Figure 2: Amivantamab monotherapy in previously treated R/M HNSCC (2L+ setting; Cohort 1)

Background Figure 1: Amivantamab’s triple action mechanism
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+ The addition of neoadjuvant and adjuvant pembrolizumab
to standard of care surgery and adjuvant (chemo)radiation
significantly improved event-free survival among
participants with resectable, locally advanced head and
neck squamous cell carcinoma (HNSCC) with PD-L1
combined positive score (CPS) =1 (KEYNOTE-689)'

— However, there is a need to further improve response
rates and reduce the proportion of patients with disease
progression during neoadjuvant treatment

— Of note, >95% of participants in the KEYNOTE-689 trial
had human papillomavirus (HPV)-negative disease
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overexpressed in HNSCC tumors?3 ! rate of 45% among participants with HPV-unrelated R/M HNSCC after disease progression
- Amivantamab, an EGFR-MET bispecific antibody with ECoomainactvaies on immune checkpoint inhibitor and platinum-based chemotherapy (Figure 2)8

immune cells
immune cell-directing activity (Figure 1),%5 is approved for
4 indications in advanced non-small cell lung cancer and has
demonstrated promising and meaningful antitumor activity
in metastatic colorectal cancer®” and recurrent/metastatic
(R/M) HNSCCS®

Given complementary mechanisms of action and promising antitumor activity in the R/M
HNSCC setting,? perioperative amivantamab plus pembrolizumab may provide enhanced
benefits, including a higher pathologic response rate and improved long-term survival
outcomes
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Figure 3: OrigAMI-4 study design

OrigAMI-4 study

(ClinicalTrials.gov Identifier: NCT06385080) is assessing
subcutaneous amivantamab as monotherapy or in
combination with other agents in HNSCC (Figure 3)

— Cohorts 1to 5 have enrolled participants with R/M HNSCC
Cohort 6 is evaluating perioperative amivantamab plus

Eligibility criteria for Cohort 6 \

Locally advanced HNSCC

No prior anti-EGFR therapy
ECOGPSOort

PD-L1CPS =1

HPV-unrelated: primary tumor

Cohort 1: amivantamab monotherapy in HPV-unrelated
Post—PD-(L)1 inhibitor and platinum-based chemotherapy

Cohort 2: amivantamab plus pembrolizumab in HPV-unrelated
Treatment-naive in the R/M setting
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locations of oral cavity, hypopharynx,
larynx and HPV-negative
oropharyngeal cancer

Cohort 3: amivantamab plus paclitaxel in HPV-unrelated

pembrolizumab in participants with resectable, locally
Post—PD-(L)1 inhibitor

advanced HPV-unrelated HNSCC
— Key inclusion criteria are presented in Table 1
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Cohort 4: amivantamab monotherapy in HPV-related
Post—PD-(L)1 inhibitor and platinum-based chemotherapy

Dosing schedule
Subcutaneous amivantamab at 2400
mg (3360 mg if 280 kg) is given
weekly for the first 3 weeks (initial
dose only: 1600 mg or 2240 mg if 280
kg), then Q3W (in 21-day cycles)

IV pembrolizumab is administered at
200 mg Q3W /
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Endpoints for Cohort 6

Major pathologic
response (primary)
Event-free survival
Overall survival
Safety

— Up to approximately 40 participants will be enrolled into
Cohort 6 from 9 sites (Figure 4)

All enrolled participants will receive neoadjuvant
amivantamab plus pembrolizumab prior to surgery

Cohort 5: amivantamab plus pembrolizumab with carboplatin
Treatment-naive in the R/M setting

Cohort 6: amivantamab plus pembrolizumab in HPV-unrelated
Treatment-naive in the locally advanced setting

— Following surgery, participants will receive adjuvant
radiation (with or without cisplatin) plus pembrolizumab,
followed by adjuvant amivantamab plus pembrolizumab

Summary

Cohort 6 of the OrigAMI-4 study is evaluating perioperative
amivantamab plus pembrolizumab among participants with
previously untreated resectable locally advanced HPV-unrelated
HNSCC

Adjuvant

XRT % cisplatin
+ pembrolizumab
(3 cycles)

{ Neoadjuvant

Amivantamab +
pembrolizumab
(2 cycles)

The primary endpoint will be major pathologic response

— Secondary endpoints include event-free survival and
overall survival

Amivantamab +
pembrolizumab
(12 cycles)

Surgery

— Safety assessments will include monitoring adverse events

Current Status and laboratory abnormalities

ECOG PS, Eastern Cooperative Oncology Group performance score; Q3W, every 3 weeks; XRT, radiation therapy.

OrigAMI-4 is currently enrolling

For more information
on OrigAMI-4, please
scan this QR code.

®

Table 1: Key inclusion/exclusion criteria Figure 4: OrigAMI-4 study map

=18 years HPV-positive oropharyngeal cancer
Resectable Stage lll or IVa disease Prior use of an EGFR- or MET-targeting agent

Primary location(s) in the oropharynx (HPV- Autoimmune disease that has required
negative), oral cavity, hypopharynx, or larynx systemic therapy within the past 2 years

.

Cohort 6 participating sites w

Registrational Information

Dana-Farber, Boston, MA, USA

University of Michigan, Ann Arbor, MI, USA
University of North Carolina, Chapel Hill, NC, USA
Washington University, St Louis, MO, USA
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Yale University, New Haven, CT, USA

Cleveland Clinic, Cleveland, OH, USA

Royal Marsden, London, UK

@ This study is registered with ClinicalTrials.gov
(Identifier: NCT06385080)

Known allergies, hypersensitivity, intolerance,
or contraindication to excipients of
pembrolizumab

Tumor CPS 21 by local testing

Participant must provide a baseline biopsy
sample (can be newly performed during
screening or be tissue obtained prior to locally
advanced diagnosis and within 3 months prior
to the start of neoadjuvant therapy)

Untreated brain metastases
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