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Background

Anti-epidermal growth factor receptor (EGFR) antibodies (cetuximab and panitumumab)
with chemotherapy (FOLFOX or FOLFIRI) are frequently used to treat left-sided
(L-sided) but not right-sided (R-sided) RAS/BRAF wild-type (WT) metastatic colorectal
cancer (mCRC)'

While mesenchymal-epithelial transition (MET) inhibitors are not currently used in
routine mCRC therapy,' high MET expression is associated with poor prognosis in mCRC
and, regardless of location, acquired MET alterations can lead to resistance to anti-EGFR
therapies®*

Amivantamab is an EGFR-MET bispecific antibody with immune cell-directing activity®
that is approved by the US Food and Drug Administration in 4 EGFR-mutant advanced
non-small cell lung cancer indications® (Figure 1)

Amivantamab has shown promising antitumor activity in RAS/BRAF WT mCRC’

Here, we present updated activity data on amivantamab as a monotherapy and in
combination with FOLFOX/FOLFIRI in R-sided RAS/BRAF WT mCRC, where there is
an unmet need for more effective therapies
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Amivantamab has 3 mechanisms of action:
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Methods

OrigAMI-1 (ClinicalTrials.gov Identifier: NCTO5379595) is a global, multicenter,
open-label, phase 1b/2 study of amivantamab monotherapy with or without
standard-of-care chemotherapy in patients with advanced or metastatic CRC (Figure 2)

The analyses here assessed the efficacy and safety of

.

— Amivantamab intravenous (IV) as a monotherapy in patients with R-sided disease who
had 2 or 3 prior lines of therapy (prior EGFR inhibitor therapy allowed; Cohort C,
prespecified analyses)

— Amivantamab IV in combination with chemotherapy (mMFOLFOX6 or FOLFIRI) in

Results Efficacy TABLE 3: Efficacy endpoints
Baseline demographic and clinical characteristics * Objective response rate (ORR), median duration of R ———— Amivantamab + FOLFOX o
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Key takeaway

Amivantamab, an EGFR-MET bispecific
antibody, as a monotherapy or combined
with chemotherapy demonstrated durable
antitumor activity in patients with R-sided
RAS/BRAF WT mCRC, with a safety
profile consistent with prior reports

Conclusions

Amivantamab as a monotherapy or

in combination with chemotherapy (FOLFOX
or FOLFIRI) provided promising antitumor
activity in patients with heavily pretreated
R-sided RAS/BRAF WT mCRC

Amivantamab monotherapy in 3L+:
ORR, 22%; DCR, 78%; mDoR, 9.8 months

= One patient achieved a complete
response; 3 patients have ongoing
response

Amivantamab + chemotherapy in 2L:
ORR, 43%; DCR, 86%; mDoR, not
estimable

= One patient has ongoing response

The safety profile of amivantamab among
patients with R-sided mCRC was consistent
with prior reports

Amivantamab showed activity in the
R-sided setting across a range of mutations,
including those conferring resistance to
anti-EGFR therapy

Other phase 3 studies are evaluating
amivantamab in mCRC

- Amivantamab versus cetuximab (both
plus FOLFOX or FOLFIRI) as 1L treatment
OrigAMI-2 (NCT06662736)

Amivantamab versus cetuximab or
bevacizumab (all plus FOLFIRI) as 2L
treatment in OrigAMI-3 (NCT06750094)
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