Transitional B cells are a signature of interferon-3 treatment in MS
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IFN3’s effect on B cells requires BAFF and
stimulates IL-10, IL-6, and IFNy production

Conclusions

B-cell activation factor (BAFF) Is elevated In
IFN[3 treated MS and EAE

Objective

*To define serum levels of B-cell activation factor
(BAFF) and specific B-cell phenotypes in remitting
multiple sclerosis (RRMS) patients treated with
either glatiramer acetate (GA) or interferon-[3

oTransitional B cells are a signature of RRMS
patients on IFN[3 therapy but not GA. These cells
are a more reliable biomarker of treatment than

100= 200+ 100—
T T
0~ ‘I_I-i—l- 0= * 0 i

(IFNB). voros oo om0 ST serum BAFF, raising the possibility these cells
e Conditions could useful in treatment monitoring.
+To establish the link between BAFF, IFNB, and B- e I I B e
cells in humans. Transitional B cell expansion is a signature of e i odion e o , |anicDa0 [FN[3 treatment induces proliferation of human
S ones s done it pared 20%0) transitional B cells through a BAFF dependent

IEN therapy In MS

Student’s t-test *p<0.05 and **p<0.005.

eTo determine whether B cells are necessary for S mechanism.
Y EAE severity inversely correlates the number of

effective treatment with IFNf in experimental - Do CDI9+  CD24++CD38++
- + e = — * B cells IFNB synergizes with B cell activation to produce
autoimmune encephalomyelitis (EAE). e N *
1 e o | |—‘}A TN _‘A‘ Bone Marrow Lymph Nodes Spleen IL'lO, IL'6, and IFNy. IL'lO haS We”'dOcumented
Healthy | &#” E | . 5 [T L : o, 507 & .. .
calty ] 4 " s ]P ¥ s % \\ anti-inflammatory effects, and may be a critical
Backg round | TE \ \ . : link between B cells and the successful treatment
_ — & oS £ S : ’ of RRMS with IFNB. These cytokines, along with
*There are currently no serologic tests that aid in | cA T T2 I T R R S N N A S B N A B BAFF, are a signature of the splenic marginal
the seleptlon or monitoring of therapy in RRMS. e I VT m 3 cell defic d fail IEN Zone.
Modulation of B cells by IFNB has been proposed, . A LMT mice are B cell deficient and 1al &
yet knowledge of the specific subtypes affected |} EIES T therapy in EAE “In EAE, IFNB preferentially expands marginal
remains lacking. Monitoring of these subtypes | ieneg | 7} < ert % T MTMee M wensssanocns | zone B cells in the spleen.
may provide a biomarker for treatment effect. e e s e - oG+ o oo i comt

IFNPB pertussis toxin (List Biological Laboratories)
at the time of and two days after
immunization. Beginning at day 6, mice

*Treatment of EAE with IFN requires the
presence of B cells. Taken together, these data
provide direct evidence that the regulatory effect
of IFN3 may be through marginal zone B cell
stimulation.

Method: Patient samples were immediately
processed for mononuclear cell isolation at the time of
collection. These cells were cryopreserved and then
thawed for flow cytometry. Statistical significance was
determined using Student’s unpaired t-test with
*p<0.05 and **p<0.005.
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/[FN increases both BAFF and the number of
circulating B cells in RRMS, but exactly which
subtypes and the mechanism whereby IFN[3 affects o e

B cells remains unknown. Days D2y

received injections every other day with either
phosphate buffered saline or recombinant
mouse interferon-B (R&D systems). The
MMT mouse (Jackson Labs) does not express
IgM and lacks mature B cells. Significance
was determined using an unpaired Student’s
t-test at each day, with *p<0.05.

Treatment of EAE with IFNB expands splenic IgD' marginal zone B cells
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