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'Beneﬁcial effects of Bruton’s tyrosine kinase (BTK) inhibition in MS patients
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T-bet+ B cells are preferentially induced to infiltrate the CNS of M'S patients
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Main objective and study design

To explore the impact of BTK activity on T-bet+ B-cell development in MS
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ASC = antibody-secreting cell; hBEC = human brain endothelial cell MS Center ErasMS



pBTK is upregulated and correlates with CXCR3 levels in B cells of MS patients
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'IFN—Y and CpG do not only induce CXCR3 and T-bet, but also pBTK in B cells
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G(Hike naive B-cell cultures: reduced T-bet induction, impaired class-
switching and more ASC development in the presence of evobrutinib
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Day 6
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associated with differences in IgG secretion
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—a— Evobrutinib

IgM

%
=

2000 IgG 500 - 8000

3000 =
~~

2500
400 <
1500 —

= :E‘ 6000 -
£ H
= £ 300 1
et g
£ 1000 — S 4000 -
o— -
© 2 200 4
= 13}
$ )
5 n
100

500 -

2

The in vitro effect of evobrutinib on naive and memory B-cell differentiation is

- -
—=— Evobrutinib

IgG

IL-21

2000 —

‘:‘ 1500 —

1000 -

500
‘\' —

I I
+ +
+ +

e AN\
\
el A /O]

e LN T

2000 E
-
1
+
+

+ + + +
CD40L + + + +
IFN-y + + + )
CpG - +

crws APLT
vrar 1 JF

Erasmus MC

MS Center ErasMS



Evobrutinib attenuates CXCL10-mediated transmigration of CXCR3+
memory B cells across confluent hBEC monolayers in vitro
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Conclusions

Ex vivo
pBTK and not BTK is upregulated in memory B cells of RRMS and SPMS patients

pBTK is less induced by anti-IgM triggering of B cells of RRMS and SPMS patients

pBTK correlates with CXCR3 surface levels in B cells of both patients and controls

In vitro
Both IFN-y- and CpG-induced T-bet and CXCR3 corresponds to pBTK expression

Evobrutinib: suppresses IFN-y- and CpG-induced T-bet levels and class-switching
interferes with memory B cell to IgG+ ASC formation (T-bet-unrelated)
attenuates CXCL10-mediated memory B-cell migration across hBEC
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