
WO 2012/133817 1 PCT/JP2012/058674 

m m m 

[0001] 

ftil&Mr 
[0002] 'JtfV-Att, 

tbh 'J OftfF&SKK f#l^£it£2N 

LTJS LTl^'So 

£ ft £ 0 MX, =t ©tl § ft t> & ^ 

O fco 

[0003] P 

LS 9o 0113.^ 

£3tiT^£-tz^$ K©<£9^ 

/c*I£\ p H0i^ffT-^>^U7^iItl£«>:, -tz^$ Ktf^MUbLT LSl\ 

££#-?$&< 450 £tc, 

\ P H0S^ff"e^^^;U^±ItiT^ai^titi^\ #&$####¥ LT 

mtxM 
[0004] ^fFiS^I : ftHS¥ 1 1-13 0 6 5 1 

f#I^»2 2006-335651 

ftfF&Stf 2001-48721 

ftfF&SH :ii2 00 9-51 8297 



WO 2012/133817 2 PCT/JP2012/058674 

[0005] (A) , (B) Rtf (C) : 

(A) ( 1 ) 

[0006] [<fb1] 

O 0 

R1— C — R2— C— OM (1) 

[0007] 1 veu< azofrmmm 
\ XtiiI>+I|CD7KIISCD7K^J^:?1^:P^tN/cfe t Ls 

H|£1 ~2 4 0 2{I0j^t7KSlg£^U Mtt, TKUJI^ 

m®im^2~9(D7)\st) J-Jlsyy^-

OJ*, 1 ~ 2 2 077;U^;U77>^-^A:fc L < \XT )\/>T-)\/T yzE 

As j^H$n~1 8©7^+JH:fc L < JUS"Tril^£ti/ct:0 

o. oooi~2on% 
(B) x7jy3'i/y*M o. oooi~i oii% 
(C) TK 

^ttu p H 2~ 1 1 

[0008] ^%mo^ 0P H tCcfc 

^ tC PM 3 tlT ̂  < m^' fo s j£Jt (D^m IZ ^ ̂  £ T? t HJM 01£ 01 

® J&AMS < ^ fU$4Wj£jf iz Ao TlN < ^ 9 o 

[0009] ^fgBJ^ s<i/0 MRj&^lzmt&o 

[0010] *fgBj^<MiN ^(D^m^txy -r >=h>>£ffl^tU£\ pH^btctt 



WO 2012/133817 3 PCT/JP2012/058674 

fCo 

[0011] (A) fu§E-fl£it (D 

?$>Zo 

HKsS (1) R 1 ®<D7km&ZtiTZ^f£ZT'J > 

tLXlis ®\Xl£s •I/Xfp-Jk Xf^?XTP-Jk ^>h7fp-JU 

% ^J>^7.7LP—;k 7yXrP-Jk xjl/ZfT^p—^ 

©^"CfcP bX^P-JU^fS IA\> 

[0012] s/c, -flgifc (1) IZ&^T, R2^ Mm&1 ~2 402ffi00Ht,7kmS 

VSUs MiMXtefrlli£iM(VrJL':trls>SXteTJl't-=l/>gtfmtf'ibtls % 

it 

[0013] [<fb2] 

CH CHn 

RJ 
301 

CH2 CH-

R 

* 

[0014] (^N R3fc^ j^H$(6~2 

juS&^t) £ Li^ (&fc\ *ditc;ttN tuurf 
JrisJUgm^TZ) o 

[0015] R3tUrii, mmXttfrllim(D2-^jr-tz=JUS, 2-^t^^-JUS, 2 
— y^izy^JUSs 2 — t^'y^iZ—JUSs 2—y^ h yy^iZ—JUSs 2 — ^^V'y^iz 

—)i>&s 2-JrO ̂ -tz-jug, 2-x>r p-tz-jug, 

JUgs T^JI^SN Kx^JUgs T h^T'yJbSN X>^SN JiO^y^ 

:>,lUgN x^f p :>,/Ug=f £> tlN •?• CDf^1 T't 2 — 7^ K "yy^ii—JUgN 2 

— ^^"^"^iz —JUgN 2 — ^ ̂  $ y^iz—JUgN 2 — x^f p iz—JUgN 7^ K ^ 

TisJlsSs ^^-y-y^isJU&s x-f p :>JUg^£F3; L l\ 

[0016] C0J;9^« ( 1 ) ^ ^i¥5 - 2 9 4 9 8 9^$^C§E 

i6(OT;£^l\ >II£:PJU^JUP/\^I£if7K^SL< 



WO 2012/133817 4 PCT/JP2012/058674 

=i /\ o t Kfc$ izi; x 7^t> u >mmx-*mt % z. t iz 
<fc 

[0017] (A) «N 1 aXJ22iffiJ2Ui£/B^£££tf"C^ £M4nco. o 

0 0 1-2 0 tl, $?£ L < 0. 001-15 11%N J; y $? 

tL<uo. oi~i oir/ott^ti^o zommftx-fotiis, 

Ji & t> "f tC^ */ 0) ?# b tl £ o 

[0018] (B) 0X7 -r >=f:>>§I<h LTteU — (2) -£llt>£tl-g> 1 ffi 

X & 2 ig JU± 01,0 ̂  If £ tl £ o 

[0019] [<ft3] 

x4 

2 1 3 X2 O R3 

1 --III 2 R1—Y—C—C—C— R2 

I, I, I 
x1 X3 N(R)a 

(2) 

[0020] (5£EK RUitKP^^ibS, ygtfM&LT^Tt, 

<U\ j^H$t4~3 O0iSll7;U^;uS^^L ; Y&p<^U>gs 

X«ITOL;X\ X2, &t/X3&&/?$UlLT7KSiJl^ kKP^r 

vJUSX&^-tz S**>S£^U xniTKHlC^ 

S£^"tA\ (II U Y 

U&l\ X3«L^l\ ) ; R 2JkZ?R3 

LTzKfilJI^ t: KP^>JUS, t: KP^>P<^JUSX&^-tz K 

^r:> ;><L ; a(i2X(J3 0|($;^L ; aim© R UTTK 

th'P^>JH, bh*P^>7JP+i/i 

% 7';UP^^SS.t/77-tz K^>Sfre>gte:ti3MM$£;f LTl^Tt, <£l^ifl 

~8 0itil77^^;uS^^U ; 

£1 ) 

[0021] R1&% bh'P^>JH, ygtfM&LT^T 

t>Ja\ Kil(4~3 0, L< tit KP^JUg^ii^LT^Tt 



: gir=^irza):§|ir f, z v 

ir~3 : •„£ A > vir<^^ir^x-s 
vir0qm0£ vir^x v£l^n ?9yMsy %y ° 

on?±^g<^i=irz0ii$^?ixiii!0z.~ L^^f v?ixn^?g<^ 

cirz^£ vn ?±l^g<^i=/irz<^n.H L ~ L 

q£#n^M-iSir^ir^ \i2 2 ° 

i=irz vg<^i=irz<^n.H q vgir<^n 

.H ^ ^Igy.'OWgy %y [9200] 
0^?9^«sy %y?iy$^<2)e>v 

B v-./£ [17300] 
o 

on -m vn^gir^<^H 3-^ixg 

ir^<^m.H3 vgir<^m.H3 vi^l|i>£xn ̂ ^-g^ie a Ms a [£200] 

°0^n5:#?1eX 4-

W\i®^x^ix ^?OS<^K>?A VSP# MniW3=??a± 
vagir<^m.H q><mi -o^aux 

M v2x \x VHM 
vgirr,zi-f,.£ vgir^z]-z vi^>f^nx vn^g<^ 

H 3-^£ixgir<^m.H q ^kxM v2x \x 
°4> 

|1?1X (HO) g<^ v (2 H 0) g<1^£lA [2200] 

vn £i^gir<^£<v<^m.H q- L vgir<^ 

^rH<^a.H^-L vgir<^-fr^s/ Vgir<^£<v vgir<^^H^-
vgir<^fH vn ¥±l^gir^irziiH0i7 s~o UfHi 

Mc^gir<^m.H qni^M<^4°^r1A0 (3) ^r^ir 

ziiH0i7S~o L^^f vnM o<2r^agir^irziiH0i7 

t/.98S0/ZI0Z<IfAL3d 9 LISZZUZIOZ OAV 



WO 2012/133817 6 PCT/JP2012/058674 

1, + 2-tKP^ri>70P 

kMk 2, 3 — y t KP^>7°P fcMk 2-kh'p + i/-3-^h^>^p 

fcMk 2, 3, 4, 5, 1, 1-tfX (L 

h'P + i/^3-)\s) x^jk 2- (2-kKP^>xh^» x^jk 2-p< 

h^X^Jk 1 -^ib-2-Lh'P^r^XfJk 3 - t K P 7° P tf 

Jk 3 -p< h^>7°P fcfJk 1, 1-tfX -2-tK 

P^X^JUll© t: KP+^JH, t KP^^UP^g&t/^JUP^ 

1 ~6WM^L/c^si$n ~z(Dwz\k7mmifmibn 
§ o 

[0026] Xtt^Jl/g^ 2-kh'P + i/xfJk 1, 1-^^U 

-2-kh'P^xfjk 1, 1-tfx (t: KP + V>^^) x^jk 2-

(2 - t h*P+i/x K^ri>) x^JUll© t: KP^^JbgM't KP^^>7Jb 

P^>gfr£>5Mtl£ 1 ~3 WM^LWCt cU^U^Ug^fS Ll^ 

o 

[0027] -jse^c (2) T?^fo3*i£X7'f (3) 
T^3ft£3^X&3U*MX7'f >=h>>n, (JUT, ^ 
ilX7^ y^i/yttmt&o ) x&-fl£it (4) -e^3ti£X7-r> 
=r*> 7 < > =r*> >11 (JU~F. iisiix7 < > =r*> > 
£15*61" £<> ) 1 ffiXte2mu±ifft% Ll\ 
(I) (3) l5^!7 7O^»0 

[0028] [<fb4] 

x8 

X6 O H 

R7—Y^C—C—C—R8 ^ 3 ) 
l5 l7 I 

X5 X7 N(R0a 

[0029] (3^ R7& tl KP^>JUg^M^L WTt <U^H$(7 ~2 4 (DM^T 

JU^JUg^L ; YJi^bVgX&^Vg^L ; X5% Xe&tfX'li 

L KP^JUgX&^-tz h^>g£^U X8&7KH 



WO 2012/133817 7 PCT/JP2012/058674 

X7(i#4 0fti\o ) ; RafcfcbK 

P**>* ̂ J[sMXte7iz ; a\m<D R , &&*$&$: LT7.K 

^H:FXtt7$s>VS"C3E>SA\ b KP+yJH, L K P ̂ r v 7JU P =£• N> 2£ 

% T^UP^vSW^-tz S*$/gANe>jltfft5M&g£WLT:^T:&<fcl^ 

~4<Bit$l;p;i/*Jl/g£^L ; att2Xtt3®i^L ; 

-3 T t) ct lx £ £ ) 

[0030] CCtR^LTlt lsil#&7~2 4 (DitllT7 JU^jUg L<> HUljro 

3-2 4©jSM57JU+JUS^JfS IA\> al£2tftff£L<s R,tt^ 

$u£LT7.KfljS^ Xtej^liSi ~4©itii77;u^;uS^t Lt^o 

[0031] (3) 

>=fv>N y'HKnX7 0^>X 7^ ^7<>^>X X7 0^>' 

x~>, ftKP^7 0^>>, TtKQ7< ^70JvX TktfZ. 

tie>©N-7JU*Mfc ^f»IH!n51SX21JJ(± 

#$?£ L^o 

en*®*? 4 (D (+) m o)%^'\m^m^T=& 
> (L (-) m 

©^©•et, zeti^©#^sy©iiftiBM©:fc0-e:fcg<, cine, 
© }!£•$! ic J: £ t ©Tr*, <U\ 

HtC, PHYTOSPHINGOSINE(INCI^ ; 8th Edi t ion^tf^-C^foSft* =&© 

1 Ll\ 

[0032] 



WO 2012/133817 8 PCT/JP2012/058674 

[<ft5] 

CH3(CH2)mCH: OH 

NH, 

CH3(CH2)mCH; 

OH 

OH 

NH, 

OH 

CH3(CH2)mCH2' OH 

OH NH, 

CH3(CH2)mCH: OH 

NH, 

CH3(CH2)|CH2 

OH CH3(CH2)mCH 

NH, 

OH 

OH 

HN CH, 

CH3(CH2)mCH 

OH 

N 
CH3/ XC:H3 

CH3(CH2)mCH: 

OH 

CH3(CH2)mCH2 

OH 

OH 
CH3(CH2)mCH: 

OH 

OH HN CH, 

CH3(CH2)mCH; 

OH 

OH 

OH N^ 
CH3/ CH3 

m«5~l 7 5:7KL, Hi 1 ~ 1 3 ) 

[0033] Ztlbtes RZf-a CD < s TfcffliCDijCDtk 

Z. tifUr* & o 

-i rials© =&©£ LTteU D-Sphingosine(4-S 

phingenine)(SIGMA-ALDRICH}±)% DS-phytosphingosine (D00SAN}±)% phytosp 

hingosine (^7^7 7-^)1) l£0 

[0034] (II) (4) l»iX7 0^»0 



WO 2012/133817 9 PCT/JP2012/058674 

[0035] [<fb6] 

x9 
I 

H O H 
g III 

R —O—C—C—C—H ( 4 ) 
III 
H H N(R2)a 

[0036] t KP^^JUS^it^LT^Tt 1 0~2 2C0iiJJt 

s •, xHzymm^s T 

-tz^JUSX&^'J-tzlUUg^L ; a m<D R 2 

$ yVS£^1"A\ TJUzi^ris 

SRXfyiz ~8 

u a & 2 x& 3 ®m. 
) 

[0037] CCeR9£LTti^ Kit 14-20©^ L < , 

VX^T7*)jummTz LI^O -f vx^yjjiySHs 

VXT^IUU^UP-JU 

LTt#£>tl£^ Ll^o 

S/cN a A* 2 CD b $ R 2 ti R2IS.O: R22;£:^ a 7^3 CD b $ R R2I% R22 

S.t/R23"efe^0 

[0038] R21N R22&t/R23&, mz-l£?; toll's x^PJk 7°P fcfJk 2-

x^JU^^Jk -f V7°P ; tfxjk 

ylJ)\y^(Dyj\y^r-)\y S ; 7^yVI ; t KP^i/^fJk 2-L KP^> 

x^Jk 1, 1 3-)\s~ 2 - t KP + i/xfJk 2 — L K P :> 7° P tf 

Jk 2, 3 -y t KP^>7°P fcMk 2-LKP^>-3-^h^>^Plf 

Jk 2, 3, 4, 5, 6-^>^h*P+^i/Jk 1, 1-tfx (LK 

P^>P< 3-)\s) X^Jk 2- (2-t KP^^xh^r^) X^Jk 2 - p< K 

^N>XfJk 1-^fJI/-2-th*P^>Xf;k 3 - t KP^rf>7°P tf;U 

% 3 — p< h^>7°P fcfJk 1, 1-tfX -2-tKP 

^x^JUll® t: KP+^JH, L KP^^JUP^g&t/T^UP^S 



WO 2012/133817 10 PCT/JP2012/058674 

l$n btlZ>0 

R2i^tJcR22©^t"tLAN 1 W2-kh'P^>i 

^Jk 1, 1-S'7H-2-kh*P^>>ifik 1, 1-tfX(bKP^f 

:>P<^,/U) Xf-^k 2- (2-bh'P:!r<>lh^» XWfc§2l7$ 

> IA\> 

[0039] R9tf>C 7X^7 lUUS^ X9ti7K^^ 

T\ R^^-kKP+i/ifJH, 1, l-t'7 (th"P 

^riy/^JIy) Ji^JlsSs 1, 1 - y^fJI/-2-t + Xli 

2- (2-bK'P + S/xh + i/) KP^fWbS&t/t: KP^ 

1 ~ 3i^'ilUt©i)% 

S LlN0 

Hftix 7 < > =T*> >(DMfaff!l <h L T teu J&OJjUKSlT. 7 -r > =f*> > ( i 
) ~ (iv) fr£5Ifc£tii> 1 2Itt±Wf 

[0040] [<fb7] 

(i) 

(ii) 

OH 



WO 2012/133817 11 PCT/JP2012/058674 

[0041] (B) £1 ±mi$tplZ0. 0001-1 

0ffM%##3*U SfSL<ttO. 0 0 1 ~ 5 KM%N cfcySfS L< £0. 

0 1 £© 15Hft-efetU£\ 

^0 MUM £?#£>££ #•?$£>„ 

[0042] (A) (B) (DUmtt ( (A) / (B) ) & 

s ££14£[q]±u 

o. 0 0 1 J^± 5 0 J^TT'fe'g) d ttftff'g. L < s 0. 0 5 J^±7^f S 

L < s 0. 1MJ:U^L<, 0. 5U±ifZ 3 OUT 

tfcfcyfcfiLlS p Htf5. 5J^±0*I£\ 

(A) (B) ©«itb ( (A) / (B) ) 0. 0 5J^±2 0J^T 

AU 15 £TFtf 3 £ Ll\ 

[0043] (C) 07K^ £fl$4ncl 0-9 911%^^ 

nz<Dtfft£L<s 3 5-9 <fc USfS IA\> 

[0044] Hid (D) -tz^$ 

s vmi*> ©-?$?£ IA\> 

hliUli, K\ KO^ftL-e 

ts<, (5) x& (6) 1 ax 

Ll\0 

(i) -asss (5) KII 
oTtgUo 

[0045] [<fb8] 

x14 

12 1 
X12 O H 

R11—Z,-C—C—C—R12 (5) 
1 11 1 13 1 X11 X13 N—C=o 

R13 R14 

[0046] (sfct^ R1Hi t: K • LTl^T t cfc 7 ~ 1 9 CDi§JIN 



WO 2012/133817 12 PCT/JP2012/058674 

; X11, X12, bh*P^>Jb 

UIU X"£Xi2©v,N-r 

tifr—X147^^Vg£JFM1~££: 

3\ X«li#ftlft^o ) ; R12&h Kn^y^uax&r-tz h 

S£^U ; R13te7KHJl^£^-t*)\ ~4©7>IU^>IUS^^U ; R14 

lit: KP^Jl/gtfM&LT^Tfc<U^lt$(5~3 O0iSit 

Bzibfrm&-e$>zi}\ xm%7j\s*jug<Dco%.mz 
, H KP^>JUgtfg^UT^Tt 2 

•"U&-z> T t> ct £ t JkTjs'to ) 

[0047] $f£L<ttU Rn^5lf&7~ 1 9N HtCftfS U< 1 3~ 1 5 ©it 

fl^JU^Ug ; R14^t KP**>JUgtf®&LTt,&^f!l&9~2 7 0jtfl 

^JUdfJUgXte IJ y-;Ht^xX^;U^L/c^^9~2 7©itll77>'U^ 

jug'C&sfb'&tjtfPtf£*is0 t/c, xiHi7X^J^^^^1"^\ 

£t,Ktf*7S£^J$-r £>©#$?£ IA\> #tc, R,4tLt(t h'JP^Jk 

1-t:KP^r^>^r>ik 1 — t: KP^:> K 'J P^Jk ^"^T^Jk 

1 - t KP^>0 >T^>Jk comz'J JL/c/-#"Ps> 

JUg^fS IA\> 

[0048] ^t:KP77<>^», 7-rSX 

7 -i" >=f">>Xti7v7 -< yiS i/Ji~yif7<. K-fb^ tl/c-tz^ $ KType 1 ~ 7 

J. Lipid Res., 24 : 759(1983)CD HI 2N S.O\J. Lipid. Res.,35: 

2069 (1994) CD HI 4 §3*6© 7"hCD-tz^ KID £>jit£tl-g> 1 fflXti 

2I^±tflt U^o 

[0049] MtCCtKbCDN-^JU^JUft (^iJpUi'N-y^JUft) 

cn^)Ot7$ Ri^$M (D (-) ft) 

MM (L ( + ) ft) ©mift^S^Tt, 

±§51bl^©ffi>tfilftlB«&, ^MMCDiiftlBM®iCO 



WO 2012/133817 13 PCT/JP2012/058674 

vts ?niUM#^mm(DALmm(Db(DTb&<s ztibam-s 

tllC J: £=&©-?=& <U\ tifrTbs CERAMIDEU CERAMIDE2, CERAMIDE3, CERA 

MIDE5, CERAMIDE6II0jb^(J^±s INCI% 8th Edit ion) tl 

zt<Dfrt>m&tiz 1 mxte2miu±tftiT£ IA\> 
[0050] [<fb9] 

0 

HN 
OH 

"^^OH 

[0051] J: < s 

dCDcfc 9 Ceramide IN C 

eramide IIIN Ceramide IIIA% Ceramide IIIB% Ceramide IIICN Ceramide 

VI (lU±s =1 Xf7?-Att) s Ceramide TIC-001 N CERAMI 

DE II (Quest Internat ionaU±) % DS-Ceramide VIN DS-CLA-Phytoceramide 

N C6-Phytoceramide% DS-ceramide Y3S (D00SAN*±) N CERAMIDE 2 (t^-

-7it) frbmixtiz 1 mxi*2mu±m:?£ LI\ 
[0052] 



WO 2012/133817 14 PCT/JP2012/058674 

[<fbi0] 

CeraiideEI 7 —Ait) CeramideDIB (3X^67 T-A4) 

Ceraml deMA (3X^:7 7 —Ait) Phytoceramide(DOOSANtt) 

Ceramide I 7—A it) 

[0053] (ii) -IK (6) K< 

[0054] [<fb11] 

X15 

I 
H 0 H 

,5 111 R15—o—c—c—c—II 
I I I 

H H N—c—o 
R17 R16 

(6) 

[0055] (i^ R15^ t 0-2 2 0it 

it L < L < 
-tz <J )Ug%^ L ; R16ttb KP* 

isjisgxte7< yg^M^Lwrt<n^Hi&5~2 2(Dm$Ms 



(9) [6900] 

HO 
yl-O 

| HO 

[ZL3J-] [8900] 

vn ¥^og:<2)z.~ UfHi^xn ̂ g<^c/ir^¥ixg<^i=/ir^<s 
^GOiiy vn L ? 9= i 

oxn^M>£g<^H 3-^£ixg<^i=irz vg<^i=irz<^n.H q vg 
ir^nu^ 

vlina)ss~o 
Yi«agir*ir^<2>o z~z Ligli^wonsgi# v0o 

s~o Lli»T^ionii>?f<^H 3-^£ixg<^i=irz vg 
<^i=irz<^n.H q vgir<^m.H3 v£i-^if0)i^iji>r^9iid v?i^y [z.900] 

vn ££$#gir/$ 
vgir<^£< 

v-yn^Hr^x^ii/; f,z^<^i=i.H L n7T>09 vgir<^£< 
v-yn^hr^*x#$ir-A nn^o? vg/ir<s^<c,-yn^/ir^^x^ 

llir-A fi rmw Vir<^£<v vir<^rH vir=An#£ v?ixn^9iy [9900] 
( °4^Sif^irza)os~ 

s~8^^foT^xoxn^M^gir<^n.H q vn 
m^rnco^^m^X \V?:«ag^q>^r<2)Itt§|^¥1XItt§|<2)^iB¥1 

t/.98S0/ZI0Z<IfAL3d 91- Z,18££1/Z10Z OAV 



'0 V>H I ~S 0 "0 
v>n i~ L O -O 

?i ( (a) / (a) ) ^11® (a) #$(3 (a) ^ospnifai^ [3900] 
°V11 ¥ 

i$21<5 ^^©^U^t^/ollo L ~ L 0 "0 v>n Z-tthT&CDWZM! 

§%IIS2~L00 "0 s>1¥^©?U?t^%*I0S~ I 000 

•0214^11^ L ^^3-0 (a) 
0<2r$a^^2<2:4-q> 

# (a) v (V) V¥1.H £^4-CD (a) #$* v--/£ 

m\ (a) v (v) w& 

(o) .•aw (a) v (v) v£i.H ^^^(0 (a) &W [1900] 

[eiqf] [0900] 

MI £i$n<5 £ (.H 

^-fr^N/ir^X<^IH.H q - N - (iroq •0£<^D.H 

-N) 0^0gir^x<^a.H Vsir^.^^<v^9iy 

six vgir<N^-fr^N/^9iyco (9) v>n £i^TKTB i ̂HT)W^ 

q.^y Vgir-A^9iy 

>^9ix vgir<N^-fr^N/^9iy : 0^0gir^x<^n.H vgif<^£ 

t/.98S0/ZI0Z<IfAL3d 91- Ll^Himi OAV 



WO 2012/133817 17 PCT/JP2012/058674 

[0063] <7mz (E) 

J: Ufp]±tZ<D-elkt£ LlNo 

=i isX^n-Mfi^Wt LT^ Ssft&ItP I/XTP-juxx^ju^tf £> 

tl, Mill 2-2 4©flifl£il£©=l LlA, J: 

^ ̂  'J >I£P U XT1 'J Jk 51 >I£P U XT1 'J Jlss $'J 

x^vitpux^UJk =d-K>@tPux-r'jjk -fvxry'jviPU^ 

"T- 'J Jk 'J y-;ui|p bx^iuufr^Mti^ 1 ffix&2*iJU±7W£ 
o 

[0064] (E) ©PUXfP-JbXlif^iift^ (A) N (B) Rtf 

(C) J5c^ (A) N (B) 

i£££^b3t!\ 

z-zbiz&mztz&frbs ±mi$tpizo. 0001-1 onyoM^ti 

2>(Dtftfr£L<s o. 00 1~5li°/ott^ti5©AU^SL<, 0. 

0 1 ~3ffM%#W3tlbfOifiS iblZtfi-3. Ll\ 

[0065] *%m(D^o)\s%.mmt, mz (F) mms 
^^[p]±-ri)©-esfsL^O ^ (F) ^irc&y, &iz 
)#$?LT p (A) (H) GQlth&ffiS 
t §o 

KM8-3 0, IC^itl 2-3 O0j^b7.KSlg£ 

>St u^v-tzg 
>11, -tz P 51 >lt% ^ > * >®t * 'J *> VStfr ̂ tl2> 1 ffiXti 2 mu± 
tffcFt Ll\ 

±%mtpizo. o 
0 0 1 - 1 0nm%^ZtiZ)0)ifft-% L<, 0. 00 1- 511%#^^ 

tiZ>(D1?& yjfS L<, 0. 0 1 ~3SfM%#^3ti£©;6^ <Mc£?3; LU 



WO 2012/133817 18 PCT/JP2012/058674 

[0066] HK, (B) UM (G) 

AZf/X&f&fi (A) vm<D (H) 

(G) 

±^S14:P$ ygt 7)\sti J -)\s7< y-frbmtnz 1 ffix& 

2IJ^±i)WSL^o L-^;u^->N ijy>N 

(DikSttT7^ yil; >N i;i^y-jb7^X K'Jx^ 

y-ju^x T7^ y ^^"p/^y-Jk T7^ y ^^"P/O^-JU 

% yx^>»u70pA>y^->ik K u xt KP^^^^V'UT7^ y 

©^ju^y-jUT7^ yfrbmttiz 1 ffixti2aj^±^^fS IA\> 

S/cN TKIt-fb^Jk;^ A, TKII-fb^- K 'J ^ AN TKII-fb^ 'J ^ 

1 mx.&2myL±tfiR$. IA\> 
Zt1^)0^, L-^jUdr-y, TKII-fb^v/Uiy^ A, TKII-fb^- K 'J 0 A, 

TKit-fb^ u 1 fflxti 2fflj^±^u ysfs IA\, 

[0067] j$ft (G) 1 mxiz2myL±z$Zfr'££>-&rH^zzt&-e$ 
, temmzz ziz&mzt&&&*>* onm%^$tiz 
(Dmfiu, o. 0 0 1 ~5gM%##3*l£©tf3 IA\> 

[0068] %tc, j&ft (H) mm, (A) mmm®^ 
ttivb&^o 

JjJi'tfyMs ssjjji'tfyMs #dF-*>jjji'tfyMs 

1 fflXte2miU±mT£ IA\, Ml, 7°Ptf^ 
>ll% y ; P/\^I|N 7^JUI^ 7v;uil, :>ZL^I£ 
, 7P>SI, ^11^0^^^/1011; ?'j p-;ui|N tJiyMs ?LII 

, tfjUfvit, 'J>=fii£N )MfiM^CD?f:irS/ljJi'7FyM;y7'Ji'$<yMs 7 

xA^>SM§0It14:p$ 1 ffix&2mu±t>mt. Li\ 
ttz, mmmzs tk&* >jym, 

st ^77^ ymt>sbmi£nz>} mx&2m&L±t>itkt£ 



WO 2012/133817 19 PCT/JP2012/058674 

C tl b W&.7 $ J 'J yWl-frbmttlh 1 2 

LA\ 

[0069] (H) (iN 1 ±M4uco~i osi% 

#^$ti£0/^?3; L<, 0. 0 0 1 ~5|tm%^f3ti£0;6U u 

[0070] ^ (A) Rtf (B) 

ftiiaifMi <©^(c, (G) xtifS# (H) (c) ©-

£|UC)#MU miiB^^JnAT^-rsx^l 2N Xfll 2 0fJHw£2;p-f 3 

x^1 tulBXfI2 0tt^, (G) X 

(H) £$# (C) 0-£|3(C;£$?U M^(CJO^T)Fb^rT-§>X^2 

2£4S3.£££tfT?5.So &fc\ £tie>©*§£\ (C) 0#^m&&x 

iT^i5ti©^iztcs ^o^Fb^-r^xfM^fc^T, JQ^ 

1 0o°cj^T0^-ejn^-r 
IA\> 

(A) Rtf (B) 

M^Ja^;fb^-r^XfIK (G) XfctJ&# (H) (C) 0-gg 
iC)£$u BuiBjMtcijpATJl^-rsxgi 2„ xfn 2©||t;W5i 
in 3, (c) *$;teim*mi£Lmnirz>TM2*m7LZ><Dif 

Ll\ 

[0071] ttcs ^iHMi©IM)i(i, fulEXfn 2lC&^-C J& 

£ (A) HC& (B) (Dmz, mfi (H) % 

J&ft (C) 0-g|UC^?U fugBMJCJOxT^U ft£ L < li p H 5. 

5J2TRC!EgU <fe U $f S U < (i P H 5 J^TtCgJIMt" &Z.t ifl: ̂ &0 3 b 

tC, ft)lBX®2 2^fclNT^ (G) %!&<& (C) ©-SBK^fl? LTJiM 

P H 2~ 1 MZffi&tZ>Zttf?t*2>o 

fulSXfMI 2tC£^Ts ^ (A) (B) 



WO 2012/133817 20 PCT/JP2012/058674 

(G) (C) HUB EM 

KflpA-OI^U SfSL<ttpH^5. 5 

USfS L< & p H 7&L±lzm&tZZttf-et*&o $blZs fu§EI*M2 2^ 
(H) (C) pH2~ 

[0072] in 2^\ (G) ( 

C) 0-Scm, MtCjP;LT;Fb1^U pH£5. 5 J; y <&£> J; 

9(:iiu j:ysfs L< & P H 7Ju±tciiM-ri)ig'es>|'Js ig2©i 
K, (H) £$# (C) ©-^K^LT^StlKjbPa., p H 2 ~ 1 1 

izm^tz ii2 2 £©#$?£ LI\0 

S/c, 111 2tf\ (H) £$# (C) ©-SBK^U MtCjp*. 

TI^U pH^5. BJU-FJCiiM-rSM-efeys IS2 0IIC, ( 

G) £$# (C) ©-^K^LT^StlKjbPa., p H 2 ~ 1 MzM&tZ 

(Diffc £ IA\> 

[0073] J5jc^ (H) fcfcN J5jc^ (A) WSS^^T, ^£I£MJ^>7 

ttblz. (B) ttttyfciSikho IIMJ-eti, ( 
B) ticft (A) ^>7 

JMtit %Bf£T&ZttfVZ&o 
-Us (G) J5c^ (B) MOHiTfc^T, 

7 bz-zzttiiz, itift (A) c:©^^ iittl 
Vtt. ticft (A) ticft (B) 

fi£o"C\ It'lt 
z z 

[0074] p H 2~ 1 1-efe^T, 

SfSL<ttpH3~9. 5-efey, cfciJSfS L< p H4 

~8-e&£0 p Htt3JU± 

5. 5^XtipH5. 5 ct lJ ^ < 9 . 5UTtm^b<, P H 3 U± 5 



WO 2012/133817 21 PCT/JP2012/058674 

. 2 p H 6 J^± 8 lJ fcFS Ll\ 

&fc\ PHU pH^-^-^ii\ 2 5°c-e>fjJ£-t£ 

o 

[0075] *mn%izts^z, '<i'<7Ji'tfBf£lsZ^ZZt&, iti (II^T) iz£ 

[0076] ^><P Mtik(Dmm^^^t^tcSb, 

IA\> 
LTti, T^u^ug, it:^it8~3 0©7j^jn^ 

UK, (**) TO 'J 

jumxuffi&feZGT&*>&##?£ 
cfc lJ V )\sm7)\s*)\s&n£W!§(D7)\s 

v- ; T7^ lunt^u^u • *$9 x)Mf7 
)\s*)\s • /lNO|J^^r^X51b>(20)X^77lJ>'UX-^>lU±±fi^ft ; 4#M^9-871 

30^$gK§E*63ftTl^:PJU^,iU^14-tzJUP-X!^#ft ; L KP+^xf 

;u-tz;up-x t KP^>7°P tfJUX^T7'JJUIL-^JUL KP^>7°P tfJUX 

K 'J ^A^0f#P*W9-235301^4m, f#M¥10-292001 ̂ $^C§E 

•, ftM2M6-in746^&mzE5M3tiT^&&ffim& 
tofrbmixtiz 1 mxiz2myL±tfti?£ LI\ 

[0077] 1 ££lj$4ncO 

. 000 1-10111 ̂ CO. 0 1 ~5ffM%#W3tl£07^f3; 

o 

[0078] mmzs BtmnrnftL 
-e$£0 

s mm matm 
^ mn* %tcs ±^L 

tcmMMmizmbs *fpj^ ^ 



WO 2012/133817 22 PCT/JP2012/058674 

[0079] [1]&©$£ (A) N (B) RXf (C) : 

(A) ( 1 ) 

[0080] [<fb14] 

o o 

R1—C—R2— C—OM (1) 

[0081] RUi, 1 vei< 

, R2^ fit 

n$n ~2 402ji0Kjb7j<is^^L, Mtt, ymws^s 

7)\st}l)±M&m, BBzMj&2~9<D7)\st}j-^yy^-

V A, 1 ~ 2 2 L < & ~ JUT7 

-0 A, KH$n~i 8©7;i/^r;i/S:fc L < 

'Jiz-^A, 

o. 000 1- 2 0111 

(B) X7-f >=h>>H 0. 0 00 1-1 011% 

(C) TK 

^ttu P H 2~ 1 1 

[2]I(:N (D) ^>tulE[ 1 ]BB®cCD^<^U^Ej^c^o 

[3M# (D) tt\ 1 fflX 

tt2ffija±-e&yN (5) 

[0082] [<fb15] 

x14 

X12 0 H 

Ru—Z]-C—C—C—R12 ( 5 ) 

X11 X13 N—C=o 

R13 R14 

[0083] (i£cK R"ttt: K • + JUtflt L T ̂  11 J: 7 - 1 90jSII, 



WO 2012/133817 23 PCT/JP2012/058674 

; X"N X^ kh'P^ 

SX&^-tz h^>S£^L ; rf>\ BS&f £I£SiJl^£-

MtC&^T^Vg^JFML (IIU X"tX*(D^t 

tlfr—X^^yg^JFM-t^ 

3\ X13^#SL^^0 ) ; R12&L KP^^JUSX&^-tz h^^JU 

1 ~ 4 0^JU^rJUS^::^; U ; R14 

tit KP^>JUStfi^LT^Tt<n^Sl$(5~3 0©it$L 

, t KP^>JUg^M^LT^TtcU^Sl$(8~2 2 

• t'SioTtiJ:lN^i!:^:^to ) 

K&tf-flSifc (6) 
[0084] [<fb16] 

x15 
I 

H O H 
,5 III 

R15—O—C—C—C—H ( fi ) 
III 
H H N—C=o 

I I 
R17 R16 

[0085] (i£cK R15&% t: KP^JUS^it^LT^Tt 1 0~2 2C0it 

Ms L < L < ^ 

; X'HZfrm^s ^-tz^JUSX&^'J-tzlUUg^L ; R16&L KP^P 

^^SXtiT7^ yg^M^LT^Tt <U^H$(5~2 2©it$L ^KIIX 

(CN t KP^JUS^M^L wrt <U^H$(8~2 2 

b KP^rs>Jl/Ss t: KP^rs>7Jl/P^rs>Ss ^JUP 3f*>SXl£71z 

h^>S^M^LT^Tt<n^J^Sl$!; 1 ~3 007)\s*)\s&%:^t0 ) 



WO 2012/133817 24 PCT/JP2012/058674 

Mollis <7 MRj&yQo 

[4M# (D) 0tti^O. 0001~50Ii%T'fc9t, 

0. 00 1~2 5ii%tfc^T, cfciJSfS L<ttO. 0 1-1 01f%t 

$> Z> tuIE[ 2 ]X[ 3 ] =m<V^*> 0 

[0086] [5]K, (E) =l 1 ]~[4] 

C1 sdMO^XP 

[6]^ (E) ©tfi^o. 0 0 0 1 ~ 1 Ogi%tffeot, 

o. ooi~5ii%-eS)9T, cfcysftL<&O. oi~3Si%tfc§ 

tulE[ 5 ]§E*6©^>?Jl4lJ$$)o 

[7M# (E) ifs p UX^P-JUX&SsE&ItP I/XTP-^XXT^ 

o T, SfS L < tiP 1 2~2 4©iflSiPUXfP 

-JH7TJI/Tfc^T, <£ USfS L < teU PL/XrP—Jk ^^'JVllPb 

X^'JJk 51 >ItP 1/'J-'UN $ 'J >ItP 1/ XT1 'J Jlss \y -i 

>I£p UX^'JJk -f VXT7'J >I|P UX^'JJk 'J 7—JUltP 

1 ffixti 2fflj^±-efe^fuiE[5]xti[6]iEi6©^^^;Hi 

J$$)o 

[0087] [8]K, (F) S^II^#W-r^)fulE[1 ]~[7]0lN-rtlAM |Ei6©^^> 

[9]^ (F) ©tfi^O. 0 0 0 1 ~ 1 Ogi%tffeot, 

o. ooi~5ii%-eS)9T, cfcysftL<&O. oi~3Si%tfc§ 

tulE[ 8 ]§Ei6<£>^> 0 

[1 0M£ (F) ^It8~3 O0^b7KiMtt§t©tfe9T, <£ 

ySfSL<tt^tSl 2-30 t ©tfe 9 T, $ >biZ 

T^^yMs ^^-yMs 'J <? J -tz 'J >Ms iza^>Ms ^ 

y$ym.Rt?* 'J isywtfrbM&tiz 1 fflx& 2fflj^±-efe£fu§E[8]x&[ 

9 ] IEi6 © ̂  ^7; HIJ5C^O 



WO 2012/133817 25 PCT/JP2012/058674 

[0088] [1 1 ]M(CS (B) }>m<D (G) (A) MM (H 

) M&ttt&misBC 1 ]~[ 1 

[0089] [1 2](S^ (B) t>\ -JiKsfc (2) 

[0090] [<fb17] 

x4 

2 1 3 X2 O R3 

T III, 
R1—Y—C—C—C—R2 ( 2 ) 

I i 13 I 
X1 X3 N(R)a 

[0091] (stcK R'utKp+^i/S, ys^m^ur^ri 
<U\ Kil4~3 p<^>S 

X2N th'P + 

S/JUSXli7iz h^>S£^U X4ti7i<iJl^s T-tz^JUgX&^'J-tz'JJU 

S£^t-Jb\ (iU, Y 

X1 £X2®i\?tifr-Jjtf]kmM:fL-e£>''J* ii! 

L&l\ + X3fi#£L&^0 ) ; R 2Rt/R3 

l£&*$±Lbr7]<mJFs^ k KP + ̂ ;H, t: KP^rS/^^JUSXttTiz K 

y ^Jis&tkTF L ; a 2 Xti 3 L ; a{|I|CD R LT7.K 

tl KP^r^ibSs LKP+i/7^P+^>i 

% yjUP^SM^-tz K^gfr^t£ti&m^S£^LT^T:k 

~8©iS$i7Ml/3n/l/g£^L ; 

<1 £ ) 

t^tiS 1 ffiXf£2®J^±-e&U, $?£ L< fi^$MX7-f M 
nmx 74 > =f*> y-fr bm&nz> i mxit 2 y, .tyusKs 
s ^i©7 7ry^>x y t: KPX7 < >=fv>s 7< h77-f>^» 

, >ifi/-xyN fbh*P77ry^>X ^ ( i ) ~ ( i v) (DU 

>=h>>fr£>3St2tl£ 1 ffiXtt2ffi&±-e&£iiulB[1 ]~t1 1 ^ 

[0092] 



WO 2012/133817 26 PCT/JP2012/058674 

Dfbi8] 

OH 

HN, 
OH 

OH 

[0093] [1 3M# (A) t>\ (1) 

• —Jk ^hXrP-Jk 7;XfP —Jk 

1 SfS L< &=l kXrP-mStl 

]~[1 2]©l\-ftlfr 1 lEi^^^JUflJ^o 

[0094] [14M# (A) ©tti^O. 00 1-1 5Mi%t?fc^T, Sf £ L < te 

0. 0 1-1 0ffM%-efe£tu§E[ 1 ]~[ 1 3]®lN-Tti^ 1 lEi^^^JU 

mm 
[ 1 5M# (B) 0 0 1 - 5 ffl%-efe^T, $?£ L< &0 

. 0 1 ~2ffM%-efe-g>fu§E[ 1 ]~[ 1 4]®lN-Tti^ 1 §E*6©'<*>?Jl4lJ$ 

[1 6]«^-efe-g)fulE[1 ]~[1 5]CDl\W 1 §E*6©^>?Jl4&J$$)o 

[0095] [1 7M# (A) (B) J&fi ( 



WO 2012/133817 27 PCT/JP2012/058674 

B) UM (G) (A) UM (H) (C) (D-mz 
feMLs 2, ill 2<Dmz%imtZJ:fe 
1 3, g|y©$£ (C) 

]~[1 6]©lNftLAM BE<6©^S>?JI/^J$^©§!IIS£&O 

[1 8]fulEm 2tf\ (G) £$# (C) ©-SBK^U HUB EM 

KiPa-T^U pH^5. 5 

HUBEM2©^KN ^ (H) £$# (C) ©-^C^LTflJ^CjP*. 

, p H 2 ~ 1 1 CiIt§H2 2£ffi;L£fu§E[ 1 7 ]§E*6©'<*>? JMfi/S 

tl©^3a^^o 

[1 9]HUBEM1 2tf\ (G) £$# (C) <D-%MZfeMLs fulEM 

tCjp^T^-n Ls p H£7JU±K!iM-r£M'e&£HUBE[1 8]§Ei6©^> 

^Jl/$UStl©^3a^o 

[2 0]fulEm 2tf\ f&fi (H) (C) ©-SBK^U fulEM 

iZ-h\\XX^Ls pH^5. 5J^TKI^-r^)H-efe''J, lu!EIg2©i 

IZS j&fi (G) £$# (C) ©-^K^LT^/StKCiP^ p H 2 ~ 1 1 

CiIt5lS2 2£ffi;L£fu§E[1 7]|Ei6©^^^;HlJ55c^©ii^;io 

[2 1 ]HUBEM1 2tf\ (H) £$# (C) ©-SBK^U fulEM 

miPA-T/Jb-n Ls P H£5JUTK||Mt~£Il"C£>£HUBE[2 0]§E*6©'<*> 

[0096] [2 2^feMftmM(Dmm.(DtcSb(D, fulE[ 1 ]~[ 1 5 ]® ̂ "f tlfr 1 lE®©^ 
is <7 MRl$^(Di£mo 

[2 3]m®»fcfe0, HUBEH 1 ]~[ 1 5]©V,N-rtl^1 BE«©^>^ 

mmm 
[0097] 1-18, mm 1 ~ 2 

mi iz^t$mmm^zm&[.s PH, 
izw-\*:z^to 

[0098] 



WO 2012/133817 28 PCT/JP2012/058674 

I$ft (G) (H) Ztl^tl&ft (C) 1 5gi%0*i:i§jg 

t §o 

5, 7-9, 1 2lis j&ft (A) N (B)% (D) (E) . ( 

F) RtftefeticftZM'SLs 8 0t~9 51Ct»MU ^"T-So IC 

s (C) (G) Ltco Z.(b%k 

, mn\,^ifb2 5°cs-e^iPL/c0 'j *-jugi, 

tfSISB©/££ (C) £;Fbi§rU Ji^LT^-KL/co 
6% 1 0, 1 4ttN ^ (A) N (B)% (D) N (E) N (F 

) RZf%i&l&ft£&&L. 8 0t~9 51Ct»MU mWtZo IC, 

(C) (H) LTt^-K L/co d©^ 

£#L&tf£2 50cs-e;^iPL/co 'j *-jugi, 

mWJ&ft (C) £;Fbi§rU Ji^LT^-KL/co 
mmm2s 13&, (A) N (BX (D) RX? (E) SO 

°c~9 5wiimmMLmfttZo mz, $tft (c) ?kv-mzmMLtas, 
ft (G) ^iPxT^-KL/co £#L&tf£2 50CS-e;^iPL/co 

-®£R£<SISB©/££ (C) £51 

• I, Ji^LT^-KL/co IC, (C) 7K©-^Ci§iL/c^^ (H 

) Ltco ( P H0^bK<££^>^U©££14£56§IL/co 

) 

^»J4, 1 5, 1 8tt, j&ft (A) N (B)% (D) RXf (E) 
s 8o°c~9 5wiimmMLmfttZo mz, $tft (o M-mzmm 
Ltcltift (H) ^JPxT^-KL/co :©|, 2 5°C^-e;^ 

iPL/co CICD^ 'J it— JU*IN — p|3£:P£< £§n|3C0j5c^ ( 

C) Ji^LT^-KL/co IC, (C) 7K©-^(:ML 

(G) ^iPxT^-KL/co (p H<D&iklZ£Z'<i/9Jl,<D£fefe%: 

WMLtc0 ) 

mmmi Hi, 8 0^~9 5^jbP$tf§$L£#-r£„ 
d ©^ mw L ft e> 2 5 °C £ -e;^ip L fco 



T-1ZIZ-Q d3±3l/\l Hd IQVdlAlOO 'nil* V a I id 0 H 
: Hd ( L) 

(¥^fflhkl) [6600] 

) (O) ^-^0^11^-0* (O) && VI1M ° 

c* 102 °^i[S^a?as3 V(=»##n&gf 102 °-n:i-^i^ 

« (H) #$nn$§:oi®-a>* (o) && vnM 

a0o3 6~0o0 8 (3) .•aw (a) v (a) w® ^zmmw 

d) (H) (o) && vnM 

o) 
r,0* o^nd?^a¥0oS 3<=»##n#gf 102 ^1:1-^1^ 

« (o) 0^11^-0* (o) && vnM °24&gn$§$OT 

a0o3 6~0o0 8 (3) .•aw (a) v (v) w® vmnmm 

) (H) (o) vriM 0 

^nn-Sfii&gf (o) 102 °^n 

d?^a¥Oo3s v<5^n#g{ 102 o) 

n$&oi®-0* (o) vriM °?4Miif(«*aas6~ao8 

(=1) .•aw (3) v (a) v(a) v (v) w® v?u ifi«¥ 

( o^n!I^1.^0)ir£^v£rriq}^a)H 

d) (o) 0^11^-0* (o) && vnM 
o) KW2 °-+ 

nd?^a¥0o9 3<=>##n#gf 102 (H) 

10^11^-0* (o) vriM °?4Miif(«*aas6~ao8 
vnJ§^ (=1) .•aw (3) v (a) v(a) v (v) v?i9 in«¥ 

t/.98S0/ZI0Z<IfAL3d 63 Z,18££1/Z10Z OAV 



[00 L 0] 

i • ommwmwm ^ri?ri-^*vyiia>^o i 
: (17) [2010] 

rxj wi 
^¥^<o)ir^<>v¥ixw^0J^ v rvj x)(D(i~mctl£2\<sfm&^om-\6 

v roj w± 

°-y 18=34 YiT-132 

?u?il>^a v-i»MI ^im&CD'if 6<*w \TO °^i 
v--/£ 'w&'ma-mty* 

MM mpi1 m\MM L ^^i-aa, 3 Ma s z va, 0 s v^(Wif # 
: (£) [1010] 

"-.n^? rxj v roj 3 

UOJY-^IfAi (d_9£i» »1 va$n!^MO> (H) ¥1X (o) &W<2 
^PliOCriS L~S L v£ L > v--/£ °--/1I§ 

#4 Vi?-13 2<2^£g1i#*CI£S.-^/irAa (i^UO HMI-'Wn® 
v«i?i ^ L~3 vs ^mmco^o^w 

{Z) [0010] 

"-J-^W^WM^CD (H) ?1X (0) 
21 ^1Xv-\C218 L ~ 3 L vs L > KZ\\«¥ v--/£ "--/I^Of* 

UMii^^^ V?1 P 1 ^i~s vs UP«¥ V£1HCI *<?# 

^98S0/£I0£dr/I3d 08 /J8££I/ZI0Z OAV 



WO 2012/133817 31 PCT/JP2012/058674 



WO 2012/133817 32 PCT/JP2012/058674 

±3 

CM o 
CO 

o 

1 90 
0 | 

1 S0
"0 

1 

- Ln 

d LO 44 
ffi 10

0 
1 

CD 
CO 

r^. 
00 O X X X X •*r 

±3 - - m 
d 

CO 

d - in 

o LO mi ss 
O 
O 

to 
ai 

O) 
CO O X X X X C>J 

CO 
LP! 
O 
d - LO 

© 
d 

CO 

d d d 
•H 
JS3 

O 
O 

CM' 
LO 
co O O o o o ID 

r*» 
in in 

co 
CO o in 

CO 

d 
mi « 

O 
O CO 

a> 
co 

CO 0 O o o o <a 

CO r-» 
LQ in 

CO 
eM o o 

o 
LO mi « 

O 
o CM 

CO O o o o o CO 

in - o CO 
co 

o 

CM 

O 
mi o 

o CO 
CM 

O o o o o If} 

- o CM 

o 
D0 « 

o 
a 

O) 

CO 1 0 1 0 o o in 

CO - CM 

o 
LO 

o 
CO 

o 
BB 
« 

o 
o CM 

O) 
o> 

co o o o o o 

<N CM 

o 
in 

o 
m « 

o 
o CM 

(35 I 0 1 o o 0 w 

-
in 

CM -
CO 
o 
cd 

o> 
CO 
csi 

DM 
195 

o 
o CO 

CO 1 o 1 o 0 o 1X3 

o LO CM 

o 
m 
*3-
d 

CM 
in in co 

in 
CM 
CO 

in d 
CO 

d 
* o 

o CM 
Lri 1 o 1 o o o r~ 

nil/ 
Wi o> o 

CM 

d 
CM 

o 
eM 

Ln 

d 
m 
o 

•M o 
o CM 

ai 1 o 1 o o o cn 
nil/ 
Wi 

CO 
CM 

o 
CM 
d 

CM 
d CM 

Ln 

o 
« o 

o CO 

oi 1 o 1 o o < CO 

nil/ 
Wi 

- CVJ 

o 
CM 

d 
CM 

d CM * o 
o CM 

0> 1 o 1 o o X CO 

nil/ 
Wi 

CO 
to 
CM 

Lf5 
O 
o 

m 
o 
o - Ln 

CM 

o o d 
in 

d - CvJ 

d in O 
LO 

o 
LO 

o 
CM 

o 
* o 

o in 
1 o 1 o 0 o CT 

nil/ 
Wi 

m 
lO 
Csl 

d 
r-

o 
d 

- in 
CM 

o 
in 

o in o 
o 

CM 

d « 
o 
o co 

CO 1 o I o o o 

nil/ 
Wi 

*r - o 
CO 

d 
CO 
o 
o 

in 
o 
d - LO 

d in KH 
ft 

o 
o CM 

CO 00 o o o o o r-' 

nil/ 
Wi 

co - d 
CO 
o 
o 

LO 
o 
d - LO 

o in •M 
ft 

o 
o CM 

CO 1 o 1 o o o 

nil/ 
Wi 

CM - o 
LO 

o 
CO 

d - in 

d LO ft 
o 
o CM 

o> 
o 
CO o o o o o CO 

nil/ 
Wi 

-- o 
in 

d - Ln 

d in •M 
ft 

o 
o CM 

ai 1 o 1 o 0 o 

mi 
ffi 
0! 
18 

ih 
K 
H •s 

ih 
K 
3 
n 
® 
-C\ •N 
n 

M 
•P 
Ih 
<\ 

i c 

ih 
K 
H *\ 
-i 

ih 
K 
A 
n 
« 

ri 
rr 
-p 

+-
•fr < 
i c 

i 
A! 
* 
H 
% 
A: 

ii 
\mj 1™ 

T 
• 
'h 
K 

n 
*? 

ffi 

n 

SK 
# 
< 

1 
h 
W 
K 
n 
A 
„\ 

*n 
A 
V 
h 
j-

V r\ 

A 

fi 
A 
V r* 
K 
SH 
U m. 

A 
11 
H-

N 
_i 

•O 

AJ 

i 
* 

tf 
A 
in & 

_L A 

1 
Z 

1 
S 
u 
• 
WJ. 

£ih * <• 
• A 

IT H 
< • 

Tt 

OJ 
TN 
V 
5 
•-L. 
Ill 

ih 

T 
• 
'h 
K 

n 

—'N 

Ih 
K 

n 

A 

S 
ih 
K 
rs 
V 

@ 
A 

N 
ih 
K 

A 
ir* c\ 
K 

A 

•fr 
• 

ih 
A '•> T 

"N 

Ji 

T 
n 

A 
A 
th 
'Ti 
1 
o 

T~ 

A 

? 
—N 

i 
i* 

17 
u 
A 
* 

•R 

A 

* 
H 

Ii 
U -i 
• M 
T\i! 
•fr Ih 
• 1 

thih 

°j_ 

u 

•k1 
U 
W 
A 
K 

if 6 o 
l 

m P 
1 ^ 
.^th 
Vr H 
• -,N 
"J-'k 

OJ u 
T 5 
2% 

Ji 

if 
•*s 

H§n 

A 

•k 
ih 
oy 
*s 

« 
A •k 
V 

liiiG 

<C 

& 

i a 

« 
'hi 
a 
•P5 

X 

+6 
X 
3 
<R 
13 
i» 

& 
IK 
OS 

+< 
G 

A 
V 
6 $ 
HI 
m m 

gs 
4< 

e 

A -< 
e 
•M 
AJ 

•1^1 
X 
a 
i J 

m 
la! wn 
s 

p 
o 
in 

ii 
w 
#fc 
m 

p 
in 
CSI 

p 

3 
•KJ 
V «• 
•t 
•w e 
ffi m 

mi 
ffi 
0! 
18 

< oa CD I G LU u. o 

liiiG 

<C 

& 

i a 

« 
'hi 
a 
•P5 

X 

+6 
X 
3 
<R 
13 
i» 

& 
IK 
OS 

+< 
G 

A 
V 
6 $ 
HI 
m m 

gs 
4< 

e 

A -< 
e 
•M 
AJ 

•1^1 
X 
a 
i J 

m 
la! wn 
s 

p 
o 
in 

ii 
w 
#fc 
m 

p 
in 
CSI 

p 

3 
•KJ 
V «• 
•t 
•w e 
ffi m 



WO 2012/133817 33 PCT/JP2012/058674 

[0104] litiMlJI 

2, 3, 6, 1 ?. 

JtWiUfibfCo jkaM&m 2 
[0105] mmnfe) 

J^Jt©7K^M0)UJ^ti> ^iiL(D^i%4tipfj(D 

^•Itl ZtlPfiZs ZUl/***-*- (CORNEOMETER CM825, -f 

)tLT^)\s*j*-$>-titm 

-c&t&L, 7j<:fr£^Tfrbi oftmzm^Ltzy^ftm^mmtLtz, K 
IZS jkxfA'Mmzmftt&ztzs HP^J^U 3 stc 
, ±§E;MM-£;£;fU OMCzkM^iSL/co 3 

Ltz„ lirft 1 

[0106] 



WO 2012/133817 34 PCT/JP2012/058674 

im.21 

$ 
jg£ 
AJ 
•M 

CM d 0.
3 

|
 

1 90
0 

0.
05

 
1 

-

I 
9

0
 

LO m|4 
dib? 10

0 
1 

r-
csi 

Rill 

00 
LO o 
d -

LO 
O 
o 

CO 
o" d CD 

oM 
dltf 

O 
O LO 

Rill 

CO 
LO 
CM 

in o 
o 

m o 
o -

LO 
CM 
O d o 

LO 
ci -

CM 
o LO O 

m 
o 

in 
d 

CM 
o 

ID|0| 
% 

O 
O 

r^-
o> 

Rill 

CO - o 
CO o 
o 

LO o 
o - LO 

O 
LO mm m 

O o 
CO 

yi|\ 

CNI - o 
in 
o 

CO 
o - LO 

o LO m 
o o 

a> 
CO 

yi|\ 

- o 
m 
o - LO 

ci LO 
0|l| 
Hlh> 

fS 
o o 

CM 

m u 
& 

ih 
K 
H 
N 
W 

ih 
K 
n 
ffi 
•t> 
y" •> 
n 
iT 
P 
Ih 

i c 

Ih 
K 
H 
"S 
W 
—\ 
ih 
K 

n 
M 
•Cs 
*N 

n 
—s 

II 
p 
Ih 
* 
* 
< 

1 c 

IK 

-4 
1 
h 
h 
W1 

K 
n 
X 
"n 
A 
V 
Pk 
K 
j-

V 

A 

"n 
A 
V 
rv 
K 
SH 

m 

A 
il 
'* 

h 
i 
_i 

•4 
-D 

•fs 
AJ 

i 
* 

8i 
A 
in 
& 

£ 
i 
_i 

il 
A 

i 
z 

1 
S 
11 
• 
WJ. 
>> I'' 

• £ *j. 1h 

£"*v * < 
• A 

it H 
** 
< Q 

ii 

<N 
TN 
V 
S 
tL. 
Ill 
ih 

J* 

T 
• 
ih 
K 

n 

ih 
K 

n 
ffi 
A 

K 
ih 
K 
> 
V 

il 
A 

h 
ih 
K 

A 

l> 
•Cs 
K 

A 
4> 
•rt-
Q 

°l 
fh 
"A 
o» 

-1 

T 
N 

P 

T n 

A 

th 
T\ 

1 
CO 

T~ 

A —\ 

A 
Ji 
Vh 
H 

If 
52 

+\-ih 
P 1 a a 
VK'lh 

S* 
5-1 
• n 
tz_p 
U^N 

•k 
ll 
V 
A 
K 

I? 
6 • 
l ^ 

CO p 
1 ^ 

th 
$c H 
• «\ 
"J-^ VP 1 -J_ 
(M jj 

T3 
So 
sin 

ih •* 
M 
H$n 
# 
fK 
A 
* 
•k1 
ih 
"N 

A 
« 
A 
•k1 
V 

lite 
«G 

m 
HE m 

m u 
& 

< m 0 I Q LU LL o 

lite 
«G 

m 
HE m 

[0107] 

tl/co pH lZ£bt> 

Xbtl&o 



WO 2012/133817 35 PCT/JP2012/058674 

!t#©S6SS 
^111] &©/£# (A) N (B) RXf (C) : 

(A) ( 1 ) 

Dfbi] 

o o 

R1— C — R2— C— OM (1) 

U R2^ ~2 4 0 2{I0j^t7KSlg£^U Mtt, TK 

7)\st}ij&m, Tjisti<J±m£Ms 

2-9 (D7)\st) J ~)\s7y:E-0^ 1 ~ 2 2C7W7 

L < ItTJU^r—JUTy^ — O-^s 1 ~ 1 8©7Jl/ 

7 $ y ] 

o. oooi~2on% 
(B) X7 -f >=fis>m o. 00 0 1-1 011% 

(C) TK 

^ttu P H 2- 1 1 

^112] (D) -\Z=? $ 1 IBtScCD^'v^v'UlJ^^ 

o 

^iI3] Htc, (E) =i X 

& 2 §B<6©'<S> ? MIJS^O 

5RII4] UK, ( F ) 1 - 3 0^-f tlfr 1 IIIEic© 

^><7 J HI^o 

^115] Htc, (B) ]^0 (G) (A) MM ( 

H) itli^in ~4 0iNTti^i JI§B*6©^>?JI4&/£$) 



WO 2012/133817 36 PCT/JP2012/058674 

O 

^iI7] (A) Rtf (B) 

(B) UM (G) ik&Xlt&ft (A) (H) (C) 

CD-SBKJMU tulE)4ffiKiP^T;Fb^-r^I^1 2, ill 2®f| 

tc^sp-r^x^i 3N (c) 
X*M2 1 ~6®L\-ftl^1 

S^js^F/io 

^118] fulEXfM 1 2^\ f&ft (G) £/£# (C) ©-SBK^U tulE/4 

pH^5. 5 <£<<J*$<&£J:9KiJ^-t£X;£ 

fu§EXfM20^cN J5jc^ (H) £/£# (C) 0-^C;#IBL 

TflJ^CjPiL p H 2 ~ 1 HCll^-r^X^2 2^iix^I*^II7 

*Jg9] fulEX^M 1 2t>\ (H) (C) <D-%MZ®MLs tu§E)4 

pH^5. BUTlzm^t&JlWiZfoVs fulEX 

i2®ti:, ^ (G) £$# (C) 0-^K;mLTllJ55c^KiPx 

% p H 2 ~ 1 MzmMtZ>T.fc2 2^mX^%t^imm,(D^0 )\y 


