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KEYMAKER-UQOT1 Phase 2 Substudies O1H/O1l: Ifinatamab
Deruxtecan (I-DXd), Raludotatug Deruxtecan (R-DXd), or
Docetaxel in Stage IV Non-Small-Cell Lung Cancer

Background

* Pembrolizumab plus chemotherapy is a standard of care first-line therapy for
metastatic non—small-cell lung cancer (NSCLC) with no targetable genetic
mutations’; however, treatment options are limited for patients who progress on
or after anti—PD-(L)1 treatment

* B7 homologue 3 (B7H3) and cadherin-6 (CDHG6) are transmembrane proteins
that are overexpressed in several cancer types, including NSCLC, and are
associated with poor prognosis?-4

* |-DXd and R-DXd are investigational antibody—drug conjugates (ADCs) against
B7H3 and CDHG, respectively

— Each ADC contains its respective anti-B7H3 or anti-CDH6 monoclonal
antibody plus an enzymatically cleavable peptide linker and a topoisomerase |
inhibitor, which lead to apoptosis of the target cells

* Preclinical and clinical evidence suggest that the addition of ADCs to immune
checkpoint inhibitors (ICl), or following ICI therapy, with or without chemotherapy, may
provide promising antitumor activity in advanced solid tumors, including NSCLC3.5-8

* We present the study design for the randomized, phase 2, rolling-arm
KEYMAKER-UO1 substudies 01H (NCT06780085) and 011 (NCT06780098)
evaluating R-DXd, 1-DXd, or docetaxel in stage IV NSCLC with progressive
disease (PD) following anti—PD-(L)1 treatment and platinum-based chemotherapy

Objectives

Primary

* Objective response (OR) per RECIST version 1.1 by blinded independent central
review (BICR)

o Safety and tolerability assessed by adverse events (AEs) and discontinuations
due to AEs

Secondary

* Duration of response (DOR) per RECIST version 1.1 by BICR

* Progression-free survival (PFS) per RECIST version 1.1 by BICR
* Overall survival (OS)

Study design, participants, and treatment
Figure. Study design of KEYMAKER-U01 substudies 01H and 01l

Arm 1
R-DXd 5.6 mg/kg Q3W until
discontinuation criteria are met?

Arm 2
p— |-DXd 12 mg/kg Q3W until
discontinuation criteria are met?

Arm 3
Docetaxel 75 mg/m? Q3W until
discontinuation criteria are met?

Cohort 01H

Arm 1
R-DXd 5.6 mg/kg Q3W until
discontinuation criteria are met?

Cohort 011 Arm 2

|-DXd 12 mg/kg Q3W until
discontinuation criteria are met?

Arm 4

Docetaxel 75 mg/m? Q3W until
discontinuation criteria are met?

CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; ILD, interstitial lung disease; PR, partial response, Q3W, every 3 weeks.
aParticipants can continue treatment until PD (verified by BICR), prolonged interruption of study drug, development of a new primary malignancy, pregnancy, toxicity,
or participant withdrawal.
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Table. Key eligibility criteria
Inclusion criteria
* Aged 218 y

* Histologically or cytologically
confirmed stage IV (per AJCC
8th edition) NSCLC

— Cohort 01H: nonsquamous
NSCLC and EGFR-, ALK-, or

ROS1-directed therapy is not
indicated as primary therapy

— Cohort 01l: squamous NSCLC

* Documented PD as assessed by
investigator per RECIST version 1.1
after 22 cycles of each anti—PD-(L)1
treatment and platinum-based
chemotherapy for stage |V disease
(no more than 1 prior line of therapy
If administered concurrently and no
more than 2 prior lines of therapy if
administered sequentially)

«ECOG PS of O or 1
» Life expectancy 23 mo

» Adequate organ function

* Provision of an archival tumor
sample or newly obtained biopsy
of a tumor lesion not previously
Irradiated

AJCC, American Joint Committee on Cancer; CNS, central nervous system.

Exclusion criteria

* Diagnosis of small-cell lung cancer or
presence of small-cell elements

» Received radiotherapy >30 Gy to the
lung <6 mo before study treatment

» Received radiotherapy <2 wk before first
dose of study treatment or has radiation-
related toxicities requiring corticosteroids

» Uncontrolled or significant
cardiovascular disorder

* Clinically severe pulmonary compromise
resulting from intercurrent pulmonary
ilInesses?

* Recelived prior treatment with a
CDHG6-targeted agent and/or orlotamab,
enoblituzumab, or another B7H3-
targeted agent, or an ADC that is
an exatecan derivative of a
topoisomerase | inhibitor

* Immunodeficiency or receipt of chronic
systemic steroid therapy or other
Immunosuppressive therapy <7 d before
first dose of study treatment

 Additional malignancy that is progressing
or required active treatment within the
last 3 y

* Known untreated CNS metastases and/
or carcinomatous meningitis; participants
with treated brain metastases may
participate if they are radiologically stable
for at least 4 wk before randomization
and do not require glucocorticoids for at
least 14 d before randomization

* History of noninfectious pneumonitis/
ILD that required steroids, current
pneumonitis/ILD, or suspected
pneumonitis/ILD that cannot be ruled
out by imaging

* Active autoimmune disease requiring
systemic treatment within the last 2 y

alncludes any underlying pulmonary disorder, any autoimmune, connective tissue, or inflammatory disorders with pulmonary involvement, or prior pneumonectomy.

Assessments

e Tumor imaging is performed at baseline (within 28 days before randomization),
every 6 weeks from randomization until week 24, then every 9 weeks until
week 51, and every 12 weeks thereafter until PD (identified by the investigator
and verified by BICR), pregnancy, withdrawal of consent, or death

* AEs and serious AEs are monitored from randomization until 40 days after the
last dose of study treatment or before initiation of new anticancer therapy

* AEs are graded per National Cancer Institute Common Terminology Criteria for

Adverse Events version 5.0
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 Efficacy will be assessed in all randomized participants

o Safety will be assessed in all randomized participants who receive 21 dose of
study treatment

* For ORR, defined as the proportion of participants who have OR, point estimates
and 95% Cls will be provided using the Clopper-Pearson exact binomial method

— Because of the sample size, analyses will be pooled across strata

— Treatment group differences and 95% Cls will be estimated using the

unstratified Miettinen and Nurminen method

Current status

* Enrollment began on May 12, 2025, for cohort H and May 15, 2025, for cohort |
and is ongoing globally

Cohort H
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