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« Bruton’s tyrosine kinase (BTK) is a non-receptor kinase active in B
cells, myeloid cells and myeloid progenitor lineage cells'2

* It has a key role in B-cell receptor (BCR)and F.R signaling

+ BTK is an attractive therapeutic target for multiple sclerosis (MS)
because of its involvement in acute and chronic peripheral and
neuro-inflammation3
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Objective: To compare the potency of fenebrutinib, tolebrutinib and
evobrutinib head-to-head in healthy participants using in vitro whole

blood activation assays for B cells and myeloid progenitor lineage cells

1. Schmidt UN, et al. Int Arch Allergy Immunol 2004;34:65-78.

BTK, Bruton's tyrosine kinase; BCR, B-cell 2. Brunner C, et al. Histol Histopathol 2005;20:945-955.
receptor; MS, multiple sclerosis. 3. Torke S, Weber MS. Expert Opin Investig Drugs 2020;29:1143-1150.
4. Crawford JJ, et al. J Med Chem 2018;6:2227-2245.



Methods: B cell and myeloid progenitor lineage cell activation assays

Fresh whole blood
from 11 healthy
participants

BTKi, Bruton's tyrosine kinase inhibitor; BCR, B-cell receptor; Ig, immunoglobulin.

Anti-IgE
e
20 min

Anti-IlgM

—
18 h

Flow
Cytometry

Anti-IgE

A
=1

—

Anti-IgM

FceR-induced CD63 expression
on myeloid progenitor lineage
cells (basophils)

BCR-induced CDé9 expression
on B cells




Results: Inhibition of myeloid progenitor lineage cell activation

 Head-to-head, fenebrutinib is the most potent BTKi when compared with
evobruftinib and tolebrufinib in inhibition of F.R signaling in myeloid
progenitor lineage cells (basophils)
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Results: Inhibition of B cell activation

 Head-to-head, fenebrutinib is the most potent BTKi when compared with
evobrutinib and tolebrutinib in inhibition of BCR signaling in B cells
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Conclusions

_ o o Fenebrutinib
« Compared with evobrutinib and tolebruftinib, L
fenebrutinib displays the most potent inhibitory Om
capacity in vifro on both B cells and myeloid f@w \" 4

progenitor lineage cells (basophils)

 The noncovalent binding, reversible
mechanism and greater selectivity of
fenebrutinib may result in a more favorable
sofe’ry profile (See Presentation $25.005 at this conference)

Myeloid progenitor
lineage cells

On the basis of its potency, selectivity and noncovalent mode of inhibition,

fenebrutinib has the potential to be a best-in-class BTKi for
multiple sclerosis

BTKi, Bruton's tyrosine kinase inhibitor.
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