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Areas of Interest for Sacituzumab Tirumotecan (sac-TMT/MK-2870)

We are currently accepting proposals for the sac-TMT Investigator-Initiated Studies Program (IISP).
This is a highly competitive review process; decisions are based on scientific/clinical merit, strategic
fit, and feasibility.

The following guidelines is provided to ensure a successful proposal:

Please consult your local Research Medical Scientific Director (RMSD, US) or MSD country
representative for proposal-specific guidance before submission to confirm alignment with ISP
scope and interests.

Carefully review the Aols. Proposals that do not address at least one Aol may be rejected without
further review. In rare cases, proposals outside the Aols may be considered if they present
compelling, innovative biology. If you believe this applies, please consult your RMSD or
appropriate MSD country representative for programmatic assessment.

Please review www.clinicaltrials.gov to ensure your study is not already approved or ongoing and
consult your RMSD or MSD country representative regarding studies in development. Proposals
duplicating or competing with sac-TMT registration trials will not be supported.

Letters of Support are required for use of third-party funding or agent unless the agent is
approved by health authorities or obtained as standard of care.

Less experienced investigators are encouraged to work with a mentor prior to ISP submission. If a
mentor is involved, please provide their CV and a detailed letter outlining the mentoring plan.

Safety-only primary endpoint proposals are out of scope.
Only MSD investigational agents specified in these Aols are available for IS use.

The Program requests that investigators specify how they will support diversity in enroliment,
including but not restricted to traditionally underrepresented minorities/ethnic groups.

General Considerations:

Submissions employing longitudinal patient sampling, including trials conducted in the
neoadjuvant setting, are strongly encouraged.

Patient selection or clinical decision making using experimental biomarker assays or technology
that are not regulatory agency-approved will require additional discussion.

Submissions focused on the following areas are discouraged:
o Pipeline compounds not approved for ISP

o Technology development, implementation, or validation

o Therapeutic agents for combination studies that:
= Have shown no monotherapy activity in phase | or Il studies

= Do not have a phase Il recommended dose or an established safety profile
= Are repurposed agents from non-oncology therapeutic areas

o Phase | studies

o Tumor Vaccines

o CART-T or other cellular therapies
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o Pediatric studies
o Studies aimed at studying or modulating the microbiome
o Biomarker identification or validation

All studies with translational primary or co-primary endpoints must:
Use patient samples treated with programmatic MSD agents and/or approved or standard-of-care

agents per the Aols.

Have primary translational or co-primary translational/clinical endpoints

Be innovative, focused, and hypothesis-driven, with mature hypotheses supported by existing

data (e.g., preclinical or epidemiologic).
Be adequately powered for evaluation of the primary hypothesis
Data share per the guidance provided: Translational Data Tiers

o Note: Prior to submission, please ensure your institutional or local policies allow data sharing as

per the Data Tiers linked above for any study with primary/co-primary translational endpoints.

MISP Clinical Areas of Interest by Tumor Type
Bladder

« Studies of combination therapy with pembrolizumab in earlier stage muscle-invasive
urothelial carcinoma (MIUC)

« Studies of monotherapy or combination therapy with pembrolizumab in metastatic
urothelial carcinoma (UC) after pembrolizumab + enfortumab vedotin (EV)

Breast
« Studies of monotherapy or combination therapy with pembrolizumab in early disease

« Studies of monotherapy in metastatic breast cancer with approved biomarker-selected
populations, i.e., BCRA, etc., in all breast cancer subtypes

Gynecological
« Studies of combination with pembrolizumab and/or bevacizumab in early settings where
there is a rationale for IO + chemo (for example, HRD-negative ovarian cancer)

« Studies of monotherapy in rare tumors in need of more effective cancer therapies

Innovative Strategies

« Studies of monotherapy in extrapulmonary high-grade and/or poorly differentiated
neuroendocrine tumors, with evidence/rationale/supportive data to show topoisomerase
inhibitor efficacy in selected tumor types known to express TROP2

Prostate

« Studies of monotherapy or combination therapy with ARPI in metastatic hormone
sensitive prostate cancer (mHSPC), non-metastatic HSPC with high-risk biochemical
recurrence, or non-metastatic HSPC with high-risk or very-high-risk localized disease

o Note: concurrent ADT is allowed
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Thoracic
« Studies of combination therapy with osimertinib for the treatment of EGFRm in early-
stage NSCLC

« Sac-TMT in combination with pembrolizumab for the treatment of early-stage NSCLC

« Studies of monotherapy addressing sequential ADC treatment in EGFRm, other oncogene
addicted NSCLC, or WT-NSCLC (treatments with different payloads)

MISP Translational Areas of Interest
It is strongly encouraged to collect and analyze samples at confirmed radiological/clinical
progression or at the end of treatment.

Antibody Drug Conjugates:
« Studies of mechanisms of response and/or resistance to approved, standard-of-care
antibody-drug conjugates (ADCs).
o Note: On a per project basis, these should be focused on a single tumor type rather than
multiple ones.

Sac-TMT (aligned with tumor types listed above or use of previously approved MISP study

samples):

Clinical Translational

« Studies of mechanisms of response and/or resistance to sac-TMT either alone or in
combination with pembrolizumab. Studies should focus on sac-TMT effects and should be in
tissue samples only.

« Studies of mechanisms to overcome resistance to sac-TMT either alone or in combination
with pembrolizumab. Studies should focus on sac-TMT effects and should be in tissue
samples only.

« Studies to determine effects of sac-TMT alone or in combination with pembrolizumab on
the tumor microenvironment

Preclinical
« Invitro treatment studies with sac-TMT to study biomarkers and mechanisms associated
with response and/or resistance

« Studies utilizing established preclinical mouse/patient-derived xenograft (PDX) models to
gain insights into possible mechanisms of response and/or resistance to sac-TMT

« Studies utilizing preclinical mouse/patient-derived xenograft (PDX) models, to identify
combination partners to overcome the resistance to sac-TMT

Note: Low/No interest in efficacy studies

ctDNA-Specific AQOIs

« Studies of retrospective or temporal analyses of ctDNA for monitoring of minimal residual
disease burden in the neoadjuvant or adjuvant setting, e.g. to monitor response or as an
early predictor of recurrence
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« Studies utilizing ctDNA as a tool to investigate tumor genetics, biology, or evolution,
including potential for assessment of methylation or other epigenetic features to predict
tumor gene expression and/or signals of ADC response/resistance

« Studies utilizing ctDNA to predict or confirm surgical outcomes

« Studies utilizing ctDNA to support clinical data to guide initiation or adjust treatment in
alignment with one of the clinical AQOIs listed above

Note: Samples should be from patients who will/have receive/d treatment with one of our
company’s drugs included in the Oncology IS program. Samples can be collected from new or
prior 1IS clinical trials or from SOC trials. Samples collected from any Company sponsored
trials will not be accepted. All ctDNA analysis should be conducted with a validated,
commercial ctDNA assay vendor (can also be research-use only (RUO). ctDNA can be used to
detect mutations or other relevant biomarker (e.g. gene amplification, MRD) for study
inclusion decisions; in these cases, the ctDNA assay must be a commercial validated assay for
the biomarker(s) of interest performed in a CLIA/CAP environment or equivalent. ctDNA may
be used to complement clinical data for on-treatment decisions if the proposal documents an
assessment of patient risk and a rationale for how ctDNA findings will be weighted in
decision-making; for on-treatment decisions, studies should use commercial, validated ctDNA
assays run in CLIA/CAP (or equivalent) facilities. Use of ctDNA for clinical decision making
must have a regulatory path forward and the investigator assumes responsibility for fulfilling
local regulatory requirements.
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