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, Jg££*iTl^*U£c*ib&ft0IBit"l?&oT:k<fcl^o #T>T 

$p#s&3 3ii, m&<g> K-f— 

btui\ -o(7)T>r^ p§S3 K^--
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£tz(is ^ PHt§3 3 (£ 

s --O0) [z££-f h 3 0±itt L 

T (&3lMi--30$!flSig&#8&3 1 t LT) 

tui\ 1 •zti-etiit-i 

<D K^-icss-f «is0siiiflatg^s31 
&<§> K^"—ttet> 
%s Slllflatg^^ h 3 0 t LT, K"f—difc-f 3£$!flSjW$ 

^r£tiTl^tU£<fcl^0 

[0052] h3 0(7)#T-r^P^fl3 3(7)a®[3li, «§&0 

ikt&ttmmmmzHtzimxtmzH&o T^P^S^TI*. ±m& 

, fflz.lt s o~2 o 0/im[:4^^TiSi$^^o £ 

tzs afflflSE&a)*#£[::J&£T-7>r£ P#S&0)*#£cClefts 
o 

[0053] -?-(1 P#8&flTJg££*iS£$B]flS<t LTIi, Kt-l:fi3l5t4ll 

&ffll£l7bNb^Mk£i±f;:&ll]l£k ^tzlts i PS^ffliS (induced pluripotent stem 

cells) frbftikZ-GtzmMmfos tL<lt 

[0054] ^ mmomnmmtimmmm^^ 
umt&o z<DmG<DiMffo<D&*iZs mz.it s «ISK^— 
&—0) K-f—lcSSt"3^(7)$ffliSflTfeoTtcfc < , £tzl£s 1 K-f—lefi 

^MisfiT 
feoTtcfci^o 'faowflf&Mh LTii, iffm®, 
s PBl^^iS^bjliR^ft-g) 1 figi&±0$fflJ]&fijb<E^b*i<So HSCiM, 

HTMIM, M !*]&», mm 
MIS, ESmffofrbiHtZ-tttzmffos ttzIt, i PS(induced pluri 
potent stem cells) fr b^Mk£i±f;:ftll]l£k L < l£* £fal*]7bN b#St Ltz$\ 
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[0055] tnttflt LTIi, ifiUf, 

iSiWrn^bft^o tL<lt 

•v—'(>+l— h & if (7)0I± CiiM £ L tzUS £ IxMt" £ & if £ ffl I•* 

[0056] \>A±imLtz^o{zs *%mzm&nMmm(D-$m{z&H\£s mmo 
1-30§SP»3 (Slllflatg^^ hl*l) 

hit iff* 

©7^^pnt§£^t~&0 ififc0^-r^putiit 
m-ox, 

o JJP^LT, «is0 K^-0iiti^ 

^^-0(Df77°±t-®ft^CtMi4^o fflkomtSi 

ttfnimzti:&0 

mmm 
[0057] <mm<D zmmmmm®. (mis, 

») &vrtn&rnzf\s-i>xt&mLtz^m> 
1 . $!flS0*£fli 

1 - 1 . (SfflflSigJl) 

t Hff&SflflS FERM BP-11108, foiLfimi AfeM 

ICBMI I Ami'&mALtzMmz 
(JMT, tmv £, ivs^-^-hf 

^r>a h>xy*>ttgl) l3MfIL±S#Lfr0 

t%mt, 1 o%^viM?ifli}f (FBS) , thr-^r>x'j> (1. o/i 
g / m I ) „ — =1 51 > 7 5 K ( 1 0 m m o I / L) „ T1 ̂ r"9" £ V > (1 x 

1 0 ~7 m o I /L) N L-^;U^ 5> (2mmo I /L) $-^]Px.fr D M E M 

fi;I^ F - 1 2 H a mi£±t!} ( D M E M/ F12 1:1 mixture 

) &mi^tz0 3 7°CN 5%co2o^i^-n-m\ ±§±t!j£}&£ 



zw o /TO* o i x 9 L • e - i 
<LO[«q^> 2-2 [ 1900] 

%w0c >$1/^4 17 2 <2 o y 2^(D^ ri 0Q = o ^UJ rf 0 0 1 = 

szjc:f (^Zjzwo/m^o L xs L sn^l^| 
C?2%2I£ •• L&Zf$W(D&W&WMW=?&Wtil%t?$Mtll=W2-e- L 

<LO[«H> L — 2 

(f«qT •[«!£) $mmi 2 [0900] 
o=n H H 

( e J n J x i LU L:L 21 d/IAI3IAia) tflfSfw e H 2 L 

-d -^1:#^IAI3 IAia^"KD¥$ (1/1 OUJUJ^) <• (-| / 

I OLU^-0 L x L) s (1/ \ OUJUJQL) d 5/<^cr 

* ( I \xx/8 rf O L) =1 s (sad) in?r±}°I<^% o 

L °^-fi-^^-]TO N^nKir0£mniifi£:Lvi 

0£fH%9 2 O sav1CZ]^ar^ar5iEK^n#^a2 - L s I -I SIT 
jg^a>$gnsgiiBlf ' e - L [6900] 

°-^y:]|0 9 

Mya$-VrK>zOO%9 sOoL£ ( 

e J n J x i LU L:L 2 Ld /lAI 3 lAI a ) tflfSfw BH2 L - d 

IAI3 IAia^"KD¥$ (1/ \ OUJUJ2) <5 £1/7/-1 s (1/ I OUJ^_0 L 

X l) </x £ s (1/ I OUJUJQL) .d 5Z<Ttl=— s ( I w/S 

no D =1 s (sad) in?r±}°I<^%o L SWT5T 
°:n#snii:i 

4v) -|=^M 

(l^lTO) M%t(DW$ty§>W 2-L [8900] 
°-/^:]|0 9 

/.I9S00/600Zdf/X3d 91- ZZlLtmiOZ OAV 
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Izfe-g) cfc -5 lcN Ltzo HI 3 Jjcfct/IH 4 lZ/is"^"[H] 

a = 1 OOum, c = 5 0m(7)T-r ̂  

52 4^x;u^-r 

2-3 <J±$£$J0 2> 

1 -3SHASE®# 3. 75x10cm2 

dft&cfcd 2 4^i«S#^U-h h>7^>*±M) (CM 

ILt 
[0062] 2 — 4 

±SH2- 1 frb 2-3lzSEiiLfc£?[::»£ISflLfc^ 3 7°C(7)5% 

C02-T >^FZLK—±§#2 4 0^1^ 1 0/ 1 ~2 S(7)MJtT 

Jgifeli, 1 0%^vlM?ifil}f (FBS) , thr-^> 

X'J> (1. O/J g/m I ) N — =1 > 7 5 K ( 1 0 m m o I / L) N 7^r 

~ty~ ^ % SJ Is (1 x 1 0 ~ 7 m o I / L) N L — ^\/U£ 5 > (2mmo I / L) 

D M E M^Slp F — 1 2 H amJgJfe (DMEM/F 12 1:1 

mi xture) IZt HGF (50n g/mL) JkTSs 

(EGF) (1 On g/mL) Lfci£±t!}£ffl 0 

[0063] 3. 

\~o •—AP 4 5 0 (CYP) RXS 
7J\s-?S^<D3kfc=?-mmi*s Rff$SlStS^Lf=Sllfla^bRN A^IUllRL, c 
D N lJ7i^'fAPCR^5C<!: xmm Ltz0 

[0064] 4. nmzm 
a 1 HWiJO 1 &t/J±$£$JO 1, 0 1 at®7 

CYP3A4, &t; C Y P 2 C 9 f!Iif fvto 

J±$£$JO 2©M 1 <t LtzmSWmi&Z^LXl^o £ 

CYP3A4, CYP2C9lt y 

s T P-AP 4 5 0lf^(7)^fI(7)^|ijTfe5o C Y Plifl^tfMt^ 

^5ir«i:Sl^lioT^5o 
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HMOIftt, CYP3A4, ®(;CYP2C9©^ftl 

o 1, o 2 ct y 

mil, »(7);I^J:b[i±®Lfrt(7)[z|51$^ft/d:^0 i®^-hl:o^t 

[0065] [mi 

7;u^5> CYP3A4 GYP2C9 
IIIPI 01 105.1 458.0 51.8 
tmm 01 80.9 183.2 41.4 
tmm 02 1 1 1 

[0066] <mm<D Kt-[:4St^MIS^7^ V P£PB1?°U- hTr±S#Lf^H> 

1 . MMfl 

HWiJTIi, 6 Kt-lff^bS®Lfct hSSSfflJS, ttefr-tbs ATM 

6 K:>— 

ibl^iJTrli^- K-f—frbSSSLfct 

Z>° I V=i =7 — ^>£=1 — h Ltz, m3fcxcfct/lll4[Z^t" a = 1 

OO/irru c = 50/i m(7)T>f ^ P£PHl£^t~<g> 2 4 ^ x JU$ -f ?°(7)i£#|| 

Sic, iM^Jt^3. 7 5 X 1 04im/cm2[z/d:5£a[::MfILfco 

[0067] 2. 

3 7 °C(7) 5%C02/f >-=^TZLH—£ faTMTofdo iSi2 4«, 

10/1 ~2 Bommxt^m^^i'Dtzo t%mt, ^ oo/o^vj^ffifiuf ( 
FBS) , thr-^>XU> (1. O/lg/ml) N -3f>75hJ (1 

0 m m o I / L ) N T1 -^r"9" ̂  sJ Is (1x10~7mo l/L) N L — tf J\s £ 

5 > ( 2 m m o l/L) $-}jPH_f;: D M E M^Slp F — 1 2 H arngft (D 

M E M/ F 1 2 1:1 mixture) [Ct h&flJ&Tt HGF ( 5 0 n g 

/ml_) (EGF) (1 Ong/mL) Lfc±S±t!} 
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[0068] 3. 

3 - 1 . 

, jggi s, 4s, 7s, 14S, 210, 350c 

3-2. f h^P —A P 4 5 0 (C Y P) %.tf7J\,-?S^>0)jafc=?-§£%its 

C Y P 3 A 4 0$ 

h^7P-AP4 5 0 (CYP) 

%.T$7J\s? 5 , P/T^ 0 IfciS# bRNA^0i|XL 

s CDNAMI •JT^^'TAPCR^fTact^fFiiLfco £>/^#§ 

SEI*. 
3-3. 

PASlfeiiJ;^ t U?lJ=i-7>m1 

tl) 

[0069] 4. $£^ 

4 - 1 . 

»(iSi50[z^^;uAJl®[zm^L, - <t [zN ^[z-ftiKT) 

(micro cavity) ^<t#gLT0#* -7^ 

mGit&MtfiLtzo ztut, uT[Z7r^tz<mm\>tw[mmmxh-otz 
ztfrbs ififc F>-(DiSSt|-

$>&Zttf7F£tltzo 11 1 A~1 1 F(iN 

It'feS. 11 2(i, J±$£$J0i$# 1 4 0|©iiIIiSI^fvt? 

[0070] 4-2. f h{7P-AP4 50 (C Y P) RXS7 )\sZ? 5 ̂ OrnB^mt, 

C Y P 3 A 4 0£ >/^#§IjE(7)$£^ 

^ CYP3A4, 2 C 1 9 N 2 C 9 N 1 A 2 N 2 D 6 t 

±§#7 H gTCftb C Y Pm&T 

^#§IJEU i§#2 1 HgT\ 7;U^5><tCftbCYPma^^f§ULfro 



0S 

I s 

H OS 

lift OH P Z 

H r«#.Y. 9 2 

slSDBtl e L 

m® z L 
#§^•£>21 I I 

!£;§:#&» 0 3 s 0 L [t^OO] 

^mM^cDWitmrnziT s aviansmco 
Km* \<*# [czoo] 

^^W±B0-^d ^^M-]La^n^>^ S^v^s-17~ L -v^mT [Z£00] 
°-aw 

^iysvdvi^TOtfTM^aiH L 2iSfflivi^:iwa): szi 

^ "-wm&z (TO±i<^-cri//) =i 
^^^#K±K^-i=ri^ s-17 [LZ.00] 

o=^$^>Q£?z:^^a^sran^ns-j£•? a y?—Ad 
-•t^TOO)—^^^c^vianriri^ (sua) 
edAo^n^rj<i^^>^n^rj±ref s (turn v^mw 
gmco (m i7 v s d A o sawLBJ5a Gyz.CDXs'Jt.sffl sx^m^ 

"^vian^^wascogSQ s#^z][iif^ 
VI0 L z^§pj¥* S@s Savi^z)s L|2| 

/.I9S00/600Zdf/X3d 03 ItlLtmiQl OM 
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3 4 i£#im 

D1, D 2 N D 3 
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t-Vfo-zTs 
itjis®±g#^ou-hit, 

7-r$p£FBifc£i&0g£<§ K-f—(cfisf 

ho 

[ii^ri2] iusE^ij0^^^ K^--2mm&L±<Dmmv 

itmmi i, *gf&0M£<&-o 
0 K^— (cfejfef 6£^£<DU^Iifr5W£#£ftTU5 Z i: £ft|£ 

1 £fc(£2SE#t0imi£®Jpy ho 
[11^114] ^< ir=t-O0KS^-r§T^^p^li, MfcS h>-lz££-f 

^ $ ft'r L> & z <h £11 & ii^ii 1 £ tz it 2 mm0 
h0 

[11^115] '>£< t *i—1<J>W8&t%>H £ Pirelli, PIC h> — ICfiS-f-?) 
±8ilJ!SjW$^£ftTU<& z <h it* 111 ^fc(i2iEit0^ 
BSlpS^r'y ho 

[11^116] |fjIE»0T^^p^fB1(i, PiTM0mil(C±g«^ft^H^7Em3i 

^Piit $ ft 5 * t £ £*rr 5 z t $m 11 & tmm 1 n 
^5 0^-rft^-iIlciEil0m±§#Jriy ho 

[PS^}<IM7] ttllEl®il0'7'l' ^7 PZ£IH1I£N JSnP®^M^0. 0 1 ~0. 1 mmzt 

(fcl.K 1^^2 5~1 5 0//mTfifo<§>Z<t ^r^KUl <!: "3" -5 If;£ll 1 7^J H 

6 0^-fft^-IIICiE%0M±g#JF^ ho 

[11^118] |tjSE^il0T-r^ p^lt SfflflSJS^SBJt^ 1 X 1 02~1 X 1 0 
emm/ c rnzx-^mmmmztitz z t 1 
7 0lN-ftL^-]IICSfi|ga)J|fflfla©*JF'V ho 

[if^ii9] itjiE^ii0T-r^ P^ISS MJMHIIU siiifla^wjs^ftr 
us z £ 1 8 0u-rft^-iiiciE®0*±g 
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ho 

[gfjfcJglO] 3 0~2 0 0/imtfe§Zi^l!it5II 

*111 ho 

[!i*i*11] ISMi, ES«frb^Mb£i± 

Ii*I.I1 7^JM1 0(7)U-fft^—II[C=Hi6(7)$ffliS±S#^r^ ho 

1 7*JM 1 ho 

[!i*lI13] flraEIFMfflflSjb^ ISMi, ES«frb^Mb£i± 

tzmm, &tzi*\ 
SIS*!.! 1 2 ho 

[!i*lI14] ififc0 K:h-0M$iflfrb#lf£ft 

fc£0T?&&Z<!:£^<!:t'S!i*I11 2 =Eit0imi§#+y ho 

[=|*II15] Ii*il 1 TJ^. 1 4 01^>L;^—iIlz=Bi60imi£#Jpy h^ffll^t 

H8J 0 flMffi £ ft a X >? 'J - - > o 
[ii*iii6] itii0T>r^ is- ht^(D±xt%m£ti 

h0M^;£Tr&oTN 

!u!Eififc0T-r^i=i£pBi'v itii0m^s 
£IS?IU 

JSfILfc£M£i£#t"SilE»£#+y hCDM&Jj&o 


