Efzofitimod: A Novel Therapeutic Candidate for SSc-ILD
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Abstract/Aims

Systemic sclerosis-associated interstitial lung disease (SSc-ILD) is an autoimmune disease characterized by NRP2 is expressed in circulating monocytes and macrophages in SSc skin

inflammation and fibrosis of skin and lungs. Efzofitimod is an immunomodulator that has demonstrated clinical proof-of-
concept (POC) in pulmonary sarcoidosis, a related ILD. Efzofitimod binds to neuropilin-2 (NRP2), a membrane protein

Efzofitimod demonstrated anti-fibrotic effects in lungs of mice in a SSc-ILD model
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(A) Efzofitimod alters morphology of primary monocyte-derived macrophages
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and improves lung function in ILD patients

NRP2 is highly expressed on activated myeloid cells

Conclusions

(A) Efzofitimod reduces inflammation and fibrosis in rodent
models of bleomycin induced lung injury

(B) Efzofitimod improves lung function
in ILD patients

(A) NRP2 expression is induced on immune
cells upon differentiation and/or activation

(B) NRP2is highly expressed on activated primary
monocyte-derived macrophages and dendritic cells

Healthy lung Placebo treated Efzofitimod treated . : .
, . , 81+ 190- « Efzofitimod is a novel immunomodulator that A o N
2! - - - nrlammatory Irigger ronic inflammaton rogressive ribrosis
< 4330 160= hag demor_wstrated POC in a Phage 1b/2a trial in inhald Exposure
s x (-1.90, 8.51) Q N patients with pulmonary sarcoidosis. Infectious
s s 807 +2.81 > 130+ M1 Macrophage Mature Dendritic Cell Unknown Etiology
g = (-2.65, 8.26) B o N _
£ g » 100- ] )  NRP2, the sole binding partner to efzofitimod, is
© s - ] ‘ NRP2 ol | NRP2 highl d irculati d
= T 791 £ 70- . ‘, v ho Ighly expressed on circu ating monocytes an
- 2 o 2 | 1 || s skin of SSc patients.
2 40+ 0 ] (||
< N — : l‘ “7 | | ‘
- o 12'-- o | ) | o (] - Efzofitimod promotes macrophage-like
5 < 3 - ; ‘\ morphology of myeloid cells and downregulates
2 s 2 - - ! jo [ A\ inflammatory cytokines and receptors. .
o ﬁ 77 (1, O BRSCOUNNNNY. - o-% . e NRP2 -
i z +0 -0.08 Circulaing MO ML M2 Circulaing IDC  mDC unstim oCD3 o “ ¥ N w @ el N _ . soee v 5
- (-4.92, 4.76) monocytes DC ) aCD28 « Efzofitimod has demonstrated efficacy in pre- . k .
76= Monocyte/Macrophage Dendritic cells Tregs clinical models of ILD. o .;' N
Figure 6. MO, M1 and M2 macrophages or immature DC (iDC) and mature DC (mDC) were generated in vitro from primary monocytes _ o N _ co1a \ /;\ r
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