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- LEA-T (lymphocyte function éssociated»“l) is an adhesion -

receptor on leukocytes that is a member of the Integring " Synony.ms .
family.! LFA-1 was originally identiied by monoclonal  CDB11a/CD18, integrin alg2.
antibodies that inhibit T Iyrphocyte mediated antigen- . o
spﬁclﬁ;—knigin%_“ LEA-1 participates in & wide variety of ' - '
celi adhesion Interactions of leukocytes by binding inter- :
cellular adhesion molecules™s and provides an Important ‘.Pmtem properties

. Model for regulation of adhesion molecule function  “The"a subunit of LFA-1 (CD11a, integi o |
v : } OF . 1 - A1 (CD114, integrin al) Is a type 1 .-
through changes in.recaptor. activity.” : transmembrane glycoprotein of 130000 )Da. %199 B

228 LFa-1

£



“Figure 2. Model of the ﬁii)ropeller doniain of the integrin o suliunit. The s_e!ven FG-GAP repeats (resi&uéé‘i%ﬁz)
are pre dicted to fold up into a p-propeller dorain +ith seven anti-paraiiel p-sheets,
gheetin a different tint. Three Ca®* fons shown as spheres are

bound to loops on the bottom

- are predicted to bind to the upper surface. From T. A. Springer (1897) Proc. Natl Acad. Sci. US4, 94, 66-72.

{He membrane, Many of the disulfide bonds in the « and

g subunit have been determined for the igtegrin platelet
glycoprotein iibitia (allb83).535¢ Many of ghe disulfides are
conserved and-are fikely to form similarly in LFA-Y

The LFEA-1 | domain has been characterized functionally

in terms of ICAM-1 binding,® The | domain binds ICAM-1 - ‘

with a kg of ~150 M. This is similar to the k, for binding
of ICAM-1 fothe low affinity form of LFA-1 2 These data,
suggest that the 1 Homain interaction. with 1ICAM-1 pro-

 Yides the Jow affinity Interaction of intact LFA-1 with -

ICAM-1, The Interaction of an fsolated | domain with
ICAM-1 mediates rolling adhesion in flow.5® This indicates .
an off-rate of > 1 5 and strain vesistance of the bond.
The ability of the | domain to interact trangiently with
1ICAM-1 may account for the role of ICAM-1-in regulation
of leukocyte roiling velacities in mice.'®’

" A protein that interacts with the cytoplasmic tall of p2
Is implicated in regulation of LFA=1 avidity. The-cytoplas-
mic tafl of the B subunit of LFA-1 Is critical for LFA-1 func-
tion;'when the. g2 tail is truncated, but'a putative salt -
bridge between the a and f subunit cytoplasmic tails Is
left Intact,® the ‘molecule is inactive with respect to.

inside-out signalling.’” Furthermore, “the “singté chaln

. transmembrane glycoprotein CD4 with the cytoplasmic -

domaln of g2 acts as a dominant hegative inhibitor of
LFA-1 fufiction In transfected T and B cells.® This suggests
that there'are limitting factors that interact with the g2
- ytoplasmic domaln to augmentLFA-1 avidity. Recently, a
protein referred to as cytohesin-1 or B2-1 and a related

trisphosphate.’ it is possible that this
tion of phosphatidylinositol 3.kinase,
integrin activation,®? to the ligand-ind
the integrin with the actin cytoskeleton. The protein
structure coordinates for the LFA-
_ent cations. bound in the MIDAS s

accession codes 1ZOP, 1200, 1ZON, and ALFA,
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