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Abstract
Background: The CC chemokine receptors CCR1, CCR2 and CCR5 are critical for the recruitment of mononuclear
phagocytes to the central nervous system (CNS) in multiple sclerosis (MS) and other neuroinflammatory diseases.
Mononuclear phagocytes are effector cells capable of phagocytosing myelin and damaging axons. In this study, we
characterize the regional, temporal and cellular expression of CCR1, CCR2 and CCR5 mRNA in the spinal cord of rats
with myelin oligodendrocyte glycoprotein-induced experimental autoimmune encephalomyelitis (MOG-EAE). While
resembling human MS, this animal model allows unique access to CNS-tissue from various time-points of relapsing
neuroinflammation and from various lesional stages: early active, late active, and inactive completely demyelinated lesions.

Methods: The expression of CCR1, CCR2 and CCR5 mRNA was studied with in situ hybridization using radio labelled
cRNA probes in combination with immunohistochemical staining for phenotypic cell markers. Spinal cord sections from
healthy rats and rats with MOG-EAE (acute phase, remission phase, relapse phase) were analysed. In defined lesion
stages, the number of cells expressing CCR1, CCR2 and CCR5 mRNA was determined. Data were statistically analysed
by the nonparametric Mann-Whitney U test.

Results: In MOG-EAE rats, extensive up-regulation of CCR1 and CCR5 mRNA, and moderate up-regulation of CCR2
mRNA, was found in the spinal cord during episodes of active inflammation and demyelination. Double staining with
phenotypic cell markers identified the chemokine receptor mRNA-expressing cells as macrophages/microglia. Expression
of all three receptors was substantially reduced during clinical remission, coinciding with diminished inflammation and
demyelination in the spinal cord. Healthy control rats did not show any detectable expression of CCR1, CCR2 or CCR5
mRNA in the spinal cord.

Conclusion: Our results demonstrate that the acute and chronic-relapsing phases of MOG-EAE are associated with
distinct expression of CCR1, CCR2, and CCR5 mRNA by cells of the macrophage/microglia lineage within the CNS
lesions. These data support the notion that CCR1, CCR2 and CCR5 mediate recruitment of both infiltrating
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macrophages and resident microglia to sites of CNS inflammation. Detailed knowledge of expression patterns is crucial
for the understanding of therapeutic modulation and the validation of CCR1, CCR2 and CCR5 as feasible targets for
therapeutic intervention in MS.

Background
Multiple sclerosis (MS) is the most common non-trau-
matic cause of neurological disability in young adults in
the Western world. It is a chronic inflammatory disease,
characterized by the appearance of focal demyelinated
plaques within the central nervous system (CNS) [1].
Essential aspects of MS lesions are mimicked in models of
experimental autoimmune encephalomyelitis (EAE), and
thus autoimmunity is considered an important pathoge-
netic factor in the disease [2].

It is generally assumed that inflammation caused by the
penetration of circulating leukocytes through the blood
brain barrier, drives demyelination and axonal injury
within the lesions [3]. Different patterns of demyelination
have been described in early active MS lesions, suggesting
discrete pathways that may lead to the common endpoint
of myelin injury [4,5]. Although the pathogenetic mecha-
nisms leading to demyelination and tissue injury are not
fully understood, activated macrophages and microglia
seem to play a central role in the destructive process both
in MS and in EAE [6,7]. In accordance with this assump-
tion, elimination of macrophages or microglia has been
shown to suppress clinical and histopathological manifes-
tations in rodent models for MS [8,9].

Chemokines stimulate migration of inflammatory cells
towards tissue sites of inflammation by establishing a
chemotactic gradient that attracts specific subsets of leu-
kocytes [10,11], and there appears to be organ-specific
molecular details for leukocyte trafficking [12]. Chemok-
ines act as ligands on a subgroup of G-protein coupled
seven transmembrane domain receptors called chemok-
ine receptors [13,14]. Leukocytes expressing a variety of
inflammatory chemokine receptors, most consistently
CCR1, CCR2, and CCR5, have been identified in diverse
inflammatory tissues and fluids, including synovial fluid
from rheumatoid arthritis patients [15], joints of arthritic
mice [16], MS brain lesions [17-19] and in neurological
disease models including EAE [20-22,11,23].

Even though the chemokine network is notorious for its
redundancy and receptor promiscuity in vitro, studies in
rodent models for MS have utilized techniques for
genomic deletion of chemokines [24], chemokine recep-
tor genes [22,25,26], function-blocking antibodies [27] or
receptor antagonists [28,29], to demonstrate a non-
redundant role for individual chemokine receptors and
their ligands.

Here we present data from a series of experiments which
was designed to characterize the expression of CC chem-
okine receptors CCR1, CCR2 and CCR5 in the spinal cord
of rats with experimentally induced MS-like disease, mye-
lin oligodendrocyte glycoprotein-induced EAE (MOG-
EAE) [30]. These receptors were selected for analysis as
they have previously been demonstrated to control migra-
tion of macrophages into inflammatory foci. The model
employed in this study typically exhibits a primary pro-
gressive or relapsing-remitting disease course that in many
aspects mimics MS, with the formation of focal areas of
demyelination [31] and axonal injury and loss [32].

Our results demonstrate a prominent accumulation of
monocytes and macrophages expressing CCR1, CCR2 or
CCR5 mRNA within and around inflammatory foci in the
spinal cord of rats with EAE, thus identifying potential
determinants for trafficking of these cells to the CNS.
These findings are discussed in relation to therapeutic
strategies to interfere with macrophage-mediated demy-
elination and axonal injury in MS [33].

Methods
Animals
Female DA.RT1av1 rats at 10 to 14 weeks of age (150–200
g) were obtained from B&K Universal AB (Sollentuna,
Sweden). All rats were housed under specific pathogen-
free conditions, caged in groups of four at constant room
temperature on a 12-hour light-dark cycle, with food and
water freely available to keep the influence of additional
environmental factors, besides immunization as low as
possible. All animal experiments were approved and per-
formed in accordance with Swedish national guidelines.

Preparation of MOG
Recombinant rat MOG corresponding to the N-terminus
of the protein (amino acids 1–125) was expressed in E.
coli and purified to homogeneity by chelate chromatogra-
phy as previously described [34]. The purified protein in
6 M urea was dialyzed against PBS to obtain a preparation
that was stored at -20°C.

Induction and assessment of EAE
Rats were anaesthetized with isoflurane (Baxter Medical
AB, Kista, Sweden) and injected subcutaneously at the
base of the tail with 0.2 ml inoculum, containing 20 μg
recombinant rat MOG (amino acids 1–125) in saline,
emulsified (1:1) with Incomplete Freund's adjuvant (IFA)
(Difco, Detroit, MI) [31]. Rats were clinically scored and
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weighed daily from day 7 after immunization until day 29
after immunization by two alternating investigators. The
clinical scoring was as follows: 0 = no illness, 1 = tail
weakness or tail paralysis, 2 = hind leg paraparesis, 3 =
hind leg paralysis, 4 = complete paralysis, moribund state,
or death. A disease remission was defined as an improve-
ment in disease score from either 3 or 4 to 1, or from 2, 3,
or 4 to 0 that was maintained for at least 2 days consecu-
tively. A relapse was defined as an increase in the clinical
deficit of at least 2 points that lasted for at least 2 days or
more. Healthy rats served as controls. At various time
points after immunization (day 8–29) rats were killed
with CO2 and perfused via the ascending aorta with sterile
PBS and 4% paraformaldehyde. The spinal cords were
quickly dissected out and routinely embedded in paraffin
wax until use.

Histopathology
Histopathological evaluation was performed on parafor-
maldehyde-fixed, paraffin-embedded sections of the spi-
nal cord sampled at day zero, 8, 13, 18, 21, 24, and day 29
after immunization (Figure 1). Serial 4 μm thick paraffin
sections were cut on a microtome and stained with hae-
matoxylin and eosin (H&E), Luxol fast blue (LFB)/peri-
odic acid Schiff'(PAS) and Bielschowsky silver
impregnation to assess inflammation, demyelination,
and axonal loss, respectively [31].

Preparation of radioactively labelled cRNA probes
Preparation of radioactively labelled cRNA probes encod-
ing the CCR1, CCR2 and CCR5 receptors was carried out
as previously described [35]. Briefly, the CCR1, CCR2 and
CCR5 cRNA probes were transcribed from cDNA frag-
ments cloned into pBluescript SKII plasmid vector (Strat-
agene, La Jolla, CA). These cDNA fragments correspond to
bases (a 1280 bp cDNA fragment encoding part of rat
CCR1, accession number U92803; (a 1000 bp cDNA frag-
ment encoding part of rat CCR5 accession number
U77350); (a 310 bp cDNA fragment encoding part of rat
CCR2, accession number U92803) and were generated by
RT-PCR using sequence-specific oligonucleotide primers.
The identity of the cloned cDNA fragments was finally
confirmed by sequencing and database comparisons.
Restriction enzymes and RNA polymerases were obtained
from Promega (Madison, WI). Antisense and sense cRNA
probes were transcribed in vitro with T3 or T7 RNA
polymerase in the presence of 35S-uridine triphosphate
(35S-UTP; NEN-DuMedical, Sollentuna, Sweden). After
removal of unincorporated nucleotides by Quick Spin col-
umns (Boehringer Mannheim, Indianapolis, IN), the spe-
cific activities of all the probes were 1–3 × 109 dpm/ug. As
controls, radio labelled probes were transcribed in the
sense orientation and hybridized to slides as processed in
parallel.

In situ hybridization histochemistry
To detect expression of CCR1, CCR2 and CCR5 mRNA, in
situ hybridization experiments were performed on paraf-
fin-embedded tissue sections from rat spinal cord sam-
pled at day zero, 8, 13, 18, 21, 24, and day 29 after
immunization (Figure 1). Hybridization and autoradiog-
raphy were carried out according to protocols previously
described by Swanson et al [35], although post-fixation
and treatment with acetic anhydride and proteinase K
were replaced with an antigen retrieval technique. Briefly,
spinal cord sections were mounted on Superfrost plus
slides (Super Frost Plus, Pittsburgh, USA) and dried under
vacuum overnight after defatting in xylene, pre-treated in
a microwave oven at approximately 97°C in 10 mM SSC
(pH 6.0) for 10 min and dehydrated in ethanol. As con-
trols, radio labelled sense probes were hybridized to slides
processed in parallel. After application of 100 ul of
hybridization solution containing 106 cpm of the cRNA
probes, the slides were cover-slipped and incubated at
60°C for 16 to 20 hours. Slides were subsequently washed
in 4 × SSC, pH 7.0, digested in 20 μg/ml ribonuclease A
solution at 37°C for 30 minutes, washed in decreasing
concentrations of SSC, ending with 0.1 × SSC for 30 min-
utes at 70°C, dehydrated with ethanol, and dried.

Sampling of rats from various clinical stages of MOG-EAEFigure 1
Sampling of rats from various clinical stages of MOG-
EAE. Mean clinical score in female DA rats (n = 30), evalu-
ated daily 8–29 days after immunization with 20 μg recom-
binant rat MOG in incomplete Freund's adjuvant. The arrows 
indicate selected time-points at which subsequent kinetic 
analyses were performed. Rats (n = 3/time-point) which con-
formed in the clinical score curve were chosen for histopa-
thology and evaluation of CCR1, CCR2 and CCR5 mRNA 
expression in the spinal cord. Vertical bars represent mean 
and standard error of the mean.
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Immunohistochemistry
To identify the cellular phenotypes of the CCR1, CCR2
and CCR5 expressing cells, immediately following the
high stringency post hybridization washes (0.1 × SSC at
75°C) immunohistochemistry was performed with a
panel of cell-specific markers. Slides were pre-treated
using an antigen retrieval technique (5 × 5 min boiling in
10 mM Na-citrate buffer, pH 6.0 at 97°C in a microwave
oven). The following monoclonal primary antibodies
were used: an antibody specific for rat T cells (W3/13, Har-
lan Sera Lab), an antibody specific for phagocytic rat
monocytes and macrophages (ED-1, Serotec), and an
antibody reactive with glial fibrillary acidic protein
(GFAP) for the identification of astrocytes (clone G-A-5,
Boehringer Mannheim). The primary antibodies were
diluted 1/30 (W3/13), 1/500 (ED-1) and 1/20 (G-A-5). A
biotinylated sheep anti-mouse antibody (Life Sciences)
served as the secondary reagent, with the avidin biotin
peroxidase (ABC) detection system (ABC Elite, Vector
Laboratories) and diaminobenzidine as chromogen.
Finally, a biotinylated lectin (GSA/B4, Vector Laborato-
ries) combined with the ABC detection system was used
for the detection of macrophages and microglia in various
stages of activation. Control sections were incubated with-
out primary antibody as control of specificity of the stain-
ing. Slides were exposed to a phosphorimager screen
(Fujifilm, Sweden), followed by exposure to X-ray film
(Beta max, Kodak) and finally coated with autoradio-
graphic photo emulsion (NTB2, Kodak). After 14–28 days
exposure to emulsion at 4°C the slides were developed in
Kodak D-19 developer for 4 minutes at 17°C. Slides were
then counterstained with hematoxylin and coverslipped.

Selection of demyelinated plaques and definition of lesion 
stages
In a total of 11 spinal cord sections from 4 rats in the
relapse stage (days 21–29 pi.) and 1 rat in the acute stage
(day 13 pi.), 17 lesions (plaques) were selected and
defined according to the state of inflammatory activity
and demyelination as described by Brück et al [36]. Early
active (EA) lesions were characterized by dense infiltrates
of macrophages, lymphocytes and microglia. Myelin
sheaths were in the process of disintegration and macro-
phages contained LFB-stained myelin degradation prod-
ucts. Late active (LA) lesions were still densely populated
by macrophages. Damaged myelin had been removed
from the axons and macrophages contained PAS-positive
myelin degradation products. Inactive and demyelinated
(IADM) lesions showed no evidence of ongoing tissue
destruction at the borders of the plaque. Inflammatory
cells were present, although at lower density than in EA
and LA lesions. Macrophages in IADM lesions did not dis-
play LFB or PAS staining. The region in the immediate
vicinity of lesions, showing no microscopical signs of
demyelination, was defined as periplaque white matter

(PPWM). Four out of 17 lesions were defined as EA, 7 as
LA and 6 as IADM. Seven PPWM areas were included for
comparison.

Morphometry
Spinal cord sections were photographed with a Kappa DX-
20 digital camera mounted on a Nikon E600 microscope.
In each of the defined lesion areas, the number of CCR1,
CCR2 and CCR5 mRNA-expressing cells was determined
in 1–2 standardized microscopic fields (1.9 × 104 μm2)
using the Analysis Pro system (Euromed Networks, Stock-
holm, Sweden). In a few cases, the number of cells was
manually counted. In total, 33 fields of 1.9 × 104 μm2 each
were included in the morphometric analysis.

Statistics
The nonparametric Mann-Whitney U test was used for
analysis of the morphometric data. A p value < 0.05 was
considered to be statistically significant.

Results
Study design
The DA.RT1av1 rat strain develops MS-like disease with a
relapsing-remitting clinical disease course when immu-
nized with MOG [37,31]. Onset of disease is clinically
observable 9 to 13 days after immunization (Fig. 1). At the
histopathological level, MOG-EAE mimics many features
of human MS, thus being considered as one of the best
experimental models of choice for preclinical studies
aimed at elucidating the mechanistic basis of MS [31].

A key issue in understanding the pathogenesis of MS is the
reliable identification of phagocytes capable of degrading
myelin. Since infiltration of leukocytes including mono-
cyte-derived macrophages into the CNS is a key step in the
pathogenesis of MS [38], we designed this study to iden-
tify chemokine receptors that may control infiltration of
monocyte-derived macrophages into inflammatory CNS
lesions of rats with MOG-EAE. CCR1, CCR2 and CCR5
have all been previously demonstrated to control migra-
tion of macrophages into inflammatory foci.

Tissue sections sampled at regular intervals throughout
the spinal cord were collected from healthy control rats
and from representative MOG-EAE rats that were har-
vested at different stages of their disease development
(Fig. 1). This included rats in the pre-symptomatic (day
8), acute (day 13), remission (day 18), as well as rats at
various stages of relapse (days 21, 24 and 29) after immu-
nization. The expression of CCR1, CCR2 and CCR5 was
assessed at the mRNA level using in situ hybridization
with gene-selective 35S-labeled anti-sense cRNA probes in
combination with immunohistochemical staining for
phenotypic cell markers. The expression of CCR1, CCR2
and CCR5 was further studied in relation to a detailed
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outline of the inflammatory lesions, where each lesion
area was characterized according to state of inflammatory
activity and demyelination, as previously described by
Brück et al [36].

Distribution of CCR1, CCR2 and CCR5 mRNA in the rat 
spinal cord
No expression of CCR1, CCR2 or CCR5 was detected
within the spinal cord of healthy control rats (Fig. 2A, 2D,
2G) or MOG-EAE rats in the pre-symptomatic phase on
day 8 p.i. (data not shown). Histopathological evaluation
of MOG-EAE rats in the acute phase (day 13) revealed
marked inflammatory lesions in the white and grey matter
of the spinal cord (Fig. 3D). Within the inflammatory
infiltrates, numerous actively phagocytosing macro-
phages were identified (Fig. 3E) corresponding to areas
undergoing demyelination (Fig. 3F). A strong labelling for
CCR1 and CCR5 mRNA was observed over cells within
the inflammatory and demyelinating areas in rats with
acute MOG-EAE (Fig. 2B, 2H). In contrast, only weak to
moderate labelling for CCR2 mRNA was detected during
the initial acute phase, over cells within a few restricted
areas of the spinal cord displaying focal inflammation
and demyelination (Fig. 2E).

During the clinical remission phase (day 18), inflamma-
tion and demyelination in the spinal cord were consider-
ably diminished (Fig. 3G, 3I) and the number of
infiltrating macrophages clearly reduced (Fig. 3H). This
coincided with substantially reduced expression of CCR1,
CCR2 and CCR5 in the spinal cord (data not shown).
Enhanced expression of CCR1, CCR2 and CCR5 mRNA
was subsequently observed over cells within inflamma-
tory aggregates during the early stages of the clinical
relapse (day 21) and on day 24 p.i. (Fig. 2C, 2F, 2I). At a
later phase of the clinical relapse (day 29), a moderate
expression of CCR1 mRNA was detected over cells that
tended to distribute to sub-areas of the inflammatory
aggregates (data not shown). Expression of CCR2 mRNA
was substantially reduced, while CCR5 mRNA was
strongly expressed in the white matter of the spinal cord.
No signal above the general background level could be
detected in sections hybridized with CCR1, CCR2 and
CCR5 sense cRNA probes (data not shown).

To determine the identity of the CC receptor-expressing
cells we subsequently employed a combination of in situ
hybridization and immunohistochemistry, using markers
for infiltrating monocytes, resident macrophages and
microglia (lectin GSA/B4; labels all macrophages and
microglia), actively phagocytosing cells (antibody against
ED1; recognizes a lysosomal membrane antigen in
actively phagocytosing cells), T-cells (W3/13) and astro-
cytes (GFAP). Expression of CCR1, CCR2 and CCR5
mRNA was detected exclusively in ED-1+ cells and in the

amoeboid form of the GSA/B4+ cells, indicating that these
chemokine receptors are expressed by cells of the macro-
phage/microglia lineage, but not by T cells or astrocytes
(Fig. 4A, 4B, 4C).

Quantification of CCR1, CCR2 and CCR5 mRNA-
expressing cells in relation to the stage of demyelinating 
activity
The sampling at specific time points was complemented
by detailed lesion maps where each lesion area was char-
acterized for its state of inflammatory activity and demy-
elination/remyelination as previously described by Brück
et al [36]. A detailed analysis of CCR1, CCR2 and CCR5 in
EAE rats revealed dynamic changes in their relative expres-
sion within those sub-areas in the spinal cord. Areas
directly adjacent to the inflammatory lesions (the PPWM
areas) contained a low but detectable number of chemok-
ine receptor-expressing cells, with CCR5+ cells being
detected at somewhat higher abundance (Table 1, Fig.
5A–C). The active border zone of the inflammatory
lesions, the so called EA (early active) lesions where the
inflammatory and demyelinating activity is most inten-
sively manifested, exhibited sharply elevated numbers of
cells expressing CCR1 (P < 0.001 vs PPWM), CCR2 (P <
0.05 vs PPWM) or CCR5 (P < 0.001 vs PPWM) mRNA,
with the relative proportions of CCR5 > CCR1 > CCR2
(Table 1, Fig. 5A–C).

In inflammatory spinal cord lesion areas representing
later, but still active, stages of demyelination (LA or late
active lesions), CCR1 (P < 0.0001) and CCR2 (P < 0.05)
expressing cells aggregated at increasing numbers as com-
pared to the EA lesions, whereas the CCR5+ cells were
slightly reduced in numbers as compared to the EA lesion
areas (Table 1, Fig. 5A–C). The relative proportions of
chemokine receptor expressing cells within the LA areas
were CCR1 > CCR5 > CCR2. In comparison with LA areas,
there was a sharp decline in the number of cells expressing
CCR1 (P < 0.0001), CCR2 (P < 0.05) and CCR5 (P < 0.05)
within the so called IADM (inactive and demyelinated)
lesions areas characterized by complete demyelination
and low inflammatory and demyelinating activity. In
these areas the majority of the chemokine receptor
expressing cells were CCR5+ cells, whereas the CCR2+
cells were most infrequently detected.

Discussion
Mononuclear phagocytes are central components of brain
lesions in MS and are believed to be effector cells causing
demyelination and axonal injury in MS [38]. The current
study was carried out to further identify chemokine recep-
tors that may control infiltration of monocyte-derived
macrophages into inflammatory CNS lesions of rats with
MOG-EAE, a widely used chronic model for MS. The
expression of chemokine receptors CCR1, CCR2 and
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CCR5 was studied in spinal cord tissues from healthy con-
trol and MOG-EAE rats sampled at the preclinical, acute,
remission and relapse phases of the disease. The CNS
lesions were defined according to previously described cri-
teria for MS [36], thus enabling a direct comparison
between our chronic rat model and MS.

Our results demonstrate that the acute phase of MOG-EAE
was associated with distinct expression of CCR1, CCR2,
and CCR5 by cells of the macrophage/microglia lineage
within the CNS lesions. CCR1 and its ligands CCL3, CCL5
and CCL7 have previously been shown to be expressed
within inflammatory brain lesions in MS [18,39-41], and
CCL3 has been demonstrated in cerebrospinal fluid of MS
patients with relapsing-remitting disease course [42]. In

MS lesions, CCR1 expression, at the protein level, has
been associated with the early stage of monocyte infiltra-
tion into the CNS, and with the active demyelinating bor-
der zone of lesion, while in inactive areas of lesions, where
myelin phagocytosis is completed, only a minority of
macrophages expresses CCR1 [7].

Interestingly and consistent with the situation in MS, we
have found here a similar distribution pattern of CCR1
mRNA in our rat model, with an increased expression on
ED-1 and GSI-B4 isolectin-labelled cells in early active
(EA) and late active (LA) demyelinating lesions. During
the remission phase of the disease, CCR1 mRNA expres-
sion was substantially reduced. This reduction in CCR1
mRNA expression coincided with diminished inflamma-

Distribution of CCR1, CCR2, CCR5 mRNA expressing cells at different time points in the spinal cord of MOG-EAE ratsFigure 2
Distribution of CCR1, CCR2, CCR5 mRNA expressing cells at different time points in the spinal cord of MOG-
EAE rats. In situ hybridization with 35S-labelled antisense cRNA probes encoding rat CCR1, CCR2 and CCR5 to coronal sec-
tions from the lumbar segment of spinal cord of rats with MOG-EAE. Cells expressing CCR1, CCR2 and CCR5 mRNA are vis-
ualized by dark field illumination of the photo emulsion-dipped slides. Intensive signals for CCR1 and CCR5 mRNA, and 
moderate signals for CCR2 mRNA, were detected on days 13 (B, E, H) and 24 (C, F, I) post immunization. No signal for CCR1, 
CCR2 or CCR5 mRNA was detected in healthy control animals (A, D, G). No signal was detected in control sections hybrid-
ized with sense probe (not shown).
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tion and demyelination, and with considerably reduced
numbers of infiltrating macrophages.

These data confirm previous findings from our laboratory
showing CCR1 mRNA to be preferentially expressed by
macrophages in areas of active demyelination, while rest-
ing microglia within the spinal cord of control and in rats
with MOG-induced EAE are uniformly negative for CCR1
mRNA and protein [43]. The importance of CCR1 in the

pathogenesis of EAE is emphasized by the fact that immu-
noneutralization of CCL3 [44], DNA vaccination [45], or
genomic deletion of the CCR1 gene [22], reduces clinical
disease. Taken together, the results of the present study
and from previous ones on the role of CCR1 and its ligand
CCL3 in the pathogenesis of MS [39,40,42] and EAE
[22,44,46], have provided evidence for an important role
of CCR1 in MS and EAE.

Histopathological features of MOG-EAE during the acute and remission stagesFigure 3
Histopathological features of MOG-EAE during the acute and remission stages. Spinal cord sections from a rat in 
the acute stage (day 13 post immunization) of EAE show extensive inflammation involving the white and grey matter (D), with 
marked demyelination in the inflammatory areas (F). The majority of the infiltrating inflammatory cells are macrophages, as evi-
denced by positive staining for the ED-1 marker (E). During the remission phase (day 18 post immunization), inflammation (G) 
and infiltration of macrophages (H), as well as demyelination (I) are substantially reduced. A normal control rat is included for 
comparison (A, B, C). H&E staining (A, D, G), ED-1 immunohistochemistry (B, E, H), LFB/PAS staining (C, F, I). Magnification: 
lens × 4.
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Moreover, our group has previously shown that a low-
molecular weight CCR1 selective antagonist reduces infil-
tration of leukocytes into the CNS, as well as demyelinat-
ing activity, axonal pathology, and paralysis, during the
effector stage of the disease [47]. Thus, administration of
a CCR1 selective antagonist alone was sufficient to inhibit
the acute paralytic disease in MOG-EAE, suggesting that
CCR1 is non-redundant at this early stage of the disease
and may provide a feasible target for therapeutic interven-
tion in MS. However, recent clinical trials with a low-
molecular weight CCR1 antagonist failed to demonstrate
efficacy in patients with relapsing/remitting MS [48-51].
Thus, we propose that CCR1 is a major player in control-
ling the early proinflammatory events in EAE, and proba-
bly in MS, but may be less critical when the demyelination
progresses in already established lesions. Many of the dis-
crepancies in results obtained from EAE and MS studies
may reflect the fact that EAE experiments are designed to
study the induction phase of disease, whereas MS is stud-
ied after disease induction, as its cause is unknown [52],
and most MS patients do not develop symptoms until
inflammation and tissue injury within the CNS have
become more established.

We have also demonstrated that CCR2 mRNA is present
within spinal cord lesions of EAE rats primarily represent-
ing EA and LA demyelinating activity. The co-labelling for
isolectin and the marker for phagocytosis, ED-1, as well as
their amoeboid morphology, identified those cells as
infiltrating macrophages or amoeboid microglia. Our
findings confirm previous studies describing the expres-
sion of CCR2 and its ligand CCL2 within inflamed brain
lesions of rodents with EAE [53], and are in agreement
with previous studies demonstrating an important role for
CCR2 and CCL2 in controlling infiltration of monocytes
to sites of inflammation during relapsing EAE [21].

No significant difference between MS patients and non-
inflammatory controls were found in some studies regard-
ing CCR2 expression on monocytes or T cells [54,55],
while in other studies expression of CCR2 on circulating
monocytes was demonstrated during MS relapse [56].
Moreover, in vivo treatment with IFN-β caused increased
expression of CCR2 in MS patients compared to controls
[57]. However, the significance of CCL2 and CCR2 in MS
is enigmatic, because CCL2 levels are consistently
decreased in the CSF of patients with this disease and

Cellular phenotype of chemokine receptor mRNA expressing cells in MOG-EAEFigure 4
Cellular phenotype of chemokine receptor mRNA expressing cells in MOG-EAE. High magnification bright-field 
photomicrographs of spinal cord sections from MOG-EAE rats processed for combined GSA/B4 immunohistochemistry and 
CCR1, CCR2, CCR5 mRNA in situ hybridization. Cells expressing CCR1 (A), CCR2 (B) or CCR5 (C) mRNA are positively 
stained with GSA/B4, identifying them as macrophages/microglia.

A B C

Table 1: Numbers of CCR1, CCR2 and CCR5 mRNA-expressing cells per square unit (1.9 × 104 μm2) in rat EAE lesions (mean ± SEM)

CCR1 CCR2 CCR5

PPWM 1.7 ± 1.3 1.7 ± 0.8 6.2 ± 1.7
EA 35.3 ± 7.6a 15.6 ± 3.3a 80.5 ± 14.8a

LA 106.4 ± 8.5b 30.2 ± 5.3b 65.1 ± 14.8a

IADM 12.9 ± 4.1c 3.6 ± 1.0 23.6 ± 6.3

a Statistically significant against IADM lesions and PPWM areas
b Statistically significant against EA and IADM lesions and PPWM areas
c Statistically significant against PPWM areas
EA = early active lesions, LA = late active lesions, IADM = inactive completely demyelinated lesions, PPWM = periplaque white matter.
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other chronic neuroinflammatory conditions, despite
abundant expression within lesional MS tissues [58].
These interpretations are limited, however, by insufficient
knowledge and paucity of studies concerning distribution

of CCR2 in MS, due to technical reasons such as restricted
availability of commercial antibodies, despite the nonre-
dundant role of CCR2 that demonstrated by using animal
models.

Immunoneutralization of CCL2 [21], and genomic dele-
tions of CCR2 [23,25,26], or CCL2 [59] result in a
decreased susceptibility to EAE and reduced mononuclear
cell infiltration. In a recent study [29], Brodmerckel et al
demonstrated a dose-dependent inhibition of macro-
phage influx in rodent models for EAE and arthritis, fol-
lowing treatment with a selective small molecule CCR2
antagonist. The antagonist was also effective in reducing
clinical disease. In the present study, the lower level of
expression of CCR2 on infiltrating macrophages in EAE
lesions as compared to CCR1 and CCR5, as well as the
recent demonstration that CCR2 expressing cells are infre-
quent in MS lesions [59], may be explained by data from
a recent study by Mahad et al [58,60], who used an in vitro
model of the blood-brain barrier to demonstrate that T
cells and monocytes rapidly down-regulate CCR2 while
transmigrating across the barrier in response to presented
CCL2. This may possibly be extended to a reduced expres-
sion of the receptor even at the mRNA level, and ligand-
induced receptor internalization is a well-documented
phenomenon among chemokine receptors [61].

CCR5 mRNA was primarily expressed on ED-1 and GSI-
B4 isolectin-labelled cells within EA and LA lesions in the
spinal cord, with fewer numbers being detected in com-
pletely inactive demyelinated (IADM) lesions. Immuno-
histochemical and morphological characterization
identified these cells as infiltrating macrophages and reac-
tive microglia. In line with our findings, monocyte-
derived macrophages characterize brain lesions in MS
[38] and the abundant expression of a variety of chemok-
ine receptors by cells of monocyte/macrophage lineage is
suggestive of a redundancy in the chemokine-mediated
control of macrophage function [62]. Most leukocytes
found in MS lesions are macrophages, derived either from
monocytes or microglia [63]. Despite different origins (ie,
resident microglia versus hematogenous monocytes),
most phagocytic macrophages in MS were shown to
express CCR5 within demyelinated lesions [64], and its
expression on resident microglial cells and haematoge-
nous monocytes increased during MS lesion evolution
[7], confirming our findings here.

In line with this, Mahad et al [40] have previously
reported that CCR1 and CCR5 expression in MS lesions
differs depending upon the pattern of demyelination and
injury. In pattern II lesions, the number of cells expressing
CCR1 significantly decreased, while CCR5 increased in LA
compared to EA demyelinating regions. Therefore, CCR5
expression within local effector cells such as macrophages

Quantification of CCR1, CCR2 and CCR5 mRNA expressing cells in defined lesional stagesFigure 5
Quantification of CCR1, CCR2 and CCR5 mRNA 
expressing cells in defined lesional stages. Mean num-
bers of CCR1+ cells (A), CCR2+ cells (B) and CCR5+ cells 
(C) per square unit in spinal cord sections from MOG-EAE 
rats. Lesions were characterized as EA = early active, LA = 
late active and IADM = inactive demyelinated. PPWM = peri-
plaque white matter. Bar = mean.
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and microglia, may reflect the local inflammatory milieu
within the lesions. Interestingly, microglia appears to
express preferentially other members of the CC chemok-
ine family, including CCL3 and CCL4 [62,65], and vari-
ous types of injury to the CNS elicit microglial activation
[63]. Microglia may display different activity states under
different pathological conditions [66]. Microglial activa-
tion is generally associated with a change in morphology
into an amoeboid appearance with shortened cytoplasmic
processes and a rounded cell body accompanied by
increased expression of genes involved in immune reac-
tions.

CCR5 is recognized by chemokines CCL3, CCL4 and
CCL5. CCR5 seems dispensable for the development of
EAE, because CCL3/CCR5 deficient mice have been
shown to be fully susceptible to MOG-induced EAE [67].
Such dispensability may support the idea that differential
chemokine expression patterns represent differences in
disease mechanism that underlie various models of EAE
and possibly the distinct patterns of pathology seen in MS
[4]. Moreover, in a model for chronic-relapsing EAE,
CCR1 and CCR5 blockade with Met-RANTES did not
affect leukocyte trafficking despite a modest reduction in
disability [68]

The possible role of CCR5 in MS has been further studied
in genetic association studies of the human CCR5*Δ32
deletion mutation, that abolishes functional CCR5 on cell
surface and may reduce cell entry into lesion sites [69].
Individuals homozygous for the CCR5*Δ32 mutation
were found to be resistant to HIV infection [70]. Individ-
uals homozygous for a non functional Δ32 CCR5 develop
MS [71] and individuals heterozygous for the Δ32 non-
functional CCR5 allele experience prolonged disease free
intervals, compared to ones with a fully functional CCR5
receptor [72]. Data has emerged from Finland, suggesting
that the lack of CCR5 does not protect from MS, but rather
it may predispose to the chronic course of the disease [69].
This would further imply that in view of the redundancy
in the chemokine system, CCR5 ligands must be assumed
to function through other closely related chemokine
receptors [69]. Yet other studies found that the CCR5*Δ32
mutation does not influence susceptibility to MS, neither
being protective, nor a risk factor [73-77].

Thus, functional knock-out of CCR5 in humans per se con-
fers no protection from MS, and the lack of effect of CCL3
deficiency in mice [67] illustrates redundancy in the
chemokine system. Although some of the data on the role
of CCR5 in the pathogenesis of MS and EAE appears to be
conflicting, the weight of evidence identifies CCR5 as an
active participant in the recruitment of inflammatory cells
from the circulation, promoting tissue injury in MS and
EAE lesions. In this regard, CCR5 expression may be a use-

ful marker to identify effector cells in MS and could be
used as a tool for monitoring disease activity [78], and
response to treatment [79].

The process of inflammation in EAE is limited at the
remission stage of the disease, including substantially
reduced numbers of actively phagocytosing macrophages
in the CNS. This coincides with diminished expression of
CCR1, CCR2 and CCR5 in the CNS. Several non-mutually
exclusive scenarios may be postulated to explain the
reduced inflammation during the remission stage. One
possibility may be that anti-inflammatory chemokine
receptors such as CCR3, CCR4, and CCR8, are induced in
the CNS. This could occur in combination with a lack of
recruitment into the CNS late in the disease due to a
decrease in the expression of chemokines and adhesion
molecules. Another possibility is the exhaustion of infil-
trating leukocytes due to apoptosis. Many studies have
demonstrated apoptosis of infiltrating cells in the CNS of
animals with EAE [80]. The limitation of inflammation
seen in the CNS could also be the result of a diminished
antigen-presenting capability.

In conclusion, our findings imply that CC chemokine
receptors could all potentially activate and recruit both
resident microglia and infiltrating haematogenous cells to
sites of CNS inflammation, and provide several potential
chemokine receptor targets for therapeutic intervention at
different time-points in the disease process, allowing the
lessons learned from this model to be applied to human
MS. However, it should be remembered that immune cell
migration is critically important for active clearance and
repair of injured tissues as well as for the delivery of pro-
tective immune responses [81-83], a fact that should be
closely monitored in future treatment studies in animal
models for MS, as well as in clinical trials in humans.

Conclusion
• Our results demonstrate that the acute and chronic-
relapsing phases of MOG-EAE are associated with distinct
expression patterns of CCR1, CCR2, and CCR5 mRNA by
cells of the macrophage/microglia lineage within the CNS
lesions.

• These data support the notion that CCR1, CCR2 and
CCR5 mediate recruitment of both infiltrating macro-
phages and resident microglia to sites of CNS inflamma-
tion.

• Detailed knowledge of expression patterns is crucial for
the understanding of therapeutic modulation and the val-
idation of CCR1, CCR2 and CCR5 as feasible targets for
therapeutic intervention in MS.
Page 10 of 13
(page number not for citation purposes)



Journal of Neuroinflammation 2007, 4:14 http://www.jneuroinflammation.com/content/4/1/14
Competing interests
The author(s) declare that they have no competing inter-
ests.

Authors' contributions
Design of studies (DS, SE, EW, TO, HL, A-LB, AE-D),
experimental induction of EAE and preparation of tissues
(SE, DS, MN), in situ hybridization and immunohisto-
chemistry (DS, SE, MN, AE-D), analysis of data (DS, SE,
HL, A-LB, AE-D), writing/reviewing of manuscript (all
authors). All authors have read and approved the final
manuscript.

Acknowledgements
This work was supported by The Swedish Medical Research Council, The 
Swedish Association of Neurologically Disabled, The Swedish Strategic 
Funds, and AstraZeneca R&D.

References
1. Noseworthy JH, Lucchinetti C, Rodriguez M, Weinshenker BG: Mul-

tiple Sclerosis.  N Engl J Med 2000, 343:938-52.
2. Hohlfeld R, Wekerle H: Autoimmune concepts of multiple scle-

rosis as a basis for selective immunotherapy: from pipe
dreams to (therapeutic) pipelines.  Proc Natl Acad Sci USA 2004,
2:14599-606.

3. McFarlin DE, McFarland HF: Multiple Sclerosis (first of two
Parts).  N Engl J Med 1982, 307:1183-8.

4. Lucchinetti CF, Bruck W, Rodriguez M, Lassmann H: Distinct pat-
terns of multiple sclerosis pathology indicates heterogeneity
on pathogenesis.  Brain Pathol 1996, 6:259-74.

5. Lucchinetti C, Bruck W, Parisi J, Scheithauer B, Rodriguez M, Lass-
mann H: Heterogeneity of multiple sclerosis lesions: implica-
tions for the pathogenesis of demyelination.  Ann Neurol 2000,
47:707-17.

6. Brosnan CF, Raine CS: Mechanisms of immune injury in multi-
ple sclerosis.  Brain Pathol 1996, 6:243-57.

7. Trebst C, Sorensen TL, Kivisakk P, Cathcart MK, Hesselgesser J,
Horuk R, Sellebjerg F, Lassmann H, Ransohoff RM: CCR1+/CCR5+
mononuclear phagocytes accumulate in the central nervous
system of patients with multiple sclerosis.  Am J Pathol 2001,
159:1701-10.

8. Huitinga I, van Rooijen N, de Groot CJ, Uitdehaag BM, Dijkstra CD:
Suppression of experimental allergic encephalomyelitis in
Lewis rats after elimination of macrophages.  J Exp Med 1990,
172:1025-33.

9. Heppner FL, Greter M, Marino D, Falsig J, Raivich G, Hovelmeyer N,
Waisman A, Rulicke T, Prinz M, Priller J, Becher B, Aguzzi A: Exper-
imental autoimmune encephalomyelitis repressed by micro-
glial paralysis.  Nat Med 2005, 11:46-52.

10. Adams DH, Lloyd AR: Chemokines: leucocyte recruitment and
activation cytokines.  Lancet 1997, 349:490-5.

11. Glabinski AR, Ransohoff RM: Chemokines and chemokine
receptors in CNS pathology.  J Neurovirol 1999, 5:3-12.

12. Kunkel EJ, Butcher EC: Chemokines and the tissue-specific
migration of lymphocytes.  Immunity 2002, 16:1-4.

13. Dohlman HG, Thorner J, Caron MG, Lefkowitz RJ: Model systems
for the study of seven-transmembrane-segment receptors.
Annu Rev Biochem 1991, 60:653-88.

14. Murphy PM, Baggiolini M, Charo IF, Hebert CA, Horuk R, Matsushima
K, Miller LH, Oppenheim JJ, Power CA: International union of
pharmacology. XXII. Nomenclature for chemokine recep-
tors.  Pharmacol Rev 2000, 52:145-76.

15. Bruhl HK, Wagner K, Kellner H, Schattenkirchner M, Schlondorff D,
Mack M: Surface Expression of CC- and CXC-chemokine
receptors on leucocyte subsets in inflammatory joint dis-
eases.  Clin Exp Immunol 2001, 126:551-9.

16. Plater-Zyberk C, Hoogewerf AJ, Proudfoot AE, Power CA, Wells
TN: Effect of a CC chemokine receptor antagonist on colla-
gen induced arthritis in DBA/1 mice.  Immunol Lett 1997,
57:117-20.

17. Balashov KE, Rottman JB, Weiner HL, Hancock WW: CCR5(+) and
CXCR(+) T cells are increased in multiple sclerosis and their
ligands MIP-1alpha and IP-10 are expressed in demyelinating
brain lesions.  Proc Natl Acad Sci USA 1999, 96:6873-8.

18. Sorensen TL, Tani M, Jensen J, Pierce V, Lucchinetti C, Folcik VA, Qin
S, Rottman J, Sellebjerg F, Strieter RM, Frederiksen JL, Ransohoff RM:
Expression of specific chemokines and chemokine receptors
in the central nervous system of multiple sclerosis patients.
J Clin Invest 1999, 103:807-15.

19. Trebst C, Staugaitis SM, Tucky B, Wei T, Suzuki K, Aldape KD, Pardo
CA, Troncoso J, Lassmann H, Ransohoff RM: Chemokine recep-
tors on infiltrating leucocytes in inflammatory pathologies of
the central nervous system (CNS).  Neuropathol Appl Neurobiol
2003, 29:584-95.

20. Ransohoff RM, Tani M, Glabinski AR, Chernosky A, Krivacic K, Peter-
son JW, Chien HF, Trapp BD: Chemokines and chemokine
receptors inmodel neurological pathologies: molecular and
immunocytochemical approaches.  Methods Enzymol 1997,
287:319-48.

21. Kennedy KJ, Strieter RM, Kunkel SL, Lukacs NW, Karpus WJ: Acute
and relapsing experimental autoimmune encephalomyelitis
are regulated by differential expression of the CC chemok-
ines macrophage inflammatory protein-1alpha and mono-
cyte chemotactic protein-1.  J Neuroimmunol 1998, 92:98-108.

22. Rottman JB, Slavin AJ, Silva R, Weiner HL, Gerard CG, Hancock WW:
Leukocyte recruitment during onset of experimental aller-
gic encephalomyelitis is CCR1 dependent.  Eur J Immunol 2000,
30:2372-7.

23. Fife BT, Huffnagle GB, Kuziel WA, Karpus WJ: CC chemokine
receptor 2 is critical for induction of experimental autoim-
mune encephalomyelitis.  J Exp Med 2000, 192:899-905.

24. Gu L, Tseng S, Horner RM, Tam C, Loda M, Rollins BJ: Control of
TH2 polarization by the chemokine monocyte chemoat-
tractant protein-1.  Nature 2000, 404:407-11.

25. Boring L, Gosling J, Chensue SW, Kunkel SL, Farese V, Broxmeyer
HE, Charo IF: Impaired monocyte migration and reduced type
1 (Th1) cytokine responses in C-C chemokine receptor 2
knockout mice.  J Clin Invest 1997, 100:2552-61.

26. Izikson L, Klein RS, Charo IF, Weiner HL, Luster AD: Resistance to
experimental autoimmune encephalomyelitis in mice lack-
ing the CC chemokine receptor (CCR)2.  J Exp Med 2000,
192:1075-80.

27. Mack M, Cihak J, Simonis C, Luckow B, Proudfoot AE, Plachy J, Bruhl
H, Frink M, Anders HJ, Vielhauer V, Pfirstinger J, Stangassinger M,
Schlondorff D: Expression and characterization of the chem-
okine receptors CCR2 and CCR5 in mice.  J Immunol 2001,
166:4697-704.

28. Liang M, Mallari C, Rosser M, Ng HP, May K, Monahan S, Bauman JG,
Islam I, Ghannam A, Buckman B, Shaw K, Wei GP, Xu W, Zhao Z, Ho
E, Shen J, Oanh H, Subramanyam B, Vergona R, Taub D, Dunning L,
Harvey S, Snider RM, Hesselgesser J, Morrissey MM, Perez HD: Iden-
tification and Characterization of a potent, selective, and
orally active antagonist of the CC chemokine receptor-1.  J
Biol Chem 2000, 275:19000-8.

29. Brodmerkel CM, Huber R, Covington M, Diamond S, Hall L, Collins
R, Leffet L, Gallagher K, Feldman P, Collier P, Stow M, Gu X, Baribaud
F, Shin N, Thomas B, Burn T, Hollis G, Yeleswaram S, Solomon K,
Friedman S, Wang A, Xue CB, Newton RC, Scherle P, Vaddi K: Dis-
covery and Pharmacological Characterization of a Novel
Rodent-Active CCR2 Antagonist, INCB3344.  J Immunol 2005,
175:5370-8.

30. Butterfield RJ, Blankenhorn EP, Roper J, Zachary JF, Doerge RW,
Teuscher C: Identification of genetic loci controlling the char-
acteristics and severity of brain and spinal cord lesions in
experimental allergic encephalomyelitis.  Am J Pathol 2000,
157:637-45.

31. Storch MK, Stefferl A, Brehm U, Weissert R, Wallstrom E, Kerschen-
steiner M, Olsson T, Linington C, Lassmann H: Autoimmunity to
myelin oligodendrocyte glycoprotein in rats mimics the
spectrum of multiple sclerosis pathology.  Brain Pathol 1998,
8:681-94.

32. Kornek B, Storch MK, Weissert R, Wallstroem E, Stefferl A, Olsson
T, Linington C, Schmidbauer M, Lassmann H: Multiple sclerosis and
chronic autoimmune encephalomyelitis: a comparative
quantitative study of axonal injury in active, inactive, and
remyelinated lesions.  Am J Pathol 2000, 157:267-76.
Page 11 of 13
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11006371
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11006371
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6750404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6750404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8864283
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8864283
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8864283
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10852536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10852536
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8864282
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8864282
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11696431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11696431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11696431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2145387
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2145387
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2145387
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9040590
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9040590
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10190685
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10190685
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11825560
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11825560
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1652922
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1652922
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10699158
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10699158
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10699158
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11737076
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11737076
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11737076
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9232436
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9232436
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10359806
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10359806
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10359806
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10079101
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10079101
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14636165
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14636165
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14636165
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9330331
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9330331
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9330331
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9916884
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9916884
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9916884
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10940928
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10940928
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10940928
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10993920
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10993920
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10993920
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10746730
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10746730
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10746730
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9366570
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9366570
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9366570
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11015448
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11015448
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11015448
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11254730
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11254730
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10748002
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10748002
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10748002
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16210643
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16210643
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16210643
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10934166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10934166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10934166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9804377
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9804377
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9804377
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10880396
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10880396
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10880396


Journal of Neuroinflammation 2007, 4:14 http://www.jneuroinflammation.com/content/4/1/14
33. Ransohoff RM, Bacon KB: Chemokine receptor antagonism as a
new therapy for multiple sclerosis.  Expert Opin Investig Drugs
2000, 9:1079-97.

34. Amor S, Groome N, Linington C, Morris MM, Dornmair K, Gardinier
MV, Matthieu JM, Baker D: Identification of epitopes of myelin
oligodendrocyte glycoprotein for the induction of experi-
mental allergic encephalomyelitis in SJL and Biozzi AB/H
mice.  J Immunol 1994, 153:4349-56.

35. Swanson LW, Simmons DM: Differential steroid hormone and
neural influences on peptide mRNA levels in CRH cells of the
paraventricular nucleus: a hybridization histochemical study
in the rat.  J Comp Neurol 1989, 285:413-35.

36. Bruck W, Porada P, Poser S, Rieckmann P, Hanefeld F, Kretzschmar
HA, Lassmann H: Monocyte/macrophage differentiation in
early multiple sclerosis lesions.  Ann Neurol 1995, 38:788-96.

37. Lorentzen JC, Issazadeh S, Storch M, Mustafa MI, Lassman H, Lining-
ton C, Klareskog L, Olsson T: Protracted, Relapsing and Demy-
elinating Experimental Autoimmune Encephalomyelitis in
Da Rats Immunized with Syngeneic Spinal Cord and Incom-
plete Freund's Adjuvant.  J Neuroimmunol 1995, 63:193-205.

38. Bruck W, Sommermeier N, Bergmann M, Zettl U, Goebel HH,
Kretzschmar HA, Lassmann H: Macrophages in multiple sclero-
sis.  Immunobiology 1996, 195:588-600.

39. Mahad DJ, Ransohoff RM: The role of MCP-1 (CCL2) and CCR2
in multiple sclerosis and experimental autoimmune enceph-
alomyelitis (EAE).  Semin Immunol 2003, 15:23-32.

40. Mahad DJ, Trebst C, Kivisakk P, Staugaitis SM, Tucky B, Wei T,
Lucchinetti CF, Lassmann H, Ransohoff RM: Expression of chem-
okine receptors CCR1 and CCR5 reflects differential activa-
tion of mononuclear phagocytes in pattern II and pattern III
multiple sclerosis lesions.  J Neuropathol Exp Neurol 2004,
63:262-73.

41. McManus C, Berman JW, Brett FM, Staunton H, Farrell M, Brosnan
CF: MCP-1, MCP-2 and MCP-3 expression in multiple sclero-
sis lesions: an immunohistochemical and in situ hybridization
study.  J Neuroimmunol 1998, 86:20-9.

42. Miyagishi R, Kikuchi S, Fukazawa T, Tashiro K: Macrophage inflam-
matory protein-1 alpha in the cerebrospinal fluid of patients
with multiple sclerosis and other inflammatory neurological
diseases.  J Neurol Sci 1995, 129:223-7.

43. Sunnemark D, Eltayeb S, Wallstrom E, Appelsved L, Malmberg A,
Lassmann H, Ericsson-Dahlstrand A, Piehl F, Olsson T: Differential
expression of the chemokine receptors CX3CR1 and CCR1
by microglia and macrophages in myelin-oligodendrocyte-
glycoprotein-induced experimental autoimmune encephalo-
myelitis.  Brain Pathol 2003, 13:617-29.

44. Karpus WJ, Lukacs NW, McRae BL, Strieter RM, Kunkel SL, Miller SD:
An important role for the chemokine macrophage inflam-
matory protein-1 alpha in the pathogenesis of the T cell-
mediated autoimmune disease, experimental autoimmune
encephalomyelitis.  J Immunol 1995, 155:5003-10.

45. Youssef S, Wildbaum G, Maor G, Lanir A, Gour-Lavie A, Grabie N,
Karin N: Long-lasting protective immunity to experimental
autoimmune encephalomyelitis following vaccination with
naked DNA encoding C-C chemokines.  J Immunol 1998,
161:3870-9.

46. Godiska R, Chantry D, Dietsch GN, Gray PW: Chemokine expres-
sion in murine experimental allergic encephalomyelitis.  J
Neuroimmunol 1995, 58:167-76.

47. Eltayeb S, Sunnemark D, Berg AL, Nordvall G, Malmberg A, Lassmann
H, Wallstrom E, Olsson T, Ericsson-Dahlstrand A: Effector stage
CC chemokine receptor-1 selective antagonism reduces
multiple sclerosis-like rat disease.  J Neuroimmunol 2003,
142:75-85.

48. Elices MJ: BX-471 Berlex.  Curr Opin Investig Drugs 2002, 3:865-9.
49. Pease JE, Horuk R: CCR1 antagonists in clinical development.

Expert Opin Investig Drugs 2005, 14:785-96.
50. Vaidehi N, Schlyer S, Trabanino RJ, Floriano WB, Abrol R, Sharma S,

Kochanny M, Koovakat S, Dunning L, Liang M, Fox JM, de Mendonca
FL, Pease JE, Goddard WA, Horuk R: Predictions of CCR1 chem-
okine receptor structure and BX 471 antagonist binding fol-
lowed by experimental validation.  J Biol Chem 2006,
281:27613-20.

51. Zipp F, Hartung HP, Hillert J, Schimrigk S, Trebst C, Stangel M,
Infante-Duarte C, Jakobs P, Wolf C, Sandbrink R, Pohl C, Filippi M:

Blockade of chemokine signaling in patients with multiple
sclerosis.  Neurology 2006, 67:1880-3.

52. Owens T, Wekerle H, Antel J: Genetic models for CNS inflam-
mation.  Nature Medicine 2001, 7:161-166.

53. Jee Y, Yoon WK, Okura Y, Tanuma N, Matsumoto Y: Upregulation
of monocyte chemotactic protein-1 and CC chemokine
receptor 2 in the central nervous system is closely associated
with relapse of autoimmune encephalomyelitis in Lewis rats.
J Neuroimmunol 2002, 128:49-57.

54. Misu T, Onodera H, Fujihara K, Matsushima K, Yoshie O, Okita N,
Takase S, Itoyama Y: Chemokine receptor expression on T cells
in blood and cerebrospinal fluid at relapse and remission of
multiple sclerosis: imbalance of Th1/Th2-associated chem-
okine signaling.  J Neuroimmunol 2001, 114:207-12.

55. Kivisakk P, Trebst C, Liu Z, Tucky BH, Sorensen TL, Rudick RA, Mack
M, Ransohoff RM: T-cells in the cerebrospinal fluid express a
similar repertoire of inflammatory chemokine receptors in
the absence or presence of CNS inflammation: implications
for CNS trafficking.  Clin Exp Immunol 2002, 129:510-8.

56. Sorensen TL, Sellebjerg F: Distinct chemokine receptor and
cytokine expression profile in secondary progressive MS.
Neurology 2001, 57:1371-6.

57. Sorensen TL, Sellebjerg F: Selective suppression of chemokine
receptor CXCR3 expression by interferon-beta1a in multi-
ple sclerosis.  Mult Scler 2002, 8:104-7.

58. Mahad D, Callahan MK, Williams KA, Ubogu EE, Kivisakk P, Tucky B,
Kidd G, Kingsbury GA, Chang A, Fox RJ, Mack M, Sniderman MB,
Ravid R, Staugaitis SM, Stins MF, Ransohoff RM: Modulating CCR2
and CCL2 at the blood-brain barrier: relevance for multiple
sclerosis pathogenesis.  Brain 2006, 129:212-23. Epub 2005 Oct
17.

59. Huang DR, Wang J, Kivisakk P, Rollins BJ, Ransohoff RM: Absence of
monocyte chemoattractant protein 1 in mice leads to
decreased local macrophage recruitment and antigen-spe-
cific T helper cell type 1 immune response in experimental
autoimmune encephalomyelitis.  J ExpMed 2001, 193:713-26.

60. Mahad D, Callahan MK, Williams KA, Ubogu EE, Kivisakk P, Tucky B,
Kidd G, Kingsbury GA, Chang A, Fox RJ, Mack M, Sniderman MB,
Ravid R, Staugaitis SM, Stins MF, Ransohoff RM: Modulating CCR2
and CCL2 at the blood-brain barrier: relevance for multiple
sclerosis pathogenesis.  Brain 2005, 24:24.

61. Pelchen-Matthews A, Signoret N, Klasse PJ, Fraile-Ramos A, Marsh M:
Chemokine receptor trafficking and viral replication.  Immu-
nol Rev 1999, 168:33-49.

62. Mantovani A, Locati M, Allavena P, Sozzani S: The chemokine
superfamily: crosstalk with the IL-1 system.  Immunobiology
1996, 195:522-49.

63. Stoll G, Jander S: The role of microglia and macrophages in the
pathophysiology of the CNS.  Prog Neurobiol 1999, 58:233-47.

64. Sorensen TL, Tani M, Jensen J, Pierce V, Lucchinetti C, Folcik VA, Qin
S, Rottman J, Sellebjerg F, Strieter RM, Frederiksen JL, Ransohoff RM:
Expression of specific chemokine and chemokine receptors
in the central nervous system of multiple sclerosis patients.
J Clin Invest 1999, 103:807-15.

65. Simpson JE, Newcombe J, Cuzner ML, Woodroofe MN: Expression
of monocyte chemoattractant protein-1 and other beta-
chemokines by resident glia and inflammatory cells in multi-
ple sclerosis lesions.  J Neuroimmunol 1998, 84:238-49.

66. Chao CC, Gekker G, Hu S, Peterson PK: Human microglial cell
defense against Toxoplasma gondii. The role of cytokines.  J
Immunol 1994, 152:1246-52.

67. Tran EH, Kuziel WA, Owens T: Induction of experimental
autoimmune encephalomyelitis in C57BL/6 mice deficient in
either the chemokine macrophage inflammatory protein-
1alpha or its CCR5 receptor.  Eur J Immunol 2000, 30:1410-5.

68. Matsui M, Weaver J, Proudfoot AE, Wujek JR, Wei T, Richer E, Trapp
BD, Rao A, Ransohoff RM: Treatment of experimental autoim-
mune encephalomyelitis with the chemokine receptor
antagonist Met-RANTES.  J Neuroimmunol 2002, 128:16-22.

69. Pulkkinen K, Luomala M, Kuusisto H, Lehtimaki T, Saarela M, Jalonen
TO, Elovaara I: Increase in CCR5 Delta32/Delta32 genotype in
multiple sclerosis.  Acta Neurol Scand 2004, 109:342-7.

70. Dean M, Carrington M, Winkler C, Huttley GA, Smith MW, Allikmets
R, Goedert JJ, Buchbinder SP, Vittinghoff E, Gomperts E, Donfield S,
Vlahov D, Kaslow R, Saah A, Rinaldo C, Detels R, O'Brien SJ:
Genetic restriction of HIV-1 infection and progression to
Page 12 of 13
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11060729
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11060729
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7525700
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7525700
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7525700
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2569487
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2569487
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2569487
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7486871
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7486871
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8550817
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8550817
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8550817
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8933159
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8933159
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12495638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12495638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12495638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15055450
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15055450
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15055450
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9655469
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9655469
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9655469
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7608739
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7608739
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7608739
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14655765
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14655765
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14655765
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7594507
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7594507
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7594507
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9780152
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9780152
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9780152
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7539012
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7539012
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14512166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14512166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14512166
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12137405
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16022568
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16837468
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16837468
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16837468
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17130431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17130431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17130431
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11175845
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11175845
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098510
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098510
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11240033
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11240033
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11240033
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12197893
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12197893
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12197893
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11673573
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11673573
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11990865
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11990865
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11990865
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16230319
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16230319
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16230319
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10399063
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10399063
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8933155
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8933155
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10341362
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10341362
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10079101
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10079101
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9628469
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9628469
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9628469
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8301129
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8301129
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10820388
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10820388
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10820388
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098506
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098506
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12098506
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15080861
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15080861
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8791590
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8791590


Journal of Neuroinflammation 2007, 4:14 http://www.jneuroinflammation.com/content/4/1/14
Publish with BioMed Central   and  every 
scientist can read your work free of charge

"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."

Sir Paul Nurse, Cancer Research UK

Your research papers will be:

available free of charge to the entire biomedical community

peer reviewed and published immediately upon acceptance

cited in PubMed and archived on PubMed Central 

yours — you keep the copyright

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

BioMedcentral

AIDS by a deletion allele of the CKR5 structural gene.
Hemophilia Growth and Development Study, Multicenter
AIDS Cohort Study, Multicenter Hemophilia Cohort Study,
San Francisco City Cohort, ALIVE Study.  Science 1996,
273:1856-62.

71. Bennetts BH, Teutsch SM, Buhler MM, Heard RN, Stewart GL: The
CCR5 deletion mutation fails to protect against multiple
sclerosis.  Hum Immunol 1997, 58:52-9.

72. Barcellos LF, Schito AM, Rimmler JB, Vittinghoff E, Shih A, Lincoln R,
Callier S, Elkins MK, Goodkin DE, Haines JL, Pericak-Vance MA,
Hauser SL, Oksenberg JR: CC-chemokine receptor 5 polymor-
phism and age of onset in familial multiple sclerosis. Multiple
Sclerosis Genetics Group.  Immunogenetics 2000, 51:281-8.

73. Kantor RM, Bakhanashvili M, Achiron A: A mutated CCR5 gene
may have favorable prognostic implications in MS.  Neurology
2003, 61:238-40.

74. Silversides JA, Heggarty SV, McDonnell GV, Hawkins SA, Graham CA:
Influence of CCR5 delta32 polymorphism on multiple sclero-
sis susceptibility and disease course.  Mult Scler 2004, 10:149-52.

75. Gade-Andavolu R, Comings DE, MacMurray J, Rostamkhani M, Cheng
LS, Tourtellotte WW, Cone LA: Association of CCR5 delta32
deletion with early death in multiple sclerosis.  Genet Med
2004, 6:126-31.

76. Schreiber K, Otura AB, Ryder LP, Madsen HO, Jorgensen OS, Svej-
gaard A, Sorensen PS: Disease severity in Danish multiple scle-
rosis patients evaluated by MRI and three genetic markers
(HLA-DRB1*1501, CCR5 deletion mutation, apolipoprotein
E).  Mult Scler 2002, 8:295-8.

77. Ristic S, Lovrecic L, Starcevic-Cizmarevic N, Brajenovic-Milic B, Jaz-
bec SS, Barac-Latas V, Vejnovic D, Sepcic J, Kapovic M, Peterlin B: No
association of CCR5delta32 gene mutation with multiple
sclerosis in Croatian and Slovenian patients.  Mult Scler 2006,
12:360-2.

78. Strunk T, Bubel S, Mascher B, Schlenke P, Kirchner P, Wandinget KP:
Increased numbers of CCR5+ interferon-gamma- and tumor
necrosis factor- alpha-secreting T lymphocytes in multiple
sclerosis patients.  Ann Neurol 2000, 47:269-73.

79. Fox RJ, Kivisakk P, Lee JC, Tucky B, Lucchinetti C, Rudick RA, Ranso-
hoff RM: Chemokine Receptors as Biomarkers in Multiple
Sclerosis.  Dis Markers 2006, 22:227-33.

80. Schmied M, Breitschopf H, Gold R, Zischler H, Rothe G, Wekerle H,
Lassmann H: Apoptosis of T Lymphocytes in Experimental
Autoimmune Encephalomyelitis. Evidence for Programmed
Cell Death as a Mechanism to Control Inflammation in the
Brain.  Am J Pathol 1993, 143:446-52.

81. Schwartz M, Kipnis J: Protective autoimmunity and neuropro-
tection in inflammatory and noninflammatory neurodegen-
erative diseases.  J Neurol Sci 2005, 233:163-6.

82. Luster AD, Alon R, von Andrian UH: Immune cell migration in
inflammation: present and future therapeutic targets.  Nat
Immunol 2005, 6:1182-90.

83. Henson PM: Dampening inflammation.  Nat Immunol 2005,
6:1179-81.
Page 13 of 13
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8791590
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8791590
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9438209
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9438209
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9438209
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10803840
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10803840
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10803840
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12874407
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12874407
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15124759
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15124759
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15124759
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15354329
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15354329
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12166499
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12166499
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12166499
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16764352
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16764352
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16764352
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10665504
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10665504
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10665504
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17124344
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17124344
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8342595
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8342595
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8342595
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15949502
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15949502
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15949502
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16369557
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16369557
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16369556
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Animals
	Preparation of MOG
	Induction and assessment of EAE
	Histopathology
	Preparation of radioactively labelled cRNA probes
	In situ hybridization histochemistry
	Immunohistochemistry
	Selection of demyelinated plaques and definition of lesion stages
	Morphometry
	Statistics

	Results
	Study design
	Distribution of CCR1, CCR2 and CCR5 mRNA in the rat spinal cord
	Quantification of CCR1, CCR2 and CCR5 mRNA- expressing cells in relation to the stage of demyelinating activity

	Discussion
	Conclusion
	Competing interests
	Authors' contributions
	Acknowledgements
	References

