
WO 2013/133405 1 PCT/JP2013/056429 

m m m 

ftil&Mr 
[0002] ^7°^ ^7°^ KtflC)[tLT^ffe§fc 

Z. t(DtcSb, MUKb 

tf&SE^tlfcO. 2 2 ixmUT(D*yy'^y7 J )[/$~%:WMtZ>ZtlZ£ 

UfT9o 5i®tu©ISP§^33^Ts ^7°^ K7^£^C;#$?L/c^70?1 

K;m£Pi^££^^&^<>:&£o LfrU ^7°^K^ t(D7$ 71113 

^7°^ K©»iCjSCT®tK«^: 

^KEfciKlf 

aci^ttsire&kK 
d ̂  tc <fc y £ i% to £ d 11, RTtg•T? & £ T^\ >E tM$iJ ̂  L T M ft p H 

(DmrnZMftLtcV, ^7°^ 

[0003] titz, 5fi^ -ffill0^7°^ K^rW^feb 

K7^>i^iJ^ LT#fl|-C£>£>£^a.£*i£0 

[0004] K7^>i^ij-m, 

H^s^^Tlffl^xtfK-^^ KLT#W 

t£ (m^\ ftfF&sn) o dtL^oTffl^xtrs-^^K^a^f 

©-?£>£ ($iJ*J£\ 4$fF:£iK2) 0 LfrU 

ti/c|i^#s^j^-eJffifflJ&O# f£#*§14KJ; 
lJs IH Uct 9 tCi^^iE LTl^'i) tht 



WO 2013/133405 2 PCT/JP2013/056429 

zttftobtiT^u (##i^:itnK fohm$uxizm%LT^z>%iWsX 
^©/cto, —MM 

(DTlffl^xtfK-^^f1 WfrZ-aW <7 ^ymMXlts 

mmmoim 
Jfex tf K-7°^7°51 K£#fr7 7 3- ^IfflJWVTtlfrCftJa 

£d£tf-e3\ 

[0005] ±IE©J;9^:fIMII©T«Xt0 K-7°^7°^ K£#fr7 7 ̂  >M£ij0 

I3^5T«i h? < 4^0 L 

y 0^7°^ h'ti^A5/c«), ^7°^ d <fc U ffl 

ftlc&£>0 S/Cs Ktf##t~£d ££&£>£ 

to, ^T®^7°51 K^^Ctt^-T^d^t J; yaft£&5o 

[0006] tctTLlt, 11867^ 0ftfF£jSK3) Ktt, Wm^KD 

T»ie h-7°^7°^ K£ 9 7 51 

tiTi^'So do^ss&is&y-e^ pmfavmwz 
IS^Xs #^7°^ *73-F&lZfeWJifeMlZfe 
ffl Ltl/^o $blzs m$tLfc&'<y3LF®mZM&T&f&lziZ* 
(MHH£RfiCfcto lc, >£tobti/cJUIST-^^7°^ K^$£;H£-ftf§B 

f^tiTi^o d©<fc9^ ^7°^ 

}§$£M^t~&Jli#£lfcfJt~£> d tits ^7°^ 

ZWtZo 
[0007] ±B<DJ:?ti:m$]£L3£±<DmmZ®&TZ>tctf)lZ, -fflll0T*xt°K 

-y°*y°3-



WO 2013/133405 3 PCT/JP2013/056429 

zzti50 Lfru %wm.i 
Kipir^©7?^ y, $ < & £0 g^ 

7°^ H (Delayed Type Hyp 

ersensitivity) Jxj£\£P?W:tl£J!£jltJxJ^A7^j£ Z1 

o L/c 

-e&^Tbs &*7°3- K§!&y £m&T Z> l&K ^ 7°^ K^BCM£ 

HJRt" •i>fEH^i&il"C1fe'i>o 

ftSfiitt 
[0008] ftfF&SKl : SP^^M^m2008/102557^ 

m$$:m : HP^^M^m2004/031413^ 
^£M3: m')M^mm^mm2]\mm 

[0009] IM^fF^SRI : Kai Wang et aL, BMC Bio informatics 2009, 10: 12. 

mmoWiW 

[0010] u?-F<DmMftmzfc\:zmMzm%itzz.£ti:<s us 

t&zt%:mMtt&0 

mmtiffiyktztztibcDms. 
[0011] 

7K;#^if, zKtctttS 

z>m*©^7°^ tz%& L/CQ %tc, ^TK^WS 



WO 2013/133405 4 PCT/JP2013/056429 

s iz, mw.iz£<>jMm$tifca IM$IJIZ-D^XS a tM$y t LTJS 

ZtitzbOXJb&o 

[0012] ttatts *%m*&LT<D%BRZn$t2>o 

[1] 1 mxiz2m£i±(D*73- K £#&/£#£ 

[2] yil^T7^^-x <jis>s ^)\s~3-y, kxfi/'x LK 

®£i£-&-efe£, [i]^iEi6©ii^iij55c^o 

[3] v o A. ^IITKH 
-hWixs 7X11^^-K'J "7 AN XMibt} 'J "7 A, K 'J x^ y —JUT7$ >N K 

Sfia^fottr-efc^ [i]^/c[2]^iEi6©li^ll^o 

[4] ^7°^K^\ K-efe^), [1]~[3]0lN-ftl*NC 

lEi6©ii^li^o 

[5] ^ 7°^ K ifs 2 fflJ^±0 T «x tfh-7°^ 7°^ K it&Xtt 'J > ±) -

^D-[yX^^tsntc*73- K"efe•g)^ [i]~[3]®i\-ftiAMciEi6©ii^lij5c 

$)o 

[6] K^\ IB^lJ#-§-1 s 2N 3, 4, Xtt5JC^f 

T7 $ J IIIB^y ft b ft £ ̂  7°^ K0 ̂ 1"*lfr 1 ffi S tz 2 ^ 7°^ KT? 

[4]£/cti[5]^|Ei6©ll^lI^o 

[7] TMxtfh-y^0?1 K^\ IB^y#-§-1 s 2N 3, 

p(D±m%vxfoz, M^/C&^CIES; 

[8] M~[7]0 

i^ti7Hc§Ei6<£>li^fljMo 

[9] [8]^|Ei6©ll^llJ5c 

$)o 



WO 2013/133405 5 PCT/JP2013/056429 

[10] o]~[9]©^-r 

ti ft £ IBS © 

[in [i0]mi3*6©g££Sfif& 

tlo 

[12] [ 1 ] ~ [ 11 ] © IN -f nAHc is®© s •£ 

£lJo 

[13] 1 m^t2mu±(D*y°3-

tefr&fe iz mmtZTti £ ̂ t,\ [11] tc I3*£© -es iiiMi ©M 

[14] lUTOxmz-a&s [12]lzmm(DMnm%MM(DM&Jj>£ ; 
(1) 1 axti2SJ^±©^7°51 

; RZf 
(2) (D KM^^jgSiitsiio 

[15] ^7°^K^\ IB^OS^K 2N 3, X&4^-r:P$y@£ie^jfr£>& 

•g>^7> K"e&5, [l4]tclB«6©;^ilp^#M^y©ii3s^ 

/io 

[16] lU"F©(a)fcNd;0;(b)^#tJ^«> K : 

(a) [12]HlBS©^^i^J ; RXfi 

(b) (a) ©/^^^©^li/S&o 

[17] JJTF©(a)£J:tf(b)£#ifr*v K : 

zf 
(b) iz^tT$ ym®mftbtez*7°^ (a) ©^ 

mmMvmmfco 
[18] 3£lC£rF©(c)£#fc\ [16]^/c^[17]^IBi6©^>> K : 

(c) 1 M5tlZ2m&L±(D7is^;<y K 
[19] J^T©(a)£J;t/(b)£#fr^>;/ K : 

(a) [1]~[11]©lNlan7iHClBic©E^II^ ; 



WO 2013/133405 6 PCT/JP2013/056429 

(b) 1 2mU±(D7V^s<y Ko 

2 0 1 2^3£9 0tCdM3tl/c0*|I|^dM2O 12-07 

2 3 5 §^#I^dM©M»tC§Ei63tl 

[0013] *wu?-F<DmMftmzfc\:zmMzm%itzz.£ti:<s 1 

tZ>Z£ifZx*Z>(DZ\ 0!la.^ *f$®I©TMxL0 h-

7<X7°^ K^IB-grL/c^^^V^iJ^ LZm&tti&s 

?#£*u 

[0014] 

o 

KSB^^iS^J© 2 4 t\mik(D 

^/E-tt^rlslllw^^HCcfc lJ -?/IU L/c@tfe§o 

[0015] J^Ts *fgBS£Jltmc§^-t£„ 

[0016] T1 -D(D (a) J N T1 ^0 (a n) J N £<££/ T^0 

(t he) j ^IN9f#lEL&^nys r/>&<^tio©j 

t~ §o 

[0017] T7^ yi£$IS©*0|j 

mmt 1 flxiilii®7$ y lilies y 

[0018] r^^yplj 

J it, MOHC^T7 $ J mtmrnizmmtz wm\mikxf7 < J i£*i 



WO 2013/133405 7 PCT/JP2013/056429 

LyitxtiD-:P$ 

t ^T=i— K^ti-ST7 

$ygt (m&\ t K• ̂ v7° 

•'J x r$ >Ils S.t/0-*x*-tz u y) %fa?0 r 

7<SSs WRiC^L/ca^i) 

(rn&\ fr^-tz'jy, J)1 • 

-f^>X ^3-^-y, 7JU*^> K\ 

to smt&mtezmm.* 
mt%h\ mm<Dmm%:Mtz>{t£i^^to 
T, IUPAC-IUB (Biochemical N 

omenclature Commission) CD#£^tt~•§>% — 

©3£^H§EX& 1 £?H§EtcJ; y§B*63*i£0 

[0019] rT«xtf KJ MHC(i 

:major histocompat ibi I ity 

comp I e x)^7X I XHfrT £$nn tl 

s K£3"to MHC^7^ 

I £$nn~$~ £ T $ffl#UX tf K —7°/^7°51 K&®^\ 8 ~ 1 4j®077$yi| 

9Xtt1Oi07$;i^^«i:So MHC^7XI 

-3Xmm^M±lzm^ntc*7°3- K&, C D 8fi14TM^J; y 

CD8PittT«^;^bLT«m#ttT« (C y t o t o 

xic T I ymphocyte :CTL) *kanM~§~ §o MHC^^XII^ 

1 2~3Oi07$;H^ 

1 5~2 4i07$;H^f)^o MHC^XII^ 

^tCj:^T«M±^^^tl/c^7051 K&, C D4PittT«^d; y g£ 

Wtetis CD4mfe.TMMZ%&ittZo 

[0020] 



WO 2013/133405 8 PCT/JP2013/056429 

Zfo-oTt <£ < s £ 

iN0 £fcs 

tl£o 

[0021] 1. *%vmm.nm.m,v} 
^ mx&2tm±(D*7°?- vzmhi&ftt LT# 

[0022] ^cRg^na =&©-?&&< 
% tz&M<DUT K-c&*u*ja\, ^mnommmmz^ 
£ ftZ-* 7°^ KC0$J t L T teu Mx fc£\ T «x tf K - 7°RX?m*x L° h -

K\ K\ m 

Ms IrCf^, s c F vN Fab, F (ab' ) 2St/F v If ©J/EifclfrK' % ^Jb 

^ tf^^T K/^7°51 K\ TI" — ^ • *Y K\ K^D 

[0023] T« 

xtfh-7°^ 7°^ K £ 1 fflXte 2 %m±<ah\ T «x tf K - 7°^ 7°^ K ti 

% MHC^7XI ̂ ftx tfh-7°S.t/M HC^ =7 XH^ttx L° h - 7°® 

iN-ftlts L/c^T, dft£>£^[]®T|ffl 

x&2fflj^±£^:tfl^i=rto-&T, *fg 

K£ &fc\ 2fflJ^±0T 
«xt° £*§£•£&, ^ti^0T«x 

tfh-y^0?1 Kttit&Xtt'J tefflqTtg 

4 'J ytl~ b LTtis AAY (P. M. Daftarian et aL., J Trans M 

ed 2007, 5:26), AAA^NKRK(R. P. M. SutmuLLer et aL., J Immu 

noL. 2000, 165: 7308-7315), 'J >Jis> (S. Ota et aL., Can Res. 

62, 1471-1476, K. S. Kawamura et aL., J ImmunoL. 2002, 168: 5709-571 

5)##plfbtlZ>1f, 

[0024] Ft m 



WO 2013/133405 9 PCT/JP2013/056429 

K, H I 

Rx?7\s)\s?ym&*y>3L bu, 
s^a^©T«xt° \^-7°*7°^ LiN0 

«xtf K&, t h©MHC^tfc5 L (HL 

A) ic^-raitrK-7°^\ mmfeztiT&v, t htit MHC^ 
X I HLA-A, HLA-B, HLA-C^L, MHC^XI 

I#?**, HLA-DR, HLA-DQ, HLA-DPAW§0 *fP£© 

K&, L AJnJlUC 

K^^T^cU^, H L A-A^HIC^ 

Ll\ H L A-AtfLJMK^-ra# 

^0!la.l£, H L A — Aj/CjjiCD T7 'J JUT'fe 

£H L A-A2S/C&H L A - A 2 4 T« 

x tf K-7°^7°51 K£ LT, WO2003/104275, WO2004/018667, WO2004/024766 

, WO2006/090810, WO2006/093030, WO2007/013576, WO2007/018199, WO2008/ 

047473, WO2008/102557, WO2009/025117, WO2009/025196, WO2009/150822, W 

02009/153992, WO2010/013485, WO2010/047062, WO2010/064430, WO2010/070 

877, WO2010/073551, WO2010/095428, WO2010/100878, WO2010/106770, WO20 

11/067920, WO2011/08992HC|Ei6^tl-g)^7o51 

©g££Sfi/£$lRTtg & T «x tf K - 7°^ 7°^ Kd tl ̂  3 tlft 

[0025] K&, 

yi£IB^]fr£>&£^7°51 Kt'fc^T t ct < , K0fi£^7° 

51 K-efe^Tt^lNo HKftK, fc^K't'CIt 2ft Ztcmm 

^mz, B^^7° 
7C©SB9!1 ̂ hblJLT, 1ft 2ft £fcttti©7$ 7II 

s^, m, Rtf/xtemAzntc) 



WO 2013/133405 10 PCT/JP2013/056429 

& Z. (Mark et aL., Proc Nat L Acad Sci USA 1984, 81: 5 

662—6;ZoLLer and Smith, Nucleic Acids Res 1982, 10: 6487-500;DaLbadie 

-McFarLand et aL., Proc NatL Acad Sci USA 1982, 79: 6409-13) 0 Ltcif 

•oXs Ft 

<feR?z>z.ttfxi*z>0 liu 
s L< ti 1 5ft 4ft X&31®£ItP*-t 

§ o 

[0026] ^M%X$>tl&, 

&B&<DW.&Z&Mt2>z.ttf-c:Z2>o ;IiaS£>S^tis 

tfoznzo 
$itis ymmmts mti'*!^ 

*I'I4£ L < titfJzK'lte t(D\^W.L/cT7 $ J WT^<OWik% 
d(DJ;9tis mTLI£7$;SHUM(DXmitZZt 

tRiffixft&o ylitis T)u^~>, tx 

3-vyftbWs ylitis yx^^^ym, 

ylitis 7"u v>s yx^^^ 
>s <?)\,5>$ys -tz >jys hi/^>, 3-u^y, ytetz^^ 

sfoKMJfi^M?z>y^ylitis y^-y, s<u x • -f x -f v• -f 
>N 7°P'J>s 7x-Jb?7->s 

•g> T7^ yilti hi/^->, n^Ssys -f VCK 

t/tC, y litis ^P^>>s h'j7°h7 7>s 7 i — 

S/cs JUTOsaUi^ti^tis 

yil£#fr (0!la.t£s Ore 

ighton, Proteins 1984^:#0S) 0 

1 ) y^-y (A) N ?'J *>y (G) 

2) II (D) N ?'JU^$>I| (E) 

3) 77/<7^> (N) N (Q) 



WO 2013/133405 11 PCT/JP2013/056429 

4) (R) s 'JSs> (K) 

5) -f vn-i *>y (I) N CK (L) N ~y (M) N A'j > ( 

V) ; 

6) 7xzjb77-> (F) N 3-U^y (Y) N h'j7°h77> (W) ; 

7) iz'jy (S) N X\y^-y (T) ; 

8) (c) N ^3-^-y (M) 

[0027] Ltcif-O Xs 

ZX\ *7°^F(D E^llj55c^tcfcNlNTlM^ti^^7051 K® 

m^7°^ Kt<Tmmxtf K-7°^7°^ 

tC7°^ KAW^h'OCTLIfg;£<I4£ "T £ PB kK 
tl£ T7 $ y I£$IS©$Ui 

[0028] S/c, 7$;mm&(DW.m, 
fx 9 L~7$ sm<Dfci}\ D - T7$ y II, XtiT7^ 
< 7 $ y I£*1M1*^©#^T7 $ J mmIZ J; y £ *T o T t, J; l\ 0!Jx 

^7°^ KOM > t^K£^lf£i%a&£fca&i;:N x&^y 
itlli^ffcS L < ti7 $ y $ y •?> z t 

Lfctf? Xs ^*7°^ Fifjt(D*y^ K® 

^7°^K^ D-^ygt 

L < &7 $ y $ y II7°^ K-efe o T 

<£l\ 

[0029] ±§E©J:9&B£^CJQ;LT, ^0^7°^ K©^1ftf£*#3*l.SPBy* ^7° 

51 Ja\, ^7°^ K£g^tgfcffe©$]ff£ LTtt 

, ffe©^^S\ fllft ^itL< 

'J "7—S/c, 7U®^7°51 

PBkK ^7°^ Ktcs Silttijp, ililltlbs WJ vgHblfOM^T^T t 



WO 2013/133405 12 PCT/JP2013/056429 

[0030] 

m^l£s 

2 5 °CN 1 m g/m 0 

. 9mg/mL 0. 8mg/mL 0. 7mg/mL 0. 

6mg/ml_7fc)jSN X&O. 5 m g/m L^i) (D*7°^ K&s 

mznt 
£}§fl¥J£©<£ 1^7°^ 

^-e$^)o LfctfoTs ^^0^®E^llJ55c^tCfcNlNTti^ ^7°^ K07Mcft 

[0031] S/c, *fg0J3£>ll^fljM^ 7KtCft1-£;#$?Jt©S&£}f££a*i0^7° 

^•e&£*§£\ 1 K£#fril£-J; y K£# 

mmmmo^t^^m^otcubiz, mmm 
©SLU^7°^ 

Xfo&tcSb, &Z> mm«-e fgii L T IN £ ̂ TL/^ T?^ T t SO ©H^llffl^-e 

^^iN-rti^©^^^iiLTiN^qrt^^< teztcsb, mmiztttzfi 
$ £„ mmTKZm%tLxm^terns 

IZ&, *f itffill®7°^ K£K(D 
<Kz>tcisb, ±*y^F^m^i±z>ztizmm.xfoz>mtit>i:B>\;\ L^L 
t£lfb, -&%VR(DmM$.7KtC ft ^ S}£®Jt&£if ^7° 

7K;#^©^ET\ 7°^ K(Dmm£t"£ c: £ -e 

&mmm^^ mmizMt^^m^^mmt^tcisbo^mmmmm^, 
tiosfs iA^jre&£0 



p ve L ?i >n £ 

iSfir v@*e~ L¥i>i£i$ is~i v?iagi0 TOSS-LJ ^22 0 

VY^ V 

>^0M~ L Xv^nn^li!^ g?1X > VS vs I 

fi^SI \£1 "£M V¥1 xn .H +A 

1 vri¥^4^^^#«iIWll'MW V¥1-H 

9¥1X > v£ vs U^Sfi^l v-./£ ^v® 

Trmzti'/zwi 1 ^uj-^co^ •££>'wbwtemwf ^-^-1Q?IX 
v 17 v £ v S v I ̂Sfi^SI V¥1 X1 fi0#S£i$0;H vc£- H ^ x* 1 

co^mm'mwmmmvnz&ymmmmcourn* v-^if ^ <3? a 0 ̂  ̂  
\£m$ o£oxns^i0 

v¥i(wifiitii0^§£«^.H +A^A 

- H ,3 x * 1 cDtmmut <% u £ <b v .H 4 A >^A - H ^ x * 10 ̂  5 
0§'i|(5ipi#imxod1M vvosdi>i vi 

oadda v L H d s 0 H d IAI vsdd03A UdOdA vianoo v 

nyaxo voio~ian vSHao 

2 v?ixn \£m$ 1:0000] 
vn (1 

&£ vxn^^W0^n^3r v¥]¥£i 
% <2 £19P 21 mm f® ° <2:1* £ n*e ? <2 O X n iii£^! X O SP 21 Mf® £§ ̂  ¥1 

^i^oxna^mci^s • L^¥ii^xn^^W0^ii 

^31 \£m$ 0£4¥dm^2O#^®lii£££i^riMf®£|Ei= vxn$$ 

qiM0SH^3I <2V¥R \<2£m£^t\ vi2 2 

iOC21ffiffif0W ^y^-H„qTWi0¥?g( 

3Sf^iS?vnn!^tn^2£4£ii£^a^a 

03if?^f^i?viXI*<b^ 2 %-fgmmxmwm^ V¥KWHnt 
max#y<24-mM%&y!i&&<24-&-mma)^%i KWXMMW^^ izrni 

6£t9S0/£I0Z<IfAL3d £V S0t££I/£I0Z OAV 



WO 2013/133405 14 PCT/JP2013/056429 

•ttzztz^?o %tc, T^ygKDttJP^ SB9!l#^K 2, 3, 4N X 

& 5 y 1113^00 N^s/ctiC^iiytc, 1 

^mWlS^ZZt^Oo 7$. JWi(DW.Wkt LT&s ^Jxtftui£(DUfetf}7 

$ y If b ti £ o 

[0034] *fP£©^2i^£$Kc#£*i.5'*;ff1 K&, 2£^ftKfF#3*l£i&©M 

-efe^TtcUNo LT^ T7^'J #11 CJ51 

^ A, ^j'J'i'A, f" K 'J ^ A&£:) ^COilL 'J ±*I#S (tlJl>i'rJJ± 

s £0i*N (^^j^y<ys X^JU:P$>N X 

^ y-JUT7^ >&£') (drlls 7°Ptf^>I^ 7VJUII, V 

u-r>ils Melts 'j>=fi£, giti, 

p<^>X;U/1N>II, *yizyx)\sftym.te£) t(Di&, JkzfMW& (±^it. 
u>m> sist ^b7K^n^^) t<oiktfmtft>nzo 
LTtis 0!Jx.^ WM.t(DikRXfikM.t(Dikif^i/i £>ti£0 

[0035] *WR(DWmRf&W3.s K£#fr0 T^^MJ t&EMI 

j$m<pfrM(D®]m%:<k[;z>tcSblz-\-fitj;*70^ K0M^^9O ^tg#fciu ^ 

ic®frl*UC£lN-C =!a§£TM 

xtf K®Jl^»^#s^cj^t~£TM£WE^jQ3t±-

^7°^ K^T«xtf K-7°^ 

7°^ K-e&£iI£\ ^7°^ 0. 1 m g ~ 1 OOmg, fcfS L 

< & 0. 25mg~50mg, cfc lJ £f ;£ L < & 0 . 5mg~20mg, M ̂  

fcF S L < t£ 0 . 5 m g ~ 1 Omg, it t fcF S L < & 1 m g~5 m g©f|©fi 

McDmXfo&o [sTmM$tiZ*^nlztes ^ 

K®;fJt^ O. 1mg/ml_~100m 

g/mL, £? S L < t£ 0. 25mg/mL~50mg/mL, cfc lJ £f ;£ L < 

ti 0. 5mg/mL~20mg/mL, M ̂  S L < ti 0 . 5mg/mL~ 



WO 2013/133405 15 PCT/JP2013/056429 

1 Omg/mL, it t L < & 1 mg/mL~5mg/mL(D^CDHM(D 

[0036] ^7°^ =E)\swt LTMiR^tlTt WX& 

, ^7°^ K^T«xtf 

0. 1 M m o L ~ 1 00|j,mo L, £? L < 0. 25ju,moL~50/j,m 

oLs <£ y £? ;£ U < & 0. 5|iimoL~20|iimoL1 M tC £? ;£ L < & 1 M-

moL~1 OiiimoL, it t ;£ L < & 1 ^moL~5|imoL©flO(DHM 

(Dw7:-foz>0 attain 
m<Dmm&J$^Z]ntt&*7°3LF(DimJ£te, 0. 1 Mm o L/m L~ 1 0 0 
ju, moL/mL, £? ;£ U < 0. 25|xmoL/mL~50AmoL/m 

U 5|imoL/mL~2 0|iimoL/mL, 

L<ti0. 5]iimoL/mL~1 0|imo L/mL, it t £? ;£ L < 1 Mm 

o L/mL~5)timo L/mL ®PB^® "£'&•?> <, 

[0037] K 

[0038] *fPJ!<Z)glg$fij£$U£s ^7°^ KtCiQ^T, i^attT7^ 

S£#fr0 

t IZ& y N 7KJt 7°^ KT-fe^Tts 7k)&M(DiKMXM 

[0039] r±^stt7$yiu yit£^9o >j 

*>>s TJU^->s *m%(D 

dti<b©±ttl4:P$ JW& 1 ffiX&2ffi£Lt#frc:£tfT?$ 

•So ±^S147$yit&s Li, Dgy^iN-fti'efe^TtJ;<, 

titc, ^(D^WsXh-o *m%(D 
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LT&, 'J *>>%.& 

7)\y^-yi^mibti&o gttTJU# 

-yxfoz>0 <fcyjfti£S1£7$ jmtv.-yji^-y 
xfo&o ftizmfe 

izlts 2mg/mLJ^±N fcFSL<&5mg 

/mLJ^±, cfcyjfS L<&7. 5mg/mLJ^l, MtC&fS L < 1 0 m 

g/m LJ^±, ;£ L < & 1 Smg/mLJ^it'fc^o a'WilCD-tiftKti 

rg^pDp^jp^#A2 oo 7j mmsm 
*t) izmrn(j)-sk±{tmm%m&t& z. t $ sQ j^Taitij©ii 
£\ L-7Jl/^->® 1 S0S^li(i2 0 m g "efeSo Lfc^T, * 

yit^ LT L -TJl/^r 

L-rj\y^~y(Dm^t 

LT, 2 0 m g / m L J tOilt ̂ IjR t § I ̂ $ § (*fgB£©g2j£$| 

1 m L}x-§L"3"'2>*i'n) o 

[0040] 

J&S£#frCl £#•?$£>„ TJ^SJ 

% 7Ktc;Wfc£$tC7KI£tt^:*>££i;£^ 

SfefeSo s/c, p-'j — ->ri/V7T^'®£iatiH ^Shti7°p 

LT~fi^£JFMLt#§^ff"e&£o TKII'fb^- h 'J 7A, 

lt^ S'J ^7A, S'J ^As S'Jx^y-jU^^v, SP^^^E-

;k &tM £*i50 

LIN^IJ^ LTti, K 'J ^7A^t/^I|7K^^ h 'J VAtfmfbti 

Zo MM1- K 'J 0AK.xfmM.imi- S 'J ^ A ti, 7Kffitl©M'efcottxt 

l\ Ll^MM§"eW:, K 'J £ AXtt^OzKM) (0Utf 

, N a 2 C 0 3 • 1 0H2O) V$>£0 ^BM(DmMM^lZ^SHri>ikS<D^ 

sit, %&&]-?fcZim-SlZl^ 0. 5mg/mLJ^± 
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, SfS L< & 1 m g/m LJJLt, J; y L < & 2 m g/m L J^±N 3 

fcF S L < ti 3 m g /m LJ^,±% L < tt5 m g/m LJil±t'S)l)o # 

J; y 

s 0!la.l£s r|l^pnp^Jp^#A2 0 0 7 J (E^qq^JPMfla^I^ ^#0 

m±) z t ̂ 'T$ sQ J£T>EM© 
*II§K K >J 7A 1 0**0$) (j^Itf" h >J 7A 1 0**0$) : N a 2 C 0 3 

• 1 0 H20) 0 1 00i^ffliH:2O. 8 m g K 'J 7A (N a2 

C03) tC^W"T^^7. 7 m g) T&£0 L/c^T, *fP£©g££$&/£$] 

*fg0£ 

K 'J 7A 1 LT 2 0. 8 m g 

, mMi~ K 'J 0 A(D)ml?zt LT 7 . 7 m g/mLJT0;lJlWt§^ 

tfT$£ (*fP£©g2£Sfi/£$l£ 1 mL^tS^) o 

[0041] LI^MM§T&, Mnxte2mu±(D*7o 

^ LT#<^ ctysfs 
Ll^MMtTte, *fP£©g2£Sfi/£$lfciU 1 mX^2miil±(D*y0^ K£ 

#&]$#£ LT#3^ h 'J 7A«:tt?o HtCjfS 

Ll^MMt^ *fP£©g2£Sfi/£$lfciU 1 fflXti2fflJ^±0T«xt°K 

-7°^7°^ LT#^ h 'J ^A£ 

[0042] *fP£©g2£Sfi/£$|tt, i&miZJ&UTs Elp°piMM200 7 (^* 

S^tt) JCiB^O^M^SB^-r-SCl^A^T^So iMtLTIi, mZ-tt 

, S^IJ (i^fO+fJUP^A, 7 0 'J JUmki- K 'J 0 A, ^-7'JJU;7 

$ y 7°P t;X^T7'J -tz>j >s *0|j tf-ju^jup-jk 

/1N°'J tf-JUL°P 'J KX ^JU-tzJUP-X, th'P+i/^fJHzJl/P-7, 

Hh'P + i'ifJUzJi/P-^f) N K'J ^A, gffltlb 

:PJU$-^AN ^°'j v;u^— k v^p=f-;k f+xh'J k 

KP^r'v7°P tfJUizJUP — Xs £ KP^N>7P tfJUizJUP — X=f) s flitM 

Cj-tz'jx 7°P P—;k -tz^y-Jk ^y'JX ^ 
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£ 'J JislfcMi- h'JO Am s fmste SU ("tz * j -M *° >j * i> y 
-tz^JUx-^Jk p=f-ju|f) s ilfti (7" K ̂  Us D-VJU 

tf'h-Jk D-v>"K-;k ^'J-tz'JX ikiti-F 'J£A#K pHil 

SO CJ>It±^ M£±^ 'J 

h'J^A, TKIt-fb^J 'J 0 AN ^ All®TKIt-fb^H) s i^b^J 

, S^bSU (*£'JX 

, $MHzji/P-*N 

V^P=T-JH§0 

[0043] 

tCl^3ti£7Xfe&mZs *7°^ K^;§® L/ctts ^K#5^1?T 

tC^T, i^iJ-fbO®^ ±§E©c£9&^M 

^iiitfcj:^ ^mmzj^cxs ±> 
7°-tz;u^ij, mt iPiiSiJs t^ijs ->P77°§js ?LSJs aiiifflii 

[0044] *fP£©g2£Sfi/£$lfcJU LTJl#t3tl£ 

o awt 
00*.^ }%mt LTs 7KS ^H#±MTKS ^t/'J 

ti/c;M7K (>iltffl7K) SWt ±*& 

#3S<b£!k £££!k &#£!k $&lHb£!k 

£ 5S^#O zt1?X^& o >EM © p H tiN tz jfo i; T N P H liHSll iz £. 

vm&tzzttfxzzo PH& 

6. 0-11. ooimmx&zztifft-z L<^ 7. 0-10. 0®l5B|-e 

fe-g) d tif£ y Sf£ IA\> pHilSI&Ki, 7X11 

Ibf" K 'J V ARtfi&Mtfftt L < LTPi^tl/c*fg 

0^011^11^^ &T&I1 j£l*l>Et^ XMl*ll*l>Et^tC 
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[0045] mmm 
±§E©aM©<£9tCpi^ftfc£ljM£/W:PJU^C^ilU ,n 

^m*tz>ztiz£^xmMtz>ztifx^z>0 %.fa&,&<Dmzi^ &$?& 
LT, mnMt 

II (7'JlsZl-Zs Ji'JXU-Xs ^SsJlsU-Xs 'jy"U-Xs "tzK^7°yP 

-x, Ijtf-x, -vyy-x&t:) , -tzn^-x, *fy 
f^W-7, ^ 'J tf^ — Xs ?L$t, Vz'J-X, VPhU/NP-

X, 'fVH/AP-X, ^EIM, -f 7-9-v2jP-X&£f) , M^JUP-JU ( 

yjutfh-jk 'Jtfh-Jk v>-N tf-jutfp'j K 

ViiillLTU^, *%m(DWMRf&'¥!!}Xl3.s ±§E©<£ 

9 £ SsflP L ft iNii^-e$> o T t,, L, 

[0046] max 

, mmt Lxm^btiZo SlMcai^J^: 

TK # £ f £ d £ 'T? $ £ o 

[0047] Hh£#frPf?[JI (m&\ 777, k ^ 

h, 7+^3% TO, -f 7s k.V*Js 7"3\ 7^X 77, +J-Jk 

tL, &3;L<& 

L kCttLT^ffl3ti£0 

[0048] FfDmWzfcU 

T, ^7°^K^T« 

xtf KtfG* 

f LT, fc^ic^-rac: 
ttfuzzo *wn(Dmmmmmmmmm&(DTmm±ti K 
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*II=K *fP£©g2£$&/£$lfciu ilffi£££*Xtt^irr£C:££glft£ LT, 

[0049] L/c^T, *fP£fciu 1 fflxti2fflj^±0|fi^#a 

^a^cDTMxtfK-^^ K£#&/£#£ LTt^ 

flJ^£Jl#^-£o s/c, *fgB£(£>ll^fljM^ 1 ffiXte 

2fflJ^±0H^#a^a^0T«xtoK-7o^7°51 KLT 

fr^gi477$yi£&t//x&i£g£#tJ\ 

mmxfo&o %tc, *fgsj^ ifflx&2aj^± 
<Dmmftmin.wLm*<DTMm^ LT#<^ & 

mi&mzmfct&o 
[0050] %tc, 1 fflXti2fflJ^±0|fi^#S^a^0T|ffl 

flSxtrs-^^ K£#fr*Ii=K 
T^^tiTtJ:lN0 LfctfoTs 3y©^MI*§tC£lN"C *fg0£(£>ll^fl 

1 fflXte 2fflJ^±0|fi^#a^a^0T«xt° K 

^f-yxib&o 

[0051] f# 

tcPB^s nt\ ^mm.nm.m%iz#s n£ T «X t° K - 7°^ 7°^ Kmm 

mtLx&s s^sm ?L^ mwm, ±mm 
\ #3S^% #1^111% /#MI^IHN J!?^ 

II'l4#it'l4fiiMs &t/i^l4#it'l4SiM=ftf b ti Sfr\ ZtiblzMfe 

l&l\ 
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[0052] 

s, ft&fc&zm&tztctb 
(DTV^j^y h^/u-etja\ 

mmmLT) terns 

^ZLA-> F(Dmt LTti, 0!la.^ ^7P'f>h7i/'a/N'Vh, ^^7 

P'f>h7^VK GM-CS F^<Z)ffe©ft^$y$[if+M h X +f 

*°->N 7^K7I'JX Cp 

G^1; =r*?K\ /^T^DNA, >r•; 
ttfTt* jtitR (0lJx.W^ CL i n. Microbio 

I. Rev., 7:277-289, 1994) £sBffc©t» d £#-?$ So dtl 

f,074>iA>h(i, 2m&±(D7i/^s<> h£§I 

[0053] 7VZLA> Kifm,7Xli®*>©•?&£>*!£•tCt£N ^i7^'a^>h^ &£ 

7 $ 7 St^tZ/XMS £ #IZ * 7°^ K £ ;§® 3 tt £ 

> h^M7yi/^> ^7vi/<'V Mis ^70^K£ 

^^0^®E^ilJ55c^^^AP"r^d<h^fS Li\ dcDif^-

% 7is n;<y F%zM£lZ$ltWtZ>ZtlZ£-oTs x a V f £ 

7°^ >£147^ZLA> h£;Ill=rLTJI# 

t£ d t iz J; y, ^0^0ll^lI^^?L'fb^iJ^ LTii^-Ti) c: i: A<_e$ 

tc<fc y% X7Jk>* a y(DMBttZ>Ztfi*T:'^%0 S t(D% 

lb»JX&x7JU^a >&, J&~F&H jSfim XttS&fcfc 
>it^cj;y, ?L<fb 

^ijxtixv;u^a vti, j£T>it^<fc kh 
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±iu^y VTV^j^y Kzmzmfetsn&frtt 

[0054] 2. 

%tc, *fgB£tt, %o *wmw. 
tiS7K14;#£S^i^g'l4:P$ JI£&t//X&i^S 

£;#£? LT, i&S1fT $ J MRXf/Xteik££#*?§&£fFJ$ L^ 

§£TK;#>Siz*y°^ K£L, ̂ Sf5^1?T&ftKOT&KfifcoTMgiJibt& 

z.tiz*vmitt2>z.ttf-i*1*2>„ L/c^T, *5i^OiIMti©iil 

i^SttT7$ y I£&t//X&^S£#fr7K;m^ 1 ffiXte 2m&L± 
(D*7°^ 

[0055] >Eltffl^Pii^ti/c;M7K (m&\ 0;»JS^c*I£3tiS>E 

7)\s^-y) Rxfiks K 'j ^su 
TK/^^^-T So Z(Dt%, *5§&*-C©i&S1f j7 $ J I£&O^S©}f Jt 

JmRX?i&&V>mms ^7°^ FO)7klztttZ>)M%&s Mt/tc 

D T, i&t^f S £ «>: ifU$ So 

[0056] smt LT L-yj\y^~ y %{£mt Om 

9 / m L ~ 1 OOmg/mL0lg^IjRt§c^i)^$^o )IJg©~FHtt 

N £f ;£ L < & N 2mg/mL, 5mg/mL, 7. 5mg/mL, 1 Omg 

/ml_N X&1 5mg/mL^1-i,:^<t^o S/c, )IJ£©±H&N M 

,^_fc£\ 2 0 0 7 J (E^lpp/^JP^ytjs^lB^N sfli-S^lxtt 

) I^TK 

iTJky'a >£L/c^ 1 m L Oi7Jl/,y a lJ ^ts^CJx-^ 

^tiSo S/c, L/cil^, m 

IpDn;M*I2 00 7j tC<£tU£\ J^T>Elt^J:S 1 2 
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0mg^5o Ltctf? X, J Wit LT L-7)\,%~ L 

tcmSlZtes ±B7K:^^PX(DL-TJU^-y(Dm^tLXs 4 0 m g /m 

[0057] &££LT0iMi-Fl)VJx2.te;Z<Dfr%Mt}$:&mt2>1m'& 

ICteU wM.i~ K 'J 0 Ltz}m$Lt. LT, 0mg/mL~20mg/m 

)lJ£©~FPBfciU 0. 5 m g 

/mL, 1 mg/mL, 2mg/mL, 3mg/mL, m g/m L 

tzzttfxtszo S/c, ;fJt©±W^ rn|^pnp^M*J|2 0 

0 7 J L 

s ±§E7K;#>S*T-®;fJt£iIJRLT:& 

<n\ m 
^w.<Dfyfe.7Z'=L/<> FtWbS • JI^LTxvJU^ a >£: L/c^ 1m 

L©i7Jky a ytfj&T&itfKJ: y ft £>„ S/c, Mi: LTj^ 

I£f" K 'J 0 A 1 0 7(mMi- K 'J 0 A 1 0 : N a 2 C 0 3 • 1 0H2 

0) ZimLtcmS, rElPDn;M*I2 00 7j KJ:fttf, BiT&ttiz 

J:5 100S^ili2O. 8m g (mMi- K 'J 0 A (N a 2 C 0 3) 

W-?Z>tl. 7mg) L/c^oTs SSh h 'J ^A 1 0 

Ltcm^izlts ±IE7K;#^^"e®^II^- K 'J -7 A 1 OTKffitl© 

)mJ?zt LT, 4 1. 6mg/mL (j^I£f- K 'J 0 A&WXH 1 5 . 4mg/ 

mL) N 

[0058] J &RXf/Xteik£Z$te&!m%iZWl& Ltc<£, 
\ 1 ffix2 mU±(D* 7°^ K %]&&•t Z>o 2 a£Lt0^ 7°^ K £;#£?f £ 

^ pzmmz]m%t&zttxz&tfs 1 
Zt&$?£ IA\> *7°^ FZ^MZ-ktZMSlZ-D^ 

Tti, mn, 
UT, P HslMSlHcJ: y p H^iiLtt<U\ H,\p H(DWiMt. LT 

&N p H 8. 0-11. dtUCPB^Sft 

&fc\ ^7°^ K}§®tt©7K}§}t© P H tia^±IE©ISH^ 
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Xfo&tctsb, P H 

[0059] ±IE7K;m^-e0#^7°51 K0;fJt^ 

9^ ^7°^K^T«x 

K0*II=K 0. 1 m g ~ 1 0 

0mg^5o £tc, 

FtWbS • JI^LTxvJU^ a >£: L/c^ 1m 

L0i7Jky'a Lfctfo 
T, ±IE7K;#^^"e®#^7°51 K®;f Jtfc^ 0. 2mg/mL~200mg 
/m L(D&mfrt>MlRtZZ.ttf-et*Zo ^70^K^T«x 
tr F-7°*7°?- ±IE7K;#^^^fc^S#^7°51 K0;fJt^ 

1 mg/mL~20mg/ml_ ®I5E|75)N S Z11 ifX'x^ Z>0 

[0060] £>£>W£N LTWtti^ tlTt ct lNo $|J3_ 

^7°^ Ktf Tffljfei tf K-7°^7°51 K"e&£t§£\ #^7°^ K©#^M 

tis ®^\ 0. 1 ]amoL~1 OO/imo LT'feSo £tcs T||^xtf h — 

7°^7°^ mw<Dfo&7V=L'<y\*tM'& • 

JI^LTxvJUy a >£: L/ct^ 1 mL©i7;k>* a >7^j£T>Et^C <£ y Ml 

L/CT^T, ±IE7K;#^^"e®#^7°51 K0;fJt 

tiN 0. 2|xmoL/mL~200iU,moL/mL CDl5El75)N & Z. £: 

tf-C$£0 ^7°^ K-efeSil^, 

±IETK/#/SI:I:I Id & tj" S 7° 51 K (D}m& tiN 1 (imoL/mL~20|imo 

L/mL ©ialSfr^jSJRt" S d ttfTtZZ) o 

[0061] 2m&,±(D*7°^ ±B37m:£itplZtitfZ&'<70 

51 IH—T'fe o T & ct < N H&~o T lNT t cfc lN0 :§/^7°-31 KCD/H 

S i4s"n\ 7 "51 K(D"/!sf3z.SM/S^T'IR] t. UXi> <£ K % 

^i/jUfen—£ Lri<n\ *%m(DWM&f&'¥mz]D^Ts 

[0062] ±$^mmz*y^ ^zmmistcmzs ^z*tc ̂  -r 
s §!&!Hb-r£C:£tf-e$£„ s/c, ^7°^ ^ic 
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Jfc UT±IECDct 9 Jktf/X&TViL/^y K ^;^iP LT t cfciN0 

[0063] §1=rtC^ m^s ±§E©<£9tCij^L/c^7°?1 

iliL, ~7 y 7°Jk 

• iimto 5iiMaiz&N ®j^t*N o. 

[0064] S/c, ,1i^S£4£§!&y©ii£-tCtiN ±§E©<£9tCiJ^L/c^70?1 K 
~7 y 7°Jk /^7Jk 7°^X51,> 

tc^t±i Ltz^ks ;^nf£'Jtztiz^vmMtz>zttfx^z>o 

mi±u ^m%x& 
tu£\ feg-MiR?iffi-e$>Zo 

[0065] ^7°^ Ktf T«xt° FXfoZ^tilZlZ, K 

t(DJL^)lV By$kMttZZ.t*,Xt*Z0 ±§Z(D£?lzm$kLtc 

^7°^ K;W^£3i§;MU Mm^TlZ^^Xs 5ii;M Ltc^TV 

2/ohtms • m&t&ztiz&v, j^?j\,*s3ymMzm$ttzztt>< 
-e$S0 ^7°^ S £ S^s 1 : 1 T? 

i7Jky a i^l*! 

If "Ctl 9 fc£% ^Sl/JlElSlIf t<- <£ *J /JlElSl L /c^Hb^H^: t^Tfr 9 il titfiX 

S/c, X7Jky a 

E# IZ £ I vX*T o T t J: l\ m^(DMIS JC £ ̂ T 

Its Jx-§Lt"SiSfu~ 2 40#^futcN :> 'J ±IEC0ct 9 tcfMlii 

h£;Fti=r • m^Tac: £tcJ: yN i7Jky 
a ymnM^fi? Zt^X^^o ±§E0<£9tCpi^ti/c;^$£ 

'Jti^iJ^m&Ltc<£, >iM^|W|«tC, *> 'J >^^ffil\tx7Jk>'a > 

[0066] 3. ^filB^® >y K 

^wmzztcs (a) (b) m 

[0067] \*lZ%.m&,&mft\£LT$£tiZ*%BR<DWmffif&yt}te. ± 
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*7°^ Ft LTTMxtfK-y^^ K £#&£££ 

H^#S^a^©T«xt0K-70^7° 

7° 51 K ti s 1 fflllT' o T t ct lN0 

[0068] *fgB£©*y Mc# i: ft £ if !*/£&&, 

lUSftfcMS* OittfflTK) s 
s if !*/£&* 

K £ ;#$? £ ttT&l^T t ct lNo 

[0069] *wm*v K0&BS&^MI*§^ iB^y#-§-1 s 2N 3, xti4tc^-r 
jwmmfrbtaz*??- K© 1 ffixti2ffiiu±£i3!£$£'jf, 

^IJ^fr^iJ^ftS^';/ KT'feSo S/cN 

»IM§^ IB^S^K 2N 3, 

51 K0 1 13^#^ 5 ^II 

mwbtez>*70^ K £#frif«/£$fr £«/£;* ft KT-feSo 
9 K CD^iJ <h LT, I3^J#^K 2 N 3, X& 4 y I£l3^lJfr 

13^0 fr ^ & s ̂  7°^ K £if j*/£&fr £ lt/£ 3 ft £ * v S tf PIf ̂  tiS„ 
[0070] *fgB£0^>;/ Mi% ±§E (a) &tf (b) tCjQ;LT, (c) 1ffiXtt2ffi 

J^±077yzL/<> f#M£3ft& 

l^\ ^7P^>h7^'a/^h, 5^7CK > hT^zL/O h^®>£ 

[0071] ±§E*fgB£0^>;/ KTii, 

ti, 0. 2 m g/m L J^±"efeS C ^ S IA\> Ll^MI*§"e^ 

7°51 K® il$l;jiJit: 1 mg/mL~2 0mg/mLi;ft|)<J:9 tCM+i 

J$£tT9o feSWi, J: 

9 «JP3ftTl^iI£iC^ &*7°3- K©lt$t;fJt^\ 1 Mm o L/m L 
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~20jitmoL/mL 9 T £ cfc l/xc 

[0072] >E»J<h* 

*/ V y*Jm*R^X7¥ =L/< 

y Ft )tt,n • Mft L /cti, tc L T t J: ̂ o 7ViL/<y F 7 *>* 

n./*y • Mfttzztiz&v, 
i?Jkya>i:t§C^^$So a V tt&^ns WM&M&fy} 

tm&tz7it=L'<y h©iit mnmm^t^mttz>z tmis 
t>\ HitL/cXTJUy a >&s LT^iCtx 

T«xtf K£^frllM&j3ct)©i§£tC 

(i, i?Jk>'a > 1 m L£j£T>£t!f|ffcJ; y, S £ £ 

^T?$S o 

[0073] *fgB£«:3:^ (a) *ll©ii«t M (b) 1fflXtt2MJU± 

©7ya/^h, ^©if-o-s htestis^ 

^B^0E^mm^tiN *&©£!£«&$$]-?&& ztifWZ IA\ 03 L < tt 

s K<h LT 1 «&2fflJ.;U:0TMxtf ^-70^7031• 

K£^ J: y $?£ L < lillHIS)iftS©T*i tf K-7°^7> K£ 

#k\, 7V=LJ<yFte, ^±yu^( y FTV^/<y 

k 7K±7 n-f > h7i>'a/0 SH 0>fi'l47 VZL A> S£fc?3; L < 

t1f-Qx*%o EHMtJt7V3./<y S&N V>jyvm%m^rMS • MW 

t&ZtlZ J;yN I7il/va ytt&Z.ttf'QZ&o IMIM Lfcx?jky a > 

^ >£M£ LT^tC^-rSC^^-eS-So T«xtfS-^^K 

0!l*.l£% X7Jbi/ a > 1 m L£j£T>ittlftC 

[0074] L < mm^xf/^tyv 

ZL/Ohtis $?£ L< *f§B£©*y Mc 

JiM&#§§©$!J«h LT^ mxits tfkk JU7)\S, i/'jy*/ 

^ XXli 7°^ Xf1 y ? (D J: 9 ftffSo ft £ L < tt 
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(Dtcsbmm^^^u^^o m%-i£s 
xvJUv 3 yomMJjfe, XVJUS/ 3 ><D&^:fr>£iF£^f; U#So 

[0075] *%m(D*v Mi, ±§EJ^0ft!j©=l>*o-*> S £#A,-Ct> Ja\, 0J*. 

liSiSiJs ^.Rftk mm, ysOlst-s its y'j Vv&t/^T^cll 

LIMMP >*°-*> h£ 

#*?#£>o 

[0076] J^TN 

^1»J 
[0077] K : 

Khlt, ai K£-&J3CU/C0 ai 

K0^iJplti5. 2-10. 4©i60-e&kK ^ 

tL^tL^^AWcC-SCl^A^^^tL^o dtlb©^0?1 Mi. «P$* 

T ##gt>mm ̂  tiT ̂  s mm^m^Ws a-??- K-e & s» 
[0078] >Eltffl7K : Ltc0 

[^1] 

K£ r^/Mga^j mm^r «pl (^fc^pKa) 
^7*^ K —1 SYGVLLWEI 1 6. 75(6. 48) 

K-2 EYYELFVNI 2 7. 90 (6. 80) 
K —3 KVYLRVRPLL 3 10.4(9. 72) 
K-4 IYTWIEDHF 4 5.20(6. 05) 

•^T"^ K —5 RYCNLEGPPI 5 9.60(8.08) 
K-6 RFVPDGNRI 6 9. 09(8.02) 
K-7 SYRNEIAYL 7 9. 45(8.10) 
K~8 EYCPGGNLP 8 9.67(7. 38) 
K—9 VYGIRLEHF 9 7. 60 (7. 53) 
F —10 DYLNEWGSRF 10 6. 95(7. 13) 

[0079] (tbi^y 1) 

H 1 K®^D^^lJ^Pi^-rS/ctotC, >Eltffl7K 1 rn L IZS 

m izmm<D*7?- K^^ti^ti^AL/co y&x 
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tOXks (0. 22|xm7<J^-) LT 

[0080] ^^h'0jSAi(i, 2-2 Om g0|5H-e^b^^ 

n^mWkLtc* ^ 7° 51 K — 3N 5, 6, 8, 9tC-3lNTti, l 

©JxAmtCfol^T£>tlfco —Jjy /N^751K— 1 , 2% 4N 7 

% 1 OtC-3l\Tt^ I^Lfcl^tl^&AmtC&^Ttat^lJ^fSd^ti 

o dtl^®^"?1 KtC^T, 

^7o^K-7^0. 5mg/mL©lJ|tWaiW^i 

^0^7°^ KtiO. 0 8m g/m L OiltTtaM?: 

c £ t£-e $ ^ tc o 

[0081] (^IMJ 1 ) K 'J Ki£P*>Ett£ij0ij^ 

mMi- K 'J "7 A 10 (N a 2 C 0 3 • 10H20) 41mg 

7K 1 rn L tc;£® U mti- K 'J 7A^ait^7K^t#/c0 tbl^ij 1 Tiiltffl 

7K^;#^L4^^/C^7°51 FIZ-D^X, #^7°^ S/c 

totC, ^II^K'J^A^aitfflTKl mLtC, ^7°^K-1, 2, 4, 7, 

1 0£^tl^tl&AL/co ^Xm$TZ>Zt\,Z&V&\{.tc*l?3- F(D± 

m&mwvui- Fmfazmm[.tc0 %bntz*y° 
^ K5§&£ 5ii;M (0. 22,im7^M-) LT 

[0082] ^7°^K^AM^ 5-2 0m g0|5H-e^b^-&, &}f Jtf£febTiEM 

£iJ^L/c0 ^70^K-2N 4 N 7 N 1 Oti, §^L/c^-ftl0&AMtC;l3 

^7°^ h*- 1 CO^Ttt, 9 m gC^AtSt 

b tiS <1 <h #5IB£3 tlfco &fc\ ?#b ti/c>EElHWJ© p H t£% I\-f 

tit, mmt LxmLtcpHommp^xh-otc (H2) 0 

[0083] (^»IJ2) KfPlMiOil 

L -T)\y^~ >4 0 m g 1 m L tC;#$? U T7^^-># 

ikl^J 1 T}iM7KtCL4^^ /c^7°^ KtCO^Ts 

y^VCO^Mfr&m&tZtzltolZs 1 m LtC, ^ 
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2, 4, 7, 1 0£^tl^tl&AL/c„ 

£ y &A KI£H§&£II 

MLtco ^(D^s mbtltc*??- K;#>S£3}§;M (0. 22/irr7^M 

-) LT 

[0084] ^7°^K0&AM^ 5-2 Om g0|5H-e^b^^ &}f Jt^&feb--e>Ett 

$lJ;OJ^L/co ^7°^K-2N 4 N 7 N 1 Ott, §iti£L/c^-ftl0&AMtC 

>E|^IJtlfco ^7°^ K- HC-PT&s 6 m g ®}£A1S 

b tlS <1 <h #5IB£3 tl/Co ?# tl/c>Ett£lJCQ p H tis l\"ftit 

Mlt LT^SL/cp H0|5H^|-efe^/c (H2) 0 

[0085] (^»J3) J$mi- K 'J 

wMi~ K 'J "7 A 1 0 7X^^4 1 m g $.£/!_ — 7)\,^~y 4 0 m g 

TK 1 muc^u K'j^A/7j\y^-y^Mmm^mtc0 mi 
izmm<D*y^ F<D&mgiffl%MgiTz>fc&izs mt± K <J ^A/^JU^ 
>-a^>Eltffl7Kl mUCN ^1 K^tl^tl&A Lfco &U. 

TMfttZ ztLZckV & A L tc* 7°^ K ©£M £5§fl?3 7° 

^ Ltco %btltc*^^- K;#>S£3}§;M (0. 

2 2|xm7'fil/^-) Ltaffl^tl/co 

[0086] ^7°^K0&AM^ 5-2 0m g0|5H-e^b^-&, &}f Jt^&feb--e>Ett 

£lJ;&fJ^L/co ^7°51K-2N 4-1 0 l^T§iti£L/c^~ftl®$A 

>iM^#^tl/co ^7°^ K — 1 iZ'D^Tlt 1 0 m g 0$A 

m^"e>EM^#^tlSd^^5SII^tl/co S/Cs ^7°^ K-3 

1 5 m g ®^AmS Tiil^lJ^f^tl-g) d ̂ ^5SII^tl/co ?# £ tl/c>itt£J 

0pH(t l^'tlt, Mlt LT^SL/c p HOimmfa-Zfo-otc (H2) 0 

[0087] 1 ~ 3 RXftmm 1 2lZ%t&tc0 

FIZ-D IMTt, K 'J ^ A#W>i|t 

ffl7K K 'J 0 A/7JU=¥~y^)i 

ttH7k.%H^zztizj: yaii£ctiz®3^® 

>Ettffl7K£>[£"e^ UMLtc^ttlO*^^ KtC&l^Tt 1 Omg/mLJ^ 



WO 2013/133405 31 PCT/JP2013/056429 

, aiiifflMi; Lxm.*j{wnx^z>t%7Lbnz>0 
[0088] [H2] 

F*fe Jfc®E0!l 1 
(•ffittfflTk) 

mmm 1 
(Na2C03) (Arg) 

HS&0O3 
(Na2C03/Arg) 

K —1 X 9mg/mL (9. 85) 6mg/mL(10. 17) 10mg/mL(10. 41) 
F-2 X ®( 8.90) © ( 9. 03) ©( 9.67) 

y<-f=f. p_3 © — — 15mg/ral 
*<•?*? K-4 X ©( 8.88) © ( 8. 95) ©( 9.69) 

F-5 © — — ©(10. 20) 
R—6 © — — ©(10.55) 
K-7 0. 5mg/mL ®( 9.18) © ( 9. 68) ©( 9.97) 
j^_8 © — — ©( 9.80) 

*~fsf~ K—9 © — — ©( 9.84) 
F —10 X ©( 9.35) ©( 9. 87) ©(10. 14) 

© : 20mg/mLUiJ: X : 0. 08mg/mLjy.T ( ) : pH 

[0089] (^»IJ4) 

1 rnUC, mi K§E*6©1 0 80^7°^ K=&1 mg 

^(D'lk, ^©^7°^ K£&AL/c0 1 Om±X(D*y°^- K£ 

L % b Htc* 7°^ 3i§MS (0. 22Aim7^^-) 

Ltaffl^ti/co tfbti/cattsy©PH&9. 38-es>y, aii^LT 

iiSL/c P H©i5Hi*i"Tr&o/co 

[0090] ;^CN KO^Ai^2mg^U ±IE^|W|«©^;iT\ *7°^ K 

^7°^ K- 1 &OX70?1 K- 2 £&A^ ^7° 

51 K - 3 ®&AtC <£ y ©}§$£?#£ d 

/c/ctf\ t(Dfe(D*7°?- K©&A£^±L/c0 

[0091] (^MJ 5 ) fitmi- K 'J KSB^a^JOii^i 

mi izBsmnu? FE5'£%ttfflzm£LT&fcdt)izs tmmnvi 
mi- h 'J ^A#W>E|tffl7K 1 mLC, H 1 iZtmO 1 0 80^7°^ ̂ 2m 

g "f^JxA L/c0 #^7°^ K0^Ati^MJ4 ̂ |W|^i0^;i-etT^/co 1 0 

ffi^T©^0^ K £}£ A L /c 0 T M fe ^ ^ b ft T ̂  /c /c tfx 3 
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£ IZ* 7°^ K — 2 £ 2 m g & A L tc t Z 5 fi 

[0092] (^MJ6) h 'J ^ A/7KIB-£>iM 

mm 

mi- h <J ryA/7Jly^-y-a^)lit^7K 1 mUCN H1 tClEic® 1 

7°^ K£ 2 m g t^XLtc0 KO&A&^MJ 4 t 

fi-otco 1 0m±X(D*y°^- K^SALbtiT 

I^tctcisbs $f>C^^fK-2^2mg}SAL/co M feM©?§$#?#£tl 

/c/ctf), 5ii;M (0. 22^m7^M-) tc <fc y % ;i®J^ifc„ 

tlfc)i|^iJ©pHtt9. 7 2tfeUs Mlt LT^SL/c p H©l5HF'3"eS> 

O fco 

[0093] ^ife0!|4~6©^£^3 tCS 77;UJr->'aW>Eltffl7K"eti#^ 

7°^ K0^A1^ 1 m g T?&*U* 1 0 80^7°^ K£T 

#-%&-?&?tca titcs ^II^KlJ'7A#W>Eltffl7K-eti^7o51K0^A 

M2mg t LtcmS?-1 1 0M(D*7o^ K£T£#frBB^J©!l§!ltfRfti 

-Zfo-otco K 'J ^ A/T7^^" >#^>Eltffl7K-e^ #^7°^ K£ 2 

m g &A^ 3 £ ̂ ^7°^ K LT =fcBB^SU*e$fcG 

L/CT^T, BB^SUOIIiSUCfc^Tt^ K 'J ryA/7JU=¥->^)i 

auat Lrmbmtir^zt%*.t>tiz0 
[0094] 
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[^3] 

%M®\4 mtm4-2 J5 mmme 
K£ (Arg) (Arg) (Na2C03) (Na2C03/Arg) 

(#lmg&A) (#2rog&A) (#2mg^A) (#2mg&A) 
^7^ R —1 O O O O 

K-2 O O O O 
R-3 O X O O 

^<7°^ K-4 O — O O 
R —5 O — O O 

- R —6 O — O O 
-<7°^ R-7 O — O O 

R —8 O — O O 
x^f- ̂ _g O — O O 
^7°^ R —10 O — O O 

R —2 — — X O 
0:1&m X •• 

[0095] 7 ) *7°^-

^70^K-1, ^7°^K-2N ^7°51 K — 3N ^7> K-4 /H 

tc o 

5 5 0 0 m L i4ncN L-7^->1 0 7. 7 g fcv h 'J 

-7A7M]^1 10. 4g^M$tfc0 ddK, ^7>K-1 6. 2gN 

^70^K-2 7. 5 g N ^7^-3 8. 7gN ^7°^K-4 8. 0 

g^KAU tOXks >Eltffl7K;&^iPL^M7 OOOmLC^ 

^7'^U *7^ KIB^$£il^L7co Z(D*7°^ 0. 

2 2 Mm PVDFl7^^-T5ML/cll ;5tMlL/c/^ T7^ 

K2. 6mf9^U «iLfcM^WtUc (^^K2ju, 

mo I/2. 6 m L) 0 Z(D;<-< 7J\s%m$&'&Ltc^ ±fife]n&X/7 Jl, 

[0096] 2 5 °CN Iteoyo^MTTffif Ls 7 

7°^ K#M»J£"f S ZtlZckV* 

Ltco Ay 

LN 7°^ K H P L C ~$~ S Z. t. tC cfc lJ fr o 

fco ^4fed;t/|i| HC^0^^^-To A^f 77-'U|:l:i©/^7051 KlaMfci^ 
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o%t Ltcmsmmi&t Lt^ufc„ 
[0097] [^4] 

0#J! 1*J1 3%M 6# M 
-<•??• K- 1 101.0% 98. 7% 98.9% 98.6% 
^^K-2 101.8% 99. 5% 101. 3% 101. 4% 
^^f-K-3 103. 7% 103. 4% 102. 7% 100.1% 
•C/^ Y-4 101.2% 99.6% 99. 4% 99. 5% 

[0098] 1 Kt#:. 

tC, 2 4 tlR&O&fe'&Zmt&tclsblZ, ±m$%:(D\£\mmff%:i:7-3tc0 
=t ;^$£'Jti^y * <D7°^ K &, 2 4^^ m tc & ivr i L T 

(112) 0 JM±J:U, ^^itC^y^L/c;^ 

mMnnt LT^S 7^113 tifco 

[0099] (^»iJ8) 

mmn7 iz&^Tm^fttcM$m%MM&s msmmo)*?0?-
ymMtLTo&mtf&feznzo t^ 
mmzfe&tztMz, fo&7*siL/<y FtusLxfuttsn, &#tc&-£ 

^(Dtcisb, ^MM7 lz&^xm&[,tcM£M%MMlZ'D 
i^Ts <£r^^¥$<£>?Lfl:S£i&£fTo fco 

%t\ MMM7 lZ&^T$kit[stz]%m&,tikWQ\'U TMZ^T, /U 7 

J14C 2. 6 m 3l^frtCii 

;^tc, fo&7Vo-/<y F tmmx-WtSt& z t 
'U y;utc 1 . 3 m LCD^S&JtzKSrM] 

15, 1. 3 m L©£S&^KtC£^Tt>&^7!>HC®§fl¥t-£d£tfi6s£3 

tlfco 

[0100] 3 £ tC, ^7°^ K £5§fi¥3 -&/c^II#J^7X"et RT 

ffifrZfemtZtcti)tc, Zift^LTilL/c^^fK-5^2Amo L/ 

m L 1 . 3 m L £/W 7Mzm\\ LT, /H^S£4£§!i 

MonfeMZUfrtco znmm, ^7°^ v-5 tzS.m-ki&fri. 
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3mLtt, Ltcif^X, 

WkM iz #M 3 •£ S t>\ iz&M 3 VX £ < fr Z M$R t Z z 11 qT ffi X 
fc>&t%7L ^tlSo 

[0101] ftlZs ±IE® ct 9 ^^7°^ K - 5 £}§$;* 1 . 3 m UC,H 

L/ci^M^s Montan i de (HHF^I) I S 

A 7 2 0 V G (SEPPIC) 1. 3mLi;Fb^LN 3^^^-eilLfc2*0 

is'J yisX-MfttZZtlZjiV, ?L<ft£§i^/c0 ¥Lfb$©^J$£ KP V 7°^ 

x d £ 7^113 ftfc 

o mmm7 xm&zntcMsmmmzs mmmiz^myv^. 
y<y F tmiitmnt LT, m^iz&^-Lmzzttfmm-ztitco 

[0102] mzmmmmvimm^tr K-7° 

L/c^T^TOtm ^fF^^fFaili^^OSL 
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!t#©S6SS 
^111] 1 2fflJ^±0^7o51 LT#<^ 

$ jMRxt/xteikgz^temmmi&yao 
MW] JWfT)\s*r—y, 'jvys ^)[y-^ys kxfi/'x 

t KP^> lJ vyjktfzn(Diktat;:*\ mt.tc 
&2mu±(Dms-£xfoz>s tmm ̂ ic§E*6©^2i£$&/£$)o 

mm v o J*. %tm 
?.KMti 'J ^AN Tki&lki- K 'J ^AN 7KI%{k±> 'J ^ AN K 'J X^ y —JU 
:P$ >N hP^^^-Mt/71 
mxtt2miu±(DmfrSt>i±-£fc£s it^in s/c&2^§Ei6®ii^ 

^114] *7°^ KtfTfflj&xfcf F~7°*7°^ 1*^111 ~ 3 0 

tlfr 1 lI^IEi60ll^lI^o 
^115] ^ 7°^ K 2 fflJ^±0 T «x tfh-7°^ 7°^ K it&Xtt 'J > £ 

ft^ljt1 ~3©lN-rtlAN 1 If 

^IEi60ll^lI^o 

^116] T«x L° h — 7°^7°^ K^IB^US^ 1 , 2N 3, 4N Xtt 5 IZ^ 

1113^0 fr b ft S ̂  7°^ K 0^ f tlfr 1 ffi S & 2 

7°^ KT-feS, 1*^114 £ 5 K§E*6©^2i£$&/£$)o 

^117] T«xtf K^IB^y#^ 1 , 2N 3, Xte4lZ^t7 

$ F(D±mm(D*7°?- K-e^s, 1*^1141 
fcli 5 tclEi^E^flJ^o 

^118] 1*^11 

4 ~ 7 1 lItC§Ei6©E^flJ$^o 

5RII9] -S-g). I*^lI8^|Ei6© 

WM.UStlo 

30110] I*^iH~9 

GQ^-ftifr 1 II^IEi6©ll^lI^o 
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sit-in OKIE**©^ 
HSUStio 

30112] =*3<il1-11 ©iN-rti^ 1 ^K§E*6©^2£^J$$l£/1l^S£&3t!: 

30113] 1 ffiX&2ffl£Lt0^7°^ 

!*3011 HClEi60>EM-efeS 

30114] JU~F©H££#k\ !*3011 2 ; 

(1) 1 ffiX&2ffl£Lt0^7°^ ;&JkXf/X& 

; AXf 

(2) (1) xmwk^ntz*7°3- h*M?:^ilg^t5Ilo 

30115] IB^lJ#-§-1 s 2N 3, 

F(D±mm(D*^^ si 3011 4 KIEicO/^fS 

30116] W(a)SJ;t;(b)^t^'> K : 

(a) §§3011 2 K§E*6©/1i^S£4£§!&!J ; JkXf 

(b) (a) (D^mm^mMomn^sLo 
30117] W(a)SJ;t;(b)^t^'> K : 

(a) !*3016 £7 ̂IEi6®ll^llJ55c^^;^lg!):#^-&/c;^ 

$£'Jti^J ; 
(b) (a) 

30118] 3 <MCJ^T0(c)£#fr!*3Ol1 6S/C&1 7izmm(D*V K : 

(c) 1 ffixti2fflJ^±077yzL/<> Ko 

30119] W(a)SJ;t;(b)^t^'> K : 

(a) 11301 1 ~ 1 1 1 -, 

(b) 1 fflXte 2m&±(D7V^s<y Ko 


