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ssed the effect of glatiramer acetate (GA) on the immunophenotypic and cytokine profile and the BDNF production by peripheral
onuclear cells, and their association with the clinical response in 19 naı̈ve-treated MS patients prospectively followed-up after GA
o patients withdrew the therapy. After a median follow-up of 21 months, twelve were considered responders and five as non-responders.
der patients had significant longer disease duration and a higher EDSS score at baseline. In the responder group, a significant decrease
ntage of INF-� producing total lymphocytes, CD4+ and CD8+ T cells, and reduced percentage of IL-2 producing CD4+ and CD8+ T

observed at 12, 18 and 24 months. These changes were associated with a significant increase in the percentage of CD3+, CD4+ and
RA+ T cells, and BDNF production from month 6 that remained significant throughout the study. We did not observe significant changes

esponder group for any of the parameters studied. Our data suggest that GA treatment induces a downmodulation of proinflammatory

 

ssociated with the regulation of the peripheral T cell compartment and with increased production of BDNF that might be related to the
ponse.
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Table 1
Baseline clinical characteristics of responder and non-responder patients to GA therapy

Overall Responders Non-respondersa pb

Number of patients 19 12 5
Gender (W/M) 14/5 9/3 4/1 ns
Age (mean ± S.D.; years) 34.7 ± 9.4 34.8 ± 8.0 40.2 ± 11.3 ns
Disease duration (mean ± S.D.; years) 5.6 ± 3.3 3.8 ± 0.9 8.1 ± 2.6 <0.0001
Annual relapse rate (mean ± S.D.; in prior 2 years) 1.2 ± 0.6 1.2 ± 0.6 1.0 ± 0.3 ns
Baseline EDSS (mean ± S.D.) 1.5 ± 1.3 1.4 ± 0.8 3.1 ± 1.2 <0.0001
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ithdrew the treatment in the first 3 months.
arison of clinical variables between responder and non-responder patients.

n the previous two years and with an Expanded
s Scale (EDSS) score between 0 and 5.5. Base-

aracteristics are summarized in Table 1. Patients
followed every 3 months and additional assess-
e in the event of a relapse. During the follow-up,
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s nonresponders to GA. PBMC were collected
t, at 6 months after GA therapy and then every 6
of coincidental relapse, the sample was taken 1

roid administration. The study was approved by
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were set based on the isotype control and on unstimulated samples. Values represent the percentage of positive cells.
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Table 2
Peripheral T cell population before and after GA treatment

Baseline 6 months 12 months 18 months 24 months

CD3+ R 71.0 ± 5.1 76.1 ± 3.3a 75.7 ± 5.5a 75.2 ± 3.9a 76.5 ± 4.8a

NR 76.1 ± 7.4 75.4 ± 3.3 79.8 ± 3.6 76.1 ± 1.1 77.2 ± 1.2

CD4+ R 47.8 ± 9.1 53.3 ± 6.1a 53.9 ± 7.7a 53.7 ± 7.5a 54.4 ± 7.8a

NR 51.5 ± 6.1 47.7 ± 5.2 51.2 ± 8.9 45.4 ± 11.9 54.1 ± 9.9

CD4+CD45RA+ R 35.3 ± 16.0 43.9 ± 10.1a 43.5 ± 10.2a 42.9 ± 9.4a 44.8 ± 12.8a

NR 32.6 ± 15.0 34.1 ± 12.2 48.1 ± 17.5 30.6 ± 21.5 40.2 ± 18.4

CD4+CD45RO+ R 39.3 ± 8.0 38.8 ± 6.5 38.8 ± 8.1 40.6 ± 9.1 37.8 ± 9.0
NR 49.7 ± 14.0 43.4 ± 7.4 41.5 ± 17.8 45.8 ± 11.0 46.0 ± 9.4

RA+/RO+ ratioa R 0.9 ± 0.5 1.2 ± 0.4 1.2 ± 0.4a 1.1 ± 0.4a 1.2 ± 0.4a

NR 0.8 ± 0.7 0.7 ± 0.3 1.1 ± 0.8 0.7 ± 0.6 0.9 ± 0.3

CD8+ R 21.0 ± 7.0 22.5 ± 5.6 21.0 ± 5.9 21.2 ± 6.5 21.3 ± 5.0
NR 26.7 ± 8.0 26.2 ± 11.6 27.4 ± 9.9 30.7 ± 13.1 24.1 ± 9.7

CD8+CD45RA+ R 58.4 ± 11.7 6.3.3 ± 11.0 60.2 ± 9.7 57.2 ± 12.4 57.8 ± 10.5
NR 53.7 ± 17.0 58.1 ± 18.8 54.5 ± 23.7 49.0 ± 22.4 59.6 ± 17.3

CD8+CD45RO+ R 23.9 ± 8.3 24.2 ± 10.5 21.7 ± 6.6 24.8 ± 9.8 23.5 ± 5.7
NR 23.2 ± 5.9 22.9 ± 4.9 17.8 ± 4.5 19.8 ± 3.0 23.0 ± 2.7

CD4+CD25+ R 31.7 ± 11.3 31.5 ± 8.9 28.7 ± 8.9 28.5 ± 6.3 31.3 ± 6.7
NR 39.1 ± 6.3 31.5 ± 8.5 29.5 ± 4.8 24.3 ± 6.4 31.0 ± 5.1

Results are expressed as mean ± standard deviation of the percentage of positive cells for each surface marker; R = responder group; NR = non-responder group.
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Fig. 2. BDNF levels in the supernatant of unstimulated PBMC of responder (left graph) and non-responder (right graph) group before and after GA treatment.
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