
8

New Product Highlights

®

®

s
i

g
m

a
-

a
l

d
r

i
c

h
.

c
o

m
/

c
e

l
l

s
i

g
n

a
l

i
n

g
•

 
C

e
l

l
t

r
a

n
s

m
i

s
s

i
o

n
s

V
o

l
.

 
1

9
 

N
o

.
 

2
52. de la Fuente-Garcia, M.A., et al., Blood, 9, 2800-2809 (1998).
53. Autschbach, F., et al., Tissue Antigens, 54, 485-498 (1999).
54. Palou, E., et al., Immunol. Lett., 57, 101-103 (1997).
55. Hundt, M. and Schmidt, R.E., Eur. J. Immunol., 27, 3532-3535 (1997).
56. Tangye, S.G., et al., J. Immunol., 161, 3249-3255 (1998).
57. Tangye, S.G., et al., J. Immunol., 161, 3803-3810 (1998).
58. Billard, C., et al., Blood, 95, 965-972 (2000).
59. del Pozo, V., et al., J. Leukoc. Biol., 68, 31-37 (2000).
60. Baker, J.E., et al., Mol. Cell. Biol., 21, 2393-2403 (2001).
61. Horiba, M., et al., J. Clin. Invest., 105, 489-497 (2000).
62. Qi, M., et al., J. Biol. Chem., 276, 15868-15875 (2001).
63. Maeda, N., et al., J. Biol. Chem., 274, 12474-12479 (1999).
64. Møller, N.P., et al., J. Biol. Chem., 270, 23126–23131 (1995).
65. Kulas, D.T., et al., J. Biol. Chem., 270, 2435-2438 (1995).
66. Ahmad, F. and Goldstein, B.J. J. Biol. Chem., 273, 448-457 (1997).
67. Byon, J.C., et al., Mol. Cell. Biochem., 182, 101-108 (1998).
68. Kenner, K.A., et al., J. Biol. Chem., 271, 19810-19819 (1996).
69. Marion, E., et al., Diabetes, 51, 2012-2017 (2002).
70. Elchebly, M., et al., Science, 283, 1423-1426 (1999).
71. Klaman, L.D., et al., Mol. Cell. Biol., 20, 5479-5489 (2000).
72. Zinker, B.A., et al., Proc. Natl. Acad. Sci. USA, 99, 11357-11362 (2002).
73. Tartaglia, M., et al., Nat. Genet., 29, 465-468(2001).
74. Stoker, A. and Dutta, R. BioEssays, 20, 463-472 (1998).
75. Ratcliffe, C.F., et al., Nat. Neurosci., 3, 437-444 (2000).
76. Fujikawa, A., et al., Nat. Genet., 33, 375-381 (2003).
77. Yahiro, K., et al., J. Biol. Chem., 278, 19183-19189 (2003).
78. Liu, K., et al., J. Virol., 69, 7823-7834 (1995).
79. Guan, K., et al., Nature, 350, 359-362 (1991).
80. Najarro, P., et al., J. Virol., 75, 3185-3196 (2001).
81. Bliska,, J.B., et al., J. Exp. Med., 176, 1625-1630 (1992).
82. Koul, A., et al., J. Bacteriol., 182, 5425-5432 (2000).
83. Fu, Y. and Galan, J.E., Mol. Microbiol., 27, 359-368 (1998).
84. Forget, G., et al., Eur. J. Immunol., 31, 3185-3196 (2001).
85. Burke, T.R., et al., Biochem. Biophys. Res. Comm., 204, 129-134 (1994).
86. Burke T.R., et al., Tetrahedron, 54, 9981-9994 (1998).

87. Burke, T.R., et al., Biochemistry, 35, 15989-15996 (1996).
88. Andersen, H.S., et al., J. Biol. Chem., 275, 7101-7108 (2000).
89. Andersen, H.S., et al., J. Med. Chem., 45, 4443-4459 (2002).
90. Larsen, S.D., et al., J. Med. Chem., 45, 598-622 (2002).
91. Malamas, M.S., et al., J. Med. Chem., 43, 1293-1310 (2000).
92. Desmarais, S., et al., Biochem. J., 337, 219-223 (1999).
93. Puius ,Y.A., et al., Proc. Natl. Acad. Sci. USA, 94, 13420-13425 (1997).
94. Sarmiento, M., et al., J. Med. Chem., 43, 146-155 (2000).
95. Zhang, Z.Y., Curr. Opin. Chem. Biol., 5, 416-423 (2000).
96. Johnson, T.O., et al., Nat. Rev. Drug Discov., 1, 696-709 (2002).
97. Van Huisduijnen, R.H., et al., Drug Discov. Today, 19, 1013-1019 (2002).
98. Morinville, A., et al., Trends Pharmacol. Sci., 19, 452-460 (1998).
99. Brichard, S.M., et al., Trends Pharmacol. Sci., 16, 265-270 (1995).
100. Watanabe, T., et al., J. Antibiot., 48, 1460-1466 (1995).
101. Lajas, A.I., et al., Mol. Cell. Biochem., 205, 162-169 (2000).
102. Li, S. and Whorton, A.R., Arch. Biochem. Biophys., 410, 269-279 (2003).
103 Pathak, M.K. and Yi, T. J. Immunol., 167, 3391-3397 (2001).
104. Frank, C., et al., Biochemistry, 38, 11993-12002 (1999).
105. Zhao, Z., et al., Proc. Natl. Acad. Sci. USA, 90, 4251-4255 (1993).
106. Knutson, K.L., J. Biol. Chem., 273, 645-652 (1998).
107. Pluskey, S., et al., J. Biol. Chem., 270, 2897-2900 (1995).
108 Galaktionov, K. and Beach, D. Cell, 67, 1181-1194 (1991).
109 Hoffmann, I., et al., EMBO J., 13, 4302-4310 (1994).
110. Lammer, C., et al., J. Cell Sci., 111, 2445-2453 (1998).
111. Jinno, S., et al., EMBO J., 13, 1549-1556 (1994).
112. Galaktionov, K., et al., Science, 269, 1575-1577 (1995).
113 Ma, Z.Q., et al., Oncogene, 18, 4564-4576 (1999).
114. Cangi, M.G., et al., J. Clin. Invest., 106, 753-761 (2000).
115. Kar, S., et al., Carcinogenesis, 24, 411-416 (2003).
116 Tamura, K., et al., Oncogene, 18, 6989-6996 (1999).
117. Lazo, J.S., et al., Mol. Pharmacol., 61 , 720-728 (2002)
118. Myers, M.P., et al., Proc. Natl. Acad. Sci. USA, 94, 9052-9057 (1997).
119. Li, J., et al., Science, 275, 1943-1947 (1997).
120. Steck, P.A., et al., Nature Genet., 15, 356-362 (1997).
121. Myers, M.P., et al., Proc. Natl. Acad. Sci. USA, 98, 13513-13518 (1998).

Protein Tyrosine Phosphatases...(continued)

Following vascular injury, platelets become activated and
adhere to damaged blood vessel walls and exposed sub-
endothelial connective tissues thereby forming the initial
platelet plug. Platelets play a central role in thrombus for-
mation and are known to participate in many life-threat-
ening thrombotic disorders such as acute myocardial
infarction, stroke and pulmonary embolism. One platelet
receptor involved in this activation is glycoprotein Ib/IX (GP
Ib/IX) together with its ligand von Willebrand factor (vWF).
Activation causes the exposure of phospholipids (PL) and
the membrane glycoprotein IIb/IIIa (GP IIb/IIIa) on the
platelet surface, providing a platform upon which the
members of the coagulation cascade can assemble.

GR 144053 (Prod. No. G 6418) is a potent and selective,
non-peptide antagonist at the glycoprotein IIb/IIIa (GP
IIb/IIIa) fibrinogen receptor [1,2]. It acts as a mimetic of
the peptide RGD-sequence, a potent inhibitor of GPIIb/IIIa.
Binding of GR 144053 to GPIIb/IIIa competitively blocks
the binding of its normal ligand, fibrinogen (Prod. No. 
F 4883), and alters the signaling properties of the
GPIIb/IIIa heterodimer. It attenuates platelet aggregation,
activation and degranulation both in vivo and in vitro and
inhibits ADP-induced platelet aggregation with an IC50
value of 17.7 nM [2].

GR 144053 also suppresses the activation of platelets by
aurintricarboxylic acid (ATA, Prod. No. A 0885) [2]. The
molecular mechanism of ATA action has not been com-
pletely elucidated. One possible mechanism is through its
binding to GP Ib, thereby blocking binding of vWF. This
observation suggests additional activities for GR 144053
that are not mediated by the GP IIb-IIIa receptor [2].

GR 144053 is a useful tool for studying the of mecha-
nisms of platelet activation and degranulation events.
Currently, anti-thrombotic therapy includes anti-platelet,
anti-coagulant, pro-thrombolytic or pro-fibrinolytic agents.
GR 144053 may be potentially useful in achieving anti-
thrombosis effects while maintaining the integrity of the
vascular system.

Sold for research purposes under agreement from GlaxoSmithKline.
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