View metadata, citation and similar papers at core.ac.uk brought to you by fCORE

provided by Erasmus University Digital Repository

CURRENT ISSUE (/CONTENT/CURRENT) ~ ARCHIVE (/CONTENT)  NEWS & MULTIMEDIA (/MULTIMEDIA)  FOR AUTHORS (/SITE/AUTHORS/INDEX.XHTML)

ABOUT PNAS (/SITE/ABOUTPNAS/INDEX.XHTML) ~ COLLECTED ARTICLES (/SITE/MISC/COLLECTEDPAPERS.XHTML) = BROWSE BY TOPIC (/SEARCH)

EARLY EDITION (/CONTENT/EARLY/RECENT)

Proceedings of the National Academy of Sciences

www.pnas.org
1 (/) > Current Issue (/content/93/6.toc) > vol. 93 no. 6 > K Gerritse, 2499-2504

CrossMark
click for updates

CD40-CD40 ligand interactions in experimental allergic
encephalomyelitis and multiple sclerosis

K Gerritse (/search?author1=K+Gerritse&sortspec=date&submit=Submit),

J D Laman (/search?author1=J+D+Laman&sortspec=date&submit=Submit),

R J Noelle (/search?author1=R+J+Noelle&sortspec=date&submit=Submit),

A Aruffo (/search?author1=A+Aruffo&sortspec=date&submit=Submit),

J A Ledbetter (/search?author1=J+A+Ledbetter&sortspec=date&submit=Submit),

W J Boersma (/search?author1=W+J+Boersma&sortspec=date&submit=Submit), and

E Claassen (/search?author1=E+Claassen&sortspec=date&submit=Submit)

Author Affiliations

Abstract | Authors & Info  Metrics Related Content (/content/93/6/2499/?tab=related)
PDF (/content/93/6/2499.full.pdf)

Abstract

We investigated the role of CD40-CD40 ligand (CD40L) interactions in multiple sclerosis (MS) and
experimental allergic encephalomyelitis (EAE). Activated helper T cells expressing CD40L (gp39) surface
protein were found in MS patient brain sections, but not in brain tissue sections of normal controls or patients
with other neurological disease. CD40L-positive cells were co-localized with CD40-bearing cells in active
lesions (perivascular infiltrates). Most of these CD40-bearing cells proved to be of the monocytic lineage
(macrophages or microglial cells), and relatively few were B cells. To functionally evaluate CD40-CD40L
interactions, EAE was elicited in mice by means of proteolipid-peptide immunization. Treatment with anti-
CD40L monoclonal antibody completely prevented the development of disease. Furthermore, administration
of anti-CD40L monoclonal antibody, even after disease onset, shortly before maximum disability score was
reached led to dramatic disease reduction. The presence of helper T cells expressing CD40L in brain tissue of
MS patients and EAE animals, together with the functional evidence provided by successful experimental
prevention and therapy in an animal model, indicates that blockade of CD40-CD40L-mediated cellular
interactions may be a method for interference in active MS.
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