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1 INTRODUCTION

The primary analysis for this trial was conducted based on a data cut-off date of 28 March
2022. As the pnmary objective was met, the decision was made to close the trial For

subjects remaining on study, a last visit contact will occur and subjects who are still recerving
treatment will revert to physician care. When applicable, the Sponsor will assist with post-
trial access to tucatimb and trastuzumab. The protocol version Amendment 12.0 provided
“End of Study” rationale and procedure, and this SAP addendum 1s to provide gmdelines for
“End of Study” analyses.

All planned analyses specified in this document will be performed. Any changes will erther
be reflected 1n amendments to this plan or specifically documented in the final climical study
report. Any changes to this plan, in the form of “post hoc™ or “data driven™ analyses will be
1dentified as such in the final climeal study report.

2 STUDY ENDPOINTS
The following endpoints will be analyzed for the final study report.

Efficacy

s Duration of Response (DOR) per BICR, mn Cohorts A+B, and Cohort C post-
CTOSSOVET.

« DOR per Investigator, in Cohorts A+B, and Cohort C post-crossover.
s PFS per BICR, in Cohorts A+B.

s PFS per Investigator, in Cohorts A+B.

« OS, in Cohorts A+B, and Cohort C.

« Frequency and severity, according to Common Terminology Criteria for Adverse
Events (CTCAE) version 4.03 criteria or higher, of all treatment-emergent adverse
events (TEAESs) and treatment-related TEAEs, in Cohorts A+B, and Cohort C post-
CTOSSOVET

s Frequency of serious adverse events (SAEs) and deaths due to adverse events (AEs),
in Cohorts A+B, and Cohort C post-crossover

« Frequency of treatment modifications and permanent treatment discontinuations due
to AEs, m Cohorts A+B, and Cohort C post-crossover

« Frequency and severity of laboratory abnormalities, mn Cohorts A+B, and Cohort C
post-crossover

« Vital signs and other relevant safety vanables, in Cohorts A+B, and Cohort C post-
crossover
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3 GENERAL STATISTICAL CONSIDERATIONS

The general statistical considerations (for mnstance, analysis sets, defimtion of endpoint and
subgroup, censoring rules, handling of missing data, data conventions and definitions) should
follow the study SAP and sSAP unless otherwise specified in this document.

3.1 Analysis Sets
The analysis sets follow the study SAP unless otherwise specified in this document.

3.2 Timing of Analyses
The “End of Study™ analyses will be conducted after the final database lock of this study.

4 STATISTICAL METHODOLOGY
4.1 Trial Details

4.1.1 Subject Disposition

Patient enrollment and disposition will be summarnzed by cohort and total. The table will
present the number and percentage of patients who were enrolled or randomized 1 each
cohort, received study drug, and participated mn long-term follow-up. The number and
percentage of patients who discontinued treatment will be summanized by the reason for
treatment discontinuation. The number and percentage of patients who discontinued the study
will be summarnized by the pnnmary reason for study discontinmation. The summary of
disposition will be conducted for ITT analysis set.

4.1.2 Protocol Deviations

Important protocol deviations are a subset of protocol deviations that may represent a
divergence from the protocol that could have a sigmificant effect on the integnity of the study
data, or on the subject’s rights, safety, or welfare. Important protocol deviations also include
exemptions to the study inclusion/exclusion criteria and will be summarized by category. A
list of subjects with important protocol deviations will be presented.

4.1.3 Concomitant Therapy

Concomuitant medications will be summarized by the WHO Drug ATC class and preferred
name. The number and percentage of subjects who take concomutant medications will be
tabulated. Multiple occurrences of the same medication within a subject will be summanzed
only once. Concomitant medications will be listed by subject. Concomitant medications will
be coded using World Health Orgamization (WHO) Drug Dictionary (version: WHODrug
Global 2023Mar B3 or lugher).

4.1.4 Extent of Exposure

All the analyses for treatment exposure specified in the SAP will be conducted for Cohorts
A+B and Cohort C post-crossover.
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4.1.5 Subsequent Anti-Cancer Treatment

The number and percentage of subjects who receive subsequent anticancer therapies will be
summanzed for the FAS.

4.2 Analysis of Efficacy

PFS by mvestigator and by BICR. will be summarized per study SAP for Cohorts A+B. DoR
by investigator and by BICR will be summarnized per study SAP for Cohorts A+B and Cohort
C post-crossover. OS will be summarized for Cohorts A+B and Cohort C per study SAP.

4.3 Analysis of Safety

The safety analyses at the end of study will be the same as for the primary CSR, except for
the following changes:

1. Adverse events will be coded using Medical Dictionary for Regulatory Activities
(MedDRA, Version 26.0 or higher).

2. The preferred term " Suspected drug-induced liver injury” will be added to the
hepatotoxicity SSQ list used in the primary CSR. This preferred term was newly
added m MedDRA 26.

3. Summary tables, figures and listings will not be updated for Cohort C pre-crossover
because all patients in Cohort C either crossed over or had EOS by the primary
database lock.

4.4 Changes in the Planned Analysis
There following analyses were not specified in the protocol for this trial

Summary of duration of response (DoR) per BICR and per INV for Cohort C post-crossover.

Summary of additional nisk categonies hepatotoxicity (SMQ), hepatotoxicity (SMQ), Diarthea
(PT), serum creatimine by lab. blood urea mitrogen by lab, infiision related reactions/Infusion related
hypersensitivity reactions
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