Clinical activity of SD-101 with immune checkpoint inhibition (ICl) in metastatic uveal melanoma liver

Crson metastasis (MUM-LM) from the PERIO-01 Phase 1 trial A T250us

M\ LIFE SCIENCES

'Sapna P. Patel*, 2Richard Carvajal, 3Kamaneh Montazeri, 4Jose Lutzky, °Bartosz Chmielowski, °Sunil Reddy, “Shailander Bhatia, 2Shaheer Khan, 8Theresa Medina, "Cara Haymaker, '"Rahul Sheth, 'Joshua D. Abstract #1534

Kuban, 4Lindsay Thornton, 3Eric Wehrenberg-Klee, *Paula Novelli, TAnthony Lucci, 'Vanessa Sarli, 'Salyna Meas, '"°Bryan Cox, °Jason LaPorte, '°Prajna Guha, '°Chandra Ghosh, "YAnn-Marie Hulstine, '°Robert Knight, F!" 0

10Ashley Moody, °David Geller, ""Marlana Orloff, 19.12Steven C. Katz, °Diwakar Davar 394
'"MD Anderson Cancer Center, Houston; 2Northwell Health Cancer Institute, New Hyde Park, NY; SMassachusetts General Hospital, Boston, MA; 4University of Miami, Miami, FL; °University of California, Los Angeles, CA; 6Stanford Cancer Center, Stanford, CA; "University of Washington, Seattle,
WA; 8University of Colorado, Denver, CO; 2University of Pittsburgh Medical Center, Pittsburgh, PA, TX; 19TriSalus Life Sciences, Westminster, CO; ""Thomas Jefferson University, Philadelphia, PA; ?Department of Surgery, Brown University, Providence, R

* Presenting Author Contact: SPPatel@mdanderson.org
Background SU m mary Figure 6. Plasma levels of SD-101 are transient and remain low following PEDD
 MUM-LM are resistant to ICls for several reasons including the prevalence of _ _ _ _

myeloid-derived suppressor cells (MDSCs) * Regional delivery of SD-101 by PEDD results in high drug A 2 mg SD-101 Plasma PK B. 4 mg SD-101 Plasma PK

 PFS has been limited, even with approved therapies such as tebentafusp |avels within the liver and transient serum exposure

(median 3.3 months) with grade 3/4 AE rates typically >30% . : . : o n
 TLR9 agonists are capable of MDSC polarization but drug delivery has Median PFS of 11.7 months in patients receiving 2 mg

historically been limited using an intra-tumoral approach nivolumab is promising (median OS not reached)

* Pressure-enabled drug delivery (PEDD™) of SD-101, a TLR9 agonist, has the « |ncreased CD8* T cell, NK cell and M1 macrophage infiltration
potential to overcome these barriers to improve outcomes in the tumors
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 PERIO-01 is a phase 1 trial of hepatic arterial infusion of SD-101 via PEDD H Pt tast Time Post-Infusion (n=14) Time Post-Infusion (n=13)
in MUM-LM (NCT04935229), with dose-escalation cohorts as monotherapy macropnages In liver metastases C 8 mg SD-101 Plasma PK D. SD-101 Concentrations
. . . . . . . n - Within Liver Tissue Post-Infusion
(Cohort A), with nivolumab (Cohort B), or nivolumab + ipilimumab (Cohort C) ¢ Gene expression anaIyS|s in LM and in PBMCs revealed 2 000-
. ] . . . . | _ _ . _ .
SD-101 is delivered over 2 outpatient cycles, with 3 weekly doses/cycle increased signals related to CD8* cytotoxic T lymphocyte 2.500- .o
 Plasma was analyzed for SD-101 levels by LC-MS and cytokine levels by .. : : : . : : 2000
Luminex activity, Th1 activation, cytokine and chemokine signaling ’ .
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- NanoString was used to analyze gene expression levels within PBMCs and * Systemic immune activation observed by an increase in pro- s ’
' ' . . o o —
LM. The_ nSolver ac_lvanced analysis was performeq for pathwa_y scoring. infl ammatory Cytoklnes o o lsema v for 8 mg
 FFPE tissue sections were analyzed by multiplex IF using the Akoya Svstemic i i NK 1 liferat d CD8* T 1 , | N plasma fove| for 4 m
. . . . . o 0 T+
Bioscience PhenoCycler-Fusion system staining for DAPI, CD14, HLA-DR, ystemic increase In cell profiieration an ce g me oms
CD1 63, CD68, CD11b, CD8, CD1 5, CD56, CD3€, CD4, CDZO, FOXP3, aCtlvathn Time Post-Infusion (n=6) SD-101 Dose
gp100, & CD45. Quantitative cell density data was generated using QuPath Figure 6. Plasma was collected on infusion days at the indicated time points and analyzed for SD-
0473 101 levels by LC-MS. A. 2mg dose B. 4mg dose, C. 8mg dose and D. in liver tissue post-infusion.
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(CD45*CD3*CD8*Ki67*), activation (CD45*CD3*CD8*ICOS*) and NK cell microenvironment
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Periormance Status MR = minor response (10-29% decrease) PR = partial response (230% decrease) Figure 7. Multiplex immunofluorescence images of immune cell infiltration in baseline and Day 57
0 45 (80) LM. CD4* and CD8* T cell infiltration in LM from patients 111-025 (top panel) and 102-023 (bottom
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_ | | | | o Figure 9. Change in cytokine and chemokine levels in each cohort (left) and at each dose level
Figure 3. Kaplan—Meier curves showing overall survival for patients in different (right) (A). Change in protein expression on CD8* T and NK cells in PBMCs by flow cytometry in
Cohorts (A) and in Cohort B (B). each cohort (left) and at each dose level (right) (B). Data presented as mean + SEM.
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