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Apetoh et al., Ann Onc 2015, Pozzi et al., Nature medicine 2016



Design
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1° endpoint PFS rate after 12 months (PFSR@12)
Statistical consideration PFSR@12 40% = 57%
alpha 10%, power 80%, one sided test with 5% drop out 43 patients



Study status/patient population
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Results - patients characteristics (n=39)

characteristic number (%)
median age (range) 62 (29-82)
gender female 13 (33%)
male 26 (67%)
primary tumor location left 36 (92%)
right 3 (8%)
prior adjuvant chemotherapy single agent 3 (8%)
oxaliplatin-based 9 (23%)
synchronous metastases 28 (72%)
location of metastases liver 30 (77%)
lung 12 (31%)
lymph nodes 18 (46%)
(rl‘;'g?s‘;::t'::i :ﬁ:;‘ls) MSI-H/MSI-L 2/1 (5%/3%)
MSS 36 (92%)
RAS/BRAF'status mutated 4/43
(central tissue) (low frequent 15-30%)




Treatment
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Median number of treatment cycles (range)
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Duration of cetuximab and avelumab treatment median 5.4 months (range 0.7-18.4)



Results — safety (n=43)

Grade 3/4 event (>5%)

Incidence n (% per patient)

Anemia, blood disorders, HUS 7 (18%)
Abdominal pain, Diarrhea, others 9 (24%)
Vomiting, Nausea 5(13%)
Fever, Fatique 4 (10%)
Administration, Infusion related, Allergic 6 (16%)
Infection of Catheter, Device, Urinary tract, 12 (32%)
others

Elevated creatinine, liver enzymes 5(13%)
Cognitive disturbance, Meningism, Syncope, 6 (16%)
Psychiatric disorders

Peripheral sensory polyneuropathy, Paresthesia 6 (16%)
Skin reaction 8 (21%)
Hematoma, Thromboembolic events 5(13%)

Hypertension

3 (8%)

52 SAEs in 23 out of 38
patients (61%)
1.37 SAEs per patient



Results — progression free survival
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PFS Rate at 12 months 40%,
thus primary endpoint not
met



Results — overall response rate

Response Response rate (n) Response rate (%)
Complete response 4/37 11%
Partial response 26/37 70%
Stable diseae 4/37 11%
Progressive disease 3/37 8%

—>0ORR 81% and DCR 92%

—>Secondary resection rate 15%



Results — preliminary overall survival
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With a median duration of
follow-up of 16.2 months
OS plateaus at 84%



Discussion - results in perspective

No of RAS/BRAF PTL ORR (%) ETS >=20% mPFS
patients (%) (months)
randomized trials
OPUS 72 KRAS/BRAFwt uk 60 69.2 8.3
TAILOR 146 RASwt left sided | 66.4 uk 9.2
CALGB 80405 198 RASwt left sided | (68.6)* 11.3
single arm trials
APEC 110 RASwt uk 62.7 80.6 13.3
AVETUX 39 RAS/BRAFwt Left sided | 81% 76% 11.1

Bokemeyer et al., Ann Onc 2011, Venook et al., JAMA 2017,
Qin et al J Clin Oncol 2018, Cheng et al Clin Colorectal Cancer 2017



Translational research
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TR — Predictive value of T cell repertoire TiL
and TPS (PD-L1)
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= No clear correlation between T cell diversification, TiLs or TPS and PFS likely due to
interaction with chemo and EGFRI



TR - NGS data
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- 26 patients with tumor mutations detectable in liquid biopsy with immediate drop
during treatment



TR - NGS data
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TR — Monitoring for EGFR resistant clones
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Conclusion

* Tolerable regimen with no unexpected or additive toxicities

» Highly active regimen in terms of response induction, but only moderate effect on
PFS (ideal endpoint?) and promising, yet preliminary OS

* Translational data indicate
* Classical predictive factors for PD-1/L1 inhibtor treatment (e.g. TiL, T cell
receptor diversification, TPS) may have only limited role in combination
regimen
* NGS data feasible with immediate decline of ctDNA during treatment and
increase prior to radiological progression

* The AVETUX regimen suppressed the development of EGFR resistant clones
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