BREO045 Exclusion Criteria

Key Exclusion Criteria:

1.

2.

10.

Ineligible for all options in the investigator’s choice chemotherapy arm.
Uncontrolled intercurrent illness

Clinically uncontrolled pleural effusion, ascites or pericardial effusion requiring drainage,
peritoneal shunt or cell-free concentrated ascites reinfusion therapy within 2 weeks prior
to the randomization.

Uncontrolled or significant cardiovascular disease includes any of the following

Has as a history of (non-infectious) ILD/pneumonitis that required steroids, has current
ILD/pneumonitis, or where suspected ILD/pneumonitis cannot be ruled out by imaging at
screening.

Subjects with prior use of immunosuppressive medication within 14 days prior to first
study dose, except for intranasal and inhaled corticosteroids or systemic corticosteroids at
doses less than 10 mg/day of prednisone or equivalent.

Lung-specific intercurrent clinically significant illnesses
Uncontrolled infection requiring IV antibiotics, antivirals, or antifungals

Has spinal cord compression or clinically active central nervous system metastases,
defined as untreated and symptomatic, or requiring therapy with corticosteroids or
anticonvulsants to control associated symptoms.

Has unresolved toxicities from previous anticancer therapy, defined as toxicities (other
than alopecia) not yet resolved to Grade < 1 or baseline.

Note: Subjects may be enrolled with chronic, stable Grade 2 toxicities (defined as no
worsening to >Grade 2 for at least 3 months prior to randomization and managed with
standard of care treatment) that the investigator deems related to previous anticancer
therapy, such as:

e Chemotherapy-induced neuropathy
e Fatigue

e Residual toxicities from prior immune-oncology treatment: Grade 1 or Grade 2
endocrinopathies which may include:

v Hypothyroidism/hyperthyroidism

v' Type 1 diabetes



11.

12.

13.

14.
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v Hyperglycemia

v Adrenal insufficiency

v Adrenalitis

v" Skin hypopigmentation (vitiligo)
Previous treatment with anti-HER2 therapy.

Prior treatment with antibody-drug conjugate that comprised an exatecan derivative that
is a topoisomerase | inhibitor.

Prior randomization or treatment in a previous DB-1303 study regardless of treatment
assignment.

Participation in another clinical study with a study treatment administered in the last 30
days or if the washout period is less than five half-lives prior to first dose of study
treatment or concurrent enroliment in another clinical study, unless it is an observational
(non-interventional) clinical study or during the follow up period of an interventional
study. Of note, tissue screening for this study while a subject is on treatment in another
clinical study is acceptable.



