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Ty e o Analysis of gene expression profiles from the EPO NSCLC PDX panel
provides evidence of a relationship between the expression of genes
maintaining the Cellular Tumorigenic Network and common drug
resistances which could be overcome by the drug combination
regimen described here. These results strongly encourage the
further validation of this combination therapy in a clinical study for
advanced NSCLC patients without current therapeutic options.*

analyzed as control of the biological validity of this data set.
For experimental validation of the hypothesis, five highly resistant ~ Results from the in vivo validation studies with sixteen patient-

patient derived NSCLC PDX models were selected from this panel  derived lung tumors, including highly therapy-resistant adeno- and
and subjected to treatment with a low-dose drug combination  squamous cell carcinomas without targetable oncogenic mutations,
regimen of cabozantinib (15mg/kg), afatinib (15mg/kg), etoricoxib ~ confirmed complete growth suppression by this drug regimen,

(10mg/kg), and plerixafor (5mg/kg) with 5 days on and 2 days off  leading to an Objective Response Rate of 81% and a Clinical Benefit
treatment over 4 cycles. Rate of 100% with an excellent safety profile (Fig. 3 and 4).

*Contact References

Dr. Jens Hoffmann 1. Egeblad M, Nakasone ES, Werb Z. Tumors as organs: complex tissues that interface with the entire organism. Dev Cell 18, 884-901 (2010).
EPO Experimental Pharmacology & Oncology, Berlin, Germany 2. Hanahan D. Hallmarks of Cancer: New Dimensions. Cancer Discov 12, 31-46 (2022).

Robert-Rossle-Str. 10, 13125 Berlin-Buch, Germany 3. Langhammer S, Scheerer J. Breaking the crosstalk of the cellular tumorigenic network: Hypothesis for addressing resistances to targeted

Jens.Hoffmann@epo-berlin.com therapies in advanced NSCLC. Oncotarget 8, 43555-43570 (2017).

+49 30 9489 4444 . Glrgen D, Conrad T, Becker M, et al. Breaking the crosstalk of the Cellular Tumorigenic Network by low-dose combination therapy in lung
cancer patient-derived xenografts. Commun Biol. 5, 59. (2022)




