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Table 1. Metastasis assay

TNFRp55 KO Wild type P
Liver metastasis

Incidence 12/26  (46.2%) 24/26  (92.3%) 0.002
Weight (g) 1.4740.19 1.70£0.27 0.012

Volume (mm¥) 147.0£131.8 287.9+1864  0.026
(Range, mediam)  (8.0-507.5, 108.0) (94.5-671.5,220.5)
Maximum {mm) 5.0%19 7.1£1.8 0.003
Number 29+1.7 4%1.8 0.1

Spleen tumor
Diameter (mm) 142444 12949 0.31
Weight (g) 1.11+0.15 1.03+0.21 0.29

Colon 26 cells (5% 10") were injected into the spleen of wild-type
and TNF-Rp5S deficient mice. Mice were sacrificed at 24 days
after tumor injection, to determine the incidence of liver
metastasis, the numbers of metastatic foci in the liver and tumor
sizes. Tumor sizes were calculated by an equation of aXb%32,
while a and b indicate long and short diameters of the tumor,
respectively. The parameters of liver weight and tumor size were
determined in mice, which developed liver metastases. Each
value represents mean = SEM.
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Fig. 1. Role of TNFR p55 in liver metastasis. Colon 26 cells
stimulate macrophages that increase TNF- ¢ production.
TNF- a induces VCAM-1, which facilitates the adhesion of
colon 26 cells to hepatic sinusoidal endothelium (HSE), via
TNF-R p55.

X [

1) Fidler IJ, Ellis LM. The implication of angiogenesis for the
biology and therapy of cancer metastasis. Cell 79: 185-188, 1994
2) wvan der Schelling GP, [Jsermaans JN, Kok TC, Scheringa
M, Marquet RL, Splinter TA, Jeekel J. A Phase [ study of local
treatment of liver metastases with recombinant tumor necrosis
factor. Eur J Cancer 28A: 1073-1078, 1992

3) Orosz P, Kruger A, Hubbe M, Ruschoff J, von Hoegen P,
Mannel DN. Promotion of experimental liver metastasis by
tumor necrosis factor. Int J Cancer 60: 867-871, 1995

4) Ryuto M, Ono M, Izumi M, Yoshida S, Weich H, Kohno K,
Kuwano M. Induction of vascular endothelial growth factor by
tumor necrosis @ in human glioma cells: Possible roles of SP-1.
J Biol Chem 271: 28220-28228, 1996

5) Mackay F, Loetscher H Stueber D, Gehr G, Lesslauer W.
Tumor necrosis factor ¢ (TNF- ¢ )-induced cell adhesion to
human endothelial cells is under dominant control of one TNF
receptor type, TNF-R55. J Exp Med 177: 1277-1286, 1993

A8 | &IRKFED AT FERTREB LB

19984E3 F  &IRKFEFIEE.

199844 F  &IRKFEDVFAMEREEIEAR.

2000464 F  £IRKEVAMEFTEBSFRESTHICT, MHERIZFEOEE
Db &, FEBIZET 5 BRI ET ).

20024E3F  &RRFERFREFRMEN GIRREZ T

HEIR, HILBAREE LT, SEIEELTCVWET. Bk Fo TWHHH
%, ¥EAA Y EEBOBEDLDIZOWT,



