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up-regulation of immuno-stimulatory cytokines and fumor infiltration of anti-cancer cell types including CD8+ peptide -
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Additionally, harnessing both the innate and adaptive arms of the Immune system to overcome an
Immune-refractory tumor microenvironment.
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adminisiered alineNe T (e _ , Sixty days after dosing initiation the fumor-free animals exhibiting complete response to combined immunotherapy

BXCL701 showed a dose dependent acceleration in orally and twice daily, starting on (5~ NKTR-214 and Anti-PD1 were enrolled to be re-challenged with 3x106 Pan02 cells. Upon subcutaneous inoculation of a subset of mice with
i 10 § day 3. Changes in ANCs in mice ' ' ' ' i i i V) Cytokine involved in cell proliferation, invasion and migration (CXCL5

the recovery of ANCs (absolute neutrophil counts) to Pan02 pancreatic adenocarcinoma cells 5 of 6 mice rejected ftumor growth demonstrating durable immunity and (V) Cy o 9 ( ) lIl. BXCL701+NKTR-214+Anti-PD1 Shows increase in cytokines inducing T

normal levels indicating ifs capacity to harness the . sl S receiving 0.1 pg(®), 2 ug(®). or 5 Tumor cells O Tumor FAP+ Fibroblasts 2 Macrophages generation of anfi-tumor memory after the triplet therapy (Figure 2 insert) cell migration
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fumor-kiling with aratio of CD8+ T cells to Foxp3+regulatory T cells > 400 in a murine melanoma tumor models, METHODOLOGY s 5/6 of the Pan02 r-echallenged mice: not growing .
indicating stimulation of the adaptive arm of the immune system>. : % 1/6 rechallenged mouse with Pan02: growing ——
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Preferential activation of cytotoxic T and NK Differentiation of monocytes according to the doses and schedules il 20 pg/dose i e T K & 'C}' il Eleh) el ek et
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7~ 0 Protocol. Tumor size and body weights were measured twice weekly. Tumors were profiled using IHC from 3. Stimulation of innate immunity, T-cell response and check-point inhibition by the triple combination and pro-inflammatory cylokines as has been seen clinically for BACLZOI Lhoenﬂr?ﬂgﬂf lsusg;glﬁsby%ﬁ??; Tlefgrf, Tmﬁ
NK Cell IKTR.” T regulatory cell satellite animals (3 out of 12 mice) sacrificed 3 days after the first dosing. Tissue sections were stained with A. IHC of the tumors from satellite animals sacrificed on day 3 with anti-mouse FAP Ab, anti-mouse CD8 Ab and » The combinatfion also demonstrates involvement of both innate and adaptive immune has enabled us to patent the potential
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| Lymphotactin | LR ANTI-TUMOR ACTIVITY CXCL5 plasma collected on day 5 after tumor inoculation (pre-treatment)] and day /7 after the dosing (if) Increase S numoer or Immune ceill infilirates incluaing Ly NeUTropniis in tne tumaor Y The study provides a validation of the anti-tumor impact of BXCL701, NKTR-214 and anti-PD1
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BXCL701 Induces Immune Activation and Blocks the Immuno-evasion experiment the tumor-free mice were re-challenged with of 3x10° Pan02 cells and tumor size was measured o . . . R . | exciting opportunity for the triple combination therapy in pancreatic cancer patients with 1 Monday June 4, 2018,
in the mentioned time period. (iv) induction of fumor reduction, as also reflected in the H&E staining in the respective groups: maximum likelihood for a therapeutic benefit of this combination in ICI-resistant tumor cancer. = Chicago




