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Petosemtamab compared with investigator’s choice monotherapy in previously treated patients (pts) with
recurrent/metasta�c (r/m) head and neck squamous cell carcinoma (HNSCC): A randomized, open-label, phase 3 trial

Overall response rate (RECIST v1.1, per inves�gator)
Best percent change in sum of target lesions from baseline (N=43)6
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Oropharynx p16+

Interim phase 2 clinical efficacy
ORR 37.2% (n=16/43)
DCR 72.1% (n=31/43)
Median DOR 6.0 months
Median PFS 5.3 months
Median OS 11.5 months
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INTRODUCTION
Sub�tle

PHASE 2 TRIAL INTERIM DATA: AACR® 2023

Figure 1 | Petosemtamab mechanism of ac�on

• High prevalence and mortality with dismal prognosis7

‒ Sixth most common cancer worldwide in 20207 and ~930,000 new cases and
467,000 deaths7

• Unmet medical need in the pla�num and anti-PD-1 refractory se�ng
‒ Limited treatment op�ons, and no standard of care, a�er pla�num-based

chemotherapy and pembrolizumab8–11

‒ 6–19% ORR and median OS of 5–9 months in 2L+ se�ng with cetuximab, docetaxel,
or methotrexate8–11

• LGR5 expression reported in 52–89% of HNSCC12,13

• EGFR overexpression reported in ~90% of HNSCC14,15

• EGFR and WNT are oncogenic and mitogenic drivers in several cancer
types, including HNSCC1–3

• LGR5 is a receptor of WNT signaling and is upregulated in many
cancer types4,5

• Petosemtamab monotherapy demonstrated meaningful preclinical
and clinical an�tumor ac�vity in HNSCC1,6

Petosemtamab is a human, common light chain, IgG1 bispecific
an�body with ADCC-enhanced ac�vity, targe�ng EGFR and LGR5

2L+: previously treated; ADCC: an�body-dependent cellular cytotoxicity; ADCP: an�body-dependent cellular phagocytosis;
EGFR: epidermal growth factor receptor; Fc: fragment crystallizable; HNSCC: head and neck squamous cell carcinoma; IgG1: immunoglobulin G1;
LGR5: leucine-rich repeat-containing G-protein coupled receptor 5; NK: natural killer; ORR: overall response rate; OS: overall survival;
PD-1: programmed cell death protein 1; WNT: wingless/integrated.

Head and neck squamous cell carcinoma

Data cutoff date: 01 Feb 2023.
Data from one pa�ent with best overall response of ‘not evaluable’ were not included due to no post-baseline tumor assessment; p16 status was available in
9 of the 15 pa�ents with oropharyngeal cancer (6 posi�ve and 3 nega�ve) in the efficacy evaluable popula�on.
AACR: American Associa�on for Cancer Research; CR: complete response; DCR: disease control rate; DOR: dura�on of response; PFS: progression-free survival;
PR: par�al response; RECIST: Response Evalua�on Criteria in Solid Tumors; r/m: recurrent/metasta�c; SD: stable disease.

Figure 3 | Petosemtamab monotherapy in 2L+ r/m HNSCC: Phase 2 data (NCT03526835)

LiGeR-HN2 METHODS

BICR: blinded independent central review; CNS: central nervous system; EORTC: European Organisa�on for Research and Treatment of Cancer;
ICF: informed consent form; IHC: immunohistochemistry; QLQ-C30: 30-item Quality of Life Ques�onnaire; QLQ-H&N43: 43-item Quality of Life Head and Neck
Cancer Module; TEAE: treatment-emergent adverse event.

Contact informa�on: [email address]Contact informa�on: David Yao (d.yao@merus.nl)Presented at the European Society for Medical Oncology (ESMO®) Annual Mee�ng; September 13–17, 2024; Barcelona, Spain ClinicalTrials.gov iden�fier: NCT06496178
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LiGeR-HN2 PHASE 3 TRIAL DESIGN
LiGeR-HN2 is a phase 3, open-label, randomized, controlled, mul�center trial to
compare petosemtamab vs. inves�gator's choice monotherapy in pa�ents with
HNSCC for the 2L and 3L treatment of incurable metasta�c/recurrent disease

No crossover is permi�ed. 2L: second line; 3L: third line; ECOG PS: Eastern Coopera�ve Oncology Group performance status; PD: progressive disease; Q2W: once
every 2 weeks; QW: once weekly.

Inves�gator’s choice:
Cetuximab
400 mg/m2 once,
then 250 mg/m2 QW
OR
Methotrexate
40/60 mg/m2 QW
OR
Docetaxel
30/40 mg/m2 QW

Petosemtamab
1500 mg Q2W
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Key HNSCC
inclusion criteria
• Progression on/a�er

an�-PD-1 therapy and
pla�num-containing
therapy

• ECOG PS 0–1
• Measurable disease

Es�mated
enrollment N≈500
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Figure 2 | LiGeR-HN2 trial design

Petosemtamab monotherapy was observed to be well tolerated with a
manageable safety profile6

1Dana-Farber Cancer Ins�tute, Boston, MA, USA; 2MD Anderson Cancer Center, Houston, TX, USA; 3The Ins�tute of Cancer Research/Royal Marsden, London, UK; 4Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea; 5Ins�tut Curie, Paris, France;
6University of Chicago, Chicago, IL, USA; 7Merus N.V., Utrecht, Netherlands; 8Cliniques Universitaires Saint-Luc, Université Catholique de Louvain, Brussels, Belgium

Secondary outcome measures
• Assessed by BICR and by inves�gator:

‒ Progression-free survival
‒ Dura�on of response
‒ Time to response
‒ Clinical benefit rate

• Objec�ve response rate as assessed
by inves�gator

• Number of par�cipants who experienced:

‒ At least one TEAE
‒ At least one serious TEAE

• Number of par�cipants who:

‒ Discon�nued study treatment due
to TEAEs

‒ Had dose modifica�on due to TEAEs
• Mean change from baseline in

EORTC QLQ-C30 and QLQ-H&N43

• Concentra�ons predose and at end
of infusion

• Pharmacokine�c parameters

• Incidence of an�drug an�body

Inclusion criteria Exclusion criteria

Stra�fica�on
• Oropharynx 

p16 status 
(posi�ve or 
nega�ve)

• ECOG PS 
(0 or 1)

PD

Primary outcome measures
• Objec�ve response rate as assessed by BICR
• Overall survival
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• Age ≥18 years at signing of ICF
• Histologically previously confirmed HNSCC with

evidence of metasta�c or locally advanced disease not
amenable to standard therapy with cura�ve intent

• Progressed on or a�er an�-PD-1 therapy and
pla�num-containing therapy

• HNSCC primary tumor loca�ons are oropharynx,
oral cavity, hypopharynx, and larynx

• Documenta�on of p16 status (posi�ve or nega�ve)
by local laboratory IHC for pa�ents with primary
oropharyngeal cancer

• Measurable disease as defined by RECIST v1.1 by
radiologic methods

• ECOG PS of 0 or 1

• CNS metastases that are untreated
or symptoma�c, or require
radia�on, surgery, or con�nued
steroid therapy to control symptoms
within 14 days of study entry

• Known leptomeningeal involvement
• Any systemic an�cancer therapy

within 4 weeks of the first dose of
study treatment

• Primary tumor site of nasopharynx
(any histology)

Petosemtamab was designed to:
• Block EGFR ligand binding and

inhibit signaling
• Degrade EGFR (via LGR5/E3 ligase)
• Facilitate interac�on with immune 

cells via ADCP and enhanced ADCC

Mechanism of ac�on1
Blocks EGFR

ligand binding
Degrades EGFR

Petosemtamab

EGFR receptor

lysis

NK cell
macrophage

Fc receptor
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EGFR ligand
LGR5 receptor

Engages potently with immune cells

tumor cell


