Correlation of clinical benefit with target neutralization and Immune response In patients with

microsatellite-stable, metastatic colorectal or pancreatic cancer treated with the CXCL12 MORXIN
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BACKGROUND

NOX-Al12 (olaptesed pegol) is a novel inhibitor of the chemokine
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RESULTS

Table 1. Demographics

_ | _ Twenty patients were recruited, thereof 11 with metastatic 01010 (€RQ 5  Alife expectancy of at least 3 months was stipulated in the protocol.

CXCL12 (SDF-1 being studied for the treatment of solid tumors.  colorectal and 9 with metastatic pancreatic cancer (Table 1). [N oo oo i Of the 10 patients who were alive for more than 3 months, 70%

Binding of CXCL12 by NOX-A12 prevents receptor engagement  Fifteen of the patients included (75%) are male, with a median 1 9 01-009 (RQ) l6 were alive past 24 weeks and 50% past 36 weeks (Fig. 5). As

with both of its receptors, CXCR4 and CXCRY7, and also blocks the age of 62 (colorectal) and 68 years (pancreatic). Ay — 7/4 8/ 1 01-018 (CRC) 9 <«— Number of prior therapies anticipated there were no observed PR or CR (RECIST) responses

ability of CXCL12 to create a chemotactic concentration gradient Al patients were heavily pretreated with a median of 5 ines | aze mean (range) 63 (55— 73) 67 (48 - 82) 01020 (e in these heavily pre-treated, end-stage patients. Regardless of the

by neutralization of the anchor domain. | - (Colorectal) and 3 lines (pancreatic) of prior SyStemiC  g.oe ot study entry 100% stage IV (metastatic) 01017 (R number of prior lines of therapy or outcome of prior therapy, 25% of

Immune checkpoint inhibitors promote T cell-mediated killing of  treatment. The best response to the last prior treatment was o All patients MSS E:Ezli':;g: :EAD”?hetr.awTh patients achieved stable disease. In fact, disease stabilization

. F " c - . ompbination erapy . .

- | | 9 | patients were coniirmed to have microsatellite-stable (MSS) oo eries o= Y 01014 (RO PD (RECIST) 22% for pancreatic cancer) was predominantly observed in highly

cell exclusion from the tumor microenvironment (TME) by hlgh cancer and thus should be non-responsive to anti-PD-1 01-002 (PaC) Follow-up: Survival pretreated and rap|d|y progressing patients (F|g 6) In addition

" ' ' _ _ Best response last treatment PD (10), SD (1) PD (9) 01001 (CRQ) oliow=up. Suiviva _ _ ) _ . . ,

local concentrations of CXCL12 (Feig et al. 2013, PNAS  monotherapy (Kalyan 2018, J Gastrointest Oncol 9:160; Hu e since last svstemic orior treatment (mean) e e 01.008 (GRC) Follow-up: Survival unconfirmed some patients who did not achieve stable disease had an up to 10-

110:20212). NOX-Al2 synergized with PD-1 checkpoint inhibition 2018, Clin Cancer Res 24:1326). ¢ excuging surgery e | | 01007 ((RQ W Deceased fold increase in the ratio of time on treatment vs. prior therapy (Fig.
n bot_h a mouse model of cqlorectal cancer study as well as In Serial biopsies at baseline and end of NOX-A12 monotherapy g:;igg B Lost to fonwup - 7).

vitro In tumor/stroma spheroids (Zboralski et al. 2018, Cancer suitable for immuno-histochemistry (IHC) and cytokine CXCL12 levels were found to be increased in post-treatment 01-016 (PaQ) W Premature discontinuation The AE profile in the study was comparable with the safety profile

Immunol Res 5:950).

analysis were collected and analyzed from 14 out of 20

tumor biopsies of all patients, consistent with penetration of
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for pembrolizumab or typical for the underlying diseases colorectal

The _goal of this StUdy was to under_stand Whe_ther CXCL12 patients. At baseline, mean T cell density at the invasive NOX-Al12 into the tumor. Greater NOX-Al12-induced Changes and pancreatic cancer. Treatment with NOX-A12 monotherapy and
Inhibition by NOX-A12 could reverse the immune privileged status  margin was 327 cells/mm?, below the 600 cells/mm? predictive of CXCL12 levels in tissue — indicating more complete  Figure 5: Patient time on study in combination with pembrolizumab was safe and well tolerated,
of the TME thereby broadening the applicability of checkpoint  for for a good prognosis (Halama et al. 2011, Cancer Res CXCL12 neutralization — correlated with an immunologically with 148 AEs in total, thereof 47.3% grade 1; 36.5% grade 2: 15.5%

cancer with liver metastasis. The study comprises two weeks of
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Inhibitors to the microsatellite stable population In metastatic  71:5670). hotter tumor (Thl immune response in tissue) and clinical N I brior ines of | Bestresponse | sestressonse | grade 3; no grade 4 and 0.7% grade 5 (Fig. 8).
pancreatic and colorectal cancer. Immunohistochemistry staining shows abundant presence of benefit (Fig. 3). treatment pembrolizumap treatment | treatment | lasttreatment | OPERA study
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monotherapy (2x per week) followed by combination therapy
with NOX-A12/ pembrolizumab given once every 3 weeks

Figure 3: Increased neutralization of CXCL12 by NOX-Al2
correlates with immune activation and clinical benefit
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% change from baseline

Figure 4. Cytokine tissue response following 2 weeks of
NOX-Al1l2 monotherapy
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