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Background: Recurrent/metastatic (R/M) head and neck squamous cell carcinoma
(HNSCC) bears a dismal prognosis. Although checkpoint inhibitors (CPI) demonstrated
efficacy in R/M HNSCC, only a subset of patients benefits. Taxane based CPI combi-
nation therapy might improve the outcome. Thus, we performed this prospective
phase I/II trial to investigate the efficacy and safety of docetaxel (DTX) plus pem-
brolizumab (P) in this setting.

Methods: Patients with R/M HNSCC of the oropharynx, hypopharynx, larynx or oral
cavity, who failed prior platinum therapy, were included. Patients received DTX 75mg/
m

ˇ

2 plus P 200mg, q21, for up to six cycles followed by P maintenance therapy for a
maximum of two years. The primary endpoint was overall response rate (ORR) and
safety. Patients were monitored for response every 12 weeks employing iRECIST
criteria. Secondary endpoints comprised disease control rate (DCR), overall survival
(OS) and progression free survival (PFS).

Results: Twenty-two patients were enrolled.The median age was 63 (44-77) years. Nine
patients (40.9%) had a primary tumor in the oropharynx, 8 (36.4%) in the oral cavity, 3
(13.6%) in the hypopharynx and 2 (9.1%) in the larynx. While 4 (50%) oropharyngeal
carcinoma patients were p16 positive, all patients showed PDL-1 expression defined as a
combined positive score (CPS)�1.TheORRwas 22.73% (95%CI 10.12%-43.44%) andone
(4.5%) complete response was achieved. Disease control occurred in 12 patients
resulting in a DCR of 54.55% (95% CI 34.6%-73.08%). The median PFS was 5.8 months
(95% CI 2.7-11.6) and themedianOS 20.4months (95% CI 6.3-NR).The 1 year PFS andOS
rates were 27.3% and 68.2%, respectively. While the most frequent adverse event (AE)
was myelosuppression, which was reported in all 22 patients, 3 (13.6%) patients expe-
rienced grade 3 febrile neutropenia. The most common immune related AEs were grade
1/2 fatigue (68.2%), skin rash (40.9%) and hypothyroidism (40.9%). One patient (4.5%)
experienced grade 5 immune thrombocytopenia.

Conclusions: DXT in combination with P shows promising activity accompanied with a
manageable side effect profile in pre-treated R/M HNSCC patients and warrants
further investigations in larger clinical trials.
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Background: Patients with R/M SCC have low response rates to second line therapies,
including PD-1 inhibitors nivolumab and pembrolizumab, representing an area of
unmet clinical need. Cetuximab has modest activity as a single agent but potentiates
the activity of radiotherapy in locally advanced head & neck SCC (HNSCC) and
chemotherapy in R/M HNSCC. Cetuximab initiates Natural Killer cell antibody-
dependent cell-mediated cytotoxicity, resulting in an anti-tumour immune response
and the potential to augment the activity of PD-1/PD-L1 inhibition.
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Methods: Trial entry required histologically confirmed R/M SCC of any site, unse-
lected by PD-L1 expression, considered incurable by local therapies and no previous
treatment with cetuximab for recurrent/metastatic disease. Prior therapy with anti-
PD-1, anti-PD-L1 or anti-PD-L2 was excluded. Patients had avelumab 10 mg/kg +
cetuximab 500 mg/m2 intravenously every 2 weeks, for up to 1 year. Primary
endpoint was occurrence of dose-limiting toxicity within 42 days of treatment
starting, graded using CTCAE v5. Secondary endpoints were objective response (ORR)
and disease control rate (DCR) at 6 and 12 months using iRECIST.

Results: 16 patients, median age 58 years (range 34 e 88), were enrolled from 2 UK
hospitals between July 2018 and October 2019. The trial stopped after completing the
safety run-in. 5 patients remain on treatment, 9 stopped treatment early (7 disease
progression, 1 patient choice, 1 due to risk of COVID-19). 2 patients died whilst on
treatment (both unrelated to trial treatment). Grade 3 AEs were seen in 4 patients
and grade 5 in 1 patient. None were related to trial treatment. No patients experi-
enced dose-limiting toxicity. Of 10 patients evaluable for response by iRECIST 2 (20%)
had complete response, 3 (30%) had partial response and 4 (40%) had stable disease
as their best response, representing an ORR of 50%. One patient had confirmed
disease progression. In 6 patients who remained on trial for >6 months, all 6 had
disease control at 6 months (2 CR, 1 PR, 3 SD).

Conclusions: Avelumab + cetuximab is safe and tolerable, and demonstrates prom-
ising efficacy in R/M SCC patients.
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Background: Immune checkpoint inhibition (ICI) with anti-PD-L1 directed therapy has
shown promise in SCCHN but only the minority of patients respond to treatment (TX).
Understanding the immune responses to these drugs is of critical importance. Prior
studies have highlighted the potential anticancer effects of metformin through
metabolic alteration in the tumor microenvironment (TME) of SCCHN. This trial was
designed to explore the potential multi-mechanistic benefit of the combination of
durvalumab (Durva) and metformin (Met) and examine alterations of key immune
elements, CD8+ and FoxP3+ T cells, in the TME.

Methods: This is a randomized, single-center trial with planned enrollment of 38
patients with all stages of resectable SCCHN. Patients are randomized 3:1 to either
Durva + Met or Durva alone. Correlative analysis of pre and post TX specimens of
primary site was performed for immune cell composition. Digital whole slide images
(WSI) were generated using Aperio software to review CD8+ and FoxP3+ T cell counts
(CC) and CD8 / FoxP3 ratio from sampled areas in tumor and stromal interface among
TX responders (R) and non-responders (NR). Here we review the effect on the im-
mune TME, specifically alterations in T-cell populations.

Results: Pathologic TX response at the primary site was observed in 29.2% of patients
(7/24). WSI analysis (n¼17) revealed a pre TX mean relative CD8 T cell-FoxP3 T cell
distance of 6.1471E-05, that decreased by 49.57% post TX (3.09997E-05). Relative
FoxP3+ and CD8+ CC within the tumor and interface also decreased post TX, more
pronounced in R compared to NR (Table).
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