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NOX-A1l2 monotherapy followed by NOX-Al2 plus
pembrolizumab (Fig. 1). Here we present pharmacodynamic
biomarker data from for monotherapy phase with NOX-Al12, as

fibroblasts. CXCL12 levels were found to be increased in post-
treatment tumor biopsies of all patients, consistent with
penetration of NOX-Al1l2 into the tumor. Greater NOX-Al1l2-

Figure 3. Cytokine tissue response following 2 weeks of
NOX-A1l2 monotherapy
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Collected tumor samples were assessed for Iimmune cell
infiltration by IHC and cytokine signature using multiplex protein

tended to present with more favorable cytokine profile or
showed stable disease (Fig. 2).
The comparison of cytokine levels in the baseline tumor

CR (RECIST) responses Iin these heavily pre-treated, end-
stage patients. Regardless of the number of prior lines of
therapy or outcome of prior therapy, 25% of patients
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until progression or intolerable toxicity. Tumor progression was  |n particular IFN-y, IL-2 and TNF-B were increased, observed in highly pretreated and rapidly progressing P Py, &t b

monitored by MRI at 8-week intervals.

Twenty patients were recruited, thereof 11 with metastatic
colorectal and 9 with metastatic pancreatic cancer (Table 1).
Fifteen of the patients included (75%) are male, with a median
age of 62 (colorectal) and 68 years (pancreatic).
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Figure 1. OPERA study design — 2 weeks of NOX-Al2
monotherapy (2x per week) followed by combination therapy

accompanied by an increase of CXCL9 and/or CXCL10
Indicating T cell activation and attraction In response to
treatment with NOX-Al12. This Thl response was also
associated with an increase of IL-16, an attractor of CD4+ T
cells and marker for expansion/stimulation of helper cells.
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months, overall survival was 48% at 6 months and 33% at 12 months.

CONCLUSION

In patients with microsatellite-stable metastatic pancreatic and colorectal cancer, with impaired immune systems and a high tumor load
that have failed multiple prior lines of therapy, NOX-A12 plus pembrolizumab shows induction of immune response, stable disease in
25% of patients, and prolonged time on treatment vs. prior therapy for 35% of patients. Median progression-free survival was 1.87

This study also supports the role of CXCL12 in resistance to immunotherapy. CXCL12 is abundantly present in tumor lesions. The extent
of CXCL12 neutralization in tumor tissue correlates with a Thl immune response and disease stabilization. Further studies of NOX-A12
In combination with Keytruda are warranted and there is ample scope to optimize the NOX-Al12 dose regimen given the good safety and

tolerability of tested regimen.
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Figure 2: Increased neutralization of CXCL12 by NOX-Al2
correlates with immune activation and clinical benefit
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