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274 ff] 25 L IS

S HIIEEAZER - /MVGEI I S BS5-5 500 b
LNV OWTHRGET L7z, 193K, 78RR
PRI AN IS ITP 12 Syk BH 38 A3 R ¢ 8
T&ELETDHE, TS OREHIFE IR
LhHEEZLND.

II. 77& - M8

ETOEBROME & LT, C57BL6 ¥ 7 & (H
A7 LT, ®E), H5VIEGFP <7 27 ©
HHEMRE, B~ 7 =Y Hviz. <
2RI, 7O —t R TRBE S
BRIL 72, $i~ o AMVMIPURIZ R RIZ~ T A
/MR % S5 L CPERC L 72 9. NS-737 I3 H A&
B (U8 2ot/ o ToORE
TS 2 72,

1. NS737 o~2ru 77— JEHERICKITT

W

Thioglycollate ® J5 i 7 12 THRI L 72~
v AfEE~ 7 a7 7 — 3 % 210, phosphate
buffered saline (PBS) T { & %, 10% FCS
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prostaglandin E1, and 11.0mM glucose, pH 74,
adjusted to 290 mOsmol) A ZHHH L7z (B
). 45% Percoll (Sigma-Aldorich, St Louis,
MO, USA) @ 9 z IZEE L 72 20% Percoll
FICERER 2 ER L, 400g 20 43 fa a0 L 72,
45% & 20% & [ oMz vy B, 1% BSA
(Sigma-Aldorich) IMDM (GIBCO by Life
Technologies) T##E L 72. 1% BSA IMDM
I ml ICF il S8, BSA AT 1% / 2% /
3% / 4% / 20% BSA) THEMZERZ TBoAEH L
72 ¥, 1% Insulin- Transferin-Selenium (ITS,
GIBCO by Life Technologies) /IMDM T 2 [f]
Ve L7-BEAER 300 i %2 96 )R~ A1 7 a7 L —
MZFE &, NS737 # 0, 1, 10, 100, 1000 nM
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37C, 24 WeIfE2E L7z MRSk s E )
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5. EERZ MR
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2 LHME L TR THEERE CREETH A%, NS737 DiEE 1 nM, 10
nM, 100nM, 1000nM 2BV TEEERSEERICITEILL o7,

YA REEL COERENE a0
Z—EMBRBIC Lo TN, B, Kau=—124
L7z oo = — I3k L 7o B EkaTEHAE
ZRLTHEY, Kooz —I3ke B ERETER
M E R L Twa Y, NSN737 i c# o o
S BIIEERBERE RO RN o7z, K3
0=—Huk, AEEZBEOZVLOO, KT
LM TH-7z (M3). LArLeds, a0
R M TRAZE A, B K
au = —ZEcT A M 100, 1000 nM T

AHEIZEALTWZ (4. b6 ofERE,

NSN-737 (Syk PHEHE) EFKHAD 5\ IZ D

T 7 EAZER BT ERHIIE L AT & 2> D ] % 5

ZTW5h EREENT.

b. NS737 ODEMER 7T A 7 4 12 13§ 5%
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BAELE A, DNA 704 71 Bz il
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MREIXTE TV, K5IREMLFIEZRT.
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WRAITTREEZRF L. K1ISRT X912,
NS-737 1£5#8 ) 7% Syk [HEH T, v~ 7 7 —
VICL A EEREAIGREETHIICHE L. £
ZC, BEAEER - M/MVIGEI B A TG L
7. MUMMRGEMOIRIE & ¢, BEZERONkZe
FEIERBE & BFM L 72, BBk & I/ MR ASEE £
T 2T, BRI E ML, 22
A UMM AT A S D . IR A A
TLSAE BRAZELMIETE—ZEROE
BT HI LD, SRORERETIENS
NI ZDEEGETAL S o722 b,
NS-737 \ZM/IMREEEICE G L wb o k& 2
55, BEREREIMORELS LT, BEikan
——RiEE F NSO a0 = — 2T AL
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BEEZZLTERVWL O, h Kkoo=—
DL HBDTz. T, Rau=—zHks
LB OB RIKT HRBOZ Eh 5, NS
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74 EBMET S Z & TR L 7228, NS-737 i
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Syk /v 77y h<y AT, MUVMIUESERE

DT A FED b1, EEEREIZIE Syk AR
LB ENTWE Y, ZOHRLTIE, MM
BIZHERLTEBY, T4V T A T2l
T, v T by AL, /DS 25%
RERTTZE0@MEIT0sY. Ll
COWFEELT, /T NI ATIE, M
BL) NE L DBEDIERD NS AT TR TS
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CREENTWD, L2LAEYS, SHoZ0
MR TIThbN T LRI S LT
DT, M/MGERD DFEF DOV TIE TR~ DR
WKLo TRETWAIEEIEVEEZ LN
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5.

Kigme LT, Syk (ZIM/MGEIL Tld 7 < EA%
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Abstract

Spleen tyrosine kinase (Syk) inhibitor is reported
to be effective in resistant patients with immune
thrombocytopenia to the standard therapies.
Another report revealed that thrombocytopenia was
observed in Syk knockout mice. Therefore, the role
of Syk was investigated in megakaryocytopoiesis
and thrombocytopoiesis. NS-737 was used as
a Syk inhibitor. NS-737 inhibited the antibody-
dependent phagocytosis of murine macrophages
in vitro at a low concentration. No effects of NS-

737 were observed in thrombocytopoiesis in vitro.
Although no effects of NS-737 were observed in the
maturation of megakaryocytes, NS-737 inhibited
the proliferation of immature megakaryocytic
progenitors. These results suggested that Syk
inhibitor provides the greatest efficacy at the
concentration with the greatest effect on macrophage
phagocytosis, and little effect on the inhibition of
proliferation of megakaryocytic progenitors in ITP.
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