
WO 2010/010909 1 PCT/JP2009/063153 

w m » 

mm# if 
[0001] >r PG I 

<t t %> iz M?Z>0 

flMr 
[0002] £f 

b [ci£^0J|g®Jpiil#0i^^[z#a igJjntf&lf b*i£>0 

[0003] w^±tit, M 

< fc y, M0161 ITOI^ 
^ofr^tj^LNao f?^[i[£f4£f?^<Htl£f?^^ 

&yH ^(7)i3g#[iN (BUN) ^ifiUi£ U7T " 

&<ti^ammomioxe-

LSm<4T*iifT (ifiUf^ U7T-><fit[£g£<!: LT 1 H&rt: y 0. 5mg/ 

dLia±±#) Jis^yi^r^Mii^+^icmv unmm 

(^l^M 1) o ttet> 

Ls BUN«^7 

tmmzti&o sia.m<? is7?-^<D±g-tfmibZ3*i&z<Dft&viZs w 

Ls &#{*&«[* 5 0%OTlC3jj:oTfcy, g£[::f?i!tl(7M£T(£^W&<!: 

^oti^o mn.w*±tfi±L&:bs mmmm\&i;\m*zfr\ix'&*\zm:j 

H14W*£<tfc*>0 zotztsb, 



WO 2010/010909 2 PCT/JP2009/063153 

[0004] LTIi, Jlfg14W&Iu 5fe^ 

#t4£IW&[fbJli30 LTIi, 
, nt4W£W&, s&£f?&<w&£o *T-£HI4 
&&&W&S t>m^t)K 

LI\, 
[0005] 

(7)^T[3# a tt&fc <fc WVfe± £ hi) x IJ x • 7tx°x^ >(7)iM'J? 
d^mifiu i&i- h y ^Ajfa^fc^wssm^i* ctf> 

^("-•slM^SmiJ^ifiE'yt^Ji. b^T/'S o 
[0006] $tz&&w*±izi*s mmmz&bt6ii^mLtz&?T<Di$tmtffo&t%7L 

b^Ti^o r-mzs m^w^±x 
Its Jl^it^IIHt Ltz &fi14f?^£MW<^b 

*is zh^MWtik&nmmtitmn&MLtzWiSifk&Tmftnft&tf^z-
btlTl^So J (2M$l^tiR4) <baEit£*lTl^0 

[0007] £bC:1114f?^£(^ *0J^H<t£3£$£IWffliILT££®0l&B&i 

ft&m-f&ztmPbJtiTl^o -ffcfr*., rjlf§14 (-<£14) [c-t±^$if§ 

14 (-<£14) (3i±«fc[^<tAy-SW&jtli, fftgrt^Tf £<!: 

^W^W«j:W«ltl0i£T^btiS<fc a left y, H14W*£<t a 
[cft-So <t 

c a £3 <tSliliDlil:^-g>^fd;<tAytlESb b*L"f\ ft® LfcgiB&i 
tK£^LT<§J (2M$l^tiR5) o 

[0008] tts 
oTt, £<0i§£[C[i£®Lfdfi!®te£^U ffll^lftlcS^it^iifT 

f J £2*1-5 o 

[0009] ^(Dcfcaic, H14W*£0J^H£H[i£*iT-&3rf><, 



WO 2010/010909 3 PCT/JP2009/063153 

-5 c t s jmiit Ltzmmomi* t> 

izta&ztfrbs H14iiflfe© wm& t it i*m x$z> wm £&n x & 
i) o 

[0010] H14W^^0^<b LXlts mmiz¥&til<D&ftmx<D%fetLXs i&m 
eN Mti • 'J— H14W^£igM0 'JX 

^-xh^nM.rnommtz^o^^mnm, £bi;:(;mi±£ij 
tfftiofo&o £tzmmomizmb iy &tz&iz 

\ Z. htfifa&o LAN L^^b il "5 Lfr/P-H$-^T 

otutts ^PJ(7)^T^+^Mzliia±Tr^/d:^(7)^I^Trfei'JN IfiitlPi 

i)s 3120 

^b3\B\<DMffi&&mtzti&t£\-txtdi<s 

, mm-fc, >t>-iia.'gmwm&vvxtvmXs ^^izitmmmommtd:^, 

, 5 5 0%&TT*&3 (^^XiR7) o 

[0011] ±&Ltz£olzs 

0£0teb<£i:3o W«ltl0i£T[c#oTf6 

IJE • i$IMi~&MiIiLXfo&o Mitntts (BUN) N M^U7f 

->m<D±Mm^t tiizmiLttsb, m#r#£<Dmmm&w*±mmvi* 
(z&±wizm£Ls #fFEM>i£T, mm^Bs £*><b^£<t\ 

II0QO L ^Ir L < iST^ii^o 

[0012] IjESlim 

a^fl^H.xijXP7Kx^>M^ij ( r H U EPOM3IJ) 

Xl^&o LfrLfctfb, JSTS-^lc 



SZ)C.-(DMMCDZ 
s(T^n^^^^amcowimco^^mcommi^m^ 

^n^.ll< S(&-±(DZ °^via^qD^?-vi^nMTa^?Y^if 

KE^¥0)ri¥^a)^^^2J^i s[i¥^I^]avlSfz]^^^l, *::]<=. $ [9LOO] 

° (L vo?ia 

^n^!< 8-ivo©-^ 

<^-ZfM^-£3b#-li>l!fSll-l¥ s¥]|i^1K^d <> [SLOO] 
° (0 

^-¥y>^^W^a^^-J±5KZ)^i»^¥Javi£fzj^^l. SQ?^£ 

^aii±a 
Hawi s¥)ii^iK^d <> °>©3±3^#sscD^?»^VMiia>^ 
M§fW<l' 1^:] M 

S¥]avisfz]^^^i, [noo] 
° (8»J?i^#) ^^n>ag-JM^cA-P^a)p#^ 

±&^m<Dp#mM§fW • <i' ^^c^iftii^-i^wi.s 
s ri sfan im?$isa o s ̂ ^ziimM^llll savi$£zi^n 

^1, °??aii:i^^cQ)ia?^^ 

r<\) sn^ 
smm smm sw 

s s±rcr) 3—SY^H 
iSaiK:iIifW¥^#:i^^Iii [CL00] 

o 

aOTi,™a^5baw^^ so?^o)- ^viai^^^^^ifyya)^ 

£SI£90/600ZdfAL3d P 6060I0/0I0Z OAV 



WO 2010/010909 5 PCT/JP2009/063153 

[0017] 

Sff 3*£(tT-fc<, 

ffl?&t\ ^bl:ttfeil:ffot4i:5 h^>X*°-£-(7M£T£l^M:: 

Rl±f & frtfWM i^otl^o 

[0018] (PG) 

MI'&toXfoVs ftiItf)?°PX£><g>o »#St§PGi 

[£•£0 5 y P G AiL PGB|S P G CMs P G D 

Us PGEis PGF|S PGGI, PGHli PGIli PGJ|[:^| 

£*u ^b[3^tS?P^ii'fb(7)#i5[3cfcoT, 1, 2, 3mo)V7<7 ^xizft 

MZti&o £tzZtiib(D-nf$'0Mfo&0'<£u>btiXL^£o PGiSigft;#)# 

^T'tftiWftPG i 2(£?°PX£+M^ >j ^&ifo/jN»ll 

LXfQiDtlXl^&o 
[0019] PG 12ts&xstot^mito)a 

i$mmm\^mfe(Dmm^)\'M^w*mxm$)\x&z> z tit, mz^uxh 
<g>o LfrL&^b, Zo LtzPG I 2£fc[£^(7)l^fa[zcJ;'g)£njlL[£N fitif? 

Ltz&0)X<fc<§>0 Z©Xf-

wommit, w<D&&ik&mm<D&#=?-mn<DJiu rmmmTt& ztiz 
5 >[:J: oMxh&Z 

fcbtf)/"^^— £ 0i£TI-cfc oTflMffi^fcTl^o 

[0020] H14W*£[cfclt6PG I 2^gtt;0£&14[z^T£IR^Jb<&6 ( 

^XiRl-1 0, 2-15) o m*_l£s ^^^PXh^-h'J 

^^ttrn-7i-U>PG I zm^fo<Ds hfc£t/ 

;UT?0$S£jb<IR^£*iTi^ 2) „ fit£f? 

(G F R) tL<lif®ftffl<!:LteGFR (est 

i ma ted G F R : Jt^&EBfoftiM) ^.tzltO U7f->^ 'J77> 



WO 2010/010909 6 PCT/JP2009/063153 

Cifcl^Tt^cDflMffi^ LT, ifiUi^ B u NmsUt LTffl 

l^bftTl^o t%;t>-tbs h^Ef^UClfcl^T, ifiUi^ U7T" 

B u N^iE^fit£ y ^mrn&t & ztx-mmz*i&&te.w*±&msbtzmz 
s m-7i-U>PG I L, i;f^7 U7f-> 

in, Kmmiz&^xmMzti 
&zttf7jk£jnxi^&0 

[0021] 3IZ^^TN PG I 2Wimi*X&&^t>Z>°nX h^V*(7)$£Jt 

5 ^ • yJIZ?5 Lf- ̂  <t ^SEi^ftT^ 

&7^\ G F R(iIE^[Zj;b^T8 2 %£*f f# LTfc y N GFR^50%JMTT 

fo£fit£f?^£[3MoTl^cH^f:\'UT(7)flMffiTfo<g>o HfebftTl^ 

[0022] ^ U7f->^ 'J 7^ ̂ X^lfiUi^ U7f-> 

h^" h 'J ^A(7) 

®5-lZ&-oXWU£tltzZtt>mik£tlXl^ («M1 4) o PGI2 

!^If*Tfo£ hU^PXT-;Kifi14^^#[3fc^T, Ji0l4Tl§ 

W«fll£&#Lf::C<tjb<ffii*£j|iTl^Jb<, *J®ftE£Jlf::*£ltT&y, fi 

) o 

[0023] i&mmitmzLtzm^s f?(7)fl0t£tf)PGE2^>PG I 2j^£i^n£:frLT 

xyxp^x^j^^-fWtlt^^ftTi^ 5) o fi 

n.w*±izts^xit, wtDte&mftMtffo&z:i*nat4(7)PG E2^P 
G i 2^b[3iixijxP7Kx^>(7)^^^±i^]Pt"&t%7Lt>H&lz:bmt>t>t 

s iSJt^lfr^TnlM^&oTl^o Z©lfitt^^Tfe5A^ 

&<& <t#H. b*L<g>0 



WO 2010/010909 7 PCT/JP2009/063153 

[0024] PG I 

ft?Wit0tifii^SLt^(J)fSI^7 70ax h'J^AI:oi\t 

(mtfi'tXMl 6) o LfrLWb, Ay<*= 

SPil}t^*iT^Sffi#SB1i,l4W^[cfclt-5©ifiL0gfe#T*&yjpig|AWd:«) 

o Ltztf^Xs h^-h y 

^ ACOyJiMCD&Jx.&^MX £ L s PG I 2iSftFIT'©lL 

titbit" ItX^ftfr^tzo £tz. ^^^PXhth'JO 

fclfy'&ffi&Wt'Dt LT^lfil^fEii^Tl^^ H^?°PX h&^Clcfc 

(^£M3) o 

[0025] £frPG I 2n^<Dmmit(D^lZ^i)s Is-fS-fcW 
^jfaS**lcfcit3S0D;£14£± 

(iMS^xiin 7, is), 
f?(7)S O D;£t££±#£-feb<g>frS£\ PG I 2fc<fctf-t<0§igft 

ftl\ ^blcli, W^£lzt3L^XW(D%MT=l-> h^>X7ji—^—<Di&T 

£ffllflH]'t & Z t \zo l\X t £D bfoX o tzo 

[0026] ±^Lfr^MTrffl^b*Lfcfb^^Trfe-g)N m-?i-U>P 

G i MMifftizK^zfnx h^- h 'J ^A, ^ blc h U7°PX^-;Ki, ivf 

tit^PG I 2<OTS$14£&#L*:PG I 2i^H*Trfo<§>o 

[0027] ifi^7°PX^y'f K-fte^t" <§K PG I 2g^#S!]^^ 

PlflcF*lS<fedl-^ofc0 

[0028] Z <&?*>, Tffi-teiC 

[0029] 



WO 2010/010909 8 PCT/JP2009/063153 

Dffcl] 

RV 
R3 R4 (1 ) 

R2 N^^A-D-G-C-Q 

[0030] P G I tfblfil/MJSfFffl, ifll 

mftmtafttt&zts ^tz-mmm\k%^s mmmn. 
m&mWs mmmmwtet*<D&miz%mx& 
JS£*iTl^0 &tzmCft$FX1fc<DMfaWz&l*Xs P G I 
Jsfl tt&&tfiifii/MJSfFffl %>zt TMH£tlx & o fc 
T, ±ffi-tei£T^£*i3'ffc£!felJb^ ftoPG I 2g^^S!]^<!:|H]4i[cN & 

^xiR4) o 

[0031] LfrLfctfb, ±SH-teiCT*a^tiS^!fel^ Wm^Ooibs ^[cH14 

LT, ftlSftT, SI^^^^14^toz<!:[zo^T[iHbSH 

[0032] Jbl:, f^M5~l OTtt^^PX^y^ PGI2| 

m*ftMmtf^±iz{mx$&ztt><m*£tixi^t><, mzm^^± 
4M$iJ<!:LTN ^ISWTH C t Cioi^TliHbSEit^ft 

Tl^dT^o 

[0033] LTmMztZs W<Dte#=?-

H14W^^T0^ji<b LTS^fcHifiL0&#, Sblz 

^mn^n*mhmz\mt&m(D^T-i-^ h^yxjn-^-oi&T^ 
- t [ZO^TIi, Hb^SEit^Pgt £*lTl^&l^0 

ftVtXM 
[0034] ft&xm : 0 0 0/0 6 7 7 4 h 



WO 2010/010909 9 PCT/JP2009/063153 

2 : 0 O 5/0 5 8 3 2 9 h 

^£1*3 : m^mW-Z 007/0 0766 8-^/^^U^ h 

^£1*4 : m^mW-Z 0 0 2/0 8 8 0 8 h 

: Sl^HSfe 1 9 9 7/0 3 9 7 3-^/^^U^ h 

1 9 9 9/2 1 8 4 3^/iy?lsV h 

^£1*7 : 1 999/3243 Uy h 

^£1*8 : m^mW-Z 0 0 1 /0 1 6 1 3 2-§-/-\>?Uy h 

^£1*9 : m^mW-Z 0 0 4/0 3 4 9 6 5h 

^£1*10 :^H2 00 0- 1 9 1 5 2 3-^/^^U^ h 

imifrxm 
[0035] mmxm •. «s, ii#tt wK^ HSIR yv^uezL-

*± 2004^ H2 7 0'<— V 1ftl^b1 Oftl 

^^£^2 : MI, littfi >v^;uezL — 

*± 2004^ l2 7 4^-y^b2 7 5^-v 

#^1^5:^3 : m^IEE S^IIlt 1 18:68-70. 2001 

: /W/'v—19 9 7 

•. %)\\mm wm^mm±mt^<07^n-^ 199 

5^ |g3 4 5^<—v £i7Alff I^b7ffl 

^^^6: miwMm wm¥mm±mfr*><D7 7n-? 199 

5^ |g3 4 7^-v 3^Tg^b5ftg 

: Villar E, et a I. , J Am Soc Nephrol, 18: 2125-2134. 2007 

msi^m .Vaz\r\ ND, et a I. , Kidney Int, 63: 179-185. 2003 
: Dou L, et a I. , Kidney Int, 65: 442-451. 2004 

lE^IHF^tMIO : Enomoto A, et a I. , Ther ApherD i a 1, 11 Supple 1: S27-31. 

2007 

: Villar SR, et a I. , Kidney Int, 68: 2704-2713. 2005 

: Yamada M, et a I. , Eur J Pharmacol, 449: 167-176. 2002 

: Vi I la E, et a I. , Am J Hypertens, 6: 253-257. 1993 



WO 2010/010909 10 PCT/JP2009/063153 

: Fujita T, et a I. , Prostaglandins Leukot EssentFatty Aci 

ds, 65: 223-227. 2001 

95^ 14 8-4 9/<—v 
mmxm 16:s0-425 200 
6 

: Zso I dos T, et a I. , Acta Physiol Hung, 64: 325-330. 1984 

: Balbi r-Gurman A, et a I. , Clin Rheumatol, 26: 1517-1521. 

2007 

[0036] 

TI^O mn.w*±x-±c&mm&<D&wjPs nt^^x-jib 
*i32g&0ifiL*;tJg<&±#-\->=i> hP-;U(7)Sil14(7)^;MtllMTrfe^)o * 

f§0J(7) g ftIt, zti b (7)PnlM,#.£tzft0H14fc& XSm 

ZztXfoZ o 

[0037] #^°PX^y-r <§K PG I z%.m*ftMWiXfo& 

—teiC (1) 

J?fc# <t "f 3 d <fc o Tfl¥^T- # £ o 

[0038] tftt> -tb*%mt, 

[ 1 ] TaH-teiC (1 ) 

[0039] 



WO 2010/010909 11 PCT/JP2009/063153 

[•fb2] 

Rl ,N. 

R3 R4 ( 1 ) 
\ / 

R2 N A-D-G-C-Q 

[0040] [i£4\ R\ R2(£, LTTiJ-JU$mL, 
A It, NR5N OS SS S O^tzltS 02£^U 
R5lts utmWi 1 frb 6(7)7;U^;UN j£i!ifc2frb 

Hifc3frb 6(7)v^ P7Jl/^^iL, 
D(iN j£i!ifc2frb 6(7):r;u^u>£fc[£:p;u^-u>£au 
Gli, oN sN s o£fc(is o2£^u 
R3N R4(iN LT7km£tzItvtmB 1 frb 6©7i^i^i 

u 
Q(iN ^;U7t^v;k 1 frb 6(7)7;u=i jh^1/ 

(2) 

[0041] [<fc3] 

— C0NH-S02 —R6 (2) 

[0042] (i£4\ R6(i, vzMB 1 frb 6 07il/^^ito ) 
^ito ] 

'\±^±mwMo 
[2] R1fc£t/R2^\ 7x-;^iLs 

R5^\ 1 frb 6(D7W?iL, 

D^\ j£l!ifc2frb 6(D7i^U>^iL, 

G^\ O^iL, 

R3fc£t/R4^\ 7KH£^U 

QAV ^;u7t^v;u£fc(i—teiC (2) 



WO 2010/010909 12 PCT/JP2009/063153 

[ 1 ] 

[3] AA<S N R5£^U 

R5^\ ^IS3^b6 0#I&7;U*;U£^U 

QAV ^;u/t^v;u£fc(£—tesC (2) 

[1] [2] iz&mo)mn.w*±mwm0 
[4] R5^ ^V7°Pt°J^iL, 

QAV ^;u/t^v;u£fc(£—tesC (2) 
[1] frb [3] 

[5] QAV jjJIs 

[1] frb [4] 

[6] tu ^b 

[5] (7)^-rtL^-iI[zIHit(7)fi14^^^:mM^Jo 

[7] [1] frb [5] JSlcaEit0'ffc£!feu £tz(t-Z<DMM¥ 

[0043] V&&„ 

£9}<D8bM 
[0044] 

-teiC (1) (JMT 
, £m-zt&z£t><&&) £, TU utew* 

ffllfijf£(£fr<>Jfrp5]±£-t±, HH£^i±-5c<b^T*#-50 Sblc, 

SISK H14W^[cfc^Ti£T-rSS 

O W.M-Mty*A(DWM\z.mfr>Z)0 A T- 3 0i£T^ffllfiJf 

HsaffiJt&fiHH 
[0045] 



WO 2010/010909 13 PCT/JP2009/063153 

m2i>\mw^±=>v 
N ^Tjkf o 

m3V\mw^±=> v h y u 
7f->^ 

[1114]^^ 1 &&xfik£®2&mnisL5-Ltzt$<Dik£m<Diia.m^m&. 
&&7Fi?o 

§%BR$nmtz>tzisb<DBm 
[0046] -teiC (D r7'J-;uj tLtii, 0i]*tf, 

?X"JUN 1 2— 

[0047] 1 JFJNP, 6(7)7;u^;uj tLtli, 0l]*tf, X^;UN n-?° 

P tf;k -fy?°Pt:;k n-^;k -<7^;k sec-^T;k tert-^T 

;k n-'O^k n-^vjk -< yv=£v;u£^if£ C <t 

jfc<T#<&0 

[0048] r^f&2frb607;i^r-;ki <t LTtf, 0i]*tf, tf-;k 1 -^PK 

-;k 2-^°P^-;UN 12-^>-;U, 3-?T=JU% 1-

2-^>x-;u, 3-^>x-;u, 4-^>x-;u, 4->f 

;u-3;k 1 -'v^-tz —;k 2-^^i?~;uN 3-^^-tr—;k 

4 5 -/v^-tz—;u£^lf Set jb<T#<&0 

[0049] r^fS3^b 6(7)v^ P7;u^;uj <tLT[i,0i]*.tf, is9 nz?n t°;u 

, v^p^;k i/^P'Ofyk p^i/;u^[-f§z<b^T#S0 

[0050] rgii2^b6©7MU>J <t LTIt 0lJ*tf, X^b>, 1->f 

;Ux^L>, 2-yfjHf UX 7°Pt°L/>s ^>fUX ^ 

Jf V L > If <§> d t ;b<T # <§> o 

[0051] rgii2^b6(D7i^-U>J <t LTIt 0lJ*tf, xjzbX 1-

2-^°P^-L>, 1 L>, 2-^TL-L>, 3-

L>, 1 -^>7^-L>, 2-^>TL-L>, 3 -^>7^-L>, 4 

-'Ox-bX 4->fjb-3-^>j-UX 2-



WO 2010/010909 14 PCT/JP2009/063153 

3-^^F-t?—4 - U>, 5 b>£ 

[0052] rj£Hifcl ^b6 07;U=UFi/^j;U7t<-;Uj (7) rtiil ̂b6 07i^ 

^vj <tLT(i, $Jx.(£\ ^ I hJFv, n-^°P/1s°+vs >rv^°P/1s° 

^->N n— h+x -f V~3 h + Vs sec— h+x tert— 3? h^X n — 

>^;u^-^vN -< n-<^v;u;i-^vN -< 7^JPv;^;l-JF-

v£•;pff & Z <!: §• <§>o 

[0053] *#§0JHb£^[::fclt£ tLXit, -teiC (1 

) fflz.lts EESL $tSu 'J 

>M> 7vik7k^Ms Mit7K^MWO)^MMO)iks itSL JUSSL ¥LSL 0 
x>g|N =i/\^ii, y^>x;u7tx>iiN 

[0054] — JteiC (1) XU^fo&\t^WWk\^:$:7^1rWinl&, i~ f- 'J 

'J ^A^f(D7il/^] ^]Jl'yr)A^f©7i^lJ±lI#JS 

-§) Z 

-JteiC (1) R^^O'R^Oi-^iL, 

AtfNR5JlL, RWV^P tf;U£^U GJ&<0 

R3fc£t/R4^7K^£^U Q7b^;U7ti,JFv;UT^^tL-g)'fb^^ 1 

£ tz (£ -?• (7) If! H¥ ft I -1£ # X §" <§> ±m ;!)?it t) Iff 3® I c ffl tA b <§> o 

[0055] Mb4] 

Iknti 1 

[0056] ttzs ±tMt£m<D?1bs -teiC (1) ^0Q[Ctl^-r^)^;U^v;U$-
1 frb 6<©7;u=i JFv^;U/1f_;u ($J*.f£\ > h 



WO 2010/010909 15 PCT/JP2009/063153 

TK—N =j- (2) XM^Ltzit^^H 

mzs -teiC (2) T% R6t>K i£«nfrb6(7) 

) Xh^>\t^^2 L < ffll^btL-g)0 

[0057] [-ffc5] 

.Ph 

MeS°2-~N- v-v — "N" N' "Ph 
H 

,1.1 
sK 

[0058] 

(7)ifli;^^M^ (BUN) & 

wMxtmLtzm*mx(Dizmt*mt}\zmwx&&0 t 
hom^s . 4mg/dL 
&±T-&y, Sig^CKi, «4l|[z1i14W^<b¥iJWr 

X£&o 

[0059] tts •\mW^±(D^X:b'mffJP 

[0060] £bC:*#§^(^ 0 U7f->^ eGFR, feSlMi'T*'; 

(GFR) t h(D«^ 

6 OmL/m i n/1. 7 3m2»fc WMMD^ - ft b (7)|g*I^IE^ 



WO 2010/010909 16 PCT/JP2009/063153 

(7) 5 0%«Tl:fiT bCif? 

Ls th(D^40mL/mi n/1. 7 3m^ls &3lMi3 

0 m L/m i n/1 . 73 m 2^;j£j(7)|B£|Z t N L < Z t,ftX^Z)0 

[0061] LTIi, Jlfg14W&iu 
(DWmWs 5fc^14W£Iu Wm$L&s 

mmm&wfcs ww 
it-m, sLTSCKKH, 
mm.Ws $s&, P*®I4SIE£ 
£Bs tils WMtfLttftiztffo&tfs 

[0062] ^f§0J[z^LjmM ( r^j X$&W^±l$, fi 
&w*±s ftiz&ftmm&w*±x$>h0 i&TLtzWo&mmtz&wxz 
&tz\-txtt<s SOD;£t££±JI£«-<!:T:\ fit£f?^£T 

[0063] ni4w^[c#oTf63i-rs©ifiL^^a0 JM* 
'W h*? 'J y K JfiL<fe^M0i£THlc<fcoT®ifiL^¥iJWri" 

zztrfpiffevfcVs wmmmwmizi&s mm^m^iz^^x^mmm^a 
i-&Z£rf$aibtiXL*&o 

[0064] *mmz&r>Xs 
ft, @ifo[z#d^ft£&0i£T, £*><b*K mtWO) 

ztfrb, «4iiJjj:gifiLgfe#<b<bt[z, 

o 

[0065] H14W^[cfc^TSlftbti'5SOD/sSi40i£T[c^^T, #fgl£T*0& 

^S^ftTWb^lcjjjrofco s o Distort TcDSt-ftx h UX(7)$5;J1E • 

SUtX hUX©±Il:J:§f 

8!fll0£bfc3irF[::*ff3&#Jb<SmT-#30 Sblc, fit£f?^£[::#o 



WO 2010/010909 17 PCT/JP2009/063153 

[0066] H14W^T*SI^[C't£TL, LTII4V > 

OAT-3 (7) 

&T&mMt&ZttfWk>frttd:?tzo ZOtz&b, *mmt£®<Dl8LJ3-lz& 
y, -<>^bicN 

f <§> c <tTrgiJ^ffl$5;JlE[30/d:^ofr y N 

<§>;!<!: ^ pj tlTr <fc <§> 0 

[0067] *#§0jHtl=r#!][£, H14W*£T-0||lfiL&#, fSOD±#, 

[0068] ts y N 0I]*[£WO 2002/088084 

•§-^fg[::fEit <§>;£;£[:: Lfcjb<oTiliaf 

[0069] *#§0jHt£#D£2flJa±'a-/vTfl^T;&£l,*LN 

ztDkotemfflomt Lxit^ 

*/^Jx-?nyh—s 13 -Ju y±— 4<^(7)|5$j±^ij^fe[f bft-So ^;u+f 

Vt°y ^-;ufc£0ffiifiL/j^2g-\\ 

[0070] 

b, r HuEs I-HUEPO 

mftw&mtifviSLS-rmzmg;Ltzy£ 
tz, Zfot>(DmMt(D£M$:ftmLtz y , i©s O DM^lJ^ii'fbX h uxirp 
»j t (owm & ̂ mx & & „ 

[0071] PilLS!]^[z^[z^^[zffl^bft-g)o t h[cffl^-g)Z<!:^Tr^-g) 
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UK t &?£L<(£>r*, *=u =EJU 

^v ytzEoi^v £tz*mms H14 

if^±mmo)tztsb(D%imj3}£t 

[0072] ^ 

j£#T&§±sE—ASiC (1) T^tlS-ffc^feKDmi: LT* J?£A 1 0&f:: LJ 

s 1-1 0000 U g/A, fflL<li5~5000/i g/AtfeU, Ztl 

£ 1 0 1 @~4@®£, 1B&±s fc?£L< It 3 B&±18L5-?&O 

[0073] t 

( 1 ) T^^ft-S'fbn'^CDjl^ LTN 0. 1 /ig/kg~1 OOmg/kg 

s L < (£ 1 /ig/kg~50mg/kgt,feLJs 10 1 HI— 4 [I] 

sjg, 1 0ja±^ $?^L< ii3 0ja±^-r^>o 

[0074] 8^&<t LTIi, &P8i-^ JSTS4, Llilfilfl*]^, IS 

-\-~mmm^s 
tfcotU<, £bl^ 2£3iJ£itJ$&3iMiigii5fcg 

Ltz#mx\ 

L < ffll^bft^o 

[0075] fcfc\ S£#(7)f?^£mm£iJ££M#<!: L 

T^tM^ ±%M8LJ*wl£s LTML&Z 
tftX'g&o 

[0076] 1 m£tz\tmmmm{*&"t(D££m^x 
tMi^s IMTic^s-rmtKDBxtgpts^-r 
o imumt LTMJ^(£,®M, ^ij^7^h-x, x^p-x, 

Siijflt, -?>_ h-;k ^ii^;uv^A, •. fll* 

(£\ f^x h'J>, y^;Hz;up-x 

, TH'J e-;ut°p 'J K>, TH'J e_;u7;u=i-;u^ : f£il$ik W 

;L(i\ M£I, TH'J e-;ut°p 'J K>, $g||-tz;UP-xf|, ;f;^ij, fliJxJi* 

, xf7'J >iiT^^v^AN £;u^H:^fe$ik bft^o 

[0077] y f£fflT££^\ 



^tcDnmmm^ i sd=ni 
la:: swn °-+^uzmMX9 = u °^n^fii^w«^¥H 
& ^5£ild a V k1fg:| (6 8 6 L QZL-QIL-9 MWftM '• 3$ 

xmm) m\&ms -OSI^&Y^ r.n-AH s uooz S 
8LL— L8LL : 2 2 S a H 1 dx3 | o o e UJ J e q d p: 

%mm L ¥J#a^-S^Y^ fi H -4-CD L ^£0^ 
sn-k®n^z (§>I/§^S o) Y4 

r> H -AH (§ v§^oe) r> H -(-CO I m^-) 
H <^-n¥ia L 0--/n?iqTan ^ 2% a ̂  

i od 

I OdlvicziYOfiH -AH *mo£^W^fY4fi H -AO) L 

^^fi$[lJfW«^¥^^l^z]H r«<L 

L \mm 
° vi # si a a? ^ 2v s ̂ ai zj »ii 
^^ra^^PSz]fMii±rcr [6AOO] 

-k&^rriM ^-JWaSM^lWaSIf 

r$) 0<i<0^.|.TOa)fg^g?BMt} s$m(Dz °<2<#xmi*WMUz<2£ 
mmM<D3TAmmwM ^a^zm&anigi^ s-+^ [SAOOI 

H -Aq^f#M 

Y W^n<- l£^-im S¥$s s3fW* 1¥ 
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mo s (17 = u 11^37 -)S^ 

HK-^Z^I ^CTivlC-ZH S*XZ^ [0800] 

a^^ffiN^ Vi^ars^^-^^^Y^Mavisfzn Z\^-^Y 

(D- °-J.c--?4^%Z 0 I (D (u ! w/i UJ£ I O + P Z '£) il^HI s 

f<|G£a u ! w/-| WO I o + ss 0£]*<^Zfi _^Z^I OCDWm 

nssis^^r^viacszj^^i.^n sh$txn 
±5^-]±rcr%o 9 0)ti^3i¥i^<^zri 4<=^zi 6(Dmumw& scm 

(L2 = N) U!W/-|W17 0 0 + 2 2 ' I £J|I5£iI?£ll 
s (e = N) u!w/-|w^o 0 + 8 9 '3¥jaii^Hi¥JY<4:Zri 

(yds) s-]^£ ° ( 

^ 1 " I 2 = N S1P/§^L0 0 + Z.17 0 : £|%fg?£^i s 17 = N s 

1P/§UJLO 0 + 8 2 0 : il^HI) 
sri^anMT-im^i!K-^z^i ^*<wraEp#a^ \-\^w 

%\-mw.z(D%m^^ (§vi^c s 

D S-H ^A*M£®I£8 
wmm) 

mmm-wH ̂  
s \mm 

m^f\t\^z I 0 d(0§j[s|:g]£]:j>M^S >| / § LU g OOJY^ri H -AH Y 
• £^V S¥H^§ V§UJ08 (DUfrV^ (\ H -AO L smmcoz ° ( 
^i) ^^ao^KmywY^rH -AH 
*m0£^v Vi^a(^Mi?l*+i!}&zkW9|g^)%e 8 + 2 -i7 9¥Jii 
taYC" ri H -AH *mo£^v s%6 Z. + 0 'L l7£]|girSf^fY£ fi H -ACO 

L C^qj- s¥]^[l$[lJf^-^^Z]*»^¥H ^ ^0)#awni^iAi rfOL d a V 
(mm) 
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^ 1 SU!W/-|W L L 0 + 8 17 I : WM9 sinuj/-|w 9 0 0 + L 2 ' I 

•mm?) hstm-MT-m&'ih? (ni^^i^n) mmm-k&ziY': 
^zfi 9^|g^a)ii^fY^ n H -AO> L c^qj- sz]q 

ocDtmv^c^ -(-co iw$w ^jc^^n^z]eia °-.nf*if£i!} 
IU1 9 5££I^H£] N n a r> H -Aa> I w$l)> 

s-)C¥-+n^-) z ® °=nm\95££i^n 

¥iaK-^z^i ̂ CToti^fY^ri H -(-co im$>w LUI 
(1 was) 

°-^n 1 8 u u n 

a n H *c=y<: /¥)^Sf a)^Hi * i9uuna^,fl^ 

?-ii^ 

i i s i i J eaaLaJa)tl[i¥^?tlsfl^¥]^^^+I¥^ 

^visfzj^if9^|g^^^nyijzjffi#a33£isa)^^ffi#^iiM^ [zsoo] 
c^n) 1 ueejo yaAs 

-^Y2LVN0H — £YH Y^-C — ̂ 4>-frH >^IIIliVNy^0)S-

1VO sn^[lf:av1|££ (^q>=>y) ISM 1!>I Aesse QOS 

¥)i^aos °:nii?IlivNy^a)e-ivo-^-^Y<^H < 

-f^-zm^ %nm&2&%aosa>®wM Vi<?a^iv ssH^ri4H 
21 N, ^ctw2im®-imm(D^±M5m^£ 
^m^Y<czr, z/<-^z^i Q vNna omwcDti^ M 

9 [isoo] 

r, H -AY—2 0¥iz]f$^0)ri¥^ S£J(D~ ° 
sn^Bi$^a^a)[i¥^ snAi^ti-i u = u ^SIID 

20L^V§UJC 0) iiY^ (\ H -AH YIH0£^V s (L = u sirS|[I] 
ZB L^§ V§UJ0e) Ci H -A CO L C^qi- s ( L = u sirS|-^(0 
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[0083] eLtzmmzmiiz^Ltz0 its 
mim-h u OAtkmcDifom? is7iF->imts ttmmiz&^x^mz&m 
xfo-otzhK ^?°PX hi-

(/ h'J'^Dunnet t & 

$) o its® 1 (Dj~ h 'J OAtkmCD BUNlt ttm&lZtk'<XGmiZj&ii£V 
fovtztfs ^^y°UX hi-

Itm&btDtltefr-otz (/ h'J'^Dunnet t „ it^ 1 
oi- h u ryixfeffio)? u7f->^ ijy^yxits ttmmiztt^x^mizw; 
fit-e&y, <^y°nx hi- h 'J U7f->^ 'J Y^>x=bMmm 
izkt^x^mizmmx&^tz (/<?* h^-^Dunnet t &$) „ 

[0084] (7)^ hy^Alzib 
*x imti&sfFffl x i^&zt ft* z titz o 

[0085] [mi 

111tm?? h<D*lfelll«6att(Cj3(t-6*#1l6/^>-^ 

stmt is7j-~>{s 
(mg/d L) 

BUN 

(mg/d L) 

$UT^-> 

<7 'J 77>x 

(m L/m i n ) 

*rn 2. 0 3 ±0. 4 2 8 9. 6 ± 2 5 . 1 0. 3 3 ± 0. 10 

i © 

th'J ̂  Ai& 
0. 4 7 ± 0 . 0 4* 2 6. 8 ± 2 . 4 9* 1 . 48±0. 1 1 * 

^7^PXh 

•f b'J^A 
0. 8 5 ±0. 12 4 2. 1 ±6. 4 1 0. 7 7 ± 0. 1 3 * 

*4>0flll4«-W7«©¥^«±a»tt*S^fo IE*» (4®J) ©jfiLj|K7b7,*->tt, 
24 + 0. 0 1 mg/d U 1 3. 

5 ± 0. 0 9 m g / d L, 3. 24±0. 1 3mL/mi nt'feofc. 11^1/ 7^-> 

It, BUNIi/ h'J'^Dunnet t U 77 

^ h'J'^Du n n e t t t£5to p : * < 0. O 5% b. (Difctsto 

[0086] 2) 

y y Hit (3 2. 0 ± 2 . 09 

%) , ̂ =E^PIf>M (11. 8 ± 0 . 6 9 g / d L) ( 
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4 4. 1 ± 0 . 3 4%, 6. 0 ± 0 . 

0 9 g / d L) ) Ltz (t&Ms P<0. 05) , i® 

h : Mo I Med 4:413-424 1 

9 9 8) 3 I CG N7^X : J Ve 

t Med Sci 66:423-431 2004) t IJlSlMftfit t 

trnffliZtltzo ^ZlZjjkLtz&olZ^ 1 0)j- h 'J r>Ai^li(7)'\T 

'J y MS, ^^P e^Mli^KSJIICib^T^ElCiSiilTfeofro ^7^P 

Xhth 'J OJxm<D^-7 b 2 'J y Hit, ^=Etfn if^mlifcN&lllcib^TiS 

(/ h'J'^Dunn 

e t t&m) o &±ctVs 

Ztt)*7FlVk£tltZo 

[0087] [H2] 

1814*^7 -V haJtf&BMBejIftlcislfS'W h? 'J y hWfc«fetf^yp tf>M 

m -NT 'J y hfl 
(%) 

^^"P t*>M 

(g/d L) 

3 2. 0 + 2. 0 9 11. 8 + 0. 6 9 

ik-Ston <D 
-y v u ^A^E 3 7. 1+0. 7 1 * 13. 7 + 0. 2 8* 

h 

1- h'J^A 
3 3. 9 + 0. 9 7 12. 3 + 0. 2 8 

**©«l±fc»7flfl!)¥J&tt±«*Ril£3S-r. H^l¥ (4fifl) 
U^^*P 4. 1 ± 0 . 3 4%, 16. 0 ± 0 . 0 9 g/d Ltfe? 

tzo / t h'J'V^Du n n e t t * p < 0. 05, G)VcM.o 

[0088] ($£H 3) 

6 jl&lzfclta W&ilSM) S O 3 IZTTi Ltza 

it#® 1 HJ OAikmOSO DSttl^ISCik^t^fCSiffeo 

tzo ^7^°PX hu0Am<DsoD}%mtttMmztt'<xnifex&'Dtz 

(/i^r /> h'J'V^Du n n e t t ^5t) 0 



[ 1600] 

ri ?-i ? r <%n% 
m%±W(D£-± VO?C?i-^W^H £]-J^r74fi H -(-CD 

s%q.?l4L ° (^i ̂ uuna^,fl^£y) 

-1 v OCD&YC* U H -A 
H YnoC^ss °^c^a|!H!z]m^av^-]tlsfll^¥]»lE^S-l VOC0II 
^fY^CiH -AC0 LCft^U- °-n^:i^l?lSII5G)VNy^a)S-lVO 

(tmm) [0600] 

°3STra)?iiM^ kso -o>cu *a:$n ; a u u na^rn /4*' 
°^nM4-ian ? 

%o o L^itsaosco a$to iiSHi 

St "9 + 6 ' L 9 
Y^rH 4-

H YdjC^v 

*39 "3 + 9 "C8 
^Y^f.H -£ 

CO H^qj-

8 9 "9 + L " £ 9 IK 

(<2-4-?% 0 0 L2$£3I v%) 
flSaos 

il 

BSa o sco^fKS^lSf!-!^® 9 5£^SOH * ̂ ikSBS 

[C^] [6800] 

Yqi'li^^ziMT^I'Saos^zi^fY^ri H -(-CD sfi^T ft 
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WO 2010/010909 25 PCT/JP2009/063153 

[H4] 

V attl=i3lt4x«ff&Ka)0 A T - 3 ©mR N A#g£> 

» 
OAT-3CmRNA^li 

(G A P D HJ±) 

»BS 0. 1 5±0. 0 3 

1 © 
•*• h'J^A*& 

0. 4 2 ± 0 . 0 5* 

^zf • *, h 

± h'J^A 
0. 2 4 ± 0 . 0 4 

g + jE*S (4fill) ®OAT-3®mRNA 
OO + O. 0 6 T?fo-otz0 

* ^ h'J'^Dunne t t ^St0 : p < 0. 0 5 <h©i£l£o 

[0092] H«iJ3 

ik-aWi 1 \*lZ$L5-Ltzt£<Ds ita®! 1 

«t& 
it-aWH 1 hlC5mg/k g T^Ptf-fb^ 1 

^img/k gTf*$Ml*]&-^U Ib^ffen 0;lJt^;liJ^Lfro ifill 

tt n = 3T?H^^frofc0 -fbB-^2 1 <fb"& 

& 1 £itJ$8i-5 LfcB^Jt^TAV 7 t: 'J x-r [agtg+3W«j:M[ifc 
< (i5) , WAlZTFiLtz&olzitGmi 

tfrbs ik-£fo2itik<£®n tmmz&mx-z&zttfTikZtitco #fc\ -
Ltzitsm 1 fc£tPfb£#!]2 li, ^XiR4BHit0^lZ^L^J?6 

Ltz0 

[0093] [H5] 

-It£tt2 

(%) ^ 
4 3. 3 ± 2 . 6 4 7. 1 ±7. 0 

1) 

#H 3 fiiJ©¥$fit±«^filM£iFl-o 
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[0094] P G I LT(i:[i:|^SJtTfo£fflM(7)'fb£#!] 

1 (Dj- h 'J PX hi~ h 'J ryix&mtzw^^y hlztign}£5-

LT, mi$w*£iztsif£ms$]m&m4Ltz0 zomm, Miroth 
wmmo&ws soD^o&mts&Tsmmyiim 

(7)^[zPs1;b£OAT-3(7M£T(7)&#[3fc^T, H^?°PX hi~ h'J^A 
£oT, -fbn"^ 1 (7)^- h 'J 

<!: LTliftT^fflTfe-g>^<!:^^:^ftfro 
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TaH-teiC (1 ) 

mi 

R1. /Nk 
R3 R4 (1 ) 
\ / 

R2 N A-D-G-C-Q 

[i£4\ R\ R2lt, ttl"etin±L LTY'J-JU&mL, 

A Its NR5N OS SS S O^tzlts 02£^u 

R5(£N frb 6(7)j£ilifc2frb 6(7):r;u>b--;u£ 

fc(£i£l!ifc3frb 6(7)v^ P7Jl/^^iL, 

D(iN 6(7)7;u^u>^frli7;u^-U>$-aLN 

Gli, oN sN s o^fclis o2£^u 
R3s R4(£, LT7K^^fr(i^il1 frt>6(D7J\s* 

;u£^U 
Q(£N ^;U7t^v;k 1 frb 6(7)7;u=i ;k jh 

(2) 

[•fb2] 

— CONH —S02 —R6 (2) 

(i£4\ R6(i, j^ifc 1 frb 6(7)7;u^;u$-^f 0 ) 

&m?o ] 

[!i^I12] R1fc<fctfR2jb<, 7i-J^iU 

R5^\ 1 frb 6(D7W?iL, 

D^\ j£l!ifc2frb 6(7)7;U^U>£aU 

G^\ O^iL, 
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R3fc<fctf R4J&^ 

Q^;u/t^v;u£fc(£—tesC (2) 

[!i^I13] A^\ NR^IL, 

R5^\ 6<7)#ii!$7;u^;u£au 

D^\ 

QAV ^;u/t^v;u£fc(£—tesC (2) 

13-tzi*2iz&m<Dmn.w*±®:m#\o 
[!i^l!4] R5^\ -< 7?°P tf;u£au 

QAV ^;u/t^v;u£fc(£—tesC (2) 
1 3(7)^-rtL^-iI[zSHit(7)fi14^^:mM^Jo 

[Ii^<115] Qt)K t>)\s7\ 

tmm 1 ^b 4(Di^?fofr-iMiztm(D'm'\$.^±mmM0 

[!fr*iJt6] til!MiH^b5(DUf 

izimv$&&&m^tz'm'\$.^±mm(Dtz&b(D%mj3:£0 


