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1 b 1§ £ L $ tl ft fr -p Tc Iffl J® £ *1M ftIZ ;$ b t Z. t if X $ £ tc 6b, * fg 0£ CD it 

RTfg-e&£o 

[0050] ->E 8 ,h LT(i, 

1 1 E 8#a 6 jS 1 -f >T^*'J V(Ci)[]^.s a3|S 1 >5.1^a 7 (3 

1 -f 

u 9 & j£n?$f t IA\ 

[0051] *fgBJ§CDigi|I;&&fc:<f:*U& *g*tt(C{ftlfc^$->E 8^^LT|¥I 

^ LTi^fti^it^T? Z.£tfX^Z>o t/c, *fg0£ 

i; y ^SHHJIX-T* c-^c^y, Lxmmt&c 
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o 

[0052] 3. 
(Dmmyj)is iz^^xmh ntcMm&m±mm 

^ 7$->E8, mz?$-y51 1 
* LTis— K t y^xibitmMifrbfim.mjrz>z.£ifnw3Xfo[') 

[0053] 4. JHBteejfefe«tii 
*f£w<Dmi£i3mz&<>jmi£-zntcfflm&m±&Mms 

L T mmi&&ttfemtz £Lxm^z>z£tfx%z>o 
mmi&&£&s mmizMt>zm%i&&~e$>?Ts 

[0054] 5 . H'fe • 
*f£w<Dmiti3mz&vm^ntcMm&m±mmtes 

• JiAtiifcicSffltf Rrtg-c 
«)5o 

mz%mtZ Z £*>*!&•?$>Zo 
K£mm • #i4^®i©s3b\ 
^<b^nft\uzjktetfm*wmtz>uM. o&ffija^v-a-cDRT-pcR, 
+M S2K V©ELISAfc£lC<fc£fg^*V/^ftMr, 

iz&mT2>mi&fa^n&te£tf$>2>o %tc, z.nh<DU^(D^(Dmmm£ 
LTtis 
. m?L&s mmttMmmwLtc7°U-K «K^ *<D*/-\* steam 

o CtUi, t: S£<fctfli]^tiifc©ftiftiifc£: L 
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[0055] 

m-zntcft&iZs 
lZ*B%m&lZ%&fr&£tlZ:b<D-Z$>2>o 

[0056] UTs *fgBJ3fcm"FlC 

^t M mn \ z j: o T m b PS % £ ti z t, (ox & & IN o 
mmm 

[0057] ^«yi iPS«fi5fcRPE«©g^i; 

• 3MbBI£S*i&ife (GMEMi£±fe(Invitrogen), KSR(Invi trogen), 0. 1mM MEM 

It'MWT7^ y^jft(Invitrogen), 1mM K 'J 7 A (SIGMA), 0.1M 

2-p<jU^70hx^y->/Kffl^iM^), 100U/m I ̂  " *> 'J >-100jiig/m I Xh 

U7° :>> (Invi trogen)) 

•mifiitmmmft (KSR£20%^fr$MbBi$S*i£i& 10*tM Y-27632(fflftM 

M)s 5yLtM SB431542(SIGMA)% 3yiiM CKI-7(SIGMA)) 

(KSR£15%^fr$MbBi$S*i£i& 10*tM Y-27632(fflftM 

M)s 5^M SB431542 (SIGMA) % 3yiiM CKI-7 (SIGMA)) 

(KSR£10%^fr$MbBi$S*i£i& 10*tM Y-27632(fflftM 

M)s 5^M SB431542 (SIGMA) % 3yiiM CKI-7 (SIGMA)) 

• miftitmmmm (KSR^i0%#^Mbi^s^±-fe) 
• RPE#|&i£ite (67% DMEM low glucose (SIGMA), 29% F12 (SIGMA), 1.9mM L 

-glutamine (Invitrogen), 1.9% B-27 supplement (Invitrogen), 96 U/mL 

s<~i/ 'J y~y h 'J 0 A, 96 IJ,g/mL ffliWlX K U 7° h -i %/ >) 

[0058] mtmrn) 
t (^mt) ®5feiPS« (1120C7, 

-T< >^ip#JIIl (ft'fb^ — 0 "7-f KttM) 'X 9X106ceI ls/9cm d i shd&'I) 

i:9(CSfflL/co 9cmi£#M(BD FALCON)£ 

->511E87^^ > h(WO2011043405©^WU (3) lzm^(D^y/^P 

Mo (-"V^ttM (iMatrix—51 U NIP-8920-02) )) ©0. 5Mg/cm27j< 
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l\ 37°CT10tPPm±=l-x< >yLTl«L/c0 

U ft&fro tca 

±BZftimm*&LT<D$4A?*tmrn 
izsttzMtmrnz^Tztiiztit^tco 0^u mmmpsmva 
y 1)£feH«tfmm^ftl5Day40CT5St?ia, £frotc0 

i&ifett, ^C^1"®y IS^WC&IJ^^ML/co t"&fc>^Day1-4tt^i;&$Mb 

I^^±-te(20% KSR), day5-mm2ft#4m&t&mU5% KSR), Day9-12ttS|S3& 
3MbBI$i&ife(10X KSR), Day13^^fem»^5ilH^tl^Day40^5t-e(ill 
vxfiimmmmow KSR)%m^tc0 

Day40^5(Cfem«^5ilH^tl/cm(i, Day47tT\ RPE*tfti£ife£ElNT 
, 3BIC10J2LU £fii£lfe£&£fTofco 

>l<&y, Day47(C(i, bUtc0 Day 47 

=l-x< >^y«h LT^$->511E87^yp< > <h(Ci: y, g 

ffl^ti/ciPS|ffl^(i, $MbB§Si&ifelc<fc£ 

^(Dtcsb, 

£ =i-X4 y9LiPS«£SfflLtct^ttmLX, feUlfflW 

£j$£ft£ty^tf;ki|ilC[p]± U ^Mbf^I^Wif L < ti/cQ 

[0059] mmm2 RPE«©M£ «-feCD iPS^ffl^) 

t (^mt) ®5feiPS« (1120C7, izl-t?IT, t; 

K^J# ($Slt#«) ®5feiPS« (201B7, 

&^«yi tmm(Dj5:&x&mmmtkmtc0 

^©isn, ^wyi ^[wj^mtc. mm[;tc\psmmtztt[;-c&mmmtf£.j&-z 
ti£ty^**i(cft± L, L < ti/co 

[0060] ^»y3 iPS«fi5fcRPE«©i^i 

tl/ci£#M(C, 0. 01 %Tryps i n-0. 53mM EDTA£ JQitll Lig#l^ 



WO 2015/053375 19 PCT/JP2014/077111 

£iiJitL/c0 ^^T< y, 

fco $ £ £ IZ <fc y * (D $ y t ̂  ft #$S¥fli& ̂  ̂  o 
TMMitk-tM£^ltZ$k^s )%lsX\ izJlsX h U — i~— (DB Falcon Cell Stra 

iner 40/^m Nylon) LT y LT, RPE$|$iJ 

£#fr«ll0£0JJXL/c(Day48)o 

% <Q 9X 106ce I ls/9cm d ish(C^'i) i: 9 (C, ^ISte^U 1 (ClEtfcCDRP 

mmtm^m^x, ^«yi xm^tccotmc^^ ->5HE8=i-xoy 
U RPElffl^ZI •--0g*^5ilH^tl^Day50^5 t-eifS 

i£#L/c0 

Day51^^Day71tT\ 3B £1[I]£Lt3 RPE^#i£ife£ElN;/c£fii&lfe 

£&£?rl\ 2^107 -
>511E8=l-xOyiMM^5 

mrV ^>^2 5^^©JjXM(Ct-e±t^iL/c0 t# tl/c«H0©MJt (n 

=4) ^tl^tl96.4l 1001 98.61 99.6%Xfo^tc0 

-mt LTs 98.6 %Mfc~e$>?tcT4 v ^ %^To 
[0061] [^1] 

[0062] Pax6% Bestrphin^^^lfefe^rfT^V tltc^i^lZ 

&RPE«<h¥y^U 

feii£m£i-£o<hTRPE«<h¥y£L/c (fen^y^ 

^RPE«,h¥y^) o 
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(201B7) ©iPs^fflfls-e^roTt. 

btltCo 

[0063] 

->511E8-e=l-TO^lfcfei 

M(BD FALCON) (C J: •2>S#ip#(C'f"tA.Ts MPC (2-Methacry loxy lethy I Phosph 

oryl Choline) Mil £ (Nunc) 

totU Day 47(C&fe||«£0^T$&;6^/co 

[0064] Jzblx^y 2 

»$yi©^Mbf^Il^C£LNT. ^$->511E8-e=l-xOy^tl/c^ 

TK'JD'J vyjktS"tf^^vezi— 

Slfipii^rfT^ ^Ste^yi <h /cQ 

">511E8=l-xOyiMM(Cj;b^T, tf'JD'J Vy/M. => 51 > =1 - K 

i£#m (c M t £ IfflJ® & 11 < * i£±fe5^ i^ (c IfflJ® to ft'1" AN o /c 

o ^(Dtctsb, 

mMiwwnmTxhv, wttm® 
L < 'fgA^/co 

[0065] (Ml) RPE«^-^-©^Il 

^ISte^y 1 ~ 3 X%iotltc&^W§&lZ'D\,^X^ Journal of Cell Science 200 

9 Sep 1 122 3169-79(C|E®^tl/c^)i(C^-^T, HXT^tW,¥\(D9=> ̂  ̂  

-£ffllNTRT-PCRMr£?r ̂ tctZZs mi5© t; hRPE«tt<h m§. RPElffl 

(RPE65, CRALBP, MERTK, BEST1) ©fgSEtf^ b tU RPE«"e& £ 

o £ tlfco 

RPE65-F TCC CCA ATA CAA CTG CCA CT (IB^U#^ 1 ) 

RPE65-R CCT TGG CAT TCA GAA TCA GG (IB^U#^ 2) 

CRALBP-F GAG GGT GCA AGA GAA GGA CA (IB^U#^ 3) 

CRALBP-R TGC AGA AGC CAT TGA TTT GA (IB?U#^4) 
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MERTK-F TCC TTG GCC ATC AGA AAA AG 5) 

MERTK-R CAT TTG GGT GGC TGA AGT CT 6) 

BEST1-F TAG AAC CAT CAG CGC CGT C 7 ) 

BEST1-R TGA GTG TAG TGT GTA TGT TGG 8) 

[0066] (201B7) ©iPS^jS-efroTtu 

Its RPE65"etT2 (C^-To 

[0067] (M2) +M h 

~3Xmbtltc&mmmiZ.'D^Ts IOVS.2006 47 612-3624 (C IE® 
ELISA-ePEDF©^fi^aiUfeo J5£A«I©RP 

E«^ mmizy-j K ti >r ntc cm2) 0 

[0068] imz\ 

lift# #IS(ng/Tnl..} 
0vp: I -MM 12 j«M 3: •M mmm l/Is "5^ »7/ s vCC^ 

1 | £45*2 | '&&& | 9:93.3 979.1 17.0 
R) izm,i i i 263.1 1288.0 127:2.4 IS) 

12 1574.3 j 1567.0 I 1::6M.3 1585.8. • :5.4 
i 4 1542:, 0 | 1 622,4 | 1S24,3 1562,9 > §0.2 
17 16:21.2 1 533.5: j 14:82.9 154S.8 40.4 
\9 1727J | 1 752,7 j 1:842.8 !774:;4 3:5,0 
21 j 1504.8 J 1581,0 j 1570.6 •11.^4 23.8 

[0069] (201B7) (D iPS^T^ T fc, mm^^k 

btltCo 

[0070] (M3) tti 

^«yi -s-zmbntc&mmmiz.'D^Ts J ceu sci. 1993104 37-49 
LTs FluoSpheres ^7*6^ -f ^•7>7x77(Inv 

i trogen, F13081) L/c <h d 5. M© t KRPE«tt<h 

o tf?is§£n/co &&*^«y£s&3 ̂ > (201 

B7) (Z)iPS«-etT^Tt^l*i(Z)iSm^#^tl/co (201B7 

) The Lancet 2012 379 713-720(C|E®^ L 
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TpHrod Green E. coli BioParticIes(j£||j3i5ll0 Conjugate for Phagocytos 

isb (Molecular Probes, P35366) LT fc, I^UCDln^ 

btltCo 

[0071] ttmm 
K^J# mmmmm) a^ips« (201 B7% 

2mtzitizm*tca 

1) 7$-V5 1 1 E8 (^ffi15 0, 0 0 0) (iMatrix511: " >> 

NIP—8920—02) £0.5jiig/cm2 £tj:2> £? Z\-T <( 2>0 

2) thlMi7$-V5 1 lil (^17 7 6, 0 0 0) (|R^ : ^ 

'J : BioLamina)/BLA-LN511) £2. 59 jug/cm2 <h &£ <fc 9 =1 -T < y9 

IZfctZo 

3) 7h U W (BDttM 354230 (If^V/Wlit : 9-12 mg/ml) ) (Sjsll 

7 h U Enge Ibreth-Ho Im-Swarm(EHS) l^lSfiS^CD Rl/^ttSjS 

llliMpnPo SjSii©i^^?,iv§y=i7-yx -K^fX 7 

$">-111 £#fr)£MU 4°C-e-0ft)^?U 10mL 

/57 cm2 (0.175m 1/cm2) £ tj:2> £? lZi£%k&%5<D=\-T <( >9IZ&t 2>0 

BBs 2a@. 3Bm<omm^m<om^m3iz^t0 

7$-V5 1 1 E8 3-7O^®M0|p, SH0AX|3X 7^ T>1 

• mmL. m>pfrizft4tmmmmzx-otc0 

VfJlr (^$->-1 1 1) ^-f^>^0S#0i|^ mBfD&WtZJx? 

£S=i—7^ >9<D&tt<Di§^ 

—WZtJi^X^tco ^>ZL^®(CJA^£(C&4~5 B^WLtc 

£*§£#> b tl/Co 

t/c, ^Mbl^r^^mi 5 B@£<£t/«©3^iti*M£tT9fu (4 0 
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gbJQ 4 7$->5 1 1 E 8 Z| — ~r -f y 9 (D 

1 5 0bl% IKfiHlfflfW 
^y% 0 4 ostites «^»<^-(cfijiLT£; 
y * SjSnPtf^ti^iy^tUi&fr-^/co fig©±SPlc&o $• y <h — 

y^MM^i%^msbtc0 7h'J yjuzi—v^©Sfa©ti£\ 1 5 atl% 

Ji&into£>tit\ 4 OB 

fco 7$->^l^-T-f 1 5BbIs 

into btitctf, ^Mbl^I^^ < into btis ifo(D• v KT? 
£ fc±gp©fig|iffll!& 

^ SllT?& y, p< 7 - >Mfe(i®toT11 o fco fill L T /c« & 2 0 B 

tlfr <Q^ Lx 4 0 BbI(C(i, L/Co 

^ai;t/^Mbi^^^intoe>n, 7 $~y±m^-T< yvomtomt; 
, MMW&WLCOffiMtfWMfc U 

(C^T^tlS R P E|ffl^©l±lll^^ ^©:$Mbl^I3lJt<h ttCif L <{£ 

<s R P E|ffl^©W(i€^^/co <fcoT, *fgBJ3©7$ 

z>E877^>ht3-Tr>^ ftfcigggfa £ <£ y, 

®tor*W <fc < B£ h friztz o fco 

[0072] 7U>E877^>ht3-TO^tl 

fci&^SfcUCcfcy, 

mit-e$•. L©» £mA.XM^ ̂ "es^ifesi % 
m^tz c: «h A<-e$ So 
&&<D&m<Dfrtj:t}t. M^£<fctf£,'§;E7^l4fflJ&£ LT*>MmXfoZ>0 

[0073] *!±!gI&B*T!±!gI£ftfc^gI2 01 3-21 2345 (djglB : 2 0 1 

3^1 0^9B) £g$£UT£y, 
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HacOlfiH 
«|1 ] 7^->E877^>hi)^-Tr>^t: h 

/i o 

^112] 7$->E877^>h^ 7$-V5 1 1 E877^Vht 

^ii3] n^in 

mm t; t; h i PS«-e^)S. Il^in ~3©^-f 
tlt)x—lM^HE®©^"/io 

^cII5] 7^->E877^Vhi)^-Tr>^±.Xt: h 

£ o «h (c£ ^ xm^ tiZs £ifllfeSl±^ 

»o 

^ciI6] 7^->E877^Vhi)^-Tr>^ tifct%^£tt±X t: h 

#t£ o <h (c<£ tiZs £ifllfeSl±^ 

IfflSS'v— Ko 
^If7] 7$->E8 77^>hi)^-T^>^ 

/i o 

3cJg8] 7$-VE877^>h^-jO^ tl/ci£#Sfa±T« 

/i o 

5RII9] II^II 1 ~4©^Ttl^-II(C|ES©^)i(Ci; 


