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Tetraspanins (Tspans) are membrane-anchored molecules with 4 transmembrane regions, which
promote clustering of other membranous proteins by forming "tetraspanin-enriched microdomain"”.
Integrins and Immunoglobulin superfamily proteins have been identified as their binding proteins,
and thus Tspans are thought to modulate the signal transduction associated with these molecules.
However, the function of tetraspanins in vascular development has not been understood well.
Here, we found some Tspans are expressed in endothelial cells, especially those in mature
(arterial and venous) vessels. Conventional or endothelial-specific knockout of Tspan showed a
significant reduction in the number of arterioles and venules and reduced radial vascular growth. In
vitro data suggest that Tspan directly interacts with other membrane proteins involved in
angiogenesis. Overall, Tspan might regulate the formation of arterioles and venules by clustering
other membrane proteins.
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Tetraspanins (Tspans) are membrane-anchored molecules with 4 transmembrane
regions, which promote clustering of other membranous proteins by forming “ tetraspanin-enriched
microdomain” . Integrins and Immunoglobulin superfamily proteins have been identified as their
binding proteins, and thus Tspans are thought to modulate the signal transduction associated with
these molecules. However, the function of tetraspanins in vascular development has not been
understood well. Here, we found some Tspans are expressed in endothelial cells, especially those in
mature (arterial and venous) vessels. Conventional or endothelial-specific knockout of Tspan showed

a significant reduction in the number of arterioles and venules and reduced radial vascular growth.
In vitro data suggest that Tspan directly interacts with other membrane proteins involved in
angiogenesis. Overall, Tspan might regulate the formation of arterioles and venules by clustering
other membrane proteins.
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