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Fig. 1 Functional domain structure of
fibronectin®
RGD is an amino acid arrangement that is related
to the cell-binding activity of domain 4.
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Fig. 2 Purification strategy for tryptic fragments
of fibronectin®
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Table 1 The effect of fibronectin fragments on
liver metastasis formation
mouse model : after 4 weeks (each group : n=20)

concentration liver metastases percent change

fragments ( pg/mi) nodule
colon 26/TC-1 alone 431
(cotrol)
. . 1 5§+03 30% increase
fibronectin 10 71 100% increase
100 13%2 200% increase
fib ti 1 4106 no change
ISIETISAS] 10 2+03 50% decrease
domain 100 3102 20% decrease
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Fig. 3 left: Liver metastasis for the control group, middle : Liver metantasis for
the fibronectin group, right : Liver metastasis for the fibronectin domain group

Fig. 4 Tumor cell and extracellular matrix
(ECM)
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Table 2 The effect of laminin fragments on pul-
monary metastasis formation'?
mouse model : after 3 weeks BL6 melanoma cell :
0.5%10° (each group: n=10)

concentration percent change

fragments (pg/mi)
1 100% increase
laminin ] 10 300% increase
.j_‘ 100 400% increase
. 10 280% increass
laminin & 100 400% increase
fragment
. -
P 1 no change
laminin C, 10 50% decrease
fragment | 100 80% decrease
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Prevention of Liver Metastasis by Cell-binding Domain

Noboru Saito, Maki Mitsuhashi, Tatsuhiro Hayashi, Hitoshi Nagata,
Shingo Kameoka and Kyoichi Hamano
Department of Surgery II Tokyo Women’s Medical College
Satoru Harumiya and Daisaburo Fujimoto
Department of Applied Biological Science, Faculty of Agriculture,
Tokyo University of Agriculture and Technology

In order to determine the role of cell adhesion molecules in the process of cancer invasion and
metastasis, we administered the cell-binding domain to a mouse liver metastasis model, and assessed the
prevention of cancer metastasis resulting from inhibition of adhesive interaction with cancer cells. A liver
metastasis model was created by injecting'1 X 10% colon 26/TC-1 cells into the anterior mesenteric vein
of CDF1 mice. The cell-binding domain was obtained by extracting and purifying fibronectin from human
plasma, and partially purifying only the domain which includes RGD. A fibronectin-treated group, a
fibronectin binding demain-treated group, and a control group were established. The animals were
sacrificed four weeks later, and the metastatic liver nodules were counted. The results showed that
metastasis was more advanced in the fibronectin group than in the control group, and about 50%
inhibition was observed in the fibronectin binding domain-treated group (10 x of fibronection per ml).
These findings suggest that, as a metastasis-inhibiting substance, the binding domain may become an
effective means of anti-adhesion therapy by competing with native adhesion molecules on the cancer cell
surface during the metastatic process, and blocking adhesion.
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