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tl^lN^\ 1 5 0 0 0 IJ, g / c m 2XfoZ>o 

[0077] mmmmwm&mmj$m*$mistcmz., mmi;tcmmm%m*s 
(D)Ej%.Xl)\\%it Z> Z. ttftRt IAN0 £J& L/cimtuiE^;&#^©^"eJP^ 
t Z> Z. t. IZ J: y s J: y \WH*£ Z. t. tfX $ £c 

[0078] Ii7 0~3 0 0ra^ M 
Bol^^yosMfe. if£ 
L0i80~250 °CXhl) ̂ <£ y if £ L < & 9 0 ~ 2 0 0 °CXfoZ>a mt 
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sat# 7 o°c5kmxfcz>t, 
tazmfatfibV* 3 o o°c£m^z>t, 

[0079] ±§E©}JP$tf.a£"C;MM#£ =&©•?£> 
ti(c$yg ^ tuc *£ i* * T?iSi:flpf&r & 
o <h tfv& Zo mtiQj&Jj%<DM#0i] tLZtts *MTiZZfcy h 7° U — h X 
it ̂  - 7° > # £ m t z> a b n z> o 

[0080] ipf^Jt^cj^u-r^im^u# 

5^-3 6 0#r^3bUyifS L<. 1 O^~2 4 0tP^#(Cfc?£ IA\, 
[0081] 2 . U #> K 

*mm 'j ay >j 13 y K&. 
tf&y. so. IANQ ztc^mvxyp 
it, GtiSL "J 13y Ktfeot IN0 o o T? r^ U > KJ <h tt, ^mizit 

L T IN & IN^J^I AN P) (c<£ ^TAlfi (cg^f £ £ t iz <fc o 

u#> *mmm 
T?lN-p r^U^VKj T?tt&lN0 

[0082] *fgBJ^c£lNTffllNe,ft£ IJ K t bXits gfilt, ^7°^ K 

±IEU^>K(i, 5^©t©-et<UNU s&l^ts 
tiz&(Ds j&fcT&ftizj: yft^ft^fcroroiN-f ft-e&oTfc<fciN0 

[0083] fu§E^filt<h LT^ flUtf. "tM 

h^75L>1977^VK ^>7;UMIIKJlKL-6, 
/^7°51 K\ KP^-X ^J—% -o^-p-r^v 

-1 (I L — 1 ) % -i y$ — P-f dr> - 2 (I L — 2 ) % -f>^ — P-f ^r> 

-3 (i L — 3) % -r—p-rJp>-4 (i L — 4) % — p-r^r> 

-5 (i L — 5) , -<>^-p-r^r>-6 (i L — 6) , -f>^-p-fdr> 
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-7 (I L — 7 ) % -f y$ — P-f dr>-8 (I L — 8 ) % — P-f^r> 

-9 (I L — 9) % -f>^-P-fdr>-1 0 (I L — 1 0) , -f >^-p-r 

*y-\ 1 (i L — 1 1) % -i yf-nj *y- -\ 2 (i L-1 2) N -f > 

— u-i^-y — 1 3 (I L-1 3) , -rv^-P-r^>-1 4 (I L-1 4 

K -tyf-a-r^y- 1 5 (IL-15), -T y$-n-r *y- 1 8 (I 

L-1 8) , -f >^-P^dr>-2 1 (I L — 2 1 ) % ^>^~7iP>-

a (I FN-a) % — 7xP>-/3 (I FN-/3) % -f — 7iP 

>-r (IFN-r), !I*£i*PP--MS? (G-CSF) , 

(M-CSF) v m-7^p77-y,pp--iij» ( 

G M - C S F ) % (S C F ) „ f I k 2 / f I t 3 'J > K ( F 

L) x (L I F) % (OM) , I'JX 

P^x^V (EPO) , hP>&f> (TPO) , h7>X7^-$> 

(TGF-a), (TG 

F —/3) , 7^P77-^iI01~ 1a (M I P — 1 a) % 

5SH? (EGF) , U 2, 3, 4, 5, 6, 7, 8 

, X&9 (FGF-1, 2, 3, 4, 5, 6, 7, 8, X&9) , 

mm?- (NGF) (HGF) , aiGL#iPi±H^ CL I F) 

, Xu^T-if^^r^y U 7°P^77--tf^^r^> I U lf[l'J^fi3fe$SI3 

? (P DG F) % p u (CDF) , X Note 

h <)1jy K (D e I t a 1 &<vf) % Wn tlfif, 

12, 3, 5£/c&7 (An g p t 2, 3, 5Sfc(i7) % 

IHf (IGF), (IGFBP), 7°u 

4^hP70 (P I e i ot roph i n) % -f X>ZL 'J X 

M^7-^>I75IXIX, 70"P?^fX tf 

hPT^fV. 7UV-1 75^1 2, 7$->5 1 1, 7$-V52K 

xh^xX 7^-f:>X hPV/fX/tvV^X 7;t>£\lU7^> K (vo 

n Willebrand) Hf, :?l" 7> 7^ ;d~ > 51 X 7 -f 7' U J —'(fX 

^-fflx^T^X 2JX ^ffl^K^'JX rXfP'JX 



WO 2016/068270 19 PCT/JP2015/080649 

T^^U-fX E-izls<7^ys P-iL 

--t>X-/^-7 7 $ 'J-, 7MJ^fJk TK'J-D 

- 'J ^ 'J - L - 'J y >i©«gfS^ IgG, I g M, I g A, 

I 9 D% I g 

[0084] ful3^7°^ K^: UT(is 0!J;Lk£\ I 75MIV, -jf=yV^r~ 

x 7-ryjs\ ^PT^^X ^7 

x'JX iVKt'J>1M3, -tMJa-S/X t7P^X>X ^ + 

X xn-P7<*>*X /<77°UvX IiJIfJ^StM^JU^X ^7-V|| 

MiM"WI/tX x>K;U7<X 'J^hPfX 1 75M3, 

It^ffM'+Wl^V^tH'+Wl^X J&S/TWl/^EV^tfM^l^X V7h^^f 

x n^x^x Ks x^x^x $**~y 
s y-y'z$yxp, xn-p^-x X>K^PXX - n-p^x>x -

a-nxyx -t?-x <XU'JX tf^^x x^xxm^i^x 

^u^vx ~ZL-P^7°51K\ y-ry;u7<>s t4i>K^7rA x 

>K^il/7ry, Xvi^^X t:°P -SOU# $ JVit R F :P$ K/^7°51 K\ 

tf^xx tfXMJX =] L^>7. S^xX -tz^l/^X 'J^^>X ^;u 

2j=fX ^*'J-fe>^X /Kby^ja'JX 7$'JX 2Uk>hxX III 

W^^X T<7i>i/X ^S'X Y I GSR^^f 

h tl'ho 

[0085] ttj|37$ XSt<h LTl&s T^-y, TJU=¥'~y, 7^7^X T7,^=y 

^>lSs vx7MX <f)\s$$y, ^'jvx b7f->'x 

-fVP-fi/X P-f^X 'J*>*X 7x-JU7^->% 7°P'J 

X tr'JX KU^-X K'J7°h77>. fPt/X /<UX S'X^X 

t Kpdpi/7°p'J >s t KP=Sr^> 'J ^X vt KP=Sri>7x 

7n^>>X 7*X7*-fe'JX 13-77-X +J-JU=I^X 

;<j-;U-^X ^b7fX r-7^Xl§lt, r7-X K9^E 

-fit 

[0086] fuIBT7^ UT&, tnhiX -/ JU7 K U:J" 'J X 7Kl/t 
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'J X (CAS#§ : 5 1 - 6 7 - 2 (Dit^) s K-A$ > (C 

AS#§: 51-61 l5o 

[0087] fu§E*MI<h LT^ D-^U=|Ht$X D-^7^h+^$X 7 

^we>ti&0 

[0088] K<h LT. gfiS. ^7°^ K\ 7$yit 7^71^ 

<fclN0 LT(i 

, 2-^7f^7$yifJl/7$> (CASf§: 108-00-

9 0-fb^tl) s N- (2-t KP^x^JU) x^UX^Z^V (CAS# 

•*§• : 1 1 1-41-1 (Dib^) . N- (2-7^1^) \f^Vy ( 

CAS#§: 140-31 -8 0-fb^tl) . 4- (2-7^1^) 

*'J > (CASf§: 2038-03-1 (D\ b^) . 1 - (2-7^1 

^u) -2->r$yyj K> (CAS#§ : 6 28 1 -4 2-1 (Dit^w 

s h U 7°K7$> (CAS#§ : 6 1-54-1 (Dib^ty) . 

Mm (CAS#§ : 5 6-9 2-80Mb^tl) ; x^U> 

(CAS#§ : 3 3 3- 1 8 - 6 0-fb^tl) . 1, G~V 

(CASf§: 1 2 4 - 0 9 - 4 (ZMb^tl) s N, N' - tf 

X (7$ J 7°P tMU) H^Vy (CASf§: 7 2 0 9 - 3 8 - 3 ©4b^ 

tl) ©-^j7^ 

[0089] *f%mz 'J 15 y Ft LTs h P x«x^> (TPO) 

hp>/^xf> (TPO) 

U 15 y Ft LTtis ftmw-1 1-14 7 7^&*g, Jftngsp: 1 

1-15 2 2 7 6^&*g, S^UmO 1/0 7 4 2 3^, i^HIO 1 

/5 3 2 6 7§, 0 2/0 5 9 0 9 9§, 02/05 

9 1 0 0§, 00/35446§, 0 0/6 61 1 2 

S^UmO 1/34 5 8 5^, iMiO 1/1 7 3 4 9 

MO 1/3 9 7 7 3^, iMiO 1/2118 0^, i^HIO 

1/894 5 7§, SPi^^O 2 / 4 9 4 1 3 §, iMiO 2/0 8 
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5 3 4 3 ^2 0 01-9 7 94 8 9 9/1 1 26 

2^ 02/062775§, 03/06 2 23 3§ 

, ii2 00 3-2 3 8 5 6 5 £ tl&0 Ztc 

TIE(7) (1 5) ft £ tomtit. (TP 

0) & £ U 15y K <h L Tm IN'T <£ IN0 

[0090] [>fb10] 

-fX \ vtx ^ 

\ / 
.-"N 1\ OH 

OH 

(7) 

[0091] [>fb11 ] 

X -tr 
,/ X'-v. 

Y o 

„.OH 

(8) 

[0092] [>fb12] 

r\ 
O, K ri 

r N ! 
I 7 

'HO. >k "S. 
J 

[0093] [>fb13] 

c (1 0) 
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[0094] Ut 14] 

Ci 

0. i Vv-

rYYyv^A 
i 

...o o. ~s a 
ci 

OR 

[0095] Ut 15] 

(1 1) 

"V ...>!-IT r I • 
Q A 

OH <;"* '*'% 

,GH 

[0096] Ht 16] 

H{1 

[0097] Ut 17] 

(1 2 ) 

O S—-i\ F O' i i i j i 
i H 1 

(1 3) 

HG-. 

X ,-f-k « V^;- \v,"' i & 
J 

N=5^ 

\ 

OH 

( 1 4 ) 

[0098] 
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utm 

[0099] *fgB£©ili*tliuiEte £ 'J 13 y F £ L T £ *. ̂  

-n*§<hLT, 

'J 13y FtfTS. ygfrmTZtMSs 'J 13y F(D7< J 

St^A0Q2^:(t :£$S&J5J&ICJ;C>T^M#£O 

U 13 y K©JM*$y<h LTtis 0iJ*.tf±§ElC0iJ^ Ltcit^ 

$1(013)\/ti\y&%:l3)\/ti\y&7$. K(c^^L/cti. fry 

V7^j\ty.tc\tt>wmfbnz>0 

sic* i3y Ft LT±§Eizm^Ltdk^m 
S&S0-SB&S<fco-cy^bL/c±T\ *wm 'J 13y 
Ft 

[0100] 7$ U 13y FOl'&lZ&S LT, -m^, (4) U 

(J^T. r^tl (4) j £bfotz) ifmibti5o 

[0101] [>fb19] 

X' 

[0102] 

XHi% 3, 4-y^PP7x-jUSs 4 - h U 7Jl/tP^f^7i-)l 
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XI* 4 - t - JL "JUS^U 

X2(i% 

LHi, ^Xtt-CH2-C6H4-^U 

L2&% iiM6£-Xtt-CONH-£^U 

L3&, U>S£^"t0 ] 

[0103] -JjgjS (4) ^T(Cl¥^-r^o 

[0104] XHi% 3, 4-i/^nny JL—JU&S 4 - h 'J -JUS 

X&4 - t -JUS^U ifS L Oi 4 - t -7^)17 JL-JI 

[0105] x2(i% s&^ftTiN-cfcyS^^To rs^^tix 

tits 1 {TO±©S^S£^LT^ 

§£ rs^gj £ LT(is MTL&S x^JU 

Ss n — 7°P tf-ZUSs -f V7°PH°;US, t-7^)\y&, T'JJls&s 7x"JU 

Ss btlZ>o 

XH£S Ut. L < 

[0106] L 1 (i% ^Xtt-CH2-C6H4-^U fcftLOi. J1M6^-C&£ 

o 

[0107] L 2(i% f^Xtt-CONH-^U JjM6^-C&£0 

[0108] L 3(i% 0tmm?$L2~6<DJ7)\'*[sy&%:v;to 2 ~ 6 (D7)l 
drU>S(is MM.s x^U>S. 

n — 7° P tf U > Ss x1 h7^f UV Ss L/> Ss V 

S, 
JU7°Pt°U>S. :>^P7°P t°U>Ss 

o j^mjl?m2~4(Z)7;UdrU>S^ft L<. j^HJI^i&2~3 

<fc yifs IA\ 
[0109] (4) £LZ&, 

X1^ 4 - t -7'f^7i 

x2^\ ifsLaiz^ys-e&'-j, 
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L1^ f^X(i-CH2-C6H4- ) T?S>y. 

L2^ f^Xtt-CONH- J£^) T?S>y. 

L3^\ j^HJI^i&2~6 (fc?£L<& 2-4, cfcyjfS L< &2~3) © 

(4) V$>Z0 

[0110] (4) TIB©^ (1 6) ~ (1 8) 

^fti5 if b ft £ o 

[0111] [<b20] 

[0112] [>fb21 ] 

[0113] [jb22] 

[0114] (4) its m^m4 3 8 6 0 7 X 

titc^ i; ^ (c i; y ^ o 

[0115] 3 . U 13 y \zm<£mm<D&i£ ( U 13 y K0iBB^fMiE^0@^b) 
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mmmmfatvfiy 
-H*§<hLT, 

mnivMfa m?L&s wins# 
l*(c£!M*k(DfoZ> U 13y Ktt, MW-wMfolzft1±t2>?£fe.^ZT)\'&£ U 13 
y K«h©sj^(ci; y, fu§Biiltfui^cg^bT$£o mts 

*fe.<D$k<lt-ZW&7$.J&£&lfct2>o ><£ 

y >^<s y 7,^)1 £(D&I&lZ£ y ig 

LTi^o y 

*> K#0 <fc 9 &^$^J£^$UTJ5J&;*1±-£££#$?£ IA\, *m%(DM 

•Spin's SttXTvXv'US^ U K<h©SJ^(is HHtlliE'f^ 

*$)£$&& LTHIituiE^^rMja {stcMiZ'H-3 X t i: < s 

iI^SteL/cm(c^^Tti;^o ifS L< &0°C~8 0°CT 1 ~ 
4 8 0#^-es>y, L<(io°c~6 o°c-ei ~2 40tr^-e^y, g 
fcifS L< &0°C~5 0°CT 1 ~2 40#^T£>£O 

[0116] *mm(D') 13y vn&'&timow.mzs 
cfclNjb^ 1~1 OOOnm^lf u<, 1 0 ~ 1 0 0 0 n m tf<fc y ifS L IN 

0 tea INT. u #> ^SMB^IMIB (SEM 
) izxm^n^o 

steams® 'J 13y ±§Bsmc*t- L I o o om± 
T$>Z>Z£tfM£ IA\, 

[0117] *fm<»vi3y pm-smmzs &WL±iz&&-ztitcWim-e&m-zti%z0 
^(Dm^s &mz£ttzi)i3>\z&'&m:m<Dmttm. 
y ©II J# it) (is 7 fj, g / c m 2i^l±TS) y .. fc? i£ L Oi 1 OAtg/c m 
2£l±T& LJ s J:y^L<tt1 3M9/cm 2£l±T& LJ. sttfcft L <& 

1 5 IL g/c m2lil±T&£0 St&lCfctt* U Kl^lilt©gttfi©±PS 

lil(i#(c$yps^ti&lN^\ jfi^; 1 5 000/xg/cm2T'fel)o 

at. 'Jffv 
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(1^150 ft) 
[0118] IJ i3y m^ommimz 

9 izs m >j i3y LT 

IzmLTl^o 

[0119] 4. Mm&m&tt 

*f£w<DMm%m&m&s ^%m<D^i3y ±tc 

ZftWitTZo *f%mz£VT r«i«S^j £&s 

t\ vimmm*IN9o 

[0120] LT^ 13^77,s 

ymoy^Ts^-v <?±.\,z*fm<0 'J 13y 

m?Ll£s 6^¥JS^^P7°U-hfO . *fgB£©'JffV 

A L/ci£#/<v <?mtfmf btiZo 

[0121] r«j 

£^j$T£gts*ft&iiMrc£>y, ^(Dmmt 

J&ftSBlC^tftTt#tft&< Tt <fcl\, 

[0122] *;pgBS(Z)«i£#Sm% 

-e$&0 

*kfa*mi&tzfaMms MJ® . fun«. £<* 

Tlt}#£ft£« (IP*u . £<*fr^it£ft 

ft/clffl^iF#c#^ft£o 

[0123] J2mcps:£;*ft£fc©Ttt&i^ 

#il». B U >Ai^ T U y;m. $?**& M/MM 

, 7^P7 7-^A i£i^ 

</+M K MMR ft^lfflR JfiiWft& 
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MB* -=L-

PX t U PW KP+M k "7-r^p^J7, lttllfflis> /t>SS$fflR £ 

lii, 1$P*1« 

Bs *?-ymms m?L&s s^ma5fe©cD3 4Pitt« 
). jkxf^mmmtfmibnz>a nn. mm, 
s fflUBs STIis Sfts IP^s l?lis Is IPIIS '.MI* Alls Shifts tuii 

^ utit jKgjjiL I$P^ #. 

£JN) % 'frUu Ei*ii££(DQM>(D$^.W>t)x'QISIXT$<£> 

o 

[0124] nmmt&s 
t\^(omtLztt, j^mcps^n^fcamifc 

EttMJ® (ESiH) . Eteffi&flfflR Ett£?itMR Al#fg 
>\mmm (i PS«) , STM 
R )]?MR 15MR B1MR 
tfmibti50 %m>\mmmtLT&s ES« 
. Ett^i^i®, i ps«^we>ti&0 

[0125] 

®mtz$>zmm-e&2>o ztcmmmta. wmmt,^m^Lxmm(Dmmm 
^IiL/c«tS)l)o 

[0126] mmfoOimtlsTtes HEK 2 9 3 ( 
* MDCK, MDBK, BHK, C-33A, AE-1, 

3 D 9, NsO/1, NIH3T3, PCI 2, S 2% S f 9, Sf 21, 

High Five % V e r o <Q tl£0 

[0127] LT(i, k hlL^ai 

itt^LTHBC-4, BSY-U BSY-2, MCF-7, MCF-7 

/ADR RES, HS 5 7 8T, MDA-MB-231, MDA-MB-

4 3 5, MDA-N, BT-54 9, T47D, t: L 

THeLa, t: KSfi tfA,Mti&fa£ LT A 5 4 9, EKVX, HOP-62, 
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HOP-92, NCI-H23, NCI-H 2 2 6, NC I - H3 2 2M, 

NCI-H4 6 0, N C I — H 5 2 2, DMS 2 7 3, DMS114, UK 

LTCaco-2, C0l_0-205, HCC-2998 

, H C T - 1 5, H C T - 1 1 6, HT-29, KM-1 2% SW-620 

, WiDr, t: LTDU-1 45, PC-3, LNC 

a P, bh^WMii^LTU25 1, SF-2 9 5, SF-5 

39, SF-2 6 8, SNB-75, SNB-78, SNB-19, t hIP 

LTOVCAR-3, OVCAR-4, OVCAR-5, 0 

VCAR-8, SK-OV-3, IGROV-1, t: LT 

RXF-63 1 L, ACHN, UO-3 1, SN-12C, A4 9 8, CA 

K I -1, RXF-3 9 3 L, 786-0, TK-10, 

ih LTMKN4 5, MKN28, St-4, MKN-1, MKN-7, MK 

N-7 4, LTLOX-IMVI, LOX, MALME-

3 M, SK-MEL-2, SK-MEL-5, SK-MEL-28, UAC 

C — 6 2, UACC-257, Ml 4, SIi»t^:LTCCRF-CR 

M, K 5 6 2, MOLT-4, HL-60TB, RPMI8 2 2 6, S R, 

UT7/TPO, Ju rkatfAWe>tlS0 

[0128] Ztlib(DMl&(D?t>s T P 0 $> Z 'J 

BJKDV 

JaiflltuiEilfflSSs UT7/TPO$| 

[0129] 

mmm 
[0130] 

iODVli^o 
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[0131] 

b^tM > 3>^7PV 

h^7<- (GPC) (c^yjiy^L/co mfctzm^tcmw. 
CD® LJ ~<?$>£>0 

gf: TOSOH HLC — 8320GPC system 

i7A:Shodex (f^I) KF-80 3 L, KF-80 2M 

K F - 8 0 1 

: 4 0°C 

: D M F 

/jitM : 0. 6m I /i} 

: R I 

: $• u u y 
[0132] [^^b^t) 1 ©13C-NMR)iy£] 

~F§S0i^$mb^tl 1 1 3 C — N M R (c <fc y » L 

fc0 )iy/E:S^^I?^jT(<-ffl y "CS) •2>o 

gs : J NM-ECA5 00, Delta V5. 

0 

: 1 3 c >f- h >> 7° "J > ̂  

: 18 0 0 0 

)iy/E/mS : J&/mi 

: 69-71 ppm(H PMAfijfc) , 

2 5~2 7 ppm (NSuMAfi® 

: W&mkV* 3-)V7,)Vfc**s K (DMSO—d6) „ 750u 
L 

y~ y ZfJl>w : 0 . 1 g 

MffllSil : <7UA (III) hs 4 m g 

[0133] [ 'J tfy Mb£W<D1 H - N M R)RiJ^] 

1 H-NMRJCcfcy mfcLfc, akftlAXCDM y V&&o 
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g®: V a r i a n N M R System 400 NB (400MH 

z) 

•. c D C I 3 

SW:jh7yf^>7> (TMS) (50. Oppm, 1 H) 

[0134] (i^cflij 1 : 1 ) 

2-t KP^>7°P 'J Is-h (H P M A ; 

ttM) 18. 3 7 g % (NSuMA; 

10. oog, RV2, 2' -7Vt^ uyss 

It) (MA I B ; 0. 03g£7-trh-

KIUU6 6. 2 5g(C)^?£l±, litilTs h-h 

UJU4 7. 3 2 gMTlfc0 £>. 1 8 

0t^SJ^^"t±/co -t(Dtis —LT 

. 9. 9gffc0 ^il^b^10fii¥^i 

/t^J7fl/>Ml:'2 3 5, OOOTfe^fco 1 3C - N M R IZTmfe L 

tc$mbttes H PMA/NS uMA = 6 3^JU%/3 7 =£)l%7Zfo-itc0 

[0135] (^5^2 : Utf>KMb^t) [4] (Dt>$0 

[0136] Hb23] 

NH2NHJ-H20 (10 eq.) 
in I PA, 80°C 

Or^-VO H 
.( \>H o S-^Y'NX'"'""'MH2 
\ r* 

[0137] <lb^Mi ]©^> 
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{<7 • ntuutf—JU) f^7i>- 2 -ti )!/&$-*/\s— h (TEC) 1.0 0 

g (4.89mmo I) tTizF— h U JU 1 2 g ft/mi 5 °C(C{^o tc 

0 N- (te r t -7° h ̂ r^JU^-JU) -1, 2-V7 

$7i^> (0. 7 8 3 g, 4.89mmo I) J&.TJ* h U x-^JUT7 $ > (1.0 

8 8 g % 1 0. 7 5 m m o I ) (DTiz h- h IUU (8 g) 

^SICTI 7mmmWLtc0 M(CMIxf^3 0g, M7K3 0g^:JPA. 

. mmttm-RLtco gztinz. 

s 3 0^flM0fc^ ZtiZZMLfco mi^Xs 3&£*Ift§S£j£U 

^[1] 1 . 3 9 g (4.23mmo I) (JjX^ : 8 7 %% 

&mm o 
1H-NMR(400MHz) i n CDC l3 : 1. 43ppm(s, 9H), 3. 37-3. 44ppm(m, 2H), 3.51-3.5 

6ppm(m, 2H), 3.90ppm(s, 3H), 4.99-5.11 ppm(m, 1H), 7.32ppm(d, J= 3.5 H 

z, 1H), 0. 98-1. 12ppm(m, 1H), 8. 03ppm(d, J = 3. 5 Hz, 1H) 

[0138] <^M2]©^j5£> 

0 m I HP7^X=UC, Ibl^t) [ 1 ] 

1 . 3 6 g (4. 1 4 m m o I ) „ t: 2. 0 7 3 g (41.4 

2 mm o I ) , 2 — 7°P —JU 2 3. 2 0 g £{±3£<^ ft;^8 0°C(CT 6 0# 

P^H#L/c0 ;IET, J5J&&£*I&§3£*£U [2] l.29g 

(3. 9 3 mm o I ) £?#fc (W : 9 5%, feW : Jtfe^H) 0 

1H-NMR(400MHz) in d6-DMS0 : 1.37ppm(s, 9H), 3.07ppm(q, J = 6.3 Hz, 2H), 

3.24ppm(q, J = 6.3 Hz, 2H), 4.26-4.78ppm(br, 2H), 6.93ppm(t, J = 5.5 

Hz, 1H), 7.63-7.67ppm(m, 2H), 8.62ppm(t, J = 5.5 Hz, 1H), 9.78-10.06 

ppm(br, 1H) 

[0139] <^M3]©^j5£> 

0m IHP7^X=UC, Ibl^t) [2] 

1 . 2 9 g (3 . 9 3 m m o I K KHBT (g^HH 2004/1 086 

8 3 2006/09469 4 mztmo^mz^ X 
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J5& L/c0 ) 1 . 1 3 g (4. 1 3 mm o I ) , V* K 1 1.9 

Og£<±&*K Ml 1 O°C(CT50t^if#L/co ^(0^. 5 

Og^rJPx., */T!±! Lfci£0H0£MEP£3llti§L/co M(C, £ V 7° 

• kfJH—7^6 g-e^}f L/ctt, ;$J±f£'JtU Ib^t) [3] 1 . 6 3 g (2 

. 7 9 m m o I ) £?#fc (M : 7 1 %, : Hfei£0H0) 0 

1H-NMR(400MHz) in d6—DMSO : 1.30ppm(s, 9H), 1.38ppm(s, 9H), 2.48ppm(s, 

3H), 3.08-3.14ppm(m, 2H), 3.22-3.33ppm(m, 2H), 6.94ppm(t, J = 5. 5 Hz, 

1H), 7.42ppm(d, J = 8.4 Hz, 2H), 7.69ppm(d, J = 8.4 Hz, 2H), 7.77ppm 

(d, J = 3.7 Hz, 1H), 7.98ppm(s, 1H), 8.00ppm(d, J = 3.7 Hz, 1H), 8.72 

ppm(t, J = 5.7 Hz, 1H), 11. 24-11. 55ppm(br, 1H), 11. 98-12. 22ppm(br, 1H 

) 

[0140] <lb^M4]©^j5£> 

Om I HP7^X=UC, Ibl^t) [3] 

1 . 3 8 g ( 2 . 3 5 m m o I K 9 8 %¥Wi 1 4 . 0 0 g M4 0 

ocizx^mmmwLtc0 MET. 

7°P tfJUx — "TJV 1 g % T h7b KP77> 1 . 4 g^Mi, Lfc$nll£: 

;1J±P&3I)JIJ§L/CO o©i£0H0£;lJ±f£'JtU 4b^t) [4] l.07g 

(2. 2 1 m o I ) %mtc (W : 9 4%, feW : Hfei£0H0) o 
1H-NMR(400MHz) in d6-DMS0 : 1.30ppm(s, 9H), 2.47ppm(s, 3H), 2.96ppm(t, 

J = 6.0 Hz, 2H), 3.48ppm(q, J = 5.7 Hz, 2H), 7.41ppm(d, J = 8.6 Hz, 2 

H), 7.70ppm(d, J = 8.6 Hz, 2H), 7.82ppm(d, J = 4.0 Hz, 1H), 7.93ppm(s 

, 1H), 7.96ppm(d, J = 4.0 Hz, 1H), 8.32ppm(s, 1H), 9.22ppm(t, J= 5.1 

Hz, 1H), 12. 05-12. 95(br, 1H) 

[0141] (^>s) comm> 

; 1 . 7 0 g, 1 , 3, 4, 6-^ 

TJU) ?l) Z\-JUO "JJUO. 3 4 g % tf'J V—^lx — p — 

-SO. 0 1 7 gs h 7 $ K 1 . 5 7 gs RtfTiz h>4. 5 
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$^7P-^-VMR-5 (7X7 (C 

r^-rss-ei 00 r pm-ei^u 1 £?#fc0 

1 fii%-eS)§o 

[0142] [B^iS^/itC <£ •SHiliiuiE'f^^Mja] 

XX7°W^-ES-2000 ( 

.1ml (C>iAU itS1 

3 mm©P'>^^iHz- KJU2 4 G (M.M^yis-7 'J 

) ^rixy^^/co -- FJuftrnfrbmmzgimzmRzr-mm (D±HH£^ 
ft) (£2 0 cm^lfco EPMJ±&2 5 k Vt U P±!±!3lJt& 1 0/i I /m 

i n ih Lfco 

[0143] [HlifuiE^©ff^©5ii^)i] 

mmivMfa<DMWi<Dfemiz. <<xy(E — i 030, 
Sii/\'f J uV—XM) (CT P t — P d ^iffiUfuiE'f^Mc 1 3^1111 L/c 

(SEM) (S-4800, W&Gi#.RtLi\4T'7 J 

• v-xm IJSA^I 0, ooofe-eis^-rsci^^cfcy^T 
•3 fco 

[0144] [imtuiE^©Hffii(Z)}iy^^)i] 

SEM) (S —4 800, J Uiy-Xm) ^fflLT 

. 0, 0 0 0{£©®#£}iimt/{£#L/ct£, 

i/Z<k y fjO fco 

[0145] WUfl/V (PSt) Sfe©^®MiIA] 

7^ !J y-y^—r7°^/Oj (j^inn^i ; J5£ 0. 2 mm) 

S^Ufc03 0mm#'J^fb> (PSt) gt50fi-®£>r *-

( E — 1 0 3 0, J Uiy-Xm) (CT3 0#^Pt-
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[0146] (PSt) 

'J V-yy^—r7°^/Oj (Man^s ; J5£ o . 2 mm) 

S^Ufc03 Omm/l'J^fbV (PSt) SI©|^I^U U-

t-U V 2 5 3 E (7^^'x>||^il) [CT1 O^FIilUifco 

[0147] [^JfefliJI] 

^fc03OmmPSt S^±(C 2 0 8 0 °Ct 4 8 JQ 

/c0 "Q1 ) ^rX-^y— 

LTmiSL/cm, ^MUtuiE^i (SEM) -e 
ft^Ufco H^tluiE^I OOnmtfeofco £ ©SiftttuiEfls 

1 £Jo)£lzT 'J j$y KMbo-^ [4] CD@:^fb£fTi\ 'JffvSMb^ 

^ [4] ^s^b^ti/citltfuilf* 1 PJ Ki^Stl# i) 

[0M8] mmm2i 
A tkft-o /cO 3 0 m m P S t S^Cf£;^T±§Ei!®MiI B 

^fc03OmmPSt 1 £fflffi<Dl5mz X 

, 2 %mtc0 UlifuiE^ 2 ©8j$Hltt$j 7 0 0 nmtfe^fco £ 

©HllfuiE^2 'J 13y KMb-n^ [4] CD@:^b£fTl\ 

Utf>KMb^t) [4] ^g^b£tifcl®ltfuiE{*2 (Utf> Ki^l®$t2) 

fc0 

[0149] [^56003] 

-hlB^cS^lA ̂ rfif-^/cO 3 0 m m P S t StelCf^^T^&kllCDO 3 0m 

m P S t iWJ 1 ^ 

mtco ffitMuWfa 3 5 7 0 nmT'fcofc0 £ ©H^fuiEfr 3 IC 

U KMb^t) [4] ©S^bfefrlV Utf>KMb^t) [ 

4] ^g^b£ftfctlltfuiEfa3 ('J KfS^iilf 3) %%tc0 

[0150] itmrnM 
MMtU 1 Utf>KMbi^t) [4] ©S^bfefr 

frtiz, tmm 1 (Dffimt ixi&m LTC0 
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[0151] &&^«y 1 ~ 3 (D >j isy ^ ~ 3 Rmmm 1 mm 
L/co 

[0152] [Jzblx^lJ 2 ] 

tc<& 3 0 m m P S t ib$$$y 2 CDSfe<h LT 

fffllfco 

[0153] 1 ~ 3 (D u 13y 1 ~ 3 Rxfttmn i (Dmmv&mmmm 
1 "J 13y Kip-nlili 1 ~ 3 

1 0lili(Z)ililifiiiE'f^fiM(£s ililitiiiE^^.'Otl^ililitiiiE'f^;&|s|#t"'2) P S 

t Ls ifiiAs^PS t SfeCDJiii^rlt L3KNT^HH 

L/co 

[0154] [^1] 

p s t WRommtm (M g) «»!»#: Sttft 
(# g/ c mz) 

mmm i © y # v KIS^-«« I A 
(P t - P d®#) 9 2 0 1 3 0 

lS«iJ 2 © y if V Kgf#»« 2 B 
(uvt/y) 12 0 1 7 

3 © y ^ Kfe-g-»j6 s 5fc«I 7 0 9. 9 

RMM1 ©Sliit A 
(P t -P dSS*) 9 9 0 14 0 

[0155] VJtiyPi[4] (Dm^ib] 
6^¥JS^-r^P7°U-h (C^»U1~3 (Dmm 

fu mw 1 ~ 3 £ IBS L fco &«j$tiiu Ufa £ IBS L tc 0 x JUC M L T. l) 13 > 

KMb-n^ [4] (0. 9 m g ) K (2. OmL) ^ 

»JPL. ^(CT6 0t^|fSL/co "tom. £$SltfuiEfa£ 

K^t/x^y-jU-e^jf L. jaf£L/co 

[0156] <»yi :«SiIi> 

1 <D u # > Ki^im 1 Rxftmm i ©iyttc-^-r, litssi 
PS tSfe^rlBSL/c^ (Utett 

as : h • (TPO) lOng/mL IttMI 

: t^i&CDfr) C 02-f 

£C02©)j!Jt (%) il^0CO20M%^Lfco 

[0157] [«©flM] 
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mm&s T(UT-7/TPO; 

KomatsuiQ, Blood, 1996, 87, pp. 4552 — 456 

0) 1 0% (v/v) FBSStfl Ong/m 

LCDTPO (Th rombopo i et i n, Pep rotech 

M) £rl3 IMDM (I scove' s Modified Dulbec 

co' s Medium) ££$} (Sigma — Aldrich 

3 7X)CO2'f>*zL'<-<9-filZT5%=Mfc0tmmfc 
&&z>fcwm?s 2B^iifcc mbnfcimfazm'bfrm 

LC-2 0 0, 1 500 r pm/3^ ^) ± 

mTPO\ M D 
L/Co dd-e rF BSj £&s (Biological 

Industrie s ttM) ttMVfc'f&o 

[0158] [S^©II] 
6^¥js^-r^P7°u-K izs mmmKD'jfiy 

m-smms immmmm, M'pstift 
) £SBSU 0%x^y-jU2 m L U ^ST5^FIII 

Ltcl$ts 1 0 ̂ P^JSL$£ L/c0 

[0159] [«i«10@] 

6 17 -f £ • 7° U - h IC, ill L tcMMfiU 1 ~ 3 CD U > K^8j$t 

i~3, tmmivmms tmm2<D&^ mviz. 
BS^CD p s t Ste^lBS U IMDM (I scove' s Modified 

Dulbecco' s Medium) (Sigma — Aldrich 

2mLt20MLfco ^(D&s 8. OXlO^ce I Is/4 

mL/we I HCliML/cUT-7/T PO©«M)S^JPA./co PSt 

UtefcNEUECDPS t S^IBSL/c^xJHC 
TPO»U «Jt1 Ong/mLHfco 5 %=iHbj^H>j§ 

3 7°C-e6 B^C02^>drZL^-^-ft(CTlliL/co 

[0160] [ws T - 8 
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6 ai ~ 3 o >j 13 y i ~ 3, imm 
1 (DMms tmmzvmiRs Mtnc, ^nmmRxfm^.nmm<opst& 

tl0/^ v T- -f -^CD 1 0 0 yu, L £ 9 6^7°U— h (•— ~y 7 

IC&U ££>£1 0ML©WST-8=S^ 

ttM) »JPL/c0 3 7 °C-ei 2 0^CO2-r>drZL^-^-ft(CTlfSL/c 

tis 0^7*6^1+ (^E T1V<'f TvttMs Spect raMax) (CT 4 

5 0 n m^P^S^Jiy^L/co 

[0161] [»Si2@@W3@@] 

10 s ^«y 1 ~ 3 (D u 13 y i ~ 3, Mtnc 
s m^mmjkxfm>\^mm(DPs ts«>jCPBS 
) 4 m L t' 2 L fc0 ^ ©tils 8. OX 1 04c e I ls/4ml_/we 

I I izmm LfcUT-7/TPO JP A. fc0 PltWMffl ©PS 
t S^^IBS l>tcV JLJIIZI&T P 0 £;fisiP Ls 1 Ong/mLHfc 

o 5%-mkfcmm&%\^tcwrnx\ 3 7<c-c6a^co2>r:/* 

6 UT^OiuWkO'i^ ±IB<h|W]^i(CWS T — 8 
tCo 

201 Ztltm *§(C LT 3 0 @ CD«i£ 
m (6 ar^) 

[0162] ^m^2^^3tc^-r0 &s &v->7)\s<Dmmmz. 
&£1 0 0%tt^^mz^W-LXimLtco 

[0163] imz\ 
iBiaa (%) 

«*## i ® @ 
mmm i © v K^II* i 110 

4 
JtKM 2 ©ffi£ 3 2 

[0164] 
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[H3] 

»ifc (%) 
a&t^ x in i Mummzms «i*li 3@B 

sosfii I © y # v m-a-Mt I 110 115 14 0 
2 © y if v Ri^»t 2 12 2 10 0 14 0 

MMM 3 © y if >- 3 7 2 3 
1 0 0 10 0 10 0 

0 7 1 

[0165] mmn 1 Rxfrnmrnzw13 y 

£iiHfuiEfa©M^Wy 3 (D U 13y y t # < (D 'J 

ft/iS$g (c fjfo tl/c /c It) £ % TL b tl Z> o 

t/c, ^»y 1 jkxfmmm 2® u #> Kis^nit^s u #> K«ittui^ 

telcS^bSftTiN iyiLWSSLTt, 

%btitc0 —15. PftWMTii, TPO%mMTZ>>& 

Wifh-otc o 

^ 'Q (c% u 13y 1 0 0 n m^Lt-c&y, 1^, sts 

(C &£HHiuiEfatf) @ftm A* 1 0 ix g / cm2 J^±% <£ y fc?^ L < (i 1 3 ix 

g/cm2£l±, fttfcftLOil 5 jLtg/c m2J^±-e«>n^ 

ID H J^_b <D $01 IS §k ft % b tl tc o 

SaUzflDfUfflRTfiBtt 
[0166] *fgBJ^c U 13y K^iiltlMfatCg^b LT&£ U 13y KiS^ii 

L±^it£l±£d<h^-e$, WSSS#^: LTt 

z>o 

[0167] *!±!gl&, B^-ei±lgI^tl/c^gI2014-223736 (djgia : 2014^10^310) 

%&&£ LT^y. 
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HacOlfiH 

Fte-sffiMmim# (HIT, 
, U13 y FUfc-sffimo 

[11^112] hP>#tfx^> (TPO) 

II^I11 IBS© U 
[11^113] ±IBH$ifiJiEfa^\ — ( 1 ) : 

[<bi] 

R 1 (is TKHJI^X&^^US^U 
Q 1 (£% XTv-^v/Uip-nXtiT7 $ Kinn" ̂ CTJs Ls 

R 2(is '>&< £t> 1 KP^ri>S"eS^^tiT^ 
£j^nji^$n~i o<D7j\s*j\s&x.i*0tmM?®;6~'i cxD^mm 
^fcjkM&tkTF'to ) 

Rxf—(2) : 
[fc2] 

R3 (is TKHJI^X&^^US^U 
Q2(is Sttx7v7^>'US^:^t"o ] 
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§m<D u 13 y F^mm0 

^114] ±§E'J 13 y yl^L, ^§£7$ 7 S«h±IEQ2 «h 
LTl/N'Ss Il^cil 3 IBS© U 13y FUfc-Sffimo 

^15] ±§EQ2^\ -JSSJS (3) 11^113X^4^0';^ 

> Ki^iilto 
[fc3] 

O—Q3 

/ (3) 

o 
Q3&, N -xo^y^i $ KS. P--KP7x-jUSX(i 

^ii6] ±§EiH$ifuiEfa^\ wmnRtfrn^^^z^Mt^s 11^113 
~ 5 (Di^ftifr 1 iKclES© >J 13y 

^ii7] ±3amnivMfatf. mk-&MRxf&#\ 

, 11^113 ~ 6 (D^tUft 1 IKCIES© U ;tf > KiS^iiilto 
^iI8] ±lEi®$ifuiEfa^\ ^®Mii^Ste^ti/cM±(c±iEH$ifuiEfaM 

II^II7|ES©Ui3y 
F^mm0 

^ii9] 1, 000-1, 000, 

0 0 0 11^113 ~ 8 (D^ttlfr 1 II(C|ES© >J 13y 

*t0 

^1110] ±lEi®$ifuiEfa^\ 7 o~3 0 o°c-ejp^^tiTM^^ti/ct©-e 
foZ>, 1 ~ 9 (D^ttlfr 1 II(C|E®0 •; # > 

^1111 ] ±IE U 13 y K -fig5fc (4 ) : 
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[M 

XHts 3, 4 -i/$nn7 31 —)ls&s 4 - h 'J 7 • / ^~)l 7 

x-;usxii4 - t -y^juy 

XH£S 

LUi, ^Xtt-CH2-C6H4-^U 

L2(i% f^X(i-CONH-^^L, 

L 3(£% j^mjl^2~6(Z)7;UdrU>S^^'ro ) 

11^:111 ~ 1 CXD^-fftfr 1 JKC13®©U 

[=1^1112] x^u — t -7>>/U7xx2^7$ ys-e&£, 

II^I11 1 IBS© U > K^»j$to 

[=1^1113] II^I11 ~ 1 2 ©iN-f ftfr 11KCIBS© U 13y 


