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Abstract: Inflammation in relapsing remitting multiple sclerosis (RRMS) is hypothesized to provide neuroprotec-
tive effects via altered cytokine/neurotrophin homeostasis. The distinct neurotrophin production from specific cell 
populations has not been systematically studied and is likely of high yield in understanding the complex regulation 
of MS pathogenesis. Here, we describe how the mainstream therapy interferon-β (IFN-β) modulates neurotrophin 
expression in T cells isolated from RRMS patients and characterize the neuroprotective capabilities of these factors. 
We utilize SuperArray gene screen technology to investigate the neurotrophin expression profile of T cells. We dem-
onstrate that IFN-β induces an anti-inflammatory cytokine expression pattern in T cells. Additionally, IFN-β upregu-
lates the expression of a novel neurotrophin receptor, the neurotensin high affinity receptor 1 (NTSR1). NTSR1 is 
expressed in active demyelinating lesions. Furthermore, we demonstrate that the receptor agonist neurotensin is a 
potent inducer of human neural stem/progenitor cell survival. Our findings highlight the importance of neurotrophin 
receptors in RRMS and offer insight into disease pathogenesis as well as the mechanisms of action of IFN-β.
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Introduction

Although T cell dense inflammatory attacks are 
hypothesized to drive neurodegeneration in 
relapsing remitting multiple sclerosis (RRMS) 
[1], recent evidence suggests that inflamma-
tion may also be beneficial and neuroprotective 
via altered neurotrophin regulation [2, 3]. Ele- 
vated neurotrophin levels have been identified 
in MS inflammatory processes, but studies are 
limited to in situ lesion slices [4-6], whole 
peripheral blood monocytes (PBMC) and serum 
samples [7-12], and cerebrospinal fluid (CSF) 
[13-16]. The distinct neurotrophin contributions 
from specific cell populations has not been sys-
tematically studied and is likely of high yield in 
understanding the complex regulation of RRMS 
pathogenesis. For example, T cells may partici-
pate in the destructive RRMS inflammatory 
response, yet T cell infiltration is also required 

for the process of nerve injury and repair [17]. 
Characterizing the molecular basis of this seem-
ingly paradoxical phenomenon may exploit key 
regulatory pathways that drive disease progres-
sion as well as reveal insight into mechanisms 
that promote neural protection and repair.

Interferon-beta (IFN-β) is a mainline therapy in 
RRMS and is hypothesized to function by modu-
lating the immune response [18]. Altered neuro-
trophin homeostasis is likely one of the pre-
dominating mechanisms behind these actions 
as elevated levels of brain-derived neurotrophic 
factor (BDNF), glia cell-derived neurotrophic 
factor (GDNF), and nerve growth factor (NGF) 
are seen in IFN-β responding patients [8, 
19-22]. However, the identity of the cells that 
produce these factors remains elusive. T cells 
are potential candidates as a main mechanism 
of action of IFN-β is to reduce the level of T cell 
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activation thereby decreasing inflammation 
[18]. Investigating how IFN-β modulates T cell 
neurotrophin expression therefore represents 
a novel approach to exploit key factors that are 
functioning to reduce inflammation as well as 
promote neuroprotection during RRMS inflam-
matory attacks. If the anti-inflammatory factors 
are coming from T cells, it is likely that IFN-β is 
acting directly on and inhibiting the elusive 
pathways that initiate inflammation; however if 
the cytokines and neurotrophins are coming 
from elsewhere their increased production is 
likely to be a complex response of other cells to 
the T cell driven inflammation. 

In this study, we isolate a pure T cell population 
from RRMS patients treated and untreated 
with IFN-β to investigate the direct role of IFN-β 
in altering T cell neurotrophin homeostasis. We 
use SuperArray screening to characterize neu-
rotrophin production at the mRNA level. Our 
study goals are two-fold. First, we aim to con-
firm previous findings that describe how IFN-β 
alters T cell neurotrophin expression through 
the use of a pure T cell population. Second, we 
aim to identify novel neurotrophins produced 
by T cells and test if these factors promote neu-
roprotection. We confirm the anti-inflammatory 
neurotrophin profile of T cells induced by IFN-β 
and we identify the neurotensin pathway as a 
potent inducer of neural progenitor cell surviv-
al, cells capable or remyelination. Our findings 
highlight the interesting roles that neurotrophin 
receptors may play in RRMS. 

Materials and methods

Patient population

The University of Vermont IRB approved the 
study and all subjects gave informed consent. 
IFN-β treated RRMS patients [N=8, 6 females 
and 2 males, Age: 35 ± 6, EDSS: 2.5 ± 1.1, 
Disease Duration (years): 5.6 ± 3.1], non-treat-
ed RRMS patients [N=6, 5 females and 1 male, 
Age: 34 ± 5, EDSS: 2.2 ± 0.9, Disease Duration: 
5.0 ± 3.2], and 5 healthy controls [N=5, 4 
female and 1 male, Age 33 ± 12] were recruit-
ed for this study from the Multiple Sclerosis 
Center at Fletcher Allen Health Care, affiliated 
with the University of Vermont in Burlington, VT. 
Diagnosis of MS was established based on clin-
ical and MRI findings. 

Heparinized whole blood was obtained from 
each patient. No patient received corticoste-

roid treatment prior to the blood draw. IFN-β 
treated patients had received high dose IFN-β-
1a (Rebif®, EMD Serono), 44 mcg three times 
weekly for at least one year; untreated patients 
had been without IFN-β-1a or other immuno-
therapy for at least one year. Blood was drawn 
between 20-24 hours after the patient’s last 
IFN-β-1a injection. 

Isolation, activation and culture of T cells from 
PBMC

PBMCs were obtained by standard Ficoll gradi-
ent centrifugation from whole blood. T cells 
were isolated from this population using a Pan 
T cell isolation kit (Miltenyi Biotech) according 
to manufacturer protocol. In brief, non-T cells 
were bound with biotin conjugated antibodies 
against CD14, CD16, CD19, CD36, CD56, 
CD123, and glycophorin A. These cells were 
captured with anti-biotin microbeads and mag-
netically depleted via column pass-through 
(negative selection) to produce a highly pure 
(90-97%) population of T cells. Population puri-
ty was confirmed by flow cytometry using 
human T cell receptor (TCR) staining (FITC-
conjugated mouse anti-human TCRαβ, 1:5, BD 
Pharmingen). Isolated T cells were cultured in T 
cell complete media (HPMI media, 10% FCS, 
2.5 g/L glucose, 2 nM glutamine, 10 µg/ml 
folate, 1 mM pyruvate, 50 µM 2-mercaptoetha-
nol). Cultures were stimulated with anti-human 
CD3 and CD28 monoclonal antibodies (5 
µg/10^6 cells) and cultured for 48 hours, at 
37°C and 5% CO2. Prior to RNA extraction, all 
cells were collected via centrifugation and the 
supernatants immediately frozen at -80°C for 
protein analysis.

mRNA isolation and profiling

RNA was extracted from T cells using the 
RNeasy RNA Extraction Kit (Qiagen) via manu-
facturer protocol. RNA integrity was assessed 
with using Agilent 2100 Bioanalyzer. RNA sam-
ples were reverse-transcribed to cDNA using 
the SuperArray RT2 First Strand Kit (Invitrogen), 
according to manufacturer protocol. Absence 
of genomic DNA contamination was confirmed 
by RTq-PCR. cDNA samples were run on the 
SuperArray plate “Neurotrophins and Rece- 
ptors” (PAHS-31A, SABiosciences) using App- 
lied Biosystems 7900HT, assaying for 84 neu-
rotrophic factors and receptors, and 5 house-
keeping genes. Results were quantified using 
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the 2-ΔΔCt method and expressed as a fold dif-
ference with respect to the healthy control 

group. For all analysis, a Ct cutoff of >35 was 
used to define a gene as undetectable. 

Figure 1. NTSR1 is upregulated in IFN β-treated RRMS patients. T cell mRNA “Neurotrophin and Receptor” SuperAr-
ray analysis of MS patients treated and untreated with IFN-β. mRNA was isolated from pure T-cells from MS patients 
treated (N=8) and untreated (N=6) with IFN-β. SuperArray analysis characterized mRNA expression of neurotrophins 
and their receptors after 48 hours in CD3/CD28 stimulated culture, and results for each sample are expressed as 
the fold regulation of the specified gene compared to healthy controls (N=5). (A) Individual sample results; (B) Re-
sults collapsed by treatment group showing general trend; (C) Undetected genes, defined as Ct>35; Confirmation of 
culture activation was done via IL2 ELISA (D). (E) RT-qPCR analysis of NTSR1 expression in T cells from MS patients 
treated (N=8) and untreated (N=6) with IFN-β. *denotes significance, p<.05. 
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BDNF and IL2 assay with enzyme-linked im-
munosorbent binding (ELISA)

ELISA assays were performed to detect the 
presence of BDNF and IL2 in our cultures (R&D 
Systems, DY248 and BD550611), per manu-
facturer protocol. BDNF was not detectable abo- 
ve background levels. Standard curves were 
made using recombinant BDNF or IL2.

Human brain tissue immunohistochemistry

Sections of brain tissue from MS patients were 
processed as previously described [23]. Briefly, 
tissue sections were deparaffinized and hydrat-
ed with histoclear and a graded alcohol series. 
Sections were quenched (0.3% H2O2) and 
blocked, and then incubated with NTSR1 pri-
mary antibody (Lifespan Biosciences #LS-
A938; 1:50 dilution) overnight. A biotinylated 
secondary antibody solution was applied, and 
stain intensity was developed using VECTA- 
STAIN® ABC reagent and 3, 3’-diaminobenzi-
dine (Vector Labs). Demyelinating lesions and 
normal appearing white matter [24, 25] were 
identified and representative pictures were 
obtained with a Nikon Eclipse TE 300 micro- 
scope.

Human neural progenitor/stem cell culture

Human neural progenitor cells (hNPCs) were 
cultured as previously described [26]. Human 
NPCs were expanded in “complete media” 
which is composed of NeuroCult® NS-A Basal 
Medium supplemented with both NeuroCult® 
NS-A Proliferation Supplement, 10 ng/ml bEGF, 
10 ng/ml EGF and 0.0002% Heparin (all 
StemCell Technologies). Cultures were main-
tained at 37°C and 5% CO2. To assess the 
impact of neurotensin on cell viability, the 
expanded hNPCs were washed twice in EBSS to 
remove any remaining growth factors and the 
cells were treated with either IL10 (Peprotech; 
1, 5, 10, and 50 ng/ml) or neurotensin (Sigma; 
5, 10, 50 and 100 ng/ml) in minimal media 
(MM), which is NS-A Basal media supplement-
ed only with NeuroCult® NS-A Proliferation 
Supplement, void of EGF and bFGF.

Cell viability assay

hNPCs were subjected to harsh, MM conditions 
for 2 days and cell survival and viability was 
assessed using a UV/Annexin flow cytometry 
assay [27]. UV live/dead dye (Invitrogen) labels 
necrotic cells while Annexin-alexa fluor 647 
(Invitrogen) labels apoptotic cells. Staining was 

Figure 2. NTSR1 is expressed in actively demyelinating lesions. An active demyelinating lesion was stained to char-
acterize NTSR1 expression. (A, B) Macrophages expressed high levels of NTSR1 within the center of an actively de-
myelinating white matter lesion (A: 100x, B: 200x). Staining on CNS tissue was similar to normal white matter areas 
(C, D) (C: 100x, D: 200x). (E, F) Within the cortex, NTSR1 was expressed predominantly by neurons in both cortical 
lesions (E) and in normal appearing cortex (F).
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quantified via flow cytometry and cell survival is 
represented as the percent of UV and Annexin 
double negative cells over the total number of 
cells in the population. The assay was repeated 
for a total of N=4 biologic replicates.

Statistical analysis

SuperArray statistical analysis was done with 
the PCR Data Array Web Portal provided by 
SABiosciences. Pair-wise comparisons between 
groups of experimental replicates were per-
formed. A p-value of <.05 is considered to be 
potentially significant. Data was exported and 
significance tested for multiple comparisons 
with Dunnet’s ANOVA (GraphPad Prism 6).

Results

IFN-β induces an anti-inflammatory cytokine 
and neurotrophin expression in T cells

We used SuperArray gene screen technology to 
identify the neurotrophin mRNA profile of T cells 
isolated from RRMS patients treated and 
untreated with IFN-β (Figure 1A- individual 
samples; 1B- group averages; 1C- undetect-
able genes). Our key finding is that IFN-β treat-
ment induces gene expression of neurotensin 
high affinity receptor 1 (NTSR1, Figure 1E). The 
second critical observation is that IFN-β 
induced an anti-inflammatory cytokine profile, 
particularly on neurotrophin receptors (Figure 
1A, 1B). Other observations include no T cell 
gene expression of BDNF, GDNF, and NGF in 

We investigated NTSR1 expression in demyelin-
ating lesions to further explore the clinical sig-
nificance of this receptor. Cortical lesions and 
normal appearing white matter from actively 
demyelinating lesions were stained for NTSR1. 
In actively demyelinating areas, high NTSR1 
expression localized to macrophages (Figure 
2A, 2B) while lower expression was seen on 
some CNS cells in a pattern similar to normal 
appearing white matter (Figure 2C, 2D). Further 
investigation revealed these cells to be neu-
rons (Figure 2E, 2F). 

NTSR1 activation promotes neural stem/pro-
genitor cell survival

Neuroregeneration through neural progenitor/
stem cell (NPC) activation has significant thera-
peutic potential as NPCs are multipotent and 
can differentiate into all CNS lineages [28]. 
Since T cell infiltration is necessary for efficient 
neuronal repair [17], we aimed to further char-
acterize how our upregulated factors influence 
NPC physiology. Interestingly, NTSR1 expres-
sion is also upregulated on human NPCs when 
treated in vitro with IFN-β [26]. We hypothe-
sized that the global upregulation of this recep-
tor may be an IFN β-induced protective res- 
ponse. Indeed, we demonstrate that the NTSR1 
ligand, neurotensin (NT), potently induces 
hNPC survival at several doses (Figure 3A) in 
growth-factor deprived media that mimics the 
harsh MS inflammatory environment, charac-
terized using a UV/annexin assay. NT does not 
have pro-apoptotic effects on hNPCs as cells 

Figure 3. Neurotensin is a potent stimulator of hNPC survival. hNPC cell viability 
was assessed using a UV/Annexin flow cytometry assay in growth factor deprived 
media (MM) as well as complete growth medium (CM), with or without treatment. 
Treatments were performed in MM conditions for 48 hours and began immedi-
ately after CM growth factor withdrawal. A: Neurotensin rescues hNPCs from un-
dergoing apoptosis. Neurotensin does not exert any additional protective effect in 
the presence of EGF/FGF (far right, CM + 10). B: IL10 treatment does not rescue 
cells from undergoing apoptosis. *p<.05. 

any group and increased 
levels of the GDNF-like 
molecule persephin in 
many IFN-β treated pat- 
ients. While most genes 
formed distinct clusters 
between treated and un- 
treated groups, we curi-
ously observed similar 
clustering of a small num-
ber of upregulated genes 
in a subset of both treat-
ed and untreated patie- 
nts. IL2 detection con-
firmed culture activation 
(Figure 1D).

NTSR1 is expressed in 
inflammatory demyelinat-
ing lesions
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grown under optimal proliferative conditions 
showed no decrease in survival upon NT treat-
ment (Figure 3A, far right CM + 10). In contrast, 
IL10 treatment was not able to rescue hNPCs 
from undergoing apoptosis (Figure 3B). We 
selected IL10 as this is an anti-inflammatory 
cytokine that plays a large role in reducing 
inflammation. Although IL10 is not consistently 
upregulated in our gene array, it is none-the-
less expressed in our T cell population.

Discussion

This study investigates the specific contribu-
tions of T cells to the production of neurotroph-
ins during IFN-β treatment in RRMS patients. 
Our critical finding highlights the neurotrophic 
capabilities of the NTSR1/NT pathway.

We have previously reported the neurotrophin 
expression profile of hNPCs when treated with 
IFN-β in vitro [26]. We were intrigued to note 
that IFN-β induced NTSR1 on hNPCs as well as 
T cells here. NTSR1 is also expressed in demy-
elinating lesions suggesting its potential role in 
the disease process (Figure 2). Based on these 
observations, the NTSR1 system was selected 
as our candidate gene for further investigation. 
We hypothesized that NTSR1 may play some 
neuroprotective role in RRMS pathogenesis 
during IFN-β treatment. To test this hypothesis, 
we treated hNPCs with the NTSR1 agonist neu-
rotensin (NT) in an assay that otherwise induc-
es cell death. NT is a 13 amino-acid neurohor-
mone/neuromodulator that is expressed mainly 
in the CNS and intestinal tract of mammalian 
species. In the assay, NT significantly promoted 
hNPC survival. Our findings demonstrate neuro-
tensin as a potent inducer of hNPC survival. 

This report is to our knowledge the first charac-
terization of the NT/NTSR1 interaction in RRMS, 
and only a few reports examine NT in other 
models. NT inhibits the migration of CD4+ cir-
culating T-lymphocytes in Sezary syndrome, 
and it is also known that NT is capable of induc-
ing a response in T cells and PBMCs [29, 30]. 
These reports suggest that NT may also play an 
uncharacterized role in regulating the T cell 
response in RRMS. Additionally, we have previ-
ously demonstrated that NPCs modulate T cell 
survival and vice versa through neurotrophin 
and cytokine signaling [31]. The specific neuro-
trophins mediating this cross-talk may have 
therapeutic relevance in RRMS. Expanding 

these findings here, we demonstrate that NT, 
but not IL10, promotes hNPC survival. 
Collectively, our findings support that the NT/
NTSR1 may play novel roles in T cell and NPC 
interactions and understanding how the NT/
NTSR1 system is involved in this feedback loop 
may reveal additional insights into RRMS patho-
genesis. In summary, our results are consistent 
with the few reports in other models, and our 
identification of NTSR1/NT interactions be- 
tween immune and CNS cells is deserving of 
future investigation.

As described above, NTSR1 was selected as 
our candidate gene for further study. However, 
we were able to detect additional gene expres-
sion changes in our SuperArray. Importantly, we 
detected statistically significant gene expres-
sion changes that parallel observations in 
PBMC populations [7-12] as well as novel T cell-
specific neurotrophin changes in a healthy T 
cell culture (Figure 1). We are therefore confi-
dent that our reported data represent true 
observations. We observed two key findings 
amongst the other genes, which will be investi-
gated further in additional studies. First, RNA 
and protein expression levels of BDNF were low 
(below assay sensitivity levels) in purified T 
cells (Figure 1C and 1D). This suggests that 
BDNF is mainly produced from monocytes, B 
cells, or other cells in PBMC. We examined 
mRNA and protein after 48 hours in culture, 
which does not rule out earlier expression but 
supports that any T cell contribution of BDNF is 
tightly regulated. Although BDNF expression 
was low, NTRK2, the cognate receptor for 
BDNF, was upregulated. Second, we observed 
induction of a general anti-inflammatory res- 
ponse. For example, IFN-β treatment upregu-
lated STAT1, STAT4, IL10RA, IL6R and IL6ST 
expression. In contrast, the pro-inflammatory 
cytokine IL1B and its receptor IL1R1 were 
down-regulated. These observations support 
that IFN-β acts through an immunomodulatory 
mechanism. 

It is interesting that the most prominent neuro-
trophin changes in our study were generally 
observed on receptors, rather than soluble 
ligands. One hypothesis that describes this 
observation is that the critical neurotrophic 
receptors that promote immune cell regulation 
or neural protection in RRMS may always have 
some lower level of expression/activity. When 
this activity on CNS and immune cells eventu-
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ally exhausts, the delicate balance between 
inflammation and neuroprotection is lost and a 
more progressive disease course ensues. 
Thus, IFN-β may upregulate these factors to 
prolong their time to depletion. 

In conclusion, we examined how IFN-β regu-
lates neurotrophin expression of a pure T cell 
population isolated from RRMS patients and 
identified the NT/NTSR1 system as a potent 
inducer of hNPC survival. Our findings support 
that IFN-β plays an immunomodulatory role in 
RRMS, and support future studies that examine 
the additional roles of NT/NTSR1 signaling as 
well as other neurotrophin receptors in RRMS.

Acknowledgements

We thank the Center of Biomedical Research 
Excellence (COBRE) at the University of Vermont 
for their support and equipment access, and 
the UVM Cancer Center DNA Analysis Facility 
for their assistance with our SuperArray assays. 
We thank Dr. Stefano Pluchino for providing the 
human neural stem/progenitor cells. We would 
like to thank and remember our cherished col-
league Dr. Hillel Panitch for his gracious sup-
port and we would like to dedicate this paper to 
him. This study was funded by an investigator-
initiated, unrestricted research grant from EMD 
Serono.

Disclosure of conflict of interest

None.

Address correspondence to: Dr. Yang Mao-Draayer, 
Present address: Department of Neurology, Uni- 
versity of Michigan, 4015 BSRB, 109 Zina Pitcher 
Place, Ann Arbor, MI 48109, USA. Tel: 734-763-
3630; Fax: 734-615-7300; E-mail: maodraay@
umich.edu; Previous affiliation: Department of Neu- 
rology, University of Vermont, Burlington, VT.

References

[1]	 Hafler DA, Slavik JM, Anderson DE, O’Connor 
KC, De Jager P and Baecher-Allan C. Multiple 
sclerosis. Immunol Rev 2005; 204: 208-231.

[2]	 Correale J and Villa A. The neuroprotective role 
of inflammation in nervous system injuries. J 
Neurol 2004; 251: 1304-1316.

[3]	 Hohlfeld R, Kerschensteiner M, Stadelmann C, 
Lassmann H and Wekerle H. The neuroprotec-
tive effect of inflammation: implications for the 
therapy of multiple sclerosis. J Neuroimmunol 
2000; 107: 161-166.

[4]	 Stadelmann C, Kerschensteiner M, Misgeld T, 
Bruck W, Hohlfeld R and Lassmann H. BDNF 
and gp145trkB in multiple sclerosis brain le-
sions: neuroprotective interactions between 
immune and neuronal cells? Brain 2002; 125: 
75-85.

[5]	 Hulshof S, Montagne L, De Groot CJA and Van 
Der Valk P. Cellular localization and expression 
patterns of interleukin-10, interleukin-4, and 
their receptors in multiple sclerosis lesions. 
Glia 2002; 38: 24-35.

[6]	 Proescholdt MA, Jacobson S, Tresser N, Old-
field EH and Merrill MJ. Vascular endothelial 
growth factor is expressed in multiple sclerosis 
plaques and can induce inflammatory lesions 
in experimental allergic encephalomyelitis 
rats. J Neuropathol Exp Neurol 2002; 61: 914-
925.

[7]	 Caggiula M, Batocchi AP, Frisullo G, Angelucci 
F, Patanella AK, Sancricca C, Nociti V, Tonali PA 
and Mirabella M. Neurotrophic factors in re-
lapsing remitting and secondary progressive 
multiple sclerosis patients during interferon 
beta therapy. Clin Immunol 2006; 118: 77-82.

[8]	 Caggiula M, Batocchi AP, Frisullo G, Angelucci 
F, Patanella AK, Sancricca C, Nociti V, Tonali PA 
and Mirabella M. Neurotrophic factors and 
clinical recovery in relapsing-remitting multiple 
sclerosis. Scand J Immunol 2005; 62: 176-
182.

[9]	 Sarchielli P, Greco L, Stipa A, Floridi A and Gal-
lai V. Brain-derived neurotrophic factor in pa-
tients with multiple sclerosis. J Neuroimmunol 
2002; 132: 180-188.

[10]	 Gielen A, Khademi M, Muhallab S, Olsson T 
and Piehl F. Increased brain-derived neuro-
trophic factor expression in white blood cells of 
relapsing-remitting multiple sclerosis patients. 
Scand J Immunol 2003; 57: 493-497.

[11]	 Festa ED, Hankiewicz K, Kim S, Skurnick J, 
Wolansky LJ, Cook SD and Cadavid D. Serum 
levels of CXCL13 are elevated in active multi-
ple sclerosis. Multiple sclerosis 2009; 15: 
1271-1279.

[12]	 Yoshimura S, Ochi H, Isobe N, Matsushita T, 
Motomura K, Matsuoka T, Minohara M and 
Kira J. Altered production of brain-derived neu-
rotrophic factor by peripheral blood immune 
cells in multiple sclerosis. Mult Scler 2010; 16: 
1178-1188.

[13]	 Massaro AR. Are there indicators of remyelin-
ation in blood or CSF of multiple sclerosis pa-
tients? Mult Scler 1998; 4: 228-231.

[14]	 Laudiero LB, Aloe L, Levi-Montalcini R, Butti-
nelli C, Schilter D, Gillessen S and Otten U. 
Multiple sclerosis patients express increased 
levels of beta-nerve growth factor in cerebro-
spinal fluid. Neurosci Lett 1992; 147: 9-12.

[15]	 Uzawa A, Mori M, Arai K, Sato Y, Hayakawa S, 
Masuda S, Taniguchi J and Kuwabara S. Cyto-

mailto:maodraay@umich.edu
mailto:maodraay@umich.edu


IFN-β and multiple sclerosis

319	 Am J Transl Res 2014;6(3):312-319

kine and chemokine profiles in neuromyelitis 
optica: significance of interleukin-6. Mult Scler 
2010; 16: 443-52.

[16]	 Börnsen L, Khademi M, Olsson T, Sørensen PS 
and Sellebjerg F. Osteopontin concentrations 
are increased in cerebrospinal fluid during at-
tacks of multiple sclerosis. Mult Scler 2010; 
17: 32-42.

[17]	 Jones KJ, Serpe CJ, Byram SC, Deboy CA and 
Sanders VM. Role of the immune system in the 
maintenance of mouse facial motoneuron via-
bility after nerve injury. Brain Behav Immun 
2005; 19: 12-19.

[18]	 Galetta SL, Markowitz C and Lee AG. Immuno-
modulatory agents for the treatment of relaps-
ing multiple sclerosis: a systematic review. 
Arch Intern Med 2002; 162: 2161-2169.

[19]	 Rep MH, Schrijver HM, van Lopik T, Hintzen 
RQ, Roos MT, Adèr HJ, Polman CH and van Lier 
RA. Interferon (IFN)-beta treatment enhances 
CD95 and interleukin 10 expression but reduc-
es interferon-gamma producing T cells in MS 
patients. J Neuroimmunol 1999; 96: 92-100.

[20]	 Porrini AM, Gambi D and Reder AT. Interferon 
effects on interleukin-10 secretion. Mononu-
clear cell response to interleukin-10 is normal 
in multiple sclerosis patients. J Neuroimmunol 
1995; 61: 27-34.

[21]	 Rudick RA, Ransohoff RM, Lee JC, Peppler R, 
Yu M, Mathisen PM and Tuohy VK. In vivo ef-
fects of interferon beta-1a on immunosuppres-
sive cytokines in multiple sclerosis. Neurology 
1998; 50: 1294-1300.

[22]	 Byskosh PV and Reder AT. Interferon beta-1b 
effects on cytokine mRNA in peripheral mono-
nuclear cells in multiple sclerosis. Mult Scler 
1996; 1: 262-269.

[23]	 Pitt D, Nagelmeier IE, Wilson HC and Raine CS. 
Glutamate uptake by oligodendrocytes Impli-
cations for excitotoxicity in multiple sclerosis. 
Neurology 2003; 61: 1113-1120.

[24]	 Garman RH. Histology of the central nervous 
system. Toxicol Pathol 2011; 39: 22-35.

[25]	 Krupinski J, Kaluza J, Kumar P and Kumar S. 
Immunocytochemical studies of cellular reac-
tion in human ischemic brain stroke. MAB anti-
CD68 stains macrophages, astrocytes and mi-
croglial cells in infarcted area. Folia neuro- 
pathologica/Association of Polish Neuropa-
thologists and Medical Research Centre, Pol-
ish Academy of Sciences 1996; 34: 17-24.

[26]	 Arscott WT, Soltys J, Knight J and Mao-Draayer 
Y. Interferon β-1b directly modulates human 
neural stem/progenitor cell fate. Brain Res 
2011; 1413: 1-8.

[27]	 Knight JC, Scharf EL and Mao-Draayer Y. Fas 
activation increases neural progenitor cell sur-
vival. J Neurosci Res 2010; 88: 746-757.

[28]	 Martino G and Pluchino S. The therapeutic po-
tential of neural stem cells. Nat Rev Neurosci 
2006; 7: 395-406.

[29]	 Magazin M, Poszepczynska-Guigné E, Bagot 
M, Boumsell L, Pruvost C, Chalon P, Culouscou 
JM, Ferrara P and Bensussan A. Sezary syn-
drome cells unlike normal circulating T lym-
phocytes fail to migrate following engagement 
of NT1 receptor. J Invest Dermatol 2004; 122: 
111-118.

[30]	 Barouch R, Appel E, Kazimirsky G, Braun A, 
Renz H and Brodie C. Differential regulation of 
neurotrophin expression by mitogens and neu-
rotransmitters in mouse lymphocytes. J Neuro-
immunol 2000; 103: 112-121.

[31]	 Knight J, Hackett C, Breton J and Mao-Draayer 
Y. Cross-talk between CD4+ T-cells and neural 
stem/progenitor cells. J Neurol Sci 2011; 306: 
121-128.


