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Emerging role of endothelial cell

adhesion
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Endoglin i highly expressed by endothetial cells during sngiogencsis
and @5 heavily involved in vadeular development, maturstion and
remodeling, Mututions in the endoglin (ENG) gene are responsible for

Hereditary Hemorrh Telang) i vpe | (HHTE), an autosomal
dmnmunl \-nmniar dy-qal.ma asspciated  with 1quucnl cs!l\inxr*.
ias  and

:u-ta:mem-us maliurmamns m the lung, lver and braih. Ws 30-
structure has revealed that endogl: fisplays an ible RGI
il which s eoognition monf for integring (1)
Indeed, endothelial endpglin can bind leukocyte surlace ntegrins (2}

We have recently analyzed the role ol endutheblul endoghn s a
pogsible counter-receplor for integrms on platelets and vascular murl
cells, as well s the implications of thin novel fumetion in the
pathogenesis of HHTT (341 We {ind that adhesion between vasgular
endothelial cells and vascular mural celis is enhanced h)‘ the :nley'm
activator CXCLIZ and inhibited upon supy
endoglin or Bl-integrin. In Engh- mice, 8 model for III[] 1, endaglin
huplmnsufﬁrwnc}' induces o perfeyte-dependent increase in vaseular
f hality (33 I neddi foglin promotes specific platelet
adhesion under static conditens and confers resistance of adherent
platelets to detachment upon exposure 1o fow. Also, platelets adhere
w wonfluent endothelial colls in an endoglin-medinted  process.
Remarkably, Chinese hanister ovary cells ectopically expressing the
human @llbf3 integrin acquire the cipacity to adhiere o cell
transtectants cxpressing  human eéndogling wheress plstelets from
(Jlmznmruu Ehmmhunllwm'! [\UIIQ‘HL‘- ].wkm!, lhu allbfi® integrm wre
for lothelisl  cells.
Furthermore, the bloedmg time, hut not the ;Hmh.rr\mhln time, is
slgnificantly prolonged n Engt/- mice compared 1o Eng=+/+ animals
{4), These results sugeest o new role for epdoglin in imegrin-medinted
adhiesion of vaseulnr mural cetls-and platelets o the md.mhedmm. nnd

may provide a better und ling on the biok ¥
involved in HHTL, dnchiding vessel I is, and
thrombo-inflanmarory events,

1. Swito al., Cell Rep, 19:1917-28, 2017

2. Rossi et al, Blood 121:403-15, 2013,

3. Rossi et al., Cell Mol Life Sei 73:1715-39, 2016

4. Rossi et al, 12th HHT Intenational Scientific Conference,
Dubrovnik (Croatia), June 811, 2017,



	Page 1
	Page 1

