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Finding Novel RIPK2 Inhibitors for Preventing Neuro-inflammation

Lead Identification Lead Optimization

Multiple Sclerosis (MS)

* Disease of Central Nervous System (Brain and Spinal Cord). 2 million affected globally.

e Autoimmune disease where immune system attacks protective myelin sheath
surrounding nerve fibers.
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Treatment: Immunosuppressants- Glucocorticoids, Monoclonal antibodies etc.

Immunomodulatory drugs that prevents
inflammation.
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Fig 2: A) RIPK2 and ALK2 kinase and NOD2/RIPK2 cell signaling inhibitory activities for
UH15 derivatives. B) Summary of UH15 optimization to generate UH15 15.
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Conclusions & Future Directions

Cytokines

1) PD166285/UH15 identified as lead compound. 2) SAR based optimization produced UH15 15. 3) UH15 15 is a highly potent RIPK2 inhibitor. It also blocks

NOD1/2-RIPK2 cell signaling. 4) It shows modest stability and permeability but low solubility. 5) Efforts towards improving solubility will be performed. 6) Animal
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studies in experimental autoimmune encephalomyelitis (EAE) mouse models will be performed.
Chemistry & Biology. 2015, 22, 1174-1184
 |Immune cells (macrophages, dendritic cells) cross blood brain barrier (BBB).
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