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The development of targeted therapies was a major milestone in improving treatment for cer- o

tain autoimmune and inflammatory diseases. Recently, VAV1 has emerged as a promising §1°°'

therapeutic target in conditions such as rheumatoid arthritis, multiple sclerosis, inflammatory e —— 2 so-

bowel disease, and psoriasis. As a dual-function GEF with both catalytic and scaffolding prop- (e = £ o

erties, VAV1 plays a key role in T/B cell activation, differentiation and cytokine production. 1 ﬁiﬁ;ifeFdEaiiTaeylt

Based on this, the use of molecular glue degraders (MGDs), such as first in class VAV " Colaumi ) 7601 01 1 10 100 1000 10000
MGD-MRT6160 (clinical Phase I), has shown remarkable potential in treating immunology and Actmpowi}qenzaﬁon E ER:FMKAE:B %I:ﬁ:lliiéiﬁ%?em — ZZA 2/71 MGDﬁihﬂsmpe o
inflammatory diseases by inducing target protein degradation. mmime oynapee formation | NFAT | Top |1029 | G50 | 5327

Our platform, integrating with a suite of state-of-the-art in vitro assays and in vivo studies, fa-  Figure 3: Degradation of VAV1 inhibits T/B cell activation and effector functions.

cilitates the investigation and screening for novel therapeutic agents from early discovery to  Primary human pan-T cells, CD4+ T cells, and B cells were pre-treated with compound for 24 hrs. T cells were stimulated
preclinical readiness. with CD3/CD28 for analyses of CD69 expression (24 hrs, A), IL-2 secretion (48 hrs, B), and cell proliferation (96 hrs, C).
CD4+ T cells were stimulated with CD3/CD28 and polarized to the TH17 subtype. After 5 days, IL-17A levels were mea-
Binding sured by ELISA (D). B cells were stimulated with anti-lgM + IL-4 for CD69 expression and IL-6 secretion (24 hrs)(E and F).

The inhibition of TCR signaling by VAV1 MGD G).
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