Novel CD71 Centyrin - siRNA therapeutic targeting the CD40 pathway
for autoimmune disorders
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are key for cell homeostasis, activation and function. gPCR, (€) CDA40 protein was analyzed by tlow cytometry, and (D) cytokines after 24 h of stimulation with 1 into the central nervous system (CNS), secretion of inflammatory cytokines and autoantibodies.
ug/mL of mega-CD40L were assessed by MSD. Mean +/- SD are displayed, *p<0.05 One-way ANOVA.
(A) C57BL/6 mice were immunized with MOG,4. .. peptide to induce EAE. 2 doses of 30 mg/kg of CD40-

siRNA conjugates were given at days 0 and 4, or 8 and 12. Anti-CD40L antibody (MR1) was given as control
treatment. (B) Disease scores were recorded until peak of disease (day 15). (C, D) On day 15 mice were

* The CD40/CD40L pathway is dysregulated in multiple autoimmune
disorders and has been a therapeutic target for over 20 years with clinical
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* Most of the early approaches targeting this pathway encountered undesired Day 21 by ELISA. Mean +/- SD are displayed, *p<0.05 One-way ANOVA.
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Potential advantages of Centyrin - siRNA approach for targeting the

CD40/CD40L pathway C FN-gamma L12p70 L6 Ameliorate clinical disease and immune cell activation in a EAE mouse
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primary human myeloid cells; demonstrating exciting potential for
continued development as a novel treatment for autoimmune diseases.
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* Mild to no conjugate activity has been demonstrated so far in B cells with our CD40-siRNA conjugates
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