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Background Nemvaleukin alfa (nemvaleukin, ALKS 4230) is a
novel engineered cytokine that selectively binds to the inter-
mediate-affinity IL-2R to preferentially activate and expand
anti-tumor CD8+ T and NK cells with minimal expansion of
regulatory T cells (Treg), thereby leveraging antitumor effects
of the IL-2 pathway while mitigating potential toxicity that
limits use.! Nemvaleukin single-agent activity has been demon-
strated in checkpoint inhibitor-experienced patients, and deep
and durable responses have been achieved in combination
with pembrolizumab in multiple tumor types (eg, breast, head
and neck, gastrointestinal, genitourinary, gynecological).
Methods ION-01 (NCT04144517) is a nonrandomized trial in
adult patients with histologically/cytopathologically confirmed
diagnosis of metastatic/recurrent head and neck squamous cell
carcinoma. Eligible patients have progressive disease after >8
weeks on anti-PD-(L)1 therapy. The primary endpoint is the
rate of new or improved antitumor response after the addition
of nemvaleukin. Secondary objectives include characterization
of the antitumor response and evaluation of safety and toler-
ability of the combination regimen. Patients receive intrave-
nous nemvaleukin (3 pg/kg) once daily for the first 5 days
and pembrolizumab (200 mg) on day 1 of each 21-day cycle.
Tumor imaging and biopsies were performed at baseline and
at pre-specified times. We present preliminary safety and anti-
tumor activity (RECIST v1.1) data as of June 2021.

Results Fourteen patients with progressive disease received
combination therapy with nemvaleukin and pembrolizumab; 8
had no prior response to pembrolizumab, 6 had previous best
response of stable disease or partial response. Mean (= SD)
age was 62 = 12 years, 86% were male, and all were Cauca-
sian. Prior anti-cancer therapy included radiotherapy (93%)
and surgery (50%). ECOG performance status was 0 (149%)
and 1 (86%) at baseline. Treatment-related adverse events of
any grade in >30% of patients were chills (64.3%), pyrexia
(57.1%), fatigue (42.9%), and nausea (35.7%). Five patients
had stable disease as best response. One patient achieved a
partial response (complete response in the target lesion) and
remains on treatment (8+ cycles). Expansion of CD8+ T and
NK cells with minimal Treg expansion was observed.
Conclusions Nemvaleukin and pembrolizumab combination
therapy was generally well tolerated; adverse events were con-
sistent with those observed with intravenous nemvaleukin in
ARTISTRY studies [2]. Peripheral immune cell expansion pro-
files are comparable to that observed with the same regimen
in the ARTISTRY 1 phase 1 study. Emerging data from pre-
treatment and on-treatment paired biopsies will further charac-
terize specific antitumor effects of nemvaleukin and
pembrolizumab in this patient population.
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