N 

Nf-kappa B£;£'lttU ^tUCc£yflM 

•?> d t. Kct o TNfkBia®^iE^^P$Ut"t~•& 

i- i ̂ 5 9 o 

£1ffoZ>o 
[0050] (2) APES0fgi! 

^fPJ^Cfc^TfciU APES^fgii L/c«, $?£ L < ttAPEStf&fgSa ufcam 

z:irtCofcy% KCDj^M^igao3-ferae: 

Ltc0 

[0051] kPEStkimmt&t&s yAPES^A&ftKamiCgALfc 
» m^mmm^mxmvibtnmmtimLTkPEsnmmiimM 

IPJ^LTH ft $ <£> 5IMJ iZ ;vp -jXimt&U 

AFFYMETRIXttcD^ >J =f 2 0 K77 b-f (Affymetrix MOUSE430_2) 

^^^/cGeneChip^KfelNT, infrmfc^Afu©*, £0*«:AI462015 

®*>?i-j\,fet)<2 o o oj^T^t-^-e^y^ LTAPESCD^HM^ 
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S)§o 

[0052] APES£^fgii"t£«t^ ftHl4fe£Wi^3fc©APES£«fttC#t^ APE 

sz&m%tz>mmtLT, mt£\ APEs^AMtc»A3ti/c«£^tf£ 

ZtifX'^% o 

[0053] APES^AMtC»A3tifc«ti^il^tC&ft](OT;£tCj;yfFii-t£;:<>: 

ifRTtg-c&kK mt£\ APES^ZI-tz^ 
<7 *-%MmizMn&&T2>Ztlz£VW§lT2>ZttfpIffi-e$>2>o 

[0054] (0Ut£ g^Mf§W094/12650 

^A>7L/yh#0?J JC£ y l*lSHAPES tfStefb3 tl, ^APES & 

fgii L tc «t APES A^ ft tC # A 3 tl tc «tC 3 tl Z>» 

[0055] ft|il14APES®J|Mft&$iJt^ 7s±«0^V A±tC=l-K3tl/cDNA|B^|i: 

LT^APESTfe^o S/c, *fgB£tC£^Tt;iU mfcTSttlbMtC J: ^t\ 

^mfe^®A^tC^^^0^|l|-e^llllttAPES0$E^^^b LT, 

[0056] APES^ZI- bt^mmif^x^ntc^<p^-^^m^®Mum^'h^0 

s>- it, 
*fgB£0^I£^£fgii£t*£/c&tCWfflTfe£„ £tcs ?0±«tCA 

PES £ z-eztcfoiz^m-efozo ?s tc APES £ ta+zzt tc 
j;y, 

§ o 

[0057] ^05>-tLTti, ^iJxti'Aflia^^i^-r^il^tcti, ^?^-£AJ]f 
a (^Ijxti\ JM109, DH5a% HB101, XLIBLue) &ifeAMtCi^g;* 

iit"-g)/ctotc, AflIS"e±^^s^ti-g)/cto® roriJ ££>tcMff$E^3 

tl/cAflfSCOjitkmfci1 (^Jxti\ ~&A,bt)s(DWM (7 > hf*> 'J ypT~ K ^ 

^P7A7i-3-ji') ted;y¥0SOT<£9 

*?*-<DmtLT&. M13& 

pUC^^^ s? — N pBR322% pBLuescriptN pCR-Scr i pt& if 7^^t:f £> 
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*l£0 ttcs cDNA0Ht7"^P-->^\ W L/ciI£\ ±§E^ 

<7*-<Dmz, pGEM-TN pDIRECT, pT7&iftfPtfbtlZ>0 

[0058] (3) %l%s<05>-

*%mz£\,^Ts APES0^ii, RXf/tZtzte. *° "J ^7°^ •& S 

CD^iE^^7 $ — (#iJx.W^ pcDNA3 (Invi trogen4±$^) ^ps pEGF-BOS (Nucleic 

Acids. Res. 1990, 18(17), p5322)% pEF N pCDM8 ) N 

9 $> — (^UA.ti TBac-to-BAC bacuLovairus expression systemj (GIBCO BR 

L&M) ^ pBacPAK8) N ~ (flUtfpMHU pMH2) N fi]^ 

"7 -f $ — ($lJ^Ji\ pHSV, pMV% pAdexLcw ) N b h P "7 

1 )\s7,&3k(D%l%'<9 $> ~ (003.^ pZIpneo) % WM^^k(D%l^O $ - ( 

TPichia Expression Kit J ( Invi trogen4±$^) N pNV11 N SP-Q01 

) , $ ~ (m&\ pPL608% pKTH50) I 

§ o 

[0059] 

z=i- n 
BIZ, hPES^m^^ZtdSbOm^tf-tes APES£ P — Kt" •i>DNAfocfcO: 

7°^ K£<£tMPES0M^£fgii3t*£<£9^tg3ftTtcn\ 

mXtf?0± f J A(D'T?$>Z> <£ 9 SCAPES£ tz*° 'J ^7° 

51 ^©J:9^?s±«a^a)DNA0^ii^^3t-r 

tiT t, J; l\ 

[0060] fgii»PIB?y®$iJ(>: LT^ x>/\>-9—N 

t>ATG) £#fr=l+f y 7IB^k -f > K P >0/ctf)©X7o^-f 

*°'J 7r-JHb^t, 

# iSl: fx *c $ £ o 
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[0061] 

d ^^qrtb^7°P;E-^-/x>/\>Ht-^Iii^^tJNC ttftfrt. Ll\ F/TM 

K£=l- K"Ti)mfe?(D^iEH^-^1-i)70PzE-^-/x>/\ 

NF-tfB^BB^J^A/WCfc J:l\, 

[0062] CHO«, COS«N NIH3T3«#®Df?LS!]^«T©^51^g0^h U/cif 

«l^"e^ig^-fr^/c^tC^^7°P;E-^-, $J 7L fc£SV40 7° P 
-7- (Mulligan^, Nature (1979) 277, 108) % MMLV-LTR7P ^-7 E 

F1a7°P;E — 7 — (Mizushimab, Nucleic Acids Res. (1990) 18, 5322) N 

— Ul\ ~£tzs 

%Mkt&tcl£>(DmfcT (0!la.^ MM (%#-?'(*>>* G418&£f) 
ZGTtilXZ blzfrZ IA\, £©£?& 

pMAM, pDR2N pBK-RSV, pBK-CMV, p 

OPRSV, pOP 13&iftf&tfbtl&o 

[0063] Sfclc, frr>s ©P \f~Wi 

m&'&I&U&ZkfeLtcCtiOMMlZZtlZftffi 
(m«\ pCHOI&if) 4#AU ^hhl/ 

^r-tz-K (MTX) %tc, mfcTQ-M 
sv40 mws%m%tz>mfcT*%k&w±iz#'DC 

OS«£ffllNTSV400*f§^££ft-^7 7- (pcD&if) -CMM&&T&15 
}£tfmifbtlZ>0 /lN0|J^-v7-r;UX, T=rJ 
7-nux, ^v^tfp-v^-Tv'ux (BPV) 

¥-m^(Dtcisbs 

fc^-13-t LT, 7$y^'J3S/Kh7V77i7-1z (APH) 51 

+ tz (TK) K 

^ 7 X 7 x ̂  —-tz (Ecogpt) V tl K P (dhfr) 

[0064] (4) ?s±« 
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^7°?- K£=l- K1-§DNA?:iAL/c»fc^ 

Tt ct 'J ^7°^ K£ =l - Kf £ D N A A L fcMff 

JW&fS IA\> 

[0065] pftmotf ^^K^^-h'tSDNA A 

s '>&< i:t»pftMOsKIJ7°^ K £ =i - Kf ̂ DNA^frfgii^W—if>V=7 

>X7i^ h £ tu 3 £tCftEI14&£Wi^3fc®APES7^fgiiLT^-g>70± 

»-efe£0 

[0066] ^ tC. *%n%lZ£^Ts TDNA (&£> Wiitfe?) ^lALfcJ « 

t te, DNAA<h7>77xntf 

I1P^^M^WO94/12650^A>7 K#0?J tCcfc lJ P*ilEI14D N A 

II^DNAicttj&ragsftofgsat. L< 
D N A0$E^ffl££l&Wii^Q o 

[0067] APES^A^fttC^A^tl/clffl^^ffl^TmM©^1;^^ 

^ APEs^mM©^1;^^ K^=I- Ft2>&fc?<D&x<DMm&ftizfflm 

tsnt's APEs^^AL/c^temM©^1;^^ K^=I- K-rait^s^A 

LTtJ^U K£=l- K-r^mfe^^^AL/c^tCAPES 

^IALttJ:l\ X, APES t F/TMCD ̂  'J ^ 7°51 K £ =1 — K t~ £ £ IH 

BltCa#A LTt ct 

[0068] APES&t/mM©*0^^ K£=l-K"t£mlE^ 

©3#A&^—GQ^^-tCJ; UllBttC^ALTt U % 

m^TmnzmxLTtxt^o 

[0069] mmm, tm 
mms ^II, 
Jfe'etxtC m&s Pf?[JIfi3fc(£>B]M 

BX'foVs fttCPifLftMJW&fS IA\> Pi¥Lil]$)fflJ&©E3fe£ LTteu t 

lis U th, If ̂ MlT£>-g> d ttftfrS Ll\ 

0|©«iLT(t K0fgiitC<£ < CHO* 
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, COS1E 3T3» BHKil, HeLaft 

Ve r P/rllCO*0'J ^7°^ KCOA 

IA\, CHO LT&, ft 

IZS DHFRJUE^^JIL/CCHO dhfr-CHO (Proc. NatL. Acad. Sci 

. USA (1980) 77, 4216-4220 ) ^pCHO K-1 (Proc. NatL. Acad. Sci. USA ( 

1968) 60, 1275) %ftmz&mt Z> Z tifUx* Z>» 

[0070] ±m<DCH0mmt LT&ftl^ DG44*fcN DXB-11^N K-K CHO-ST^JS L<S 

fttCDG44^S.t/DXB-11^A^fS IA\> 

[0071] pf\m(Dt^)^y^-b(Dm.^%MOtclsb(D 

LTtemtZZttf-CZZo APES^^iiLTl^7s±«tcmM 

K£=l- KtSDN A£a#A"ttU£\ K£i% 
'J > b^>X*°-^-(TauT)&£ 

lN^77"^>x^X5lx>y>-(AE1)^p- Kt^DNA (^^-tCfI<^ 

t ct iN) bizmxztirtj 
£ £> iZiyX'r-i' >7JU7 -i — "tz (Cystein SuLfinic Acid 

Decarboxylase: CSAD) WiT7^ — > K ^ 7 x ̂  — if (ALani ne Tran 

sferase : ALT1) £; Z| — Kt"•SDNA^^IA^ tlT lNT t cfc lN0 WO2007/ 

119774, WO2008/114673, WO2009/020144MOHCWO2009/054433£#B§3 tl/c^ 

o 

[0072] 7s±!fflJ^©^3fc'l4DNA (s<9 ^ t cfc lN) GQ^A^ 

'J ymtUlsisOA}^ DEAE^'^rX — 0 'J *KV — 

ADOTAP (^-'J A*±i^) xb^hP*°b-^ 

a >/i, Nucleofection>£ (amaxatt) , 'J ^7 x <7 -> a 

[0073] ( 5 ) pftMOtf 'J ^ 7°^ K 

JjtIL-6Hz7°-$7— IrEf^ 'J >-3^^, JjtCDSJnfr, JjtCD 

20SL^ JjtGPIIb/IIIa^ JjtTNF^ #LCD25#L<*. JjtEGFR^ ^Her2/n 
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ITERSVITE^N ITECDSSITE^N JjtCD52jjtfrN IrElgElrE^N JjtCDIlalrE^ 

VEGFSt^ ttXLMtiifoti:?) >'<?£. (fl*ii*=l • ——my^RH 

^ (G-CSF) N wmt^ou^(GM-CSF) N IUX• 
TfsJL^y, 0^-7xP>, IL-1 ̂ IL-6#<ZH yp — P>f ^T>s t-PA% 0 

U*j--1z\ ltil}m7Jl>7°$. >s PTH&£) ft *°'J ̂  

ff- KT'tictlN^ S Ll\ J/E^is Fab% scFv% sc 

(Fv)2%:£:(D<l&frTfcSttk t: 

[0074] ( 6 ) 7fs 'J ^7°^ K0^ 

^0*O|J^7° 

51 K £JR£f Z Z t tZ J: y N *° 'J ^ 7°^ K d t ~h<~£ $ £0 

[0075] ft^«) 

SsffH-f-N x^JUdr—;JHN i£;JlU pHi|ilSr^:|J^;'a£jN0 iltl£>© 

/£#©#M&s 7 $ 7 It&0. 05—1500mg/L% tf ̂  $ >H&0. 001 -10mg 

/U S^KH^ti0-200mg/U x*jl/#-iHtt1-20g/U ;131J±PI^iJti0.1 -

10000mg/LN tfc;JIti0. 1 — 500mg/L% pHUfMi 1 -10000mg/U 

0. 00001 -200mg/LN ^®;£14$iJ&0-5000mg/U tt0. 05-10000 

Atg/L£J;tf2? Is**/ K&0.001 -50mg/L©l60tfig^"e&£tfs ztlblZ 

[0076] ±BB^©SA\ mmitmitms * 
O Is**/ K&if^AP LTtSl^o 

[0077] softie011*.^ l-7^-y, l-7)\y^-y, L-7^/^^, L-77 

L-:>X^M>N $ >11 

, ?*)*/>, L-kXfi/X HVP>fi/X l_-P^:>>N L-^y'X L-p< 

L-^JU-^X L-7xzj[/77-X L-7°P 'J X L—tz 'J >N L-

L- K 'J 7° K 7 7 L-^PS/X L-/\*'J>#% $?£ L < &L-T 
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L-yxst^^yms L 

-<?)\s$^y, Wi/y, L-bxfi/'x Hvp^fj/x 

L-CK^X L-'Ji/'X L-7XZJ1.77-X L-7°P 'J X L 

-tz'JX L-h'Jf h7?X L-^P^X L-/<'J >#© 

yitll ; i — y :> h —Jk \d^~J-ys 'J ^11% ~P51>77$K\ — 

P^>gt p-7$;Sim hT^It^k^A, K^r+f-

Jk K^r:>X tf^$>B12% :PXP 

L< mm, 'JtfM, -zi^ymr^ K\ 
K7^>II^>'U'>"7AN K^r+f— 

:PXPJUtf>I£#0 $ >11 ; i^bP'J X I5i3 'J X 

<jy-ji>II, PL/XTP-JH, Sft L< &±^bP 'J 

SB? ; ^7^ h-7, -?yj—7^ 7)U<7 h-X^s U% L 

< ti^JUP—^©X^JU^r—;JI; i^-fbf- K 'J 0 A, i^-fb^'J ^ A, 

'J 0 A=f% Sft L < tei^bf" K 'J ^ A#0;131J±PI^IJ ; EDTA&, ?x>I£ 

n i^bfs-n mm-$ks ain, s? 
S L< teikib%—§ks EDTAi^N ; j^ItTK^f- h 'J 0 A 

, ikitl3J^>0 A, 'J K 'J ^ A, HEPES, MOPS#, $?£ L < 

ItTKHf" K 'J '7A#®pH|iij^J;&#tJN±S±t!3;&^J^"e$^o 

[0078] ±BB^©SA\ ^Jtais w#fp\ MV?'* 

•>"7 A, iH-fbx y^rJU, iH<fbXX\ ±^'fb\'^^'>"7 A, K'J ^ A 

W#fp\ Si7y?v7Af©ffli#I^l ; Twe 

en80% 7°;UPx«> /7F68#0^®S'M ; >X 'J X Sfi&a. 

MIGF-n II^xMEGF, II^xMFGF, II^xMPDGF, |I^xMTGF-aN mt 
X^ j -)[/y^ys m-tlsyMi- h >J ^A, b^y^>gt i^I£7°hb^> 

>#N L < tiilL-tz b yMJ~ K 'J "7 A% J^I|x^y-;u^$>N 

GF-K ikM7° h-1/y i/y^rtDillMfflBtifST ; *>ys 
*>?•*Jys J*sys T^y^y, ^^-vy, fyy^y, O'J 

7[sJis K&if^JPLTtcU^ ^33±iB^Jft©SfiS^!ltC33lN 
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[0079] ±p±feCD p H tiipUt" lJ p H 6 . 8-7. 

6, #<0iI^-pH7. 0-7. 4^^-efe^o 

[0080] igjfeli, 00*.^ D-MEM (DuLbecco's Modif ie 

d Eagle Medium)^ D—MEM/F—12 1:1 Mixture (DuLbecco's Modified EagLe M 

edium : Nutrient Mixture F-12)% RPMI1640% CHO-S-SFM 11(Invitrogenftl) 

CHO-SF (Sigma-ALdrich}±)% EX-CELL 301 (JRH biosciences}±)% CD-CHO 

(Invitrogen}±)% IS CHO-V (Irvine Scientific}±)% PF-ACF-CHO (Sigma 

-ALdr ichtt)ftZ tlb-%&-?$>&0 

[0081] X, 

[0082] 

^Tfr9 ZttfVZZo mffi©C02)lJt 75)^0-401 

s 2-]Q%(DmmnTs 30-39°C, Sft L< &37°C*MJtT\ d £ RT 

ffi-C&Z o 

[0083] pJfMcDtf'JU? If1B~3^ 

ft-z$>Vs SfS u< ms~2^N z bizftz L< ms~i^-efe£o 

[0084] ttz, 

iSiSi, x7-U7hitSim Xtf 

vf ^7 p^r-^ u 7-iigigi, 

Si, ^P7 7-f/\-iiSilE ^5±I®M±S 

ZZttf-ZZ&o 

[0085] A" y ̂ ipS (batch cuLture)% /jftiPip ft (fed-batch cuLture)% ^ 

^tpS(cont i nuous cu Lture) & £'0t cfc lN7^\ JjftJPip 

mzurmmftmm?£ u < ^ y $?£ LI\ 
[0086] K&, 7s±«l*l3;/c&«^ (i&Jfe&£) 

IILs MntfllZffilfr-zm—tjitfiJ'lJ'J-FtL-ClfeQtZZttf-ZZZo *° 
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•?h^7^-i7A, 7-i)u$-s m^MMs m*s mmviWLs mmm 
&s m^s SDS-^'J TO IUU^ 

[0087] 7 PV K7'^7 -r -t LT^ MX&77 -r -7^-r -7 P V K ^77 -r -

N ^^>^^P7h^77^- l7Ktt^P7h^7 7<-

lll^P7h^77<- P&#7 P7 K7*^7 -f btl£ (Strateg 

ies for Protein Purification and Characterization: A Laboratory Cours 

e Manual. Ed Daniel R. Marshak et al., Cold Spring Harbor Laboratory 

Press, 1996) 0 £ tl b (D 7 P V h V=? 7 -f— Sfi^P7h ̂ 77-f-

0!la.l£HPLCN FPLC#®M7PV S ^7 

t~ §o 

[0088] &fc\ *° ij ̂ 7°^ ij ̂ 7°^ Kllliil?: 

^t±Zl irtcofc U. &M\,z.fem*1$\z.tzVs ttftmzU? h'^L 
*° 'J ^ 7°^ Klifrjil#^ <h L~Ois h U 7°v 

X 'J :>JUx> K^7°5iy--tz\ 7°P7M — V 

JU P *> y — -tz ft £ l^b tl £ o 

[0089] ( 7 ) Eilpp 

^(DTi-vj^y0^ 

;^MJ £ "Ma LzmMittZZtlz&V, mMFntkm&t ZZ.£ ifz $ £ 0 

[0090] lli£ftlCj^#;*tl£>Sft&tJ%MJ©$J£ LT, 7K H££ftlc:fF#;*tl£> 

P =?—Vy, *0|J tf-JU:PJUP-Jk jtf'J tf-JUtfp 'J KX * 

;U/^>^^-;U/1N0|J v-, aji/jtf^fs/^juzjup —K 'J <K'J7 

7 'J Jl/Mi~ K 'J 7 A, ^v/UdrVll^-K'J "7 AN 7K;#ttT1';^7> 

+ K 'J 7 A, ^7^X ^JU-tzJUP-X, x^JUzJU 
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n-x, ^-tzVx 
IJ =i - jk V V 'J t'j ys fjiz'jy* 7° • tf is y V 'J =i —Jk 7 -tz "j x 

j^D^y, ZTTUJIST JU-JU, x^yjySt t > ( 

HSA) N v>-K->»k VJUtfh-Jk =?OV-X, g££gsMl£ LTfF 

# 3 ti £ if b ti £ o 

[0091] ^©gsjbDtifciu 

^^II#±M7KS MWM, y K7£}§® Ls CtUCP&#KiL^ MX 

tfTwe e n 8 0, Tween20, tlK ifil/it /'JU 7" $ ># JP 

ttztcisbiz;^$£'JtLtc^j(DZh-oTtJ:<, ;^$£'Jt(DtcisbOEMSU£ 

LTti, v>-h-Jk 

££<>:^-e$£o 

[0092] 

X&, *° U ^7°^ K^n7' 'J t°±J ^7" 'J tft! yjjiit(D£ 

-miZ-D&faSI kg&fciJO. 001 rngi^l OOOmg 

©!5H"e®tftLi)o IbhWZs itfe/cU 0. 01-1 OOOOOmg/b 

o d y il t. jfiZ $ §0 tltl^^Jx-^-MtC^U^ 

Stl-StiO'ete&^o 

[0093] HP, ^U^(D^tnz^m,ZfoZ>1? 

, ntTOc&, att (m&\ tmmm, 

[0094] (8) NfkBia®fgii®M 

*fgB£ IZ J; tU£\ mMOtf IJ s<7°^ K £ =l - Kf £ D N A A Lfcifctl 

7s±»^-enuc 
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Lear factor tc B inhibitor a (NfkBia) CD^iEM^r'fSiT-^ "£•?> Z t. £r® \S 

X, NfkBiaM 

%£lzm%L*ffiXZ£Mm?£lZ^tzZo 
^ i^NfkB i a<Dm% z >gj£ izmnzzt t\ m <Dj5& tc & ̂  •r m 
Wt^iTL btlZo 

[0095] K£=l- KtSDN A^iALfcSllg«^iS 

^§£«0NfkBia0fgil 
y *°'J 

^7°^ K0i^^;£tf*fgB£0i5SltC#3;*i£„ 

[0096] NfkBia®fgii£ffiT3-&£^;£,>: LTti, NfkBi£©IE¥©PM 

% mRNA (DfrMs mRN A^^0|1|R0PISN S/clii!Rgt)®ii (*£ 

£0 PISICJ: y, NfkBi a®fgii£PlSt£££ AM CI CD<fc tCNfk 

Bi a0fgii 3 "££J5&Z ftta &l^I£-t tb$$ LT, NfkBi a(DmmZ 1 

0%J^T, $?£ L< ti6 0%J^T, 3 £>tC&?3; L< ti 5 0%&LTttZZt 

tcj:y, pliS®^'Jf tU£\ EL 

^fc&tC^&NfkBiaMfc^CDfgiiM^ LTti, mti\ 2 0%£Lt, Jf 

£ L < ti 3 O%J^±0^iiM^^-efe^)o 

[0097] NfkBiaO^^PMf-S^ft#®^ LTti, T7>^-tz'J =f7 0 b 

'j3tfMf>fAN SfctidsRNA, siRNA, shRNA, miRNA#0 R N A=F;£ (R 

NAi) £31 $|3d CI tlf^TL £>tl£0 £fz. Large inte 

rgenic (or intervening) Long noncoding RNA (L i ncRNAs) b. P^ti'tl^mRNAM 

CO J >=|— T1'^ >^RNA% -^©^©mRNAMnon-cod i ng RNA, ^ =1 -T ^1" U =f\ T 

7°^v-tfyfflqrt^-efe^o ztib(Dm%fiTte, nm\a^z\-KnmR 

N NfkBiait^S^ctim R N AtC^ 

LT^^^ii^PlS-r^C^^-e^^o APES (£>£WiPPES) ti, ZO)£? 

[0098] NfkBi a®fgii£ PIS NfkBiaCDmRNA 

1 9-2 51&ggCCH£#?RNAN Xti^BB?!l£ 
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—insNfkBiaomm^mmRNAT-& 
§ o 

[0099] Z(DJ:vWkBia(DmM^mit^i&^ R N A 1* 
•S> Z1 ir tC cfc U. nuclear factor /cB inhibitor a (NfkBi a) CD ̂  ill 11^: IS; T 

NfkBi a0^ii£PlS-r^)^? R N A£?g±«^-e 

LTti, f©<J:?TO?RNA^p- K 

"T £ D N A ^ Xt Z> Z t T?tr 9 £ £: ifU $ £0 

[0100] S/c, NfkBia mRNAS/cti^0^^l3^lJtC^-r-g)-tz>XR N A^^V^-tzV 

XR N A£SlNtC^LTJFM^tl/cdsRNA£|ffl^^|^aiA"r^C(>:T\ NfkB 

\a(D%l^mMt^Zt^mXh^>o 

[0101] NfkBiafgi!M£)UJ£-t£tC^c^T&, iiLTl^Nfk 

Bia mRNAOTaqMan^-e^MRTti^SB^J^^L^^tL^^^tNo 

**fcl^^fcNfkBia^#B3?y(B3?!l#^19N 28) £TaqMan70P-7"-tz >;/ h (13 

^#-§-20-22) tiN i1 2 XT^tZtifX^, £®TaqMan7°P — 7"©§£ft^ 

Primer Express(a®ffiS)Sof tware(AppL ied Biosystenis^^fT'fT*^ Z ilifTi'x* £> 

o ±IE©NfkBia^^|3^lJ(l3^lJS^28)tiN CHO K1 MT-tNF-kappa-B inhib 

itor aLpha-L i ke|3^lJ t tU CD P C R ^7 p — - y ^13^01 — ±£ 

Ltc0 K>TGA(907-909)©6 4j&g±3fcfr£ 1 3 2i*g±;t 

[0102] LT& Applied Biosystems (AB I )*±§^07900HI Se 

quence Detection System^ if N ikTfD^cy K 

foZ>(DX A B I *±}f^©70P Szi-JUCftoT^Mt" £££#"? $£0 

^1»J 
[0103] UTs &fc\ 

[0104] C^MJ1] #fflmfe?®ACHO«0GeneChipM/f^ 

GeneChip^ffcli, AFFYMETRIXtt©^ >J =T2 0 K77 b-f (Affymetrix MO 
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USE430 2) Ltcif-o tcQ tctcL, Hamster Arraytij^ipp 

lb3tlTl^&i\;/c#)Mouse Genome 430 2.0 Array^r^l^/co 'W 7"'J #V *tz 

— a oTs Test 3 array JiCDMouse Gene 1 6HCD7°P 

— 8HCD7°P — 7'T'Present CaL btl£ cfc 9 (J N Moused CDiH 

1114^9 Hamster$E^^0^il^M^qrt^C 

te-otc0 

[0105] #ffiitfe?£^ii^-&/c«^^i^M^totaL RNA£ij^L/c0*>, tota 

L RNA£T77°P ^E —-S7 —£jN7f 'J =fdT7°^ -f V- (T7-(T)24) INTCD 

NA££-J5£L/C0 Bio-11 CTP, Bio-16 UTP^Megascr i pt T7 Kit(Ambio 

cDNAfr^tf^V^JUcRNA^^L/co cRNA 

mm^S]±-ei8s^^28s rRNAtCffi^-r^^^M^SSII^tl 
/ci^pnpffcRNA£|frmbU ^-&+MX£t^GeneChipHt>7°JU«>: L/c0 & 

ffl^-e®GeneChipHt>7°>'Uti^ J\< 7"'J y>f If—*>a >+f > 70>'U;#^;&iPx 

T-8 0°C-e;^S#L/co 31'iX Mouse 

Genome 430 2.0 ArraytCT77°;7^r LN Array£[g]$E^t±'^:^P) 4 5°CCD/W 

7"'J -tz-i>a 1 6 0|rPM a > L/co V~y 

7°;U^:[5]J]XN Array^^U ̂  L/^t^ TStreptavidin R-Phycoerythr i nT'lfefetit 

IZX5-V y [stz0 

[0106] Array±©$5^^ (1^45,000) CDGeneCh i pi/ £hb$$t~ £ Z. t. T\ 1 

1 0BIC9 00m g/LJ^±0MAb1 (^IL-6R^fr ; toci Lizu 

mabN j^pnp^ 77^^A^)£^^-r^MAb1(^IL-6R^)^ii TAUT^fgii C 

SAD^^iiDG44|ffl^0i|^±Mlffl^tCfclNT, 

^IAN|E¥£$)£ LT7^7^TV A±0mRNAMy >P-^'-f >?'RNA UG GEN 

E=AI462015 (Affymetrix MOUSE430_2, 1420088_AT) £|W]£ 1 : AI462 

015$E^^^0|B^U)O 

[0107] AI462015ti437J^S©mRNAMy VP-^-T >^RNA"efe-g)^\ 

-7X>fVA1 2 ©NfkBia mRNA 3' (56590831- 5659039 

7) AI462015$^jt4Wi&JgOfkBia mRNA0#il|R 
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wmzwm Rrtiifs 
? RUht LT^tb LTNfkBia mRNA£#fl?f Z> b Htc0 

[0108] tctTL&s AI462015|B^£>5' i|iJ4 0#@©Afr£ 9 1 #@®A£#fr 5 

2 iHSCDIB^ll (AAGTACCAAAATAATTACCAACAAAATACAACATATACAACATTTACAAGAA : IB 

^ll#^7)tiN h NfkBi a mRNA 3 '110© #11 ̂1^(1478-1529, GENE ID 

: 25493 NfkBi a) -±^S (AI46201 b*p(D 5 ' ilJ 6 1 #@®A) 

^T-$£LT£I',U 3 £>tCtiAI462015®4 O#@0Afr£> 6 3#@®A£#fr 

2 4 iHSCDIB^ll (AAGTACCAAAATAATTACCAACAA : |B^ll#^9)tiN L K NfkBi a m 

RNA 3 'dl©3HS!R$I$©—SBBB91J (TTGTTGGTAATTATTTTGGTACTT, 1490 - 15 

13 : BB?!I#^2 5 2i*g0—^£>£19-25 

J^S^microRNA^ LT, Wi-^IB^;7 >^-tz >XRNA£: LTCHOM 

©NfkBi a mRNA IZ ft f •& Rl t£14 ^ )il 3 tl tc 0 

[0109] S/c, H$rlf*g (^»J8) tC<£tUi\ tc£X\£, AI462015BB9WO5' 

ilJ 7 #g©Tfr 9 1 #@ ®A£#fr 8 5 iHSCDIB^l] (HI 2 3 £ 2 4 

N IB^ll#-§- 2 9 ) (TGT AAAAATCTGTTT AAT AAAT ATAC ATCTT AGAAGT ACCAAAAT AATT ACC 

AAC AAAAT ACAACAT AT ACAACATTT ACAAGAA) ti. =? y K NfkBi a mRNA 3 

=R^IJt( 1478-1562, GENE ID: 25493 NfkBi a, IB^US^3 1 ) 

S (AI462015^©5' ilJ 7 0#@ 0 A) LT£ U (Matching = 84 

/85% HI 2 5 b )N |W|*§tC, Lh (Matching = 75/85, HI2 5a, IB^US^3 

0) N ^-yj^yV- (Matching = 75/85, HI 2 5 cN IB^US^3 2) N T t) 

f+fJis (Matching = 74/85% HI 2 5 d N IB^llS"^3 3) N ^7 i/ (Matching = 

76/85, HI 2 5 eN BB?!I#^3 4) tl/cQ Z(D 8 

5iHS (Conserved Sequence 7-91) CD — •|3T'fe'i>19-25:l|lS7^microRNA£: L 

t, fe^^ti-^iB^^^y^-tzvxRNA^Lxmzmxzmmm, su< 

&CH0M® 9 &Pt?LH]^«a)NfkBia mRNAtC=fcfFffl-t£ £ £ tl 

tc o 

[0110] C^»J2] ^^^«tCfclNT^ii^3t^tl/c$E¥^©|W|^ 
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1 MAb1 (iaIL-6Ria^ ; toei L izumabN F§fpp£ 7 9 ~r 

44«-e$E¥^AI4620150^iiM^3t^tl/c^ (HI 2) N Sft£7s±|ffl 

m (CH0-DXB11 s) tcSft-Sj/Efr (MAb2 : ¥t>y3$n,W ; GC33 (WO2006/ 

006693#B§) ) 

frbtltc (HI 3 ) o 

[0111] HI2tC^L/cJ;9tC, CH0-DG44«tC^-7 'J > (TauT)m 

>XJl>7 -( VIIT1' JJ Jl/jft^is— i?(CSAD 

-ercm^ (data not shown) N TauT^CSAD^tC^fgii^ 

^1"ftt,fe¥£$|AI462015©fg3IMtillgj£^&c>fctf, TauT^C 

SAD £ ±± IC £ •£ fc «IC 3 ^ IC Mab 1 (^ IL-6 Hz 7° ̂  - #L<*) £ 3 

tt/cil^ti, AI462015©^fc^ii (fgi*©7fe) 5SSIt 

S^tCiiElNGeneChip:>^:^JU'(ij|[ (10, 000J^±) £^L/c0 P > K • — JUCDGAP 

DH^ii^ti«^-e|W| ls^<)l>Tfc-z>fcZ b-frbs fe¥g$)AI4620150fgii 

^3ttiMabi^^^«tcf#sft-efe^/c0 HI3fcmre&y, CHO-DXBH 

s«tCMAb2(Jjt^iJ ±tz^s AI462015|B?y 

(Dm%mm (TauT, CSAD, kEW&%$LMM<D¥-mfe<D 1 3fe) tiMAb2St^i%j^ 

£!ffl^tc f#a ft -e ^ /c0 

[0112] j^±©^tiN $/x-^j-i(®^^3 ag-eS^5SLT^i>in;^i%^ 
MM&S kum]b%m%mnizmm%LT^z>zt%^LT^z>0 

[0113] S/c, 1 Ly>-i£S30@©£jii£S^TtC£lNT:fcAI462015|B^©a 

HI4tC^L/cJ:9tC 1 Ly>-)tJp±M0 1 O0@ 

tC^1 2 0 0-1 4 0 0 m g/L0MAb1 (^IL-6R^fr) 

000J^±®i^l\GeneChi p:> ^^"JU'fit U/c0 ip§i^'ftCDSlN 

1 Ly>-)tJp±M3 BE<D*/?i-J\,m3i*/JL-ti-i&m<D5 0 %*£]£-? 

h-otcif, mmmni 3 BBizhi4m]bmi}(Dmmm^> ̂ -ti-mixm 
S£|W]*MJttc3;-ecp3i3tu (HI 5) 0 — ~B 
, ^^^M©^^MAbi^iiDXBiis« m7kfim*mm\}(Dis±-±>-

±M 7 0 @ T?300mg/LJU"FN JP7K^B^«t 500mg/LJ^T) tiN 
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PTK^?^ (Hy-FishN Procine Lysate) £^flP 1 

Ly>-±«30@® AI462015|B^lJ®^ii^3tti^^tl^^^/c (HI6) 0 

[0114] M 2 L/cMAb1^^iiTauT^^iiCSAD^^iiDG44|ffl^ 

(iP7K^?^»iP©^>x-^-±M7 s@-e6 

40mg/L) N HI 3 L/cMAb2^iiDXB11s«0^^^ 

^ (iPTK^^^M^iPCD'Vx — ^j— i£H7 0@"e640mg/L) N 

3 tl ft IZS=-3^T, r AI462015|B^U GO 

t^Xbtltzo 

[0115] c^»j3] kPEsimmz£&$mrn$.mm(Djmm±im 
A1462015iB^y mm o m 3 # *a<* *° T y * JV O m z t m t z> z t £ 
^ttclbs m 6 )\y(D\&fr-1 fcMAbl ^^iiDXB11 s«tCA 

I462015|B^0-^£^ii-r^7°^X$ K£®AU 

T- y i/17 )\y ik. hb$$ L tc0 

[0116] v7X>rV Afi3fc®$E^jt^AI462015(HI 1 N 437i*g) BB9!I©H$ (Affym 

etrix GeneChipCDAI462015 Probe Sequence£'atjN) 5' i|iJ4#@ (D&fr £>3' 7^ 

MM©T^-e£APES434N 5' i|iJ4#@0Gfr £>168#@®C3; T'^APESI 65^^ L 

Xs 2 — y K £fEJ5cL/c (APES b tiAnt i body Production Enhan 

cing SequenceCDBMrO 0 Kozak|B^[|£: JPx/c^iE^L — y K £"• CI t X 

\ CMV7°P^-^-T-ei^^ii-r£pHyg-APES434 (HI 7 ) N pHyg-APES165 

(HI8) N pHyg-nuLL (HI 9) ^%^Ltc0 

[0117] Amaxatt (i|L L0NZA}±) mfe-f^lA'v'TvT^ANucLeofectortCcfc o T\ HI 6 

(OfoWfcM&fa® MAb1^iiDXB11s«tC^ii7°^X$ K?:iAU 9 6-7 
xJU7°b— K-hT'Hygromycin(200^g/mL) 

2 4-7x;U7°b-

o Mtfe^tl/c^ti^tl^tlpHyg-APES434 (N = 38) , pHyg-APES165 (N = 60 

) N pHyg-nuLL (N = 11) XfoV, ^tl ̂  0^££&APES^fgii7°^ X $ K® A 
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fttt££M©¥*lJliittpHyg-APES434 (44.3 mg/L) 

, pHyg-APES165 (41.2 mg/L) N pHyg-nuLL (21.9 mg/L) N «££ (spjSjfiI 

) &pHyg-APES434 ( 9.27x105ceL Ls/mL) N pHyg-APES165 (11.39x105 cells/m 

L) N pHyg-nuLL (7. 76x105ce L Ls/mL) pHyg-APES434% pHyg-APES165 

SP—JU©pHyg-nuLUCtt ofc (t 

P< 0.001, @1 0) o 

[0118] AI462015$E^jt^05' ilJI65bp£#^I||B^ (0UtfBB 

^|#^2 ®DNA0$E^^-efe£APES 165, ©DNA©fe^g$]"e 

fe£APES434) 

t ̂TSS LTl^'So 

[0119] c^»j4] fcwmm^cHomrniz-&ttz>nm\a(Dmmm 
^»|J1 AI462015|B^KiV^X>rV A 1 2 ©NfkBia Mis? 

©3' (3' i|iJ78bp) <Dfeffim±lZft&tZZ.t, AI4620 

15|B^ytC#Stl-g> 2 2iHS(AAGTACCAAAATAATTACCAAC : IB^|#^10)&L KNfk 

Biait£?©3' (1492-1513) H-BB?y-C& U, 3 

^microRNA^LTRN A=F;£ LT NfkBi a mRNA^^t" £ qTf^^fe-g) £ 

fe£lNtiAI462015^ii£^M"e$£AFFYMETRIXtt0^ 'J =T*^ K 

7L/^ (Affymetrix MOUSE430_2) ±®f#Sft70P-7'lB^y^Iii (CATATACAAC 

ATTTACAAGAAGGCGACACAGACCTTAGTTGG : IB^|#^16) 42bp©fu^SP^lc4l^f 

£5' i!iJ71#@0Cfr£© 2 1 J^S (CATATACAACATTTACAAGAA : |B^y#^15) 

K NfkBi a mRNA01478fr b 1498J^S@ GO IB ̂ 1 "£•£>£ d t fr bs AI4620 

15|B^yfi^0^I|^?^NfkBia mRNA ONA=F;£ U •& d t T?ia 

^ K V^7X® Lethality tipostnataL) 0 (>3E§E : l£lZs AI462015CO$s:W0^ 

tt^XNfkBia mfc?<D3' i|iJ513±^S©#illR^Iii©ffiMII^ffi^-r£ d t 

frlPIL/co ^»IJ8#B§0 ttcs V^7XGeneChip-e^M^tl/cAI46201507 
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1 # g 112# g ©BB?!J 6) ti c H o mmxo^m^ t Lxmm 
tstltco ) 

[0120] tZX\ ^^^/lN°^>^^;U^i^^^/cAI462015i^^iilffl^-e®NfkBia 

mRNA fgiiM^MU t(Dm%1f$mstlT^&Zt%:Wmt&ZtlZ{stc 

o 

[0121] CHO«0NfkBia mRNAIB^ti^T-fe^/c/ctf), 7^7h7'> h0)7$; 

IlP-K^Iii (^tC942i^g : 3147$ yp£) tlTl^lB^llfr £ 7°P 

-7" ( 5' ACTTGGTGACTTTGGGTGCT, 5' GCCTCCAAACACACAGTCAT ) (IB^U#^1 

7, 18)£!£ffLT3 2 5 bp0PCRjt^£t#/co PCR^ • - " > VS tltc 3 2 5 

bp ti, mRnho)-%mmx&z>t%7L 

btl£ (HI 1 1 ) O 

[0122] Mouse Genome 430 2.0 Array (^MJ 1 ) X&s t(D 7°P - 7'l3^lJ^CH0|ffl 

Z>tc£>t£0)t>\ NfkBi a mRNAfgii££M"e$&7!)^ 

tzti\ 3 2 5bp PCR^M^hb 

%mm (b->1, 2) tCttLT, AI462015BB^J©fg3Itf^ii3ftfcfttt 

(b->3, 4) TiiNfkBia mRNAfgii^M^tlTl^Co 

% 3 2 5bp 0 —p|3013^0^r^MRTtb^TaqMan Probe Set (HI 1 2) £§xftL 

% RT-PCR;i-e^M"T£^s 

moms 0%tC^-eNfkBia rnRnmmtmm^tlX^tc (HI 1 3) o 
[0123] #L<*i%j££«fflJ&-CtiNfkBia mRNA0fgil^*y 3 tlT £ U, ^0 

£3*3.£>ti-g>0 -bti-btiif^KW 

mfeTIzm^T^Z*fgii7°^ X $ KOfPf-^-/x>/\> +J—$1$tC 

ti ̂ IMJ^±0NfkB^^u^#SLTfc''J (HI 1 4 : V^XMCMV IE27°P 

m%iz&maftM-eftzztfrb, NfkBiam%nmtc<£^x%&4tzntcmk 
B^fttc^TU 

XfoZ>t^7LbtlZ>o 

[0124] C^»J5] H O«-e/L3t^tlT^£microRNA0M/f 
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microRNA£^^ft"'2)/c(ist»tCN HI 1 5 L/cd; 9 tCMi r-X™ miRNA First-Stra 

nd Sythesis Kit (CLontech)IS'f'tipS'^COMAbl (JjtlL-SRjjt^) 

^DXB11s«,>:MAb1(^IL-6R^)^^TAUT^iiDXB11s«N 3 

mfe?®Afu©DXB11s^±«^^I^L/csmaLL RNACD 3 ' (UKpoLytA) * 

<f^m\\Ltc(D-tb, tf'J =fdT£3' i|iJtCPCR7°^^V-13^0 (mRQ 3' Pri­

mer) ^5' $>^LT-;^HCDNA£^J55CL/C 

o mbtltccdHk^mmz LT, mRQ 3' primer £ tl/cAPESIB^Ufi 

5fc®microRNA-specif ic Primer (APES 40-61 5' primer, fe'gjWi APES 7 

1-91 5' primer) N ^ £> iZ TisiJ^r -i 7"zi > K • — JUCDU6 snRNA 5' pr 

imer£^l\T q PCRJXJ^A(95°C 5sec, 60°C 20sec, 30cycLes)£Z1 &o/cQ P 

3%7rtn-zLtc0 HI 1 6 IZ^Ltc 
ct 9 APES 40-61 5' primer£;U6 snRNA 5' pr i merlC <£ •ijPCRJxJ^T'ii 

K^>^tl/co b —>1,2,3T'^ L/ccfc 9 APES 40-61 (A 

AGTACCAAAATAATTACCAAC : BB^J#^10)2 2J£gtfMAb1 (^IL-6RJnfr) 

7"=l > h P-JU0U6 snRNA (b->4) GO 

S/cAPES 71-91 (C 

AT AT ACAACATTT ACAAGAA : BB?!I#^ 1 5 ) tl&fr 

data not shown)N tlTl^APES 40-61 (2 2i|S) 

tfmicroRNA£ X btl tc0 

[0125] c^»j 6 ] kPEs^mmz^^mm^mm^mmornimitm 
ft<*g£ffl^±fflJ&DXB11/TAUTfr£, 1 Ly>-)UP±M1 4 0 @ tC 3 . 9g 

/L0MAb1(^IL-6R^)£^^-T£^^^« (DXB11/TAUT/MAb1) tff# 

btl, TAUT^^i^a^TiSlS 1 0@C8. 1 g/L^4L 

tzt\ ^^£^J*LT±M1 IBmiZmm&ZtZlZ!,^ «fti^y^ 

Jt (4.1 x10e6 ceLLs/mL) APES^fgiitC£ £Nfk 

bia mRNA0^»fy (^fifefflH) ZOXfoUlt, ig 

w£stmffiizti,wmm^ikiz^LtchLi](D}£mm70^x$ 
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tl^tl(pPur-APES165, pPur-ALT1, Ml 7)% ±§B#Ltti%g£fflJ&DXB11/TAUT 

/MAbl pi£ 

t, ApEs 16 

11.5±1.7)x10e6 ceLLs/mL'efel'Js A L T 1 (8. 9± 1. 8) x10e6 

ceLLs/mLJ^±tC^m^«^#^tl/c0 3 £>^>x1 4 0 

m<Dtiifom£w<D¥-mmZ. APES3Hfgii« : 4. 4 ±0.6 g/L, ALT 

1 I» : 4. 0 ±0. 6 g/L^Afu©DXB11/TAUT/MAb1« : 3. 4 g/L 

JU±lCi% < & o fc d £ APES TAUT 

±LLT#*/T<( -JlzWmtZZttf&i-Ztltc (i1 8) o APES&fgSaiCj:*) 

IE0$]Jilti 1 L-JarMig^lCfc^TSI^'e&kK 

m-eommmMMZftWitzt, APEssiMtttstiiM^ ±s«i 
20175. 3g/L££Mfc©3. 2g/L, ALT1?|»4. 4g/LtCttLT 

(m 9) o 

s J/El*ji£ffl7s±«DXB11/TAUT£ <£ U £ d £ ̂  

U APES1 6 5 ^fgi!7s±DXB11 /TAUT/APES £fFJ$L/c0 DXB11/TAUT?s± 

tCpPur-APES165£xb? hP/t^-^a V;itafe?iAU 

mmt^iz^uxh-otc^M^(D9mz'D^x, ii^±M0i©APE 
S snRNA (smaLL non-coding RNA)^giiM^:^M Lfce APES^iEMC0i^ANo tcD 

XB11/TAUT/APES^±liM^ti±M0l©^«^^^<, feM (R2 = 0. 7 

0) 0)o 

[0126] c^»j7] hPE^mmz^zMtm^mmnrnm^imz 
MMm3£mmz, MAb1^fgiiDXB11s«tCAI46201 b&wmytHDb' ilJ(D^ 

$ K^^ALN L/C0 
[0127] APES4-168 (APES165) tCjPit, 3 £>&£APES4-68 ( 

BB?!I#^5) fectt/APES69-133 (BB?!l#^6) (D%1%=L - v K LT, 

— ̂ 3§ii(null)tc£t LT 

APES 4-68ti p<0. 05, APES69-133& p<0. 01 £ & o tc 

P< 0.00K @21), 
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[0128] APESSif 

t>\ ttlttls -?ryXAI462015$z^mM(D£:(D$MMlZtB^t:Z>(DfrZm2 2 

IZ^Ltco APES^tt^^ Lfc®#BB^JttNfkbiaffiMBBflJ£ 2 3i£gJ^±#/u 

[0129] c^»j8] hprnzmtzmfe^mtft 
d«t©mfc?1*^Cg-3VT, TAI462015ti437±^ 

S©mRNAMy >=1-7^ >^RNA"efe£^\ A 1 2 CON 

fkBia i|ij0#illR^IJi^ (56590831- 56590397) 0*@MII± 

£§5$ L/c7^\ LANLs -^©^©GeneBank^ff^MliT^cfc o T 

% AI4620150$E¥^"efe£437J^Stiv7XNfkBia ilJ #il=R 

(5i3^s) mmmiztmt&ztmRbiiHzte^tc (@23) „ @2 
4 iz^s Ltc& 9 tc, tl/cCHO-K1«0>fV A|B^ll±OI46201 

5®ffi|W||B^lJ^#S-r£C£(IB^lJS^25 : AI462015 ; |B^#^26-27 : CH0-K1 

>fVA) N ^^^^CHO«tCfclNTNfkbia 0fg»$y (» 

0IJ4) CHO|ffl^-etiAI4620150ffi|W||B^lJ^i^^ii^tlT 

[0130] 

§ o 

[0131] Ltc±X(Dmms 
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5RII1] APES^fgilU K£=l-Kt"£DNA£gAL 

/c*£ Us PJTM0*° U ^ 7> K £5 i± £ £ £ £#h\ *° 'J 

^7°^ K0i^^;io 

MW1 APES7^ th, 7^7, K^7c^/\AX^-a^CDNfkBia(Dm 

fe^O)DNAS/ctimRNAtcJ^S^JFM^J: <J^U NfkBia®^?© 

n^in®^;i0 

^113] APES^\ NfkBi a®mRNA®1 9~ 

2 5JtS:S©BB?!I£#fr3 0"e0ffi^?RNA-e^£^ 1*^11 

2 0^;io 

^114] APES^\ NfkBia®mRNA0-£[UC^gft]fMtCj; <<J^Ut§£ 1 9~ 

2 Bi^g^SB^afrB 6 1 tr©mRNAMy >=I—>?' 

RNA-efe£, I*^II2 0^;io 

;£lI5] APES^\ NfkBi a®mRNA0-^C:t^SttJFM^J; 1 9~ 

2 Bi^gftCDlB^afrB 6 1 ~ 1 B 7 9 J^SS^mRNAM7 > =l 

-i y ?'RNA-e&^ 2 0^;io 

^116] 1 9-2 B^SSO^-T-SSB^JA^ IB^US^ 2 tl£i£g|B 

^aMiSa^^iB^y-'efe^ i*^il3^ B®^-ftifr(OT;£o 
;^II7] APES^T0^S1B^£#^II^?^^MJR^ tl£l*^lI6 

/i : 
(a) IB^lJS-§-1 ~ 1 6M2 9 0l^tlfr®:IMSlB^yfr£>&£DNA 

7 

(b) ±1E (a) 0IB^£#^ NfkBi aSfc?® 3' fly 

CO p|3 ^IB ̂y T? •?> DN A; 

(c) ±!E(a)S/cti (b) mmf\ 
SSB^y^^^^DNA ; 

(d) ±!E (a) N (b) (c) ©fe¥gt]-C&£RNA ; 

( e ) ±!E ( a ) ®|B?y IZik&mtfti IZ IB^y £ & £ DN 
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A£fcttRNA0 

^118] 

^9] IMC, pfjM(D7fs]J^y°^ K£=l-K-r£^0DNA^A^tl, 

MoAPES^A^fttC>||A£tlTl^ !*^I11 (Dj5)i;Q 

^1110] APEStf AM^A3tlfc»^\ APEStf h7>X7x^ K^tl/c 

l*^lI9cD^;£o 

^JI11] APES^AMtC#A2ft/c»^\ ^HttAPES0)$E¥^^k^tl 

M12] 3 bi:^ 'J V S^V7^-^-£=]-K^DNA^A 

Bii^iJt 9 ®^/io 

M13] >x;U7-r >i£7^;b#>i>^--tz£=i-

K1-£DNA7^#A3ftTl^ I*^II9©7D}£O 

^1114] ^ btC7^-> S^>X7x^--tz^=l-KTSDNA^ 

A3tiT^£, 9 ®^)io 

M15] ^ 'J ^ 7> K^ li^il 1 ®^}£o 

^1116] --X;\AX5>-mmmT:'foZ>, 1*^<II1 0^;io 

5RII17] 1-16 ©i\-f*iAH;:iE«S6(D^}£--ei^3 ti/c^ 'J ^7°f- K 

M18] £TF©&giE?!J£#^ APES^^^-r^W^? (IIUIB^#^ 

(a) 13^!JS^2~1 6 $.£/•'2 9 ©l^ti;h<7J)N(Z)i||SS3^ll7!}N<Dfc£DNA 

5 

(b) ±1B (a) NfkBiaitfe?® 3' ilJ #11=R$m 

(c) I3^|J#^1~1 6M*2 9Sfc(i (b) 

* £ P& $ H - ©iM03?!J b 4s 3 DNA ; 

(d) ±IB (a) , (b) £tzl£ (b) (D&WMWn?$>ZRM ; 

( e ) ±|E( a )013^0IC&SttMUC<£ y ̂  L 9 3@3?lJfr £ &£DN 
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A£fc&RNA0 

[1*^1120] li^in 9§E*6©'<?*-tfA&ft 

K#A3*lfc8fflR 


