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not confirmed later. At baseline, HPV16ctDNA was positive in 34 of 47 tested pts.
Among them, DNA ranged from 33 to 38275 cp/mL and 21 pts were tested after CRT
and all had complete clearance.

Conclusions: N prior to CRT did not reach the expected feasibility aim, due to
decreased Cis dose (renal/ototoxicity), potentially related to N. Progression-free and
overall survival will be evaluated in both arms.

Clinical trial identification: NCT03838263.
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Background: Immunotherapies, in particular immune check point inhibitors (ICI), have
proven to be game changing treatments of mucosal head and neck squamous cell
cancer (HNSCC). Emerging successes with anti-PD-1/PD-L1 ICI therapy have lead to
durable responses and prolonged survival in human papillomavirus positive (HPV+)
and negative (HPV-) patients, and there is now an urgent need for predictive bio-
markers to guide patient selection for highly targeted ICI therapies. There are
currently no means by which to determine whether a patient would respond to anti
PD-1/PD-L1 immunotherapy. Studies in the tumour microenvironment (TME) have
demonstrated that a high degree of T-cell infiltration provides fertile grounds for
effective ICI.

Methods: In this project, we used high dimensional spatial biomarker profiling to
characterise the TME using targeted (region of interest) and unbiased (whole slide
imaging) of metastatic/recurrent HNSCC tumours from a cohort of patients (n¼40)
treated with Pembrolizumab/Nivolumab. The discovery cohort consisted of patients
who had complete/partial/stable/progressive response to ICI therapy. We first ana-
lysed tissues using targeted panel, GeoMx digital spatial profiling (Nanostring Tech-
nologies) of 80 protein targets simultaneously across immune cell profiles, immune-
modulatory targets and IO-drug targets. We then expanded this to ultra-high plex
antibody imaging with the Phenocylcer Fusion platform (Akoya Biosciences) of over
50 antibodies to derive single cell phenotypic signatures that could offer cues as to
which treatment matches best with certain outcome groups.

Results: Our study identified stromal tissue signatures, specifically, VISTA, CD44,
CD127 associated with resistance to immunotherapy. Most notably, high expression
of VISTA within the stromal compartment was associated with a worse overall survival
(p¼0.0062). Using whole slide tissue imaging of single cell proteomic readouts, we
were able to co-localise this signature to cell types within the tumour
microenvironment.

Conclusions: Our study demonstrates the complementarity of targeted proteomic
discovery and whole tissue imaging to identify biomarkers associated with response
to ICI therapy in HNSCC.

Legal entity responsible for the study: The University of Queensland.

Funding: The Passe and Williams Foundation.
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Financial Interests, Institutional, Stocks/Shares: Akoya Biosciences. All other authors have declared
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Background: This phase 3 randomized non-inferiority de-escalation trial compared
cetuximab (cetux) vs cisplatin (cis), concurrent with accelerated RT 70 Gy/6 weeks, in
p16+ oropharyngeal cancer (OPC). Quality of life (QOL) was an important secondary
endpoint.

Methods: EORTC QLQ-C30/HN35 was completed at baseline, end of treatment, 3, 6,
and 12 months post. The substudy aimed for 400 eligible patients. We report
completion rates and compare by arm for change from baseline in each domain (0.05
two-sided alpha and MID of 10 points) using linear mixed models.

Results: Consent was 91% (381/419 offered substudy); 6 protocol deviations excluded
(n¼375). No significant differences in patient/tumor characteristics were found by
participation status. Completion rates (%) at the 5 times did not differ by arm (cis/
cetux): 92/94, 74/77, 76/81, 76/81, and 73/74. The swallowing domain of HN35
(previously reported) did not differ significantly by arm. No significant difference was
seen by arm for the 6-mo change from baseline on any domain. At end of RT (only),
dry mouth was significantly worse for RT+cetux. At end of treatment, all domains
showed statistically and clinically significant mean worsening across both arms except
Emotional Functioning, Dyspnea, Diarrhea, and Teeth. Most domains returned within
10 points of baseline by 6 mo, with the following maintaining significant impairment:
Senses (taste/smell), Social Eating, Opening Mouth, Dry Mouth, Sticky Saliva. At 12
mo post-treatment, worsening from baseline persisted for Senses, Dry Mouth, Sticky
Saliva, and Weight Gain. Pain Killer use improved significantly from baseline to 3, 6,
and 12 mo.

Conclusions: Although replacing RT+cis with RT+cetux did not benefit QOL, this study
has confirmed the responsiveness of EORTC QLQ-C30/HN35 to the effects of con-
current systemic/RT for OPC. Dry Mouth, Sticky Saliva, and Senses showed large,
significant, and persistent impairments, and remain worthwhile targets for future de-
escalation efforts. Domains related to eating (Swallowing, Appetite, Nutritional
Supplements, Social Eating, Weight Loss) did not show sustained significant impair-
ment on this instrument in this study.

Clinical trial identification: NCT01302834.

Legal entity responsible for the study: NRG Oncology.

Funding: This project was supported by grants U10CA180868 (NRG Oncology Oper-
ations), U10CA180822 (NRG Oncology).
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Background: M6620 is a highly potent and selective ATP-competitive ATR inhibitor. It
showed strong synergy with cisplatin and radiation in preclinical cancer models. The
significant vulnerability to ATR inhibition by cancer cells harboring inactivating p53
mutations provided a rationale to test the safety of M6620 along with definitive
chemoradiation in Head and Neck Squamous Cell Carcinoma (HNSCC) where such
alterations are common.

Methods: Eligible patients with stage III or IV HNSCC not amenable to surgical
resection were enrolled in defined dose cohorts using the Escalation with Overdose
Control (EWOC) design. The optimal dose of cisplatin (40 or 30mg/m2 weekly) to
combine with standard radiation (70Gy) and biologically relevant dose of M6620
(120mg/m2) was tested in stage I. The safety of escalating doses of M6620 across a
range of 160 to 280mg/2 along with fixed dose cisplatin and XRT (70Gy) was planned
in stage II of the study.

Results: We enrolled 43 patients; median age 60 years (range 45-76); 11.6% Black;
37.2% females. The most common treatment emergent adverse events (TEAE) in 39
evaluable patients were: Anemia (74%), Nausea (72%), Fatigue (69%), Dysphagia
(69%), Lymphopenia (69%) and Leukopenia (67%) while the most frequent grade �3
TEAE occurring in � 20% of patients were Lymphopenia (31%), Leukopenia (28%),
Anemia (26%), Dysphagia (21%), and Neutropenia (21%). Dose limiting toxicities
recorded on study included Dysphagia, neutropenia, thrombocytopenia, febrile neu-
tropenia, intestinal hemorrhage, pseudogout and hypomagnesemia. M6620 was
safely combined with cisplatin (40mg/m2) and XRT (70Gy) at doses of 120, 160 and
200mg/m2. The highest dose of 200mg/m2 plus standard chemoradiation was
declared the recommended phase 2 dose. Unconfirmed best response in 20 evaluable
patients by RECIST were complete response (30%), partial response (40%), stable
disease (15%) and progressive disease (10%). Ongoing PK and tissue-based biomarker
analysis will be presented at the meeting.

Conclusions:M6620 at the dose of 200mg/m2 was safe and was declared the RP2D in
combination with weekly cisplatin (40mg/m2) and standard XRT (70Gy) in locally
advanced HNSCC with encouraging initial efficacy.

Clinical trial identification: NCT02567422.

Legal entity responsible for the study: NCI CTEP.

Funding: US National Institutes of Health.
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Background: About 30% of Head and Neck Cancer (HNC) cases are diagnosed in
patients aged 70 years and older. Due to their location, HNC and the toxicity of
associated treatments may have consequences on quality of life. The aim of this study
was to assess the effectiveness of Geriatric Assessment (GA)-driven interventions on
quality of life for 2 years in older patients with HNC.

Methods: The EGeSOR study was a two parallel group, multicenter, randomized,
controlled and open-label trial, including HNC patients aged 65 years and over be-
tween 2013 and 2018. Patients were randomized 1 :1 to receive either a pre-thera-
peutic GA, a standardized geriatric intervention and follow-up (intervention group) or
standard of care (control group). The main outcome was quality of life measures
through the European Organisation for Research and Treatment of Cancer quality of
life questionnaire (EORTC QLQ-C30/100) and HNC questionnaire (QLQ-HN35/100) at
6, 12 and 24 months. Linear mixed models were performed.

Results: Among the 475 patients included (238 in the intervention group and 237 in
the control group), the median age was 75.3 years, 31% were women, 44% with oral
cancer and 21% metastasis. At baseline, the median score of global health status was
66.7 [50-83.3]. There were no statistically significant differences in evolution between
the two groups in either the QLQ-C30 (15 dimensions) or HN35 scores (18 di-
mensions) over the 24-month period. The evolution of global health status followed a
J-shape between M0 and M24 (median gain : 8 points). In the intervention group,
74% of patients did not receive the complete intervention as planned. Statistical
analyses regarding age, tumor site and metastasis status are ongoing.

Conclusions: Baseline GA did not improve quality of life for 2 years in older patients
with HNC. Difficulties in implementation of complete interventions may have
contributed to this result. Alternative models to implement GA-driven interventions
could be explored.

Clinical trial identification: NCT02025062.

Legal entity responsible for the study: Assistance Publique des Hôpitaux de Paris -
APHP.

Funding: The EGeSOR study was supported by grants from the French National
Cancer Institute [INCa] [RAFC1202] and the platform for clinical research in older
cancer patients (PACAN, Ligue Nationale contre le Cancer).
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