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h=l-JL4C^T, m^I©ATPb^^;^Lfco feMMifrbG) 

ATP b^JL4i^ > ff;fJt£S«IEL/co 

[0035] 1 0. 

;£14l£Siffi©l^^ffT-fe£:p$y7i-^7Mnz>r> (APFN SEK 

ISUI MEDICAL CO., LTD. N 0*) ^tl^tl®}fJt (0. 5, 

1. 0, 2. 0 mM) 0y;uxtf^7 >J >#6Tt©C h A T KO HL 

- 1 L - 1 MB&lZAZm^ls^JUZWffiLfco A P F 

£S*|}lJ£tf1 o VMIZ&ZJ:? lZt&mzl]QA.fco mm* A P F £#IZ 1 0# 

PEIH y^riL^.— K LN iJi^Lfc0 

[0036] 1 1. =?y*fy v^X/frSla^jtifii^T^u 

^X0C 5 7 B L/6 J ©^j&KPIlftl (5#) (3# 

) £ 3 y s UTo /co e> 1 6 mm&(Dc h A T&t/c H T 1 ^ 
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U gfcEiMDfomz&^Xfy KJU7gM£Jg^U 5%~ 
mik0tmt9 5%BmxmtLs zmLtz? u7'x-^>-tz^ KHir^ 
£ 9 0 m m H g T;1;I L tc0 L /c^s ^ >*f > KJU7 T;1;I L 

% £ u 7"x -^ >-tz ^ -f K£ 3 0 t" £ £ £ -e^jtifruc 

U t(D&6 O^^MJI^L/CO f©llf©«1%©TTCMMC 

1 0£F^ 3 7°C-e;l)*L, *1 

S^^hblJL/co N I H!Hi77 

*kikWt)s b ESUt" Z>Z.b\,Z&. •oXyk'xiL Ltc0 

[0037] 12. mmmn 
J yj* 

=7* V 'J >y yfrofco 3^*e© 

y >/^p< h 'J <y ?%Skk$M£Zs ?^xt)Ji> • 7 'J xtgfcts tmzm 

< 7 -f '> :>I7 — CD P L S D^AE^CCI; lJ fro/"Co P<0. 0 5 0^1-^-^^75)^ 

£: JIL& L/co 

[0038] mm 

1 . #WH'I4=I 'J >fEB]3l&!fflJM=l $ =L~^-^ a y%$mtZ>0 

#WH'I4=| 'J ^ > tf K PT'0^ bfrlzTZfcdblz 

% ChAT^l^m i RNA^ii^^^-^ffllNTCh ATilfe^^y^ 

^(D&amzmm&H EK2 9 3*t7^x/5i/ms©H 

L- 1 h AT K0M£iJ^L/co -MmzMM 

$ElLfcHEK2 9 3«t®C h ATmfc?<DS V ? ̂  

^<HC56§IL/c (El 1 A) o GFP0fgii (i1 A 

(Dm^%) jCctoT^^tL^co imnM&w (^fe) 

ftChAT©MM(t ChAT K0«-eti^^ilS ̂ TIN/CO 

[0039] tM^ChAT K0M&, L a c Z mfc-f J v 9 9 0 9 9 — ( 

M«) HE K 2 9 3«,>:J;b$$LT, 
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u z<D&mmz&?zMmzttm3-&z£s 
$ ZL -*T-*> a b 

tHZtHitz (01 B) „ fflfc&s ChAT KOM&i£—LT&m 
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A c h ntzt\ c h A T 

ftotufco mmZs 13-tiT-
-y(Dis if ft m m M Tii ^ ̂  ztt tift0°wtcs ChAT 
K 0 MBT3-e tis J: lJ Mil L tc tc v Vi-)\,1ftfiai 3 tl/c0 

[0040] L a c Z >y 7 y 0 y 3 •tt/cftMJfe (ftMJfe) t c 

hAT KO HL-lMtSfcHL/co ChAT KO H L - 1 1 

Jte-eau o y ?u y WML fcj: viz (m 
1 C) N Cx4 o $ y 

^ftlilT^§Cx4 3Pitt©i/ytJUt ChAT KO HL-lttt 

IZ il £. oX 33 y N Z(DZt & IfflJM =1 $ n. - a > & If £ tl/c 

LYfel^ChAT K 

o HL - 1 mm3*wmzi&mLt£-fr-otcztifmb-hHzt£-otc0 nm 

H14ZI 'J '> ^"ilp'n^tb^fy^P Lfce (^ £^0^ LTl^'So 

[0041] #WH'I4=I 'J $ ^L-

7"-^>a >T'$lt£LT^£;:<>:£^P£LT^£o 

[0042] 2. 

z(D&(Dt!bftzi&mzf&tiitztctoiz, 
if 1 0 %%ffiv> A C h £•/£#££ =fc9ChAT KO H E Kfffi (ftflSft C 

hAT K 0 : 1 0 0 ± 8. 7ft9. 3 ±3. 5%, P<0. 0 1 ) 0® 

GOi*Jl/ =£—ftgftiZ^^XI¥llLtco ^ti^tiJC-PINTMH<£>»it£ 

L/cilp-Tfeottiv ChAT KO H E K«tC£tt£ M T T^te&ft 

0S©SttJ:y Jbmfr-otc wmtk&mt LT, 3 84. 8 ± 2 0. 8%, P 
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<0. 01) o ChAT KO HEKffittfflJ: 

y Wmtk&mtLT, -2 3 9. 4 ± 2 6. 4%s 

P<0. 0 1) ®2A)0 ChAT KO HEK«©AT 

P Is^JUttGMlZ&TLtc (MfflttC h AT KO : 7 6 5. 1±56. 9 

ft 4 2 5. 7 ± 1 8. 7mM/^>/^g1 g, P<0. 01) (02B) 

o ztlbammz, MTTftfetttflzMmMMRZfiATPSsCDffiK&lkZ 
^LTfckK Ztite, 'J yWW)&MR&(DJi*)\s:$-iVM%:PJZ 
M'MLT^&Zt, f LTI©^tf*©AT P#M^H^LTl^&Zt% 
^otLT^^o {t¥mzmimti:{mm?k±{;z>Mk=is<)i'h (2 
mM) i^bPA'jU h^&^LTtftMJ^ 

hblJLT, ChAT KO H E L^t^ (ftflSftC 

hAT KO : 100. 0±0. 35ft26. 6±2. 33%, P<0. 0 

1 ) (02 C) 0 

[0043] mmz H L -1 «-m, #wni4p 'j yimmmm(DJi*)\s^-ixm 
(Dmmznmtr&nzmtcLT^&o chAT KO HL-UIMA 
T P#M&ft^<£ y t,t* o (ftHSftC hAT KO : 27 1. 9± 

28. 2 ft 8 3. 1 ± 8. 8mM/^/^I1 g, P<0. 01) (g|2 

D) 0 y y h/L>t£lil5fcCD H 9 c 2 So 7c „ 

C h tC, 2ffi£|©C h ATPM££N 

, yp^-tz^JUP'J > (BrACh) P 'J ~0 A-3 LT, 

C h ATM^PIiLfco 1 O/iM0MilM LtdH 9 c 2|ffl 

£-PlS$iJ&H 9 c 2tttOM 

TTM?:±#^^ %tc, A$3'JzH?A-3(i, ChATilfe^^^l 

3•£*:*§£•ATP (ftHSftC hAT 

KO : 92. 0±1. 0ft6 1 . 0±1. 1 g, P<0 

. 05) (02 E) 0 Ztl »0ATPB#t§fcft 

tc, #ttH14P 'J Ls frr>s mM'MM 

& Z t LTl^^o 
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[0044] 3. 'J yftSa&l&s J )\y^- 'J 

ChAT KO H L — 1 «£yjUxt°*7 'J > (N E) T«L/c ( 

urn 0 LT, N EMIL/CC h A 
T KO H L - 1 m-?r 

% ioo%©ty^ttN N 
HI 3 Tiio $ y ti 

NEttChAT KO 

iZi&TtSi+tc (>TO£g2g£ LT : 0. 5mM0N ET'7 3. 6±1. 4% 

N P<0. 01 ; 1. OmM0N ET?6 2. 0±1. 0%s P<0. 01) 

0 2mM0NE(t ChAT KO H L - 1 M"? £ y # < 

%&Z L wmtk&mt LT : 2 9. 4 ±2. 4%s P<0. 0 1), Ztl 

3 fc0 ChAT KO 

H L - 1 M&N EKJ^ClCDfflJ&JECDF^ ROS0»ltfc§AP 

J:'>J&<(D%&Mmmzm£Lfco f©i?^ROSg4 

'J yimmz, NE®Stt?!)^iB&^iSlt5©i: 

[0045] £tl£>(ZM >tf 'J 

[0046] 4. 'J VfEft^OM >^d?"e©{EJi 

Z(D&<D4 >£7$-e<Dftmi&M%MtiTT&t£tolZ, XisZiyTl ^>a-> 

7*©7°P h=l-JU«>:|W|*mc, IM (5#) (3^) £8^<HC3[g] 

(i R) (ni4) 0 i R^ 16mm&s umLtz&<D±m 

sftiJchAT^cHTi®^>/^nsmtfm 

mz±m-Ltz„ i uyimmttfe 
$;£:<>: LXW^thZ.t^^.LX^h0 
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[0047] ZtlZ, 
lJ, IR ̂ 0H©#WH14=i 'j >fFft^£MPi^c;£i4lb3 t* 

ZZtZ^mLZ^Zo C h hT (D5>y/^0%%mZ2.4mW\(DW\lZ'i&*ilZ 
mWLtco CHT 1 fy/ttnmftom^ikiz^ il©ChAT©/^ 
-yifm^tco i R^i^^tT^/ct5t/c^-e^<s H 

tifcgt, 'J yftitj%:b£fcT>y TV^ro. u- hf 
•S Z t ̂:TSSDg UTIN^)0 

[0048] 5. -f 4>H©#WH14=I 'j yftMUKZIYLT 

'OSl^fr £ ifil ft ft f £ 

I I R©1 6B|^^ 

KiSaiU KJU7gM£ffliNT;MLfc/i>llUC, ^Plifii-M^ 

Tft£>*>3 0ft(Dmilllt6 0ft(DEmffiZl]Qz.fc (HI 5) 0 

I 0. 6 1 ±0. 

0 3fS)^/co I L/c/Cvii-e^SiJ-^ti 

0. 2 6 ± 0. 0 3 (ttffiZgmtLTs P<0. 0 1) g-eGMlZ&T L 

s ZCDZtfrb, V^XCD'OHUC&^t" I P®MPi^&l£!l^ll7^Sg3tl 

tc o £0i!ic&^7ob=l y^l ̂  a ~y<7t LTJH^-efe^)^\ I RII 

I R0tutcc h A TPlS^-efe^)^$ =l 'J-7A-3-efuMH~t£ 

«>:, I Rtc<£££0>i>f5*IgM^JItf§13; y, frr>s mtttfttmoo. 5 

6 ± 0. 03 (\RlZtttZ>s p<0. 0 5) £HD^® T:\B\W. Ltc 

o =l 'J -7 A- 3 ifZ^m^l^MtZ tfrb, >0 

fM£&&T & j&Pfi$bMtf'bfM~C<DC h A T (D 7 v 7° b =£ ZL b - */ a y tc j; y 

^^tl/cC^^PgLTl^o 

[0049] 6. 

I R^N 4 0#flf]N 8 0#^S.t/1 6 LN /OSlT'CD 

A T p 1 <£ y 

AT P#Mtf#£ftT^£Cl£tfBJ!£fr£&y (I R^li^LT, 256 
. 4± i 3. ^%s 40m p<o. on, zvzttes i R^n-e® 



e^xm i ̂ (o 
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zUM^ [L500] 
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v¥ia^6A0>i SON© [0900] 
0 (09 

M) (so "o>d ^n^ts^y 1 vz.o mo + vi 7 = S-OH) 

^/n nSdffn^^MTGoirvi M ovlK!' ^iiiifonicBa s -v6 - fi 1=$ 

N/ M O yCDXmi'COY^^J.K'] 

any 1 °<2:oxn^^2<2:oxn:§-iiiK(mii#fi$a)'irv'i d 1 yco 

W#< fi °(a9l) (so -o>d v 

I v6 "L+17 "9 : S-OH) ~J-<$ 

iia¥irv^isB^^MTa)irv^i d ivi? vii^?2 >H£i£-v6 = n 1= 

IUVMO (10 -o>d v 

6 Ll^/V<^/W^s "0 + 6 "S : BB&&6 L 6 "0 

+ S • L L : y I ) Ifvl div? (SO "0>d 46 o 
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[0052] 09M1 0^ TtrainedJ 

^fct; h, TuntrainedJ PMlftl — tc L K T'fe 

So HI 9 1 o iz^tm.y s ^<£ y 'Offii&aMg 
T OOHUC 33 tt £AChtf igJD L T IN £ d £ 33 J; t/\ S 

'^bLTlN-g)C^^^"r) Cti^160|^^L/co &33\ £ 

^tij^±p^ps£&tt£ 

t'btemmzfTLIZMVs HJt TPIlM>ta%t£t fofemz&T Lfc 
(f-^^f) o CltUis LN 3 <o tC/^SitC33 

tt^-tz^JUzi 'J fL&LtzZ.£*^V&LZ^Zo 

[0053] ^»J3 

MPtCftt^IR (3^jtlfll2^M)ia3[5]^ySL 

) Z&B, 110P^TI\ IR*MlI©v^X£BS(itoM)£J:b$$L/co 

m 1 1 iz^to 

[0054] i1 MZ^ZtlZtteVs IR^MUv^X-etiifllH^iPL/c^ IRM 

il v ̂  ti/co 

[0055] ^»IJ4 

IR (3^jtlfll2^M)ia3[5]^ySL) £Pi0(00 

201, 40@)m\ IR^MlKDV^X^BSClfll^LD^hb^L/co *£JH 

1 2 

[0056] g| 1 2tc^3ti^,>:33y, IRT^MIIV^Ltzt\ IRftk 

1 0 33$ 

©Pi0"£tBj3 b btl/co 

[0057] ^»J5 

IR (2^jtlfll2^M)ia3[5]^ySL) £150, 11 

0P^Tl\ IR^MlI©v7X«>:BS(ifliH)£J;b$jL/co ^H£H11 3 iz^t 

o 

[0058] m 1 3 iZTjktk 9 ldN IRMlIv7X-etillaH'fST'f/Fffl^lI^^tl/co d 

Pllfll0l^£, «tt0'>^N®0tP^fe£2£f^CLT 
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U M 1 2^1" <£9^ ifnilJfHSTfEfflteS7cs£a&£*ifc0 
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^113] tulEiPJ±^IS^fulEHt^^;U£2[g]~ 1 0[g]^i'JS-rJ:9^7oP^ 

7A^ tiT lN •?> 2 IEi6©gSo 
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;£iI5] fu§EJPJ±3M£tf\ tfy^ts §£*0>7°£fu§E£7£^U §£*°> 
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