Early clinical activity, PK and biomarker evaluation of NT219 in combination with cetuximab in a Phase 1/2 study of
recurrent/metastatic squamous cell carcinoma of the head and neck (R/M SCCHN)

Ari J. Rosenberg!, Shumei Kato?, Daniel Johnson3, Aron Popovtzer?, Vi K. Chiu®, Ravit Geva®, Hava Ben-David’, Tomer Meirson’, Michael Schickler’, Hadas Reuveni’

1The University of Chicago Medical Center, Chicago, IL, USA, 2UCSD Moores Cancer Center, San Diego, CA, USA, 3Precision Cancer Therapies Program at Ochsner Health, New Orleans, LA, USA, “Hadassa Medical Center, Oncology Complex, Jerusalem, Israel, °Cedars-Sinai, The Angeles Clinic and Research Institute, LA, CA, USA, ®Sourasky Medical Center, of Tel Aviv, Israel, "Purple Biotech, Rehovot, Israel

** Anti-tumor activity in humans was demonstrated with 2 confirmed partial <+ Activated IGF1R and STAT3 in responding patients as potential predictive biomarkers
responses (PR) in 50mg/kg dose level for NT219

BACKGROUND

e NT219 is a novel small molecule, dual inhibitor, that uniquely triggers the degradation of Insulin Receptor
Substrates 1/2 (IRS) and the dephosphorylation and suppression of STAT3. These two major oncogenic
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targets in the tumor and tumor microenvironment (TME) play a key role in drug resistance, particularly to R A Y e Responders vs Non-responders
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Figure 2: Anti-tumor activity demonstrated in SCCHN patients. CT scans of 2 SCCHN patients achieved a partial response < ; o '-‘ 1% 2
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* Biopsies from four SCCHN patients treated with NT219 at 50 mg/kg dose level and cetuximab standard 5% il Figure 4: Biomarker analysis at the 50mg/kg dose of NT219 with cetuximab. Four available pre-dose HNSCC biopsies were stained
dose weekly were obtained and evaluated using Immunohistochemistry and pathological analysis. C g ig 20 and analyzed for potential biomarkers. Significant differences in the pIGF1R and pSTAT3 were revealed in the 2 responders (PR)
s é *E e compared to the 2 non-responders (PD). Blinded scoring was performed by Flagship US.
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* Evaluation of potential biomarkers included measurements of IRS1/2 levels, as well as IGF1IR and STAT3 Out of these 4 patients, 3 were HPV negative and 2 of them achieved PR.

phosphorylation (pIGF1R, pSTAT3) in tissue biopsies, and H-score was defined for tumor cells, infiltrating
immune cells, and fibroblasts in the TME. Membrane completeness (mc) parameter was included in
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°* NT219 in combination with cetuximab demonstrated safety and early activity with 2
confirmed PRs at 50mg/kg dose level in R/M SCCHN patients. This dose level was the first
dose at which the NT219 exposure was within the AUC range of the efficacious dose levels
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** NT219 Cmax and AUC demonstrated a dose-proportional increase. Predicted
preclinical PDX model HED (human equivalent dose) of 50mg/kg dose o
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exposure, demonstrated tumor shrinkage in patients B in pre-clinical models.
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Figure 1: Pharmacokinetic analyses. NT219 Cmax and AUC demonstrated a dose-proportional increase. Exposure & Cmax obtained at althn. s iz A E‘"—'wonm a P
the effective dose in mice was observed at the >50mg/kg dose in humans (green dotted lines). Indeed, at this dose, anti-tumor Figure 3: NT219 target engagement in the tumor and tumor microenvironment —Intra-tumoral target engagement in CRC patient (A)
activity in humans was also demonstrated with 2 confirmed partial responses (PR) reported. and HNSCC patient (B) biopsies taken before and after one cycle of weekly treatment with NT219 + cetuximab. In both cases, the post- . - . - .
Similar AUC and Cmax values were observed in plasma () and in blood (A). The latter tested at 100mg/kg dose. treatment biopsies were taken 6 days following the 1° cycle last treatment (C1D21), demonstrating NT219’s sustained effects Presented at the AACR Annual Meeting 2024. The study is sponsored by Purple Biotech Ltd; no conflicts of interest to declare
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