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Background:

* Retinoic acid receptor-related orphan receptor y (RORCc) is a transcription GenentGCh

factor involved in the production and regulation of the pro-inflammatory A Member of the Roche Group
cytokine interleukin (IL)-17

* RORCc plays a role in multiple inflammatory pathways including regulation " O\\ L0
of IL-2211, granulocyte macrophage colonystimulating factor (GM- N~
CSF)12, ofinnate lymphoid cells (ILCs)13,14, and y&T cells H y
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* RORc is a potential target for the treatment of inflammatory and
autoimmune diseases such as psoriasis and rheumatoid arthritis 7N

GDC-0022

RORc Inhibitors: Lead Candidates
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IL-1b + IL-23 stimulated

RORc inhibition reduces attenuates

GDC-0022 (IL)-17 production in a murine model

Fauber, B. P. J. Med. Chem. 2015, 58 (13), 5308-5322. https://doi.org/10.1021/acs.jmedchem.5b00597
Sirois, L. E. Org. Process Res. Dev. 2020, 24 (4), 567-578. https://doi.org/10.1021/acs.oprd.0c00012
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https://pubs.acs.org/doi/10.1021/acs.jmedchem.5b00597
https://pubs.acs.org/doi/pdf/10.1021/acs.oprd.0c00012
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Discovery Route:
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Process Route:

iii. 1, Xantphos-Pd-G2 (1 mol%)

i 0. .0 KsPO, (1.5 equiv), KOAc (10 mol%)
o, O o i. Cs,CO3, H,0, DMA K 1,4-dioxane, 100 °C
HN” +
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Sirois, L. E. Org. Process Res. Dev. 2020, 24 (4), 567-578. https://doi.org/10.1021/acs.oprd.0c00012
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https://pubs.acs.org/doi/10.1021/acs.jmedchem.5b00597
https://pubs.acs.org/doi/pdf/10.1021/acs.oprd.0c00012
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Sirois, L. E. Org. Process Res. Dev. 2018, 22 (6), 728-735. https://doi.org/10.1021/acs.oprd.8b00101
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de Meijere cyclopropanation

i. HCI, 1,4-dioxane (88%)

ii. K3PO, *

H,0, MeOH (91%)
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