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. TIBOfi^ : 

[0029] [fc3] 

[0030] 1- (2- ( 1 2, 5 1 H-kfP-JU-

3->NU) -2-^dpyx^U) t°PU^>-2, 5-^X TIBfi^ 

[0031] [fc4] 

[0032] (2- ( 1 —s<y is)[/— 2, 5-^^U-1 H-kfP-JU-



f,d LS 

<fiftB ^1Q9^?rQ9¥^®fjCi9d LS 4a2i °?\n^<5 •$#:? 2 £<2-1 

fi 21ir—£2^4*^- 3 - s u B J i * 

fi»2 ri<^zir-^4^x^ir 

-^I4+V-2-SUBJ i sw$im< ri^iriT-i.^-z niK n -

L- < <*J= < > £ * £4-5#^)*}^ '*1d LS [££00] 

*3-i<£<y- A 'p-<a(\A6$- y 

] ,s ' <3- (if^xA^£-3 - (ir>-e-ir-a 
,3 - H L -M+ta- 9 '3-ir/^<v-L) -3) -L - (S) £4-1^ [9£00] 

[9^>] [S£00] 

: ^mCDVi±W x< 

r £x (^ (ir>- 9 -ir-,A^H ̂ -H L -ir^*- D ) -3- (ir 
>-e-ir-a^ - H L -ir^*.<-- 9 '3L ) -124.^3 [17000] 

9 'P '3-<.<* (\A6^ yifrtrt- e - (ir^xA^^-3- cir>-e 

h 

[sq>] [££00] 

:^2|i X£f,H-

I8ISS0/H0ZdfAI3d 91. 0Z,l££l/H0Z OAV 
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[0038] um 

HO OH 

[0039] (E) —1— (4 — ( (1 R, 2 S, 3 R) — 1 , 2, 3, 4-^ 

h7th'p *5s77-Jl>) -1 H — 'f $ yV—Jls— 2 — J Jl/) 

A ($yxJi\ Bagdanoff, J. T. , et a I . , J. Med. 

Chem. , vol. 53, p. 8650-8662 (2010) £#flg) 

j 

[0040] [fc8] 

[0041] ( 1 R, 2 S, 3R) —1— (2— (<f V^+f-x/—A~ 3—^JI/) 

— 1 H — 'f $ yV—Jls— 4 — 'f JU) 7°^>-1, 2, 3, 4 

(Bagdanof f ±JZE) ; Rtf 

[0042] 
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[<b9] 

mm: 
o 

^\^IMH OH 

HO ^OH 

[0043] £*tS 1 — (5 — ( ( 1 R, 2 S, 3 R) - 1 , 2, 3, 4-fl>5tK 

-1 H --f 2 --f )l) JL$jy Ca 

yman Chemical Item Number 1 3 2 2 2C a y 

man Chemical Com. , Michigan, USA) 

[0044] 

muftk 
, MU s *f%w<om 
j£mttizmMmf&yi}%mM&mzw.8ti9Lj3-t2>ztAUy$?£ IA\ 

o t/c, u s e«©)S^ 

ne>(cm ufciiMi(om%zmmtzztiz* 

[0045] ^H^cpHiit^y, s^b^y. m 

mitMs j§mj»£y^»ipu 
ttf-ezzo P ummMRtfmnmt 
. MI^KY^A, s^b^y«hLT^ 
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Vnwmkl- K 'J 0 A, E D T A (i^ h 'J 0 A) , ?-*<? 

7°P AO, #3Hb&J£ UTtt. 

K u ^A, y e>^0 

[0046] t/c, 

±§B)EM © £ # o £#a?i£/ WKP v )v tz t(Dmt iz *^B^ (ommm 

KP^U«h LT(i. PS££tl&^\ 3 7-^fX -t?7 

e>^0 t/c, 
m^XCDMbt, ^#tf&£;/c^CttmW&il£ft9fca&©*7L:/ h 

z>ztt-e$&0 t/c, 
M u s LT, H^£tl/cM u 

sett0t#j|^a«)5^ (flUtf. iifilH?. +M hAO) £5IA 

IttiUo 

[0047] 

fMJts jSj^H^roffilllCcfcoTi&t^M'f £££tf"C££0 Musei®^ 

PS^ft&l^ 1 n 

M~1 OOjLtM-efe^o t/c, H££M$tl£ LT^H^^)EAX(i^t" 
±§E©jSj£H?©*lJtXtt^#©gJt£#JiUT. wmm^ 

©^Aixttix-^MN &mzms Rxf^(D^s mmmttmg.&fetzz.t 

[0048] j^-FCD^jte^ijtCcty. *mmzn 
>b^lli iz & y m >b PS££ tiz fc (0T?tt&IN0 

nwy 
[0049] ^«yi :zfuT*-Jx®ffi\,z&z>m%m*<b'&&ifan<bm& 

Mu s eMM^cW^aUtLiZl^M't^>M^M^-(D'^M^J]W^:sM\^i't^>tc!f)iZ 

(mm* (2004) , ±^#BS) 0 zonm&s 
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£ £ £ iz 

<fcy, t £ (DMHtz-a£tiZ$>ystM%£wtzmfeT;Z> Jo)£?'$) Vs f:> 
avhMJ £t,m£tiZ0 o(M;££^fe1-£fc<£(Z)gE!Hb^3^A& 

LCi/XyLA£s J\4 7°U v KMJf M^JT11\ f1'— 

ZtlT^Zo IPSL C :> 3> A Tiis #SMH5£©g&£ 2ffl|I©L 

c is7s^i*± 

UT?#£ft£;/cg>* # 

^(c#i^©^>/^SX(i^7°51 K£#S£t"£;i£tf"C££o &lc, ^WU 

^ £ 11 (C {£# L T TML, £ £ £ ft fflf *g 

t£ d £ (Ci; y, Ki< <fc y ^ 

7°^ K£in^-rsc: £tf-e$Zo flUtf. K U 7° 

K;Fb^^bs 1 0©^/TTIR 1 

0, 0 0 0-15, 0 0 O0MS/MS^^7 hJU^IXtfU 1 , 00 

0ffl§I©^>A^ft(Cfi5fcf £2, 0 0 0-3, 0 0 Omm®*?? K£|t| 

±§E©5ij2^©gEHb^3^A 

lN £ d £ i/Z <£ y % #M u s e®ihJ:t,^LT, M u s e 

fgIlLT^£^>A^lt£^L/co 

[0050] mmmz: i^a?0is 
( 1 ) thMus e«©flM 

t; KM u s e«©ilS^ IMIW02 0 1 1/00 7 9 00^A 

>7 l> v K(C|ES^tl/c^)i(C^^TtT^/co \L h#iS)S 

F P^|ffl^(C^AL/co G F P-eHsSSftfcM u s efliffljj&XttM u s elfflj® 

G FP<hSSEA — 3 LT F A C S IZ 

tMLfco t/c, #Mu s e|ffi(iN ±§EP^^IfflJ®©9"^ SSEA-

3ittti)§GFPPitt©«£¥-e$>y. ^ M£uTm^fc0 ^com. u> 
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©P^^»£i£#LTt#/ct(Z)£M u s e«©SH0<h 

, Wakaoe (2 0 1 1, ±5$) (Ci: 9 iZs SSE 

C D 1 0 

[0051] ±§E^Ste$y 1 i^t'fe§x7ry^»-i 

-U>ItS#{*2 (S 1 PR 2) M u s 

Mu s e|fflW#Mu s eMl&lZ&tfZ 

s 1 si PR 

2 (iM u s e M$&lrZ(Dfa%lB, LT lN£> Z t. tc (TJ— T) 0 ^ 

/cs S 1 P R 1 (i% Mu s e u s e t LTlN/c ( 

T-*^$t) o ^^tc. si PR&, ^(DmwtL, 

SB?U#©*|j£jbNe>S1 PR1, S1PR2, S1PR3, S1PR4, RXf 

S 1 P R 5051b tls Mu settCfe^T, Ztlb(D%l%OMW.Jk 

tffg3Efi©*l&£'J 7)1$ J APC R (^IftPCR) (C^TJ:t$$L/c ( 

^1) o SI PR2#Museli(:Bl^Tt|S 

SI 

P R 2 (Cfp-n t"Z> S 1 P^M u s 1 -DTfcZZ 

tfrffembfco 
[0052] (2) Tfi'f •? >•?••& 

u s emi&(DMfc$:fewMlZMfeTZfc6blZrf-f71'>3L 

•V >/<—;££ffl^/c0 L/c^V Tyj-M y/<— Mi I I i po re 

fri? rfr IS ̂  ti Tls& QCM Chemotaxis Cell Migra 

tion Assay Kit (QCM 24 Wei I Colorim 

etric Cell Migration Assay) L/c0 Z 

CD^V 8 fxm(Di^— 

Z>7 1 )l$-%!&%UZMt%<y*f~ K -f V+J— h©7 

SlCMu s eilSXli^Mu s e U -f V+J—S© 



L SMW d L 
¥19sQ£H * (lYCDEt-t^ 9 s nIAI 21 £C-

G9^O)0ww lWy.Uebtm'21->":*-4Q)ti&T£&4 [SS00] 

° (g^) 

s n^ \¥1im) l'^-£ 
° (17^) <2 

# 2# Jk# M CD ^ [=u £t ik^co « n W #$}3I ̂  CD ̂  
^i^^-wTO<cr, 

2 ° (O-^^SB#^ (Z 0 0 3) C9 L — 9 9 L '030 : poq l9ui 

|B0|60|0uniuiu| j.o |BUjnop ' 1 | E } 0 ' B } } 

! N) I 0 3 ^IIPIIW 

( -^ ̂  u B o s I XVI) W ( 0) [>S00] 

°^n £ 
9 s n wWd LS 

21 d L S0|1O)^|\1 'Mfflf9 s n|/\|^ 

nW ^1dLS ^^^2§\U1¥ 
vn^:ii«0d is ^ia^^/n»^w9 

s n IAI °4-^f}TOa>^«24-&2iW^ 
G9^tf^n ^ L 9 s n |/\|^n^i£fi T21 (|/\|UO) d IS s¥lW$i * 
1^WWd LS °4-^210^W£! °^H<^ 

°-^n (IAI u o o o 9 '000 i ^009 'o 0 L so 
) sff^i/^d is2m±co*\-4.<y %ns§fi5f«0irxcl/§gffl$gO L 

X L 9 s n |/M#¥1X§Hfflf 9 s n |/M21T-£ir> L [£S00] 
0 £ $ a# :? 2 £ 4-^^ iH^if £ 4-&21 §gm 9 

s n IAI ViT2i^2£4-^'¥i^.ar0i^^iiiifa)iH^if ^m^uxvmm 
m wvii^w: 0 (SB#3no ^4-H 

I8ISS0/H0ZdfAL3d zz OLlttWlOZ OAV 



WO 2014/133170 23 PCT/JP2014/055181 

$J 1 4 0tr^|E^L/co *>'J PV^x/x-^y 7° 

h tl/cflg 1 2 0 0ju,rru -x^TvS 2 5 0 yu, m% 8 yu, m ©Hja 

^JlfflSroKi^fiLfco &fc\ SI L 

fc0 HI 6£(£% SI P£2 MM»L/cif^(Z)M u s e« (A~N) 0® 

-7)1$^ A-elE^L/ciSm-e^^o SI P»JPLftfr 

o tc^ma COM u s e 111 IS CD Si $ £riEH L/clp^^r^fo S 1 P^:;^JPL/c^ 

Mu s e« (A~N) S 1 P (Z)}j§Jt^lB«-3 T7^7.£LM 

t/c, 

-otdm&Jbftfct&tfs ^7JCf£tt£>ft/c*i(Ci:-3T3iS^£P.i 

yt^TL^nz (@6^) o si P»JQLT^ 

M u s e® (a — j ) (i% ^ y $'k.^fklf Z> o tc (HI 

6£) o ±§E©inHfr£>, /f^ T Vf t Lfcl^t i 

ffilZ, S 1 P(iMu s 

tC o 

[0056] t/c, S 1 PCDfttoyiC, SI PR207^-Xh"eSi'5 1- (2- (1 

-^>^U-2, 5-^^U- 1 H-kfP-Jl/-3->NU) -2-t*V 

JL^)D -5- (h'j7^p^fjb) eu^>-2 (1 H) -ty%m^ 

Xs -tiB^[WJ^MtC. Mu se«©I^lJ7J^^ATliL/c {?-

$^t) o I^ZP'-XK (2 MM) L/c^Tii. Mu se»(iN 

m7=f-7. h©>j§Jt ̂ IBIzfitvrT^z&iMBMlzMffiTZZ>o 

M u s em^ZMt^T^-7. hCDjSj£S1£tffils§£tl 

tCo 

[0057] (4) i n v i v o £ M u s e IffllciJCDllfl 

LTs u s elffl 

mtfMk$nzfrz?fr%&T<D&?izft^tc (H7#BS) 0 &mLtc^<y 

7>(i. t h«^lL^^MT^t^SSC I D^ox U#tt7®i£) 

£B*S • U/<-tt^tt^^IiAL/c0 



°Cr^<$Q. 

'.U&WSZCD*M *># 
? 2 v^n ̂ 12^21*11^^11 
mma>%&a>sm* \<?# 
x^^t^c^-mm szm¥-4MU&i&mu[&Q)2-^<24-mttmM&* [0900] 

°<2r $X&? 2 <2:4-ftiff -VN£ 
s±\'\&2m^My.\'\m%mM& * nw * 

s n w-immm [6S00] 
^m^muoTmw 

°^cW^ <2 

L SMfflf 9 s n l/M^vO^!©:? ° 4-^21 6 
H °£ 

"TmmCDT^ s*bM 

2?rOinD?gf^0§iffl«9 s n|/M ^n^:i$f®d L S ^£4-$$^ 

3 (^8 HI) ^tf-^n ̂  IAI u 0 0 0 I ̂  (5^8^) ^tf-^n IAI U 0 0 9 

?l«0d L s °4-^^W9 s n^i^d d0 ^KW^n^ada^ °4-

^8m^m^m 
'lOS?: (Ylf fi T u a 6 o J }[ A u | S8 9 9 GX9 I v) II 

^d d 0^1:4-^21 d d G^ir^nd y\f-m^rat [8S00] 

°^n H <ovx-2mwm-£—i%mmB s n 

Aia)i-^ddG %nw^3HH!d d oioi^»d d 0 %nwri^38 
TOMIMMr^iiLH S&BZ °^n Y^^KUMO)*: 
OA^§iffl|0 sn^H 3-^£$II*d d L ^0-3r °^ 

(^ (n^g) i 0GP9AI) ir^n 
.HM/iiW"3 9 1 0 X w o 9 "0£$¥ (IAI u 0 

0 0 ' L ¥1XIAI u 0 0 9) $£Sd L S9?£ 8^i?d L Sll 

I8ISS0/H0ZdfAL3d 172 OZ,l££l/HOZ OAV 
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HacOlfiH 
«|1] 77ry^»-i-'J 2 

#£ Lrs&s &mfe&M®<DMj£&%fefcT&fcit)<Dmmmi&y!io 
5RII2] x 7 4 y P%> > - 1 - U 2 %%mkT£7,7 

4 >P%>>- 1 - u ym§i^W2(DT^-x vx&z, ll^n tciB 

^cII3] 7> 7 O P%> > - 1 - U 2 CD 7 =f — 7> h ti\ X 7 O =f 
s>>- 1 - u Il^cil2 tciB^ronilM^c 
«Do 

5RII4] X7 OP%>>- 1 - U 2 07^-Xh^ 1 - (2 -

(1 -s<y*/Jls-2, 5-^^U-1 H-kfP-Jl/-3->NU) -

2-^-^VX^JU) -5- (h'j7^P^^) t°U^>-2 (1 

H) —^ys 1 - (2 - ( 1 -s<yV)l-2, 51 H-

t°P->/U-3--r>/U) - 2-^dpyx^U) H°P'J^>-2, 5-*>* 

^X 1- (2- (1 -/C/2/MU-2, 5 1 H-t°P-

3 —r >»U) -2-^drVX^JU) — 3 — ^JU'f $ WD S/>-

2, 4, 5-h'J^X 1- ( 1 —^yViV— 2, 5-^^U-l 

H - t°P—jU- 3 --f JU) -2- ( (1 -*^U- 1 H-71 K^V-

JU- 5 ->T JU) x*y X (S) - 1 - (2 - (1 -/<> 

*>Ml/-2, 5-^^U- 1 H —t°p—JU—3—-nu) -2-^drV 

X^JU) -2' , 3' -^HKPXH°P [>rsyyj^>-4, r 

-2, 511^112 

^cII5] X 7 O P%> > - 1 - U 2 £^t^bf &X 7 
< >P%>>- 1 - u >itu 7--tfPi#^y-e^)^ii^ii 1 izmmvmM 

^Cll6] X 7 O P%> > - 1 - U >I£ U 7-"tf PM&ltf, ( E) - 1 - (4 

— ( ( 1 R, 2 S, 3 R) — 1 , 2, 3, 4-^h^HKP^>7> 
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JU) - 1 H-<2-<;u) x^y(1R, 

2 S, 3 R) -1- (2- (>T 7*-9-y-JU-3->NU) - 1 H--T 

-<;u) 7^>-1, 2, 3, 4-rh7^-Jk & 

t/1— (5 — ( (1 R, 2 S, 3 R) — 1 , 2, 3, 4-fh7th* 

• - 1 H->r $yv—JU-2--r;u) x^y 
l#jbN£>]iiR3fc,£u 11^115 (CIEi^E^fiJ^o 

mull 
ttifr 1 JltciB^ronilM^c^o 

^ii8] s s E A 3tf 1 ~ 1 <o^t 

tifr 1 iI(C|ES©E^I^o 

^119] fu§E#fgtt$$«tf\ C D 1 0 5Pltt-e&£. 

tifr 1 II(C1BS©EM^O 

^1110] mmzummmtfs CD 1 i imfe&xfCD ^ 4 6ittm 
mmw 1 ~ 9 ifr 1 II(CIES©E^IM^)O 

^1111] CDI 17^ CDI4 6|& NG2| 
tt. C D 3 4 Pitt. V W F Pitt. RXfC D 2 7 1 ^ttTfeS. Il^ll 
1 ~ 1 CKD^-ftlfr 1 

^1112] cD34Pitt. CDI nPitt. cD 1 46 

m^s C D 2 7 1 ^tts N G 2 m^s V W F ^ttv S o X 1 0 Uttv 

Snail Pitt. Slug Pitt. Tyrpl Pitt. WDct Pitt"? 

&%>. tmm 1 ~ 1 1 <D\,^ttifr 1 
^1113] mT<o^.n<o±r^mt^m^mmm-c$> 

Z>s 1-12 ©IN-ftifr 1 II(C§E#6©EliMj5£t] : 

(i) ̂ u*=7-\; 

( i i ) =K^©^1*tUOWMfOW&fcMk?; 

( i i i ) ; JkXf 

(i v) Hz;U7 U -ZL-TJUm^-Do 


