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[0002] JPSriltifi^tt (age-related macular degene 

rat ion: AMD) tiN il^N 

©-o-e&kK ±izs owtu±o)m«&%iz%bnz>0 

Jpft tc # 9 IZ J; o T £ d £ •T? £> y N ;# tJH M ^ SIsM tc *:SO 3 ti £ „ 

Zf&m-e&Zo K;u—tz 
9£§rc&£o S/c, f# 

7L ^tlTl^o 

[0003] JpftltM140>£i^ $£Jt©;#tJHM©iH=rtc&, U-

ifllWF*3isH-?1 (vascular endothel ial grow 

th facto r : VEGF) <fc 

lWOillSS • miktkBMt „ L 
AN LN (retinal pigment epithel i 

urn : RPE) 0^Jt 0810^^1^3 g "CM 

m±mm%tcimm&m±fc*MmTO)km%\!>mzmutz>ztfi^<tit£ 
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[0004] 

^WWtfrb^— lL/c7°Jk>7E 
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(D^K^mIZZ> J5)£~Z%ij3(Dfp]±b tltc$!l£ tlTl^o L 
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[0005] SIJ]lfeSi±j£lfflJ^>- h(Dftf$j5)£(D 1 Ot LT^ 

Tis— h btl&o fibronectin 

gJgM©JFM&^3tiTfc£>t\ ^-K^JFML/c#^ 

frbis- h^IXU 3) o frfr 

u i;a&gj£jg£Aijircftffl LT«ifesi±j£« 
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tCcfciJiy^-r^tCcfcoT^ *>-SJgJ]l^££-&1\ 

SBitC J; -V1f±% < s tetA;Z(Di 

IZ <b y v- K JF^^li±I L Tb b IZft y s mm ZIZ&m RTti^ 
:> — h &{§£ d t &&l~> (#4#rF£M 5) 0 ttZs 

Sfa£ • =7-fy-eMU LN »£ =i =j—*f y±~ei%mt z>zt &$ ti 

Tl^^\ thilfei±M^ffll^t©T:1^c):<, ttzfJlsffij££± 

ftffFAift 
[0006] :#12 0 0 5-2 61 2 9 2 

[0007] lE^fF&SRI : Op h t h a I m i c Surg. 1991 F e b ; 2 2 ( 

2) : 1 0 2 - 8. 

: Tohoku J Exp Med. 1999 De c ; 1 8 

9 (4) : 2 9 5 — 3 0 5. 

: N a t . Protoc. , 4 (5), 2009, 662-67 
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: Invest. Ophthalmol. Vis. Sci. , 4 

7, 2006, 3612-3624. 

: Invest. Ophthalmol. Vis. Sci. , 3 
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6(2), 1995,381-39 0. 

mmoWiW 

[0008] 

mm*>- J^TJP 
m±<Dkm£#9&&&#iz.LT<om^\ mtiifizmntz&mm 

[0009] ^©±tc«lfe 

h£fFJ$L/c0 

M^UC 
SjgJg££ftLT;i3kK v-h^yft 

L, =i ^ t ±- az =i ^ - *t > *t > u £ ̂  •f *> 

d £-Cgj£JI££&ft L/cS SmifeSi±j£«^- K 

fr£iiJSrf£>c:£tf-e$fco s/c, !fflj^>- mifeSi 

±^«f#s^v-^-0^ii^n^LT^/co iftmmm 

mm, Z.tlb<D%%frb*%BR$:™I&3-G2>lzm.?tco ttHtts 

% 

[ 1 ] i»>- h0i^£^;£ 

(D tsiu «feH±j£ 

[2] =i^->f>>f;u^=i^>f^—tz-e^Hsu mm&m±&Mm-emj&z 
titzMWs— ; 

]&-?&£ ±§B [ 1 ] §B*6©8fflJ&*>- K0i^£;£ ; 

[3] nmmtfs ESMX& i psam-c&£±§B [2] mmvmm^-
K ; 

[4] Z\z7-?>?)\,<D=\=7-J?>}&g.t>\ 0. 1%~0. 5%-efe^)±IE 
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[5] JJTFCDlg (3) £3^#^ ±§E [1] ~ [4] 

tC§Ei6<£>lfflJ^>-

femt&xm.; 
[6] ±§E [1] ~ [5] 1 

- K ; 

Ws- K ; 

[8] LTt#e>ntcMm&m±&m 
m-eM&ztitcitmmt, u-

K ; 

[0010] 

, -?$£><, *Wft<DMWs- Mi, 

WIhLTi«)TtffltS)l./c^ gJlEM^Wlfe 

H±j£«fr ti£ *>- S £ d £ K J: |J, 

f tSI^tf'-e$§0 i 

p S«fi3fc®li]]lfeSi±j£«<>: L/ciI£\ &#§#©«fflj&£7-x£ L 

T fu m t & c «>: ma<D I&<D mmRJ& Z 0jg •t & c ̂  if-e $ £ „ 
mmvm^mm 

[0011] [|I|lMJ]lfeSi±j£«^-K0+M \^t>4 

-efe£o 

[0012] J^-RC, *m%*mMiz.mwtZo 
*mm*l*TF©H££#k\ «^>-
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(2) tz-e^?u mm&m±&Mm-eM]&z 
ti tc.MWs— 

[0013] lid) M3ti£«feli±j£«<>: LT^ PffLS]^ ( 

0!l : th, "t^k 7^7, k -f ^ ViSs ^7, 7"3\ 

% *=U ^3% /\AX^- hH) a^0|ffl^-efetlti\ l^'tl 

©pffLft^a^cDiffl^'efe^Tt <n^\ $?£ L<&L hfi3fc®»-e£>£ 

o 

[0014] mmztizmm&m±&Mm&s & < 

Ltzfes ^™^j^i;T=i^^f^---tzjpt77>;up-y--tf^-eMHLs -tzjux 
^7 tcte K 'J -fi/y^E D T 7 
Jg<fc y ®II^-&T[S]J|X L/c^, feiig®^-eiit5i: ^ ̂  J: y tSilAffl 

[0015] ^^tccti^«^ (ESW ^PAI# 

(i PS«) 

{mmtz>ztiz£^Tmbnz>mmx&^Tij&i\ Es»um^ 
%tc, nmmtLxi,^ 

fc^m^zntcAj:%m'\mmm u PS» zttibmmtzztiz&v 
s i ps«ti, ( 

mks $y^on, i^^it^m) ^ mmizmxtzztiz^vwm 
E smmtmwv>&&%:^tzwBmm&vAJivmR 

[Takahashi, K. and Yamanaka, S 
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. , C e I I, 126:663-676 (2006) ;Takahash 

i, K. et a I . , Cell, 131:861-872(200 

7) ] o 

U <U\ 

% z. ttf-zi* L <, 

i ps«fflj&©v-x£ 

tiz^-ox, 

s h E S«^ i PS|fflJ§i0#t™ffl^^, Dkk-l^pCK 

1 - 7|ffiWn t 7y$3-X hfc^t/L e f t y A^SB-43 1 54 

2|®Noda I K^;^iPL/cE S^jb±S±t!3"e±M^tT9o -

£HPeE]ip|lt"'i> CI ^T'iHSlMfuIElffl^V — t)~ X&Z) R XN Pax6, Mi t 

W&%:W.mt Z> ^ tX\ t SiliJI£fe^±J&«fflJ&£?#£> CI [Neu 

roscience Letters 2009 Jul 24 458 ( 

3) 126-31, Journal of Cell Science 

2 0 0 9 Sep 1 122 (Pt 17) 3 1 6 9-7 9] 0 

[0016] *%n%<DffiB&M±&MM&=i=7-J?>J?)i'±izmm-znzz.tlz£?T 
s i£S3tl£o PffLS]^ (0!l : 

bh, "tJ-Jk 7^7, k -f ^ ViSs ^7, 7"3\ L7^\ * 

=u ^K^) 
tlOfcO'e&oTti bh, — 

S/c, LT^ H& J&Jtft 

Elfmibti50 S/cs LT^ M©^ — 
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0 3 I ($?1 > H £±3 fi T v > n ££$# I 0 3 3 ($~ I ^ 0 0 I ($ (i ( 

gLU o) 

V£1 < £ •- ̂  l= <2:1+ <5 O a 21 SW£ < ̂ ^ l= 21 H| [8 L 00] 

°<?:u ?¥iw :? 2 2 v 5- 3mmmn w v ri # > a#01*»-

-A.^^i=0gs?^<2:4^^ir^/:^-^i= (A/M) %S 

• 0#^j[§(<^^i= a>ir£<^i= v-./£ 0£4i3h^i^TM v 

$l?0§W^Ti^Ii v?in^ 

fr2<3!?as<¥ (A/M) % L °<2<# 

a (A/M) %e "0~ (A/M) %3 "cm>n£i$fir v (A/M) % 

S " 0 ~ (A/M) % L ,0?]>1I^ \^v^T^Xc<SaH9I^^T0)^ 

<* T <2: $ a^21 ̂a.3---^^ l= v (i <^^<2: $ a# ̂  2 <2:414 

wT vn#^W^fT^» v?i^<^-^i=a)ir^/:^-^i=2in| [z.100] 
o 

zwbEQ>%WM vxn vn;gi$ 

v?ixn^?<^-^i= vx<^ O<2r^a^^2<2:o 
v>^^2^«qgria<2)ir^ viP.ne§^Mri 

Tir^<^-^i= v-./£ vn£i$:xn 
:? /ir^< ̂ ^ i= <21* 9 ogav n <a?ai$w -1 #i#a>qKS§gffl## r SP 
I^TW v?i< 

Kd-£3£m%imm(o</,-c\z vn£ra)2>2§-iriM¥a)^ 
m ^PliOSPriEfBiS* \^<2r$a^^2<2:4^a¥^^a)t]^^ V£1 
•ym v?nr^<^-^i= °\ii 

GOi Vri^a^^<^-^I=0#K1<^-^I=^A I ¥121W^M s>1| 

I£9tS0/ZI0Z<IfAL3d 8 msn/zio z OAV 
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s izm < (D§mT?^ =i "j-fyfjimif 
$tis fflB&M±&MB&<Dl&WzW\,\ MB&tfit&l&gm&ttlz&MT&fc 
isb, -^-r^ ttc, 
P ~P fyf ^£^4g"n*ti % inStffi Sfa t<- W-fa(D lib •§> P ~P 

iff&1&'$ti •So 

[0019] II (1) iZti^Ts fu§E«feli±j£«£«i£SSfa®P7-^> 

MPL^S 77 

IIIH±pSffl 7 7 x =i N T1- -f '> i/ J- N ^ K 'J T1' y i/ a. N fillip IIST^ 

vi/=Ls -?)\s"}-"rvi/iL, vf^P7°b—k 0 • ̂xjU7°b— k V 

-/U5L7°b—KN VJU5lr!7X-'U70b— k f t>/'i'-7,7/f K\ 5/I7 — bN 51 

ZL-7'\ KH\ i£SA'>;/^N P —7 —Jtf? Ml/tfPlf =l7^f^--

1f%ft L<s Ll^ 

o £: LTtis $13.1^ ilv 

-tz^v^ :>'J P i77h?- 7°7X51y^ ($13. l£ 

% ^'JiXr* *0'j7°PL0b>4m ABSffl 

*ym%s t^JisiyTyffim. 7x;-* x*°^> 

ikit£-)\sMm) t 

[0020] Mmznz>mm&m±Bimm(Dmmms MM*>- \*zmi&m*:zz.tif 
^$£fflj&®j£^&*u£^fr&£i60-c£>c>T:fe> Ja\, Lfru 
Mizt^z>t%ntes M&o)MifWs<s M&if^yyjis^y \-teW.PMz^tz> 

£-£(Di%m$MifM< , ^ 
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u =I>7 

;ux> h •£ ^ T'©ipS 0$ Pel if M< & § ftl [R] 7^ & S fill s iM&fc 

&>izMBtfj£A,~cL£9 ztt,fc£0 

<&, ^4. 5XlO«/cm2~ft8. 5X1 0s«|(/cm2, <£ 

1^8. 5 X 1 04|ffl«/c m2~^8. 5XlO*|/c 

m 2% Itt&fS L < M4. 5X1 05ttS/cm2^l.o 

[0021] =i ?-?>?j\,±izmm ^ 

F-I o 

i%ms F 1 2±p±feN MEM, BMEtSii DMEM, aMEM, I MDi^ 

N EStgii D M — 1 6 0igii F i she ri%i& WEigiBit/R P M 

1 1 6 4 0tgi^ 

HJiSJ 5 8 1 M^§Ei63ftTl^c£9&gfiii£it!2£ffll^££^--e$£o 3 

bizs (EGF, FGF 

% HGF, PDGF^n, ^yit&^APpLTtcU^ i£Jfe 

(D pH(i, Jf g L < M 6 8 UfoZ>0 3 0 

4O°CT\ &n5^60^1, mm^m±mmt^yyji,jLy K&^SI 

2 T B p^~^tTi\ >&wizjt i;Tmwpgtw%*T ̂ ^N -
K0JFMS"e±SS^Tt)ti^o frfr-g>i£StCJ; ^Tt#£>ti£»:>- h£*i 

«lfeSi±j£«<>: LTtt&3ti£0 

mt LTrnftZtlT^ZZttts ^m^i&it^-tl-t LTBESTI, 

RPE65, MERTK, £ fc&C R A L B P&£:£*£di-t£ £ ̂ -effgsTe 

[0022] II (1) ^Mf&3titcMM*>-\*&=i=7-J?>J?)l'lZ&mLT^2>tcto 
s 0!la.^ &W££V>mxklzm^Z>t§£\ %-ZlZ^z>-fyf)\s1f^ 

(D1$Ws1k3 tl £ 0 ^^-fyf)\/%:^W%£;tZ> 
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*fgB£(£>I*M (2) ICfcl^T 

tfs II (1) 

7 f-y—-tf 5 o =i =7—fy fjwDmBkfW&iz m ̂  b ntc =i ^ - *t y 
0 ffill tC Jfc i; T, ^m%^foft&feW£-=\=7Jfi---&*:WR?Z>Z.£1f-2:$ 

£ 5B fb*e $ 5 ste i tf f# 3 ti 51 ® -e tf ft ^ if 
, (mtfivM=i^-fyt&z) 

uc<^ =&©#$?£L<^ mtf\ ffiii^ju'eA^Rrti'e&kK 
S^PXh'jy^A (Clostridium hist 

o I yt i cum) JpXKb7°KV^'izX (St reptomyces p 

a rvu I us) AN =l "ytfj- — -tz£^^£> d £7^ 

-e$50 

[0023] ±IE=l7^y—LTtf, 

— y ©S1f <fc y t» L 5s =i 7 — ^>^JUE£(£>=I =? 

—fyMmizitftZ) tbSte tf fin "C h 5 0 =i 7—*f y 

• tz©tbS1f (P7^--tz;£tt/=l7-^>ffM) iiLTtf, 0 

. 1 U/m g J^±T'fe5 d S LlN0 P :y'fi~ — "tzCDhb^tttf 0. 1 U 

/m g ^-efe5*I£\ =l y f ̂ 5*I£\ 

fe5^tf>f;U^+^tC;^?^ti^lNiI^^fey JfS L < J: y SfS L < 

&0. 1~10, OOOU/mg, 3 b tC&fS L < tf 1 ~ 3 , OOOU/m 

g ©l5EI"Trfe5o 

[0024] *fgBJ3©lfflJ^>-P7-^r>^f>'UtC=l7^f^---tz^ 

f#tc^^^ti5t©"etf^i\ ±p±teS fcteSflrt££#f 
5 ^LTPi^L/c=i7^f^- - -tz £ i£ite LTt <£ L 

-iz^t^t^LTtcU^ ^B^-etfs iffiSMi:LTh7>X7x 

-f >+f- h£[°]i|XU >+f- KJg®0P<>7"b> 
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tc =i 7 - y ?)\s iz it® ±IB =i ^ ±- am® zmmz-ttzztm? s L ^ 

o 

[0025] Ki^£;£tC£lNTN =l7^fy--tztCd:^T=l7-^f> 

?Jls 3 -\k%> *§£•© B$m IZ-D^X tf f# IZ mfe 3 tl & IN tf\ =l ^ - -tf 

"n tf h lJ fcF S L < ftlNo 3 7^^-£tT9 0#Pe1 tf S "tz0hb 

^ =i7->f>^U0JF^ 3 7^t-tzMlI^;£&£'0i^i£g 

tt&tf\ ®^1 5^~6 0^§o S/c, =i7^f^--tzMiitf^[°]Mii-e 

tJ:lNLs J:lN0 

[0026] *Wft<DMWs- Kii^;itcfcnf5=i7-^>^U©=i7^y--tzMiI 

B^O^Jttfs «tf-IS^^^l^0 1 0°CJ^T (A-etf^3 0°C) 

5^«K0}tS]tttfffiTLT^ilt^tfffiTt-5iI^ ;UJttf4 2°C 

Mjg^Jttf3 7°CT-^St©tf#< dtiJUT©;U)tT-tf}§®0$^tfS< 

m£-tffe&©T\ 1 0-4 2T)®i5HT-§££t&a)tf&f3; Ll\ 
< & 3 0-4 0°C, 3 iblZft-% L< tf 3 6-3 8°CT:h^0 

[0027] *fgBS0«^>- =!7->f>^U0;mtf3ttTt-5 

t, htf^JUtf <M&^ctyitU oiNtctf =i7^f^---tz;#^^tc3l 

Mt&o lfflJ^>-h£[°]i&tZ>tc£>lzs 

tyULTt J:IN U ^Utf5^C;#$?LTtf blMWs- h^JJXLTt J:IN 

o K^[°]i]x-r5S-e®0l^tfSls^ti5 

tf\ M&is- htffi$il3ti&il^tffe&/ctf), LTtf b^ffl 

ass/- s^mjR-rsci^tfSfs LI\ 
[0028] ±m(Dia< mmstltcm&is- htf, tifX' 

$&tf\ «^>- tztfpi 

S "T 5 iln"tf5 (DT\ i£±fe S /c Itmwm £^f"t£ Z>Zt1? 

SfS Ll\ ^}#0l©^ti=l7-^>^U©=l7^y--tz;^?MlI^^i;T 
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(TER) 

7W,tttMLx^z>0 u£ 
, zo)£?lzs 

o 

[0029] *mn%<Di5fe-emt>tizMm*>- «feii±j£«p^c^ s*» 
y<?i/3 ytfMjfttstis MOP 7— 
So rsjgMj «lfeSl±j£«fr£bm^ntcj& 

mmmj&tt<D'pts:< (JU~F. 
Wlfe^±J^«©SJgMJ «^^9o ) £SGfcLT^£o £l*i*UC£tt5 

$jgfefi±&8fflj&©sj£ji£fciu mm&m±&Mmm t y;u* ymzmj&tz 
i vi]7-^'x ^ 

t~K 'J v &fc\ 7"Jl/7 7ldt SIJ]lfeSi±j£« 

11, i7Xf>E ^P7-^f>E M«&ll£€«fflWl£©Sj£JI£©5Jfj*i£fr 

e>&£jirc&kK *%mmm^~ h(^^7>'>7io»-^ «i 
fe^±j^«0SjgM) £#/uW50 6^ 

L^9ttII^s ^^^fetcd;'g)lffl^Ppl©^^>'U7:1''i' y^zo 

- 1 ^©^ii^li^-rsd^-essn-e^so SjgM^jFM^ 
^> (^-;u^>) N -K^x ^ 

^mn^mmniz^zwimizj:vmrntzzttf-ezzo 
-mz, mm&m±&Mm&s %mm<D±-e%mLtzt§I§K 

m±tz>1b(D(D, ±MMtf 
— K t LTtyHf 5 CI t ifMlsbTMM~C'#>Z>if (Invest. Ophth 
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almol. Vis. Sci., 36(2), 1995,381-390), 

m?$>&o tn 
?£tZ£*s- K 

sjgjg£#^+#&ijif£#-r£fca^ ^>-K £0*1x0#^ L^c&ytc< < 

s ^(Dtcisbs W&mtT 

}#fF£R>i^T9 ztifx^^tcsb, 
^ ̂  t^izfa±t&ztmmznz>0 %tc, am*>-stfgj£jg 

gj£Jgfcll0$KM£gttT^£>£&Kttt-£>^*SfflS££ L 

TS^TWfiJ-efeSo 7>'>7ltPlt?:SWT 

9 d £IZ <£ y, m&is- dtUCJ;5>£ 
Z(DtcSb, Mi, gj£Ji©M£# 

9 mm is- K £ L T sf jg-e y, f# tc jpftHMtt £ *t 

[0030] *fP£©am*>- K0fFJ«;£^ J^TOM (3) ^tc^/u"Tr =fccfc 

(3) iyn^ti/c«^>- \-(D^^-^fy^fjut(DmiMizsi&B(D^m^ 
femtzjiu 

[0031] n (3) izis^T, m&is-hiz&tt&mmB(D^m%:wmt&ztiz 
£?Ts btezmmis- K 

m%^^mnTmmmiz£&mmte£±&(D&mm(DMf$(Dmmtmm(D 
^;i-etT9 

M(Dmpfj (^J^tfs ISSI, "eSSIILTt 
L < teu =i =7—*f y*f)\y£©JgM®"efgiiLTIN-ti-ZttMttSo 
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[0032] LTfciu gJgJgKfc^T^ftlCfgSa 

LTl=tO 

I VMP7-^>&£:tf^f£ti5o &tf 

tt, gjiflgoi/Stf-cfca^^x i viP7-^>^^WU<ffl 

l^tlSo 

[0033] rtyit3ti/c«^- s©P7-^>^i/£©&M®£gj£Ji©#&©irg 

IU LT^ II (2) -eiyn^ti/clffl^i>-K 

&«) a^©gjgMv-^- (R RNA, $yj^on, 

[0034] ±§Btmtf R N A0i:I^tCfcnfSgJgMv-^-jlfe^a)^ii^ II ( 

2) -eiyH3tl/c«^— h®«tf ̂  R N A (0J:£RNAN m R N A) 

LN StlSH^V — ~h— 5 

A\ £>5Wi§£«tf b R N 

[0035] »f)RNA (i:^RNA, m R N A) ®#£||§!if £t§£\ RNA 

Wft<Dm§UZs ?7-Vy-C s C I m&fofes AGPCM^©#^ 

£: lN T ft 9 CI t if 7:' $ 5 tf\ rfrlxCD RNAithS^'^ h (1 : R N e a s 

y Mini Kit; Q I AGENH) 

N R N A®^c^0gjg 

LT^ /W7"'jy 

-f -tz-i> a > (J —+f y 7"P v k Kv h7"Py k DNAfy 7°M/f^) 

feSWiPCR (RT-PCR, i^PCR, 'J7Ml/*>CA 

7J^^APCR/d;^MPCR;i^ ttc, 

«S^-Mtl*£d^;£©Il^Cc^T£Ml4tft± 

3 •£?#£ ftDNAf 7 7°M/Ttf $?£ Ll\ 
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[0036] y—Pv K 7" P y 7"'J yj H-Ss 3 >lZ££iM 
Sjgjg^-a-ii^o&aifciu 

(7°P-7") LT 

^ K 'J >y'i> K^^TTVN 

-f 7"'j y>r^tiSo r/\^x K u >y'i> £ 
6XSSC (sodium chloride/sodium 

c i t rate) tp 4 5 "CT'CD/W 7" 'J ^ "tf—:> a VJXJ^ACD^ 0. 2 

XSSC/O. 1% S DS^6 5°C-e®-[°]J^±®}$t}#^^^tf 

o /\>C 7"'J -tz-v a >}£}t©iM}iJts /\>C 7"'J yiz-v a > 

7°P-7";fJts 7°P-7r(DmtS, /\^7"'jy 

-f-tz—>a 

pftM&x K <J yV^yiz-izn^zimfttz^tifx^z* W& 
IltiD N R N J: <^ feSWiD N A/RNA + ̂  

<U\ SfS L< &DN 

[0037] 7°P-7"^ MkXh-oX^j & 
l\ -^IIDNA, -M&R N A^/c&D N A : RNA0 
/W 7" 'J '> yyyizyxm^m^&zttfx 

7"u XLm&mwftizm 
Utt&C 5ikmU±, SfS L< tt#]3 0J^SJ^±-efeSo M 
11^ tc<£ ytix 

titi£ij£ L-ai, mms m 
mms fsftyantaztfm^bnzo CS 

2P] s C3H] % c14c] Kztfm^btizo mmtLTte, 
?JL<, /3-1i=y0 Ki>y--tz\ £ - yjbPy^ 

"tz\ 'J 7*X77^—-tz\ /* — * %•*/?—tz\ 'J > 
LT^ 77;u^ 

by-tzW Vf^i/7?- LTfciU 

, ju^y-jk ^>71^, 
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tiSo 3 biz, (xhb7°h) ?\f. 

[0038] 7"'J -tz—> a ±§E©<£9tCLTiJ^L 

TcR N A®:fr£>fjui:gU7]<fttcT:frHL/c^ — Kp-tzjup-x, -f< n> 

s 7fs 'J tf- <J T yVDU <J KH©* > 7" b > U ±§ECDcfc 9 tC LTIMI 

ti/c^Iii70P-7";&#tJv\^ 7" 'J ^y -tz —*> a ±§E l"/\>f 

x K u >y'i> K^^T-ej /\>r 7"'j *y t?-*> a 

^-epOybVtc^L/c^IiiM^A'y yN &Sjg 

Kv K7"P>> h0*I£-

=fcN RNAi^^X/f'> K Ltz* 7"'J y-r -tz—>a > 

JxJ^UCftL (#v — s XsKv hCD^im® 

£>il^f s d £ tc J; y, & v - £ -©fgiiM£>il^f s d t tf "C $ 5 

o 

[0039] DN Af 7 ~fffltirl,Zcfc 5i§n\ ±§ECDcfc 9 tC LTfMIS^ L/c RNA 

®:frtf ̂  3£$E¥J5J£UCJ; y T 7 T/p^E-^-^Oig^&T/p^-*-*:# 

AL/cc DN A££-j5£U S^KRN RNA^ 

j$-f£ y,o LTSIN 

•g) Cl (^ tc ct y s Hfi^tlTc c R N A tf t# £> tl 5) o £©tlfic RNA^ ± 

IE L/c7°P —L/c^y 7" 'J ^y -tz—> a 

Jfc3t!\ ®ffi±©#7°P-7,Hc^L/c^IiiM;&)IJJ^"rsC(>:tcJ: y, &S 

JgMv-^-Mfe^©^iiM^)IJJ^-rsc«>:tf-e$So ^aif 

•s^Mb^-a-itfe? (lot, ®*@<fb3ti5 7°p-7") 0i&tf#<&sti 

£\ iS5£1f £ J: ©®-C#fil-C&Zo 
[0040] -^N W^RNto 

LT, in situ /\-< 7"'J -?y "tz — :> a d £: tf 

T?$£0 «tf b R N A^aai-rs^y 
$?£ L < 0!la.l£ 7-tz K yxm^tz>t>\ 
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o -r >®4ncSiILT7"P v MX 
nvwzztvmut ^ 

7° • — 7" t. 

tiN ±IE L/ct ©£IWl£SCD:&CD£:ffllN'i> Z tifXx*&0 in situ /\ 

-f 7" 'J y-f -tz —$/a lfflS^©=i 7 ——^ 

- © fgii £ it® 5ls£f *fg0J^c £ IN x Sf ig tc IN £ ti 

S o 

[0041] feSlNtiN Ii (2) tCfc^5iyH3tl/c«^- KtCfcnfSSjgMv-

£-mfc^©fgii056S^ §£«^>-h (S/c&«) 
(BP^ v-

*>A?ff£aait-£>d£*Kit®8fflJ^>-S (3;/c&«) *©v-;b-

£&ai-r£d£KJ:y!l^£d£tf-e$£o^-2J-*:/ 

: E L I S A, F I AN R I A, 0 JLX$ >7"P V K^) iZ J; oTfr9 d £ 

§££HS14£^ &7 •- * - * >/ ̂  ff IZ -D IN •T &fc] 0#;£ £ IN •T >il^f S 

CI £tcJ; oTtitr^f^o £>£>W££fcN ~7 —2J —^ M 

ALD I - T 0 F M S ffl l^T t Ii ^ $ Sc 

fpu &^—t>—$ I 

LT, il^tefflSti 
z>*°'j ^ -j-MKfoftM&ffiiztit^TIX?# fz> 
ZttfVZZo 

[0042] ®*(Dftm¥tofflfc%Z*%BM(D&£jjmz&mT&lz$>fc?Tlis ftSU 
<D0kft, &W^(DsSL'fe&!&W£-Ztite\>\ ^ti^ti(OT;£tc£tt5®^®^ 
ft* 
©>uj:^£*itg-ttu*<£ INO - ti e>(D-m^tz&%m!k(Dmmz'D&s 

mm, /£»&^^m?,tzzttfx$s0 A>iii$i r7^^A; 



mm?w 
^ V?H-^mm'gTm'^w&mcDtim* K~J-% 

S S?H-4WQ)» v 

PiEfni'iisii KTII;M ^ixn^i? 
w@ °^^a^xn V?H-^W 

°£4i|rH -^®i«l?f^^Pf?I® 
v?i>nzm 

vH-^M£i^§* -^W2|lil^¥ vMi£* [01700] 
°<2r $ ^ 2 <24SB#^^# 

X1JL 0 *> ^ C£ ^ VTK1) ( (S8 ! poq ! i uy |BU0|00U 

0|/\| pue A60|0UL|0©J_ BU]opijqAn:njBd) 

s©nbjUL|0©j_ |BOjiu©L|OOuniuiu|) LSI "l°A 

HIMI " ( (s p ° q ; 8|/M Aesseounwiu| | e J © u © 0 

pue s© i poq i iuy | e u o | oo u 0|/\| : ] } J BJ) s 

©nbjUL|0©j_ |BOjiu©L|OOuniuiu|)26 "l°A H 

|gj v((SABSSBOUniULU| p©io©|©s:QjjBd) s 

©nbjUL|0©_|_ |EOILU©L|OOUnLULU|) j7g • I ° A H 

[g] " ( (0 1 J Bjj) S©nbjUL|0©_|_ |BOjLU9L|OOUniUlU 

1)17 L 'I OA wM v ( (a 1 J ® d) s©nb|uqo©i | e 

Ojiu©L|OOuniuiu|) £ i 1 | ° A HOll v((VlJBd) se 

nbjUL|0©j_ |BOjiu©L|OOuniuiu|) o L "l°A TAO 

010IAIAZN3 u| s p o q i © |/\| j v Z 9 KSfl 

) (^eso v so*sa ^m# 
g) rnzM) v so*sa ^m 
^3) v so*sa VMID r> 

mMT<Y v (^^6l7lttSa VMII) l>z]./r.^ 

I£9tS0/ZI0Z<IfAL3d 61- msn/zio z OAV 
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^2007-
5005 0 9izze,m<Di5mz4j£?z, mm^mznLxm^Mt 
(DXO lJ-=y</iz*%n%<DBB*>-

- h tulE@^E©J^Sttavmzz KbX0kttT mxti\ % (MPLti 
. Wfeft ; 7*DMM«. L, n 
m.mm%m=Fizt^)mz>) s A2E [i^y^ KN-I^-'J^>-N-
L/fzjb-i^;-jb7$>] (A 2 E ©Sftti 

mmzmm^v^m^t^TLbtiT^z), ^J± (m&\ H7KJ±;@I 
]±(D±mtUfaWt(Dm&hi%ktetix^z>) ) -ei£SU a ^y0iyymmt 
£ ft St *J X A —tz 3 #L<* £ ^ tC ^ T gfitsi 

s/c, LTti, mti\ f#H2 0 0 7 - 51 7 21 
oizmmo^feiz'ifc-ix, %\%M%(DXO iJ--y<?iz*m%v>BB^- K 

"RCfe^T^ h£f#H2 0 0 7 - 51 7 21 0 tCfEicOM 

yT?x) y^-t)-^7°^ K£ffllNT±£SU 4 8 8 n m$g© l^—tf—"C 

fi&b&U 5 20 nm«»tSi:^T#ffit$So 3 *fgB£0 

«lfeSi±j£«^- Mi, 

m<ommzmt>^>mm, ^ vv^yo^^yiz^^mm^m 
A'lJ 7mmtZZ<», 
ii?:iitS/cS!)©v i t r o=E^)\st {.Xmt & Z t^~RimXfc&0 

[0044] *mn<D&mmmm^- Mi, tK t KJ^^0PS?LS!]^ m •• -ti-^k v 
7 V k ^7, 7"-$\ L7^\ *=U /N 

AX^~ K^) tCfcN^S±IE^E;&)^0"rS/ctotCffllNSC(>:tf 
-e$s0 

[0045] *wm&mmmmis-^(D"mm^mti:&m%m(Dmm&s n&i&m, & 
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[0046] 

^tiht\ j^wmmu. 
ztcmm 

[0047] *mn<D&mmmm^-

ZttfX^Zo 

mmm 
[0048] J^-RC^WIJ£^LT, 

wmxfo^t, ^mfetz>i(vxte 
[0049] mmm 1. 

"FIB^MJ 1 ©$/— MblCffl^£>^J]i'fe^±l£$ffllKjj£: LT, N e u r o s 

cience Letters 458 (2009) 126-131 tClESCO 

i PS«^^^bIf»L/cJ55cMlfe^±J^« (2 5 3 

G1, K 1 1 P D 2, 5 9M8, 59SV2, 59SV3, 59SV9, 4 

6a, K 2 1 E V 1 5 N 101EV3, K11EV9, 4 54 E2) , RXf 

ESMfr^b!f®Lfc«feli±j£« (hES, CMK6) sfz 

o 

<bhi PSS«feM»> 

2 5 3 G 1 K 1 1 PD2£59M8 ttKWzmftZMB: 

&mm$Lfcm%izm&tz>s th i ps«fr^b§f»Lfc«feii±j£ 

MBXfo y, H i P S C e I I 131, 861-872, 2007 

tc§Ei6<OT;£^i;-c b 

0 c t 3 / 4 N Sox2, Klf4N c - M y c jlfef ̂ iAt 

±L$ntcmmxfoz>0 
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5 9 S V 2, 5 9 S V 3 N 5 9 S V 9 

K i liPS 

Proc. Jpn. Acad. , Ser. B 85 (2009) 3 

4 8-3 6 2tC|Ei6©^;itC^i;T, "tz > y>r V -r JUX INT, t hJ^Jt 

a^iif»COc t 3/4, Sox2, Kl f4, c-Myc^fAt 

s xm±L zntzMM?$>2>o 
K 2 1 E V 1 5 N 1 0 1 E V 3, Kl 1 EV9, 454E2 &51HCS& 

th \ ps«^^^bif»L/c«fe 
H±J£«T£> U, liPSIBStt, Nat Methods. 2011 

M a y ; 8 (5) : 4 0 9 - 1 2) UT, xtfy-VJU^ 

hOc t 3/4, S o x 2, 

Kl f4, L-Myc, L I N 2 8 At ZHfeXffiiL-Z tltcMM~e$>2> 

o 

<Ht;ui PSS«feM»> 

4 6 a Jpn. J. Transplant. 44, 231-235 tC IE 

M&Jj/til/Zltt-o X "tJU (cynomolgus monkey) iPS $[|#U 

tf bft{mm[.tcMm&m±mmx&z>0 
< E s 

h EStt, t SESWttk h ES - 1 tf ^b!f®L/c«lfeSi±j£lffl 

$UTfe50 C M K 6 Neuroscience Letters 45 

8 (2 0 0 9) 1 2 6-1 3 HClEicCD^i^^UT, +^U E S £>^Mb 

%%# L So 

[0050] 1. hofliarfrft 
^ P ~7 fy? 

A : T y p e — I Z\=> — ̂ fyC el I m a t r i x 

I -A ($Tffl'tz:751>) 3. Omg/m lN B : 5 ( 

DM E M/F 12 (Invitrogen, 12 5 0 0-0 6 2) 3 g^M 

i I I i t±\ total volume 5 0ml 
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-Mil) s c : if ( 1 N NaOH (50mM) 5ml, N 

a H C 0 3 (2 6 0 m M) 2. 2gs HEPES (2 0 0mM) 4. 7 7 g £ 

Mi I I i Q 7j< ^ t±\ total volume 1 00m I ^7-f 

Jb^-II) Zm&Ltco #£PL&tf£A (7#M) IZB (2#M) ZfetL 

(^Hfe) Ltco c (1#M) £2JD*JI£- (^tf> 

?fe) U o. 2 1 Ltc0 

1 2 mm h (0. 4|im Po re Po I ye 

ster ^ >7"l/> ; Co r n i g, 3 4 6 0) ©'f >1f- h l*UC 0. 2 

1 %=| =?-*f yfJlsWt^SLZ 2 0 0/x liO^ 3 7 °Ce 3 0 m i n -f >^r 

ZL^- K Ltz o F 1 0—1 0%FBS (F-10 (Sigma, N6 

908) 445ml, FBS 50ml, Penicilin — Strep 

tomycin (lnvitrogenN 15140—122) 5m I ) ^ 

-f >+t- h?l4C 1 5 0 0 M l% -f hl*UC5 0 0 M I 3 7°Ce2 

4h r^> + 2^-hL/co -f >+t- F 

10-1 0%FBStiraU -f >+f-hl*UCi^iJ1 

5 X1 05jl (F1 0-1 0%FBS, 500ju,l) 

ICllL, -f h^tCF 1 0-1 0 % F B S ^ 1 5 0 0 M I iQA.fc0 ffi 

Mfe^±J^«tf=i>7;ux> Ktc^^^-eF 10-1 O%FBS^IL 

N =l>7JUx>M^ iSiMSFRM-B2 7 (DMEM (S i gma, D 

6046) 350ml, F12 HAM (Sigma, N6658) 150 

ml, B27 (lnvitrogenN 17504 — 044) 10ml, 2 

OOmM L — Glutamine (Sigma, G7513) 5ml, P 

enici I in—Streptomycin (Invitrogen, 1 

5140-122) 5ml, bFGF (wako, 060-04543) 1 

Ong/m I ) {Z^i, (4 >?- 1 5 0 0 M I, -f >+t~ hl*l5 0 0 

M I s %&&&&3 0/we e k) 

fti$SL/c o 
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<^yaiL> 

6^ yv—\-(D^yy\yy^tmLtcz\^^± 

--tz L (=l^>fy--tz L : PBS ( + ) :Sigma, 

2 6 0 0 U/m I) 1 0 0 *t, I £>C >"9—3 7°CT6 0^^> 

Jra^-hLPBS ( + ) ^3|HMLfc„ 

^lNct9^S F R M — B 2 7 ^rjjST L, PALM MicroBeam(Z 

E I SS) 

[0051] ^MI2. (37-y>(0iS) 

^»J1©2 5 3 G1 ( i PS-«|feSi±j£«) 

7^1ia^I|pr;#tt©T y p e - I =l^->f>C 

el Imatrix I—A (IfrEB-tz^^V) 3mg/m I ^0. 2 1 %3 

=y — *fy%l^SiSi/we I I £ (A) 7"^j£fi3fcT 

y p e - I 37-^>TE (f#>Ep°p : ItC I g=F© I I I M 

=1 7 — ^>^:#t)N) ($TBEHZ:7 51>) 5mg/m I ^0. 35%=l^ — fy 

/l"n/§/S/w e I I N ( B) y p e - I =1 7 — *fy T - 1 0 0 

2 (f#>Epnp : IM=l^-^f» (^Ba-tz^^y) 5. 1mg/ml£0. 3 

5%3 7-y>S^M/we I U (C) F I TC^Ifi=l^->f> I (C 

hondrex) 1 mg/m I ^0. 0 7 % Z| 7 — *f y^Hi well 

% ( D) F I T C 37-fy\ ($#>£) (Chond rex) 3mg/ 

ml£0. 2 1%3 7-y>ll^M/wel U (E) F^PP^-^y 

(ilififf) 3mg/m I ^0. 2 1%3 7-y>SnM/we I lN (F) 

mm tLztntnmi 

mm*>- K=&[°]iixL/co 

. ; 2. ; 3. «0i^g ; 4. ££<£] Kfc^Ttfc 

$$ • Ml/Co tm$ms (A) { 1 . &£ ; 2. n# ; 3. £5 ; 4. & 

K (B) { 1 . & (5. 1 m g/m I ) ; 2. mm ; 3. £5 ; 4. &} 
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s (C) {1 . £5 (1 mg/m I ) ; 2. £5 ; 3. ^B£ ; 4. 

% (D) {1. i|(3mg/ml) ; 2. li;3. ̂ ;4. ̂ B£} , 

(E) {1 . mm (3 mg/m I ) ; 2. &£ ; 3. ^B£ ; 4. &} N (F 

) xh-otc0 

LTN mifeSi±j£»tf5/ctotcti£>5*MJti £ „ 

RT/#ttCD Type — I 37- ̂ >Ce I Imat r i x I — A £: (B) 7" 

^llfi^T y p e - I z\=>-?yT- 1 0 0 2^±|E0;I^-effllN5C(>:tf 

^JCSfiS-efeo^o Sfftffe5*MJtlII<&l^Il§K ilfellJ^tfi^iL^ 

[0052] ^MI3. (J7-^>S) 

^»J1©2 5 3 G1 ( i PS-«|feSi±j£«) 

%Wf&t =l 200/ilC 

ItiT, 1 0 0 M I N £tc&3 0 0 n \ t Ltcfii&LMZMMti !l 1 

arcam*>- s^/su s^iu 
i|X L/co 

»$J1 <hj±,$£LTs 3 7-^f>^U;Fb^;#^©^fflMtf 1 00/xlffii 

=i tyta^tzito, ^®3S;*]©i2g"C4^£B#tf 

n^z>-*fy*f)\smmmisn, mm[,tcmm^m±^m 
J& tf JlSB© * y 7" l> y izL ̂ "T < ^ *>— b-(DW y tJH LfFilBtMM 

K tffi$ti5*I£-tf o fco =1 

itf 3 0 0M 1 ©^^£^7 —JS<^0£>-g> 

=17—^>^i/©JitfMjS^tLs >+f- Ki^ucM^t-sc^tf-e 

$ 5i£it!2®Mtf'>& < ft y H^iSStftTinc < < N ttz, =17^f^---tzMH 

O^tf tf tf %>tc$)W$&i<'— h ^ / — vtf^v^ < &5?§;titf feSo =1 7 

-^r>>f;U;Fb^;#^a)^fflMtf 1 0 0M I ©±I£\ >7'U>tC 

htfWLTLS 

O fco 
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[0053] HMI4. (=l7>f±—\z(Dmtmm 

HL 
»0|J 1 CD 2 5 3 G 1 ( i P S K 

1 %=l7^f^--tzL (^Ba-tz^^V) Xti I MP 

— if (P'VZL) ft 3 0 ix I h tCl 3 0 m i 

ttlt'tl 1 0 ju. I -e 1 0 m i nN 1 0 *t, I "C 2 0 

minN 1 0/i I T'3 Om i n, 20/ilt'20mi n, 2 0 jit I t 6 0 m 

in, 30filt50mi nh U/c£J^ti^WJ 1 <h H #©;£>£ Tiffin 

- K^[S]J|XL/c„ 

3 7^t-tzMH£ 1 0 ju, I T' 6 0 m i n Xti 20/x I t'60 

m i n fro tci^as 3 0 ix I T'3 0m i n £: P 7 — ^ >CD:fr$?tf .1, 

tl/Co 

[0054] ^MI5. (fiHSffllEUft) 

nii 10253G1 (i PS s 

%WfiZtZ>Jl^ZlS^Zs -f >+f- hl*UCM"t5M$t£ 5 X 1 05j®/5 

OO/AIC^T, (A) 5X1 04/5 0 0 ju, I N (B) 1 XI 06/50 

o/ii, (c) } x} o^/booix\ 
-e« t/ - h £ & & L , m y tb t z t iz £ y *> - s & m JR 
L/co 

1 ^tb$£ LT, (A) N ( B) ti|ffl«tf '>&l^ctf)*tf P >7 

JU x > K iz t£ 5 £ -e m B#H tf s < N (c) ti igmtf m < ^ ti y mm tf p > 7 
;ux> Ktc^-?)^-e®0l^tfS< ^-g>jifp]tcfe^/co 

[0055] HMI6. htcM^ti/carai 
mmmuz&^z. 253G1 (i ps-iifei±m) tf^^L 

— htCOl\Ts cryo section 0^ilntj]^r) £fEJ$U 

ZO- 1 ©jilted: y*>T h^t>^^a>tf 

I VMP7 —^>©fgJ!tCJ: y SjgMtf*! 

J$3tlT^5£<h£56§IL/co >A?ff(£>*£tmcti, Zymedttlr 
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abbit a n t i — Z 0 — 1 (1:100 N Abeam r a 

bbit laminin (1 :20 O^ffR) N C a I b i o c h e m}±|^ 

mouse ant i — human collagen type IV 

ant ibody (1 : 4 0) 3 b l>Z^ M o I e c u I 

ar Probes 4' , 6 — d i ami d i no — 2 — pheny I 

indole (DAPI ; 1 £i g /m I ) 

K &l£Jf tf56§13 tlfco 

[0056] M1 . MflflS/-

5 9 S V 3N 5 9 S V 9 ( i P S-«lfeSl±j£« 

) tf bMWs- h£fFJ$~t£I^C£^T, «tf =l >7JUx> 

^^MSFRM-B2 7^LfcS4O0tLT, 1 Mm, 4JIF^ 

RT-PCRCJ:yBES 

Tl, RPE65, MERTK, C R AL B P0iS^LfctC5, *° 

VT4 7"=l> hP-JU (t hS^!feSi±j£«t o t a I RN A (S c i 

e n C e I I *±i^ Cat NO. 6545)) t IH£j£J*Lt©fg3Itf 

f^tl/co lit, BEST 1 , RPE65, MERTKI«feM« 

Ztcs CRALBP(*feM« 

t $ •. — 7— 

[0057] M2. 

2 5 3 G1 ( i PS-ilfei±M) tf 

Ol\T cryo section O^fntflJn) £fE$cL, 

£ fr 7ce l?:Mo I ecu I a r Probes 4' , 6 — d i a m 

i d i no — 2 — pheny I i ndo I e (DAPI ; l^g/ml) ~C 

Ifefe Ls Col lagen t y pe 1 CDlfefetC C a I b i o c h e m}±|y 

rabbit anti — human collagen type I 

ant ibody (1 : 4 0#|K) P — iz&LIItitCD 

*>- Ktf bttzi =?-?>&&&•$tit* P^^—IzKJ: <<Ji£SmtCP- K 
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fuMij tjtj \sfc*/— hfr £&P7-^>tf*£tJH3ti/c0 

[0058] M3. K^i-f 

1 2 5 3 G 1 ( i P S -«|feSl±j£«) RXf4 5 4 

E 2 (i PS-ilfei±M) tf ^fFJ5£L/c«^>- KtCOlNT, ^tl 

h£tfli) h7>^^xJ^©A 

p i c a I i|lJS.t/B a s a I i|lJ®±pS)S^:[°]i]X Ls Arvydas M, 

IOVS. 2 0 0 6 ; 4 7 : 3 6 1 2 - 3 6 2 4 tC§Ei6<OT;£^ E 

L I S A t V E G F M P E D F U fc„ A r v y 

das M, IOVS. 2 0 0 6 ; 4 7 : 3 6 1 2-3 6 2 4-e$g£3*l 

t M£i£fi£«feSi±j££im VEGFttBasa I 
P E D F&A p i c a I {mz±izft<$$ tlTl^ £ £ tfffgsSS titc 

(n)o *%w<DMM*>-\*&£.fote£mffi<D-y-4 K 

[0059] M4. 
mmm(D'<x)7W,iztn.%MK, (TER 

) mmmuzs^T, 454E2 u PS-
tf KtcoiNT, 

- M I LL I PO R E*±§Ei6(OT;£ (M i I I i 

cell E R S - 2 izm DT, -f >?-

tC7°P-7"£AtU T E R%m%mzmfeLtc0 TERtt640 
Q • c Nature Protocols vo I 4, N o 5 

662-673 (2009) CDF i g 1 0 T?*g£;* tlTl^ t MJSJEG* 

i^TERffi^L/c„ *fP£©am*>-

[0060] M5. Ht;UE KPftffl 

^MJ1 S»S Wfei±J^iE CMK6^P,M 

Invest Ophthalmol 



WO 2012/115244 29 PCT/JP2012/054631 

Vis Sci. 1995 Feb; 36 (2) : 381—90. tClE® 

(Dii)&zm\:T+f)\s(DftmzmtLtc0 &mwnzs ^m^<om<om^zm 

2 8 0 @ tCN 16^1, JkZfO CT (Optical coher 

ence tomograph) ft=F^lfiH!t£ffilNT0SJg©lti®£M^'12] 

m%(D\stm&<, tey, js^jg©i^b&£©Mtt 
o/co 

[0061] M6. ^Ui PSttaaiiftl±»;>-h0l« 

1 i P S«fiiMlfeSi±j£» 4 6 a frbWlft 

L/c+fJHInvest Ophthalmol 

Vis Sci. 1995 Feb; 36 (2) : 381—90. tC§E 

m<oi5mzm\:xu^^^ mm&m3mommTizftmLtzo mm 1 
St/OCT (Opt ical coherence 

tomograph) J; 9 tc 

®itu mm<DWimzmmm,mLtz£z.^ 
<£ OCTJt#i^ 

t^?tzn%z>frtjifcii&Ki&tffrz>ntzo -?5s 

LT 33 y s #JMl©i^b& £T©P$St£j£B$T o fc0 

[0062] *mn%<Di5mz&?z. i}mmim£m%izmmmt%Mm&m±&m 
Ws- mz, i&mizm^&Mm* 

i ps«a^©mife^±j^«^ Ltzm-Ss 
tte&tz&s m&(D^(DfemKJ&%:\£\$t&Zt1f~?:^&0 titz, ^%^(D 

LTiffltfeSo 



WO 2012/115244 30 PCT/JP2012/054631 

0 1 1 -0 4 0 1 3 0 (diUS : 

23^2^2 50) *m*£tLT]SV, 

tlZ>%(D£tZ>o 



<2#<5 <b*? aw-mzwm&ww 

°s -<*mm&M® 
* # <=»mmm-m£$#<=»^w^i§si'-m$ 

o 

H -^W--/U?^a.?^0S31-lMl l WO0 9 ~ I Ml^ll [9ll^ 

°^»i-<-*0!)l 

Sinil LW.Ma>*~ LMl^ll KQg.21<b£% (£) ^XOdLnr [9ir£ 

^ftff OH -<s WOS3I L II^ 

|li:^a%s *o~%i "o oii>£ 

-4W0i2l2l^i?^i®lsd i ?ixiisa *&mM# [eii^ 
°¥C£iH$0H W©»2I L 

H -<* mm-m zwmz. M^TH 
^KIH sn«? CD 

°w^wM(oi-^mm va^^i^i0iKi [iii^ 
mmcD&m 

te9^o/nozjr/x3d is msn/zioz: o\\ 


