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LIST OF ABBREVIATIONS

Abbreviation or

Specialized Term | Definition

AF Adverse event

AFSIs Adverse event of special interest

ATC Anatomical Therapeutic Chemical

BICE Blinded independent central review

BMI Body mass index

BOR Best overall response

BSR Baseline scaled ratio

CI Confidence interval

COVID-19 Coronavirus disease 2019

CPs Clinical Pharmacology Scientist

CRF Case Report Form

CRE Complete Response Rate

CSP Clinical Study Protocol

CSR Clinical Study Report

CTCAE Common Terminology Criteria for AFs

cv Coefficient of variation

DCO Data cut-off

DLT Dose-limiting toxicity

DoCR Duration of Complete Response

DoR Duration of Response

ECG Electrocardiogram

ECHO Echocardiogram

ECOG Eastern Cooperative Oncology Group

FAS Full analysis set

ICF Informed consent form

imAE Immune-mediated adverse event

P Investigational Product

IPD Important Protocol Deviation

ITT Intention-To-Treat

LL.OQ Lower limit of quantification

LEV Lower reference value

LVEF Left ventricular ejection fraction
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MedDEA Medical Dictionary for Regulatory Activities

MR Minor response

MRI Magnetic resonance imaging

MTD Maxinmum Tolerated Dose

mTPI Modified toxicity probability interval

MUGA Multiple-gated acquisition scan

OAE Other significant adverse events

ORE Objective Response Rate

05 Overall Survival

PAVA Pool adjacent violators algorithm

ED Progressive Disease

PFS Progression-free Survival

FK Pharmacokinetics

PT Preferred Term

QTcF Corrected QT interval, using Fridericia’s formula

RPID Recommended phase 2 dose

RECIL Response-evalnation Criteria in Lymphoma

SAE Sericus adverse event

SAP Statistical Analysis Plan

sD Stable disease

sS0C System Organ Class

Std Dev Standard deviation

TEAEs Treatment emergent adverse events

™ Target value

WHO World Health Organization
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CATEGORY . In line with .
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N/A 02 Jul 2024 New approved version 2.0 Yes N/A

Presentation 25 Sep 2024 Updated tumor assessment visit window Yes Correction

N/A 25 Sep 2024 New approved version 3.0 Yes N/A
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1 INTRODUCTION

The purpose of this document is to give details for the statistical analysis of study
D9571C00001. The Statistical Analysis Plan (SAP) should not be read in 1solation but in
conjunction with the Climcal Study Protocol (CSP) version 5 (dated 07 May 2024) for details
of study conduct.

If there 15 a discontinuation of the study, with no subjects starting a cohort or a part of the
study, then the summary or analysis specified in this SAP for that cohort or part of the study
will not be presented. The final data cutoff for the end of study and final analysis will take
place when the last subject completes the last study visit. Following the end of study, subjects
may transition to the post-trial access program to order to provide continued access to
sabestomig (AZD7789).

2 CHANGES TO PROTOCOL PLANNED ANALYSES
Not applicable.

3 DATA ANALYSIS CONSIDERATIONS

3.1 Timing of Analyses

There are multiple planned data cut-offs (DCOs) for this study, consisting of interim
analyses, a primary analysis, and a final analysis. The timing of the interim analyses may be
combined where appropnate.

Refer to Section 5 for further details of the planned interim analyses.

The data cut-off for the final analysis will be taken once the last participant has transitioned
to the post-trial access program.

Analysis milestone Timing
Interim Safety Analysis (Cohort Bl & After appmnmateljr.participants have
Cohort B2) received the first dose at

prior to data-cut off. For Cohort B1,
participants treated at the RP2D m Part A
will be included as part of the i

participants.

Efficacy Interim Analysis (Cohort B1) After appmnmateljr. participants i each
respective cohort are included in the
mterim response-evaluable population.
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Subsequent interim analyses may be
performed after every .additinnal
participants for Cohort B1 get included in
the response-evaluable population.

Efficacy Interim Analysis (Cohort B2) After approxumately .participants are
mcluded in the interim response-evaluable
population. Subsequent interim analyses
may be performed after every Iadditianal
participants for Cohort B2 get included in

the response-evaluable population.
Primary Analysis At =fte: the final enrolled
participant received first dose of
sabestomig.
Final Analysis May be performed [N after the last

participant begins treatment or when
Astrazeneca stops the study, whichever
occurs first.

3.2 Analysis Populations

All participants who receive any amount of study intervention will be mcluded in the Safety
analysis set. For the safety and PK analyses, participants will be classified according to dose
level they actually received. For all efficacy analyses, and for baseline and demography,
participants will be classified according to the dose they were assigned to (1e, the planned
dose level).

The analysis sets will be summarized and any exclusions from analysis sets will be presented
in data listings that will include:

e participants excluded from the analysis set and

e data excluded from any analysis (e g.: data censored at time of mtra-participant dose
escalation).

CONFIDENTIAL AND PROPRIETARY 0 of 60



STATISTICAL ANALYSIS PLAN AstraZeneca
—ed 30 25-Sep-2024
The following populations are defined:
Table 1 Populations for Analvses
Population/Analysis | Description Endpoint/Output
set
Enrolled All participants who sign the Informed Disposition
Consent Form (ICF), or whose legally
authorized representative? sign the
Informed Consent Form.
Full/Safety All participants who receive any amount of | Exposure
study intervention. Safety
Baseline and demography
PE concentrations and parameters
Listings
PFsS
05
ITT Parficipants assigned to study intervention. | Sensitivity analyses
Interim safety All participants who received the first dose | Safety at interim
at least to data cut-off.
DLT-evaluable Participants enrolled in the dose escalation | DLT
phase who have received sabestomig and
completed the DLT evaluation period
(defined as 28 days after the start of study
intervention) or who experienced any DLT.
Response-evaluable | ajj dosed participants who had measurable | ORR
disease at baseline. CFR
BOR
Duration of response
Duration of complete response
Interim response- All dosed participants who had measurable | Efficacy at inferim
evaluable disease at baseline and received first dose
at_ prior to data cut-off
All participants who received at least PK concentrations
PK 1 dose of study intervention with at least
1 reportable concentration PK parameters
All participants who received at least
- 1 dose of study intervention with at least - .
Pharmacodynamics ] ble ol cod - Pharmacodynamic endpoints
measurement.
All participants who received at least
Immmunogenicity 1 dose of study intervenfion with at least Immunogenicity endpoints
1 reportable immunogenicity measurement.
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Population/Analysis | Description Endpoint/Output
set

BOR: best overall response; CRE- Complete Response Rate; DLT: dose-limiting toxicity; DoR:- Duration
of Response; DoCR- Duration of Complete Response; ITT: Intention to Treat; ORR- Objective Response
Rate; O5: Overall Survival; PF5: Progression-free Survival; PK- pharmacokinefic(s).
*Legally authorized representative will be required to sign a statement of informed consent and informed assent
from the participant (as appropriate) that meets the requirements of 21 CFR 50, local regulations, ICH guidelines
Health Insurance Portability and Accountability Act requirements, where applicable, and the IRB/TEC or study
center.
Assigned to study intervention will not include participants determined to be a screen failure.
Individual PE concentration and parameter data for any participants not included in the PK analysis set or
excluded from the descriptive summary tables, fipures, and/or inferential statistical analyses — eg, due to
important protocoel deviations that mught affect PK — will be included in the listings and flagged with an
appropriate footnote.
DoR 1s reported for the subset of participants with objective response.
DoCR 15 reported for the subset of participants with complete response.

Data summaries may be presented on more than one analysis population, as appropriate.

3.3 General Considerations

Unless stated otherwise, data will be presented by dose level in Part A and by cohort in Part B.
For Cohort B1, participants treated at the recommended phase 2 dose (RP2D) in Part A wall
be mcluded.

3.3.1 General Study Level Definitions
The general principles described below are followed throughout the study:

e Continuous endpoints will be summarized by the number of observations, mean,
standard dewviation (Std Dev), median, upper and lower quartiles (as applicable),
mimmum, and maximum. For data that requires log-transformation, it i1s more
appropriate to present geometric mean, coefficient of vanation (CV), median,
mimmum and maximum_ Categorical endpoints are summarized by frequency counts
and percentages for each category.

e If data are available for less than 3 participants, where presented, only munimum,
maximum and number of observations will be presented.

e In general, summaries will be presented by study part and by dose level or cohort.
Dose level groups with only single participant will only be listed.

e Unless otherwise stated, percentages will be calculated out of the analysis set total
(excluding efficacy and exposure) and by dose level or cohort as appropnate.
Percentages will not be presented for zero counts.
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For continnous data, descriptive summary statistics (mean, median, standard
deviation, standard error, confidence intervals) will be rounded to 1 additional
decimal place compared to the reported data. Minimum and maximum are displayed
with the same accuracy as the reported data.

For categorical data, percentages are rounded to 1 decimal place.

Time to event variables will be presented using the Kaplan-Meier (KM) methodology
where appropnate, including median time calculated from the KM curves.

For summaries at the participant level, all values will be included, regardless of
whether they appear in a corresponding visit-based summary.

SAS® version 9.4 (as a mummum) will be used for all analyses. The pharmacokmetic
(PK) parameters of the serum concentration data for sabestomig will be derived using
non-compartmental methods m Phoenix® WmnNonlin® Version 8.3 or higher
(Certara).

Baseline 1s the last non-missing value obtained prior to the first dose/adnmimstration
of any study treatment and any information taken after first dose/adnunistration of
study treatment 1s regarded as post-baseline mformation. If two visits are equally
eligible to assess participant status at baseline (eg, screening and baseline assessments
both on the same date prior to first dose/admimistration with no washout or other
mntervention n the screeming period), the average 1s taken as the baseline value. For
non-numeric laboratory tests (1e, some of the urnnalysis parameters) where taking an
average 15 not possible then the best value 1s taken as baseline as this 1s the most
conservative. In the scenanio where there are two assessments on Day 1 prior to first
dose, one with time recorded and the other without time recorded, the one with time
recorded 1s selected as baseline. Where safety data are summanzed over time, study
day 1s calculated in relation to date of first treatment. For assessments on the day of
first dose where time 1s not captured, a nominal pre-dose mdicator, if available, serves
as sufficient evidence that the assessment occurred prior to first dose. Assessments
on the day of the first dose where neither time nor a nomunal pre-dose indicator are
captured 1s considered prior to the first dose if such procedures are required by the
protocol to be conducted before the first dose. If no value exists before the first
dose/administration, then the baseline value 1s treated as mssing.

In all summaries, change from baseline endpoints will be calculated as the
post-treatment value munus the walue at baseline. The percentage change from
baseline will be calculated as (post-baseline value - baseline value) / baseline value x
100. For any endpoimnt subjected to log transformation, the change from baseline
calculated and summanized on the log scale will be back-transformed and presented
as a ‘baseline scaled ratio’ (BSR). Percentage change will be then calculated as (BSR
- 1) x 100.

Unless stated otherwise, two-sided confidence intervals are produced at 95%.
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e For the purposes of summanzing safety data assessed at visits, i addition to baseline
data, only on treatment data will be mncluded in the summary tables. On treatment
data will be defined as data after the first dose of IP and with assessment date up to
and mcluding the date of last IP + 90 days, and prior to the start of any subsequent
cancer therapy.

e For efficacy assessments, figures may only be produced for dose levels or cohorts
with more than 10 participants.

3.3.2 Visit Window

For safety and tumor assessments, visit windows are defined for any presentations that
summarise values by visit. The following conventions apply:

For tumor assessmenis:

The protocol assigned windows for tumor assessments will be used to assign the result to
a particular visit.

For safety assessments:

Visit windows will be exhaustive so that data recorded at any timepomt has the potential
to be summarized. Inclusion within the visit window will be based on the actual date and
not the intended date of the visit.

All unscheduled wvisit data have the potential to be included in the summanes.

The window for the visits following baseline will be constructed in such a way that the
upper limit of the interval falls half way between the two visits (the lower limit of the
first post-baseline wisit 1s Day 2). If an even number of days exists between two
consecufive visits then the upper limt is taken as the nudpoint value nunus 1 day.

If treatment cycle delays are experienced, the planned dosing visit windows will be
modified during the programming to anchor to the actual visit date where intervention
was admimstered on to adjust for these treatment cycle delays. The same rules apply to
safety visits of other types (non-dosing visits) where the safety visit 1s moved due to a
treatment cycle delay.

Visit windowing will be done separately for each assessment based on the schedule of
events specific to that assessment. See Appendix B for details.

For summaries showing the maximum or munimum values, the maximum/mimmum
value recorded on treatment will be used (regardless of where 1t falls in an interval).
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e Listings should display all values contributing to a tiume pont for a participant.

e For visit based summaries, if there are more than one value per participant within a visit
window then the closest value to the scheduled visit date will be summanzed, or the
earlier, in the event the values are equdistant from the nominal visit date. If there 15 still
a tie, preference to the nomunal visit at which the results were reported at will be given.
The listings will highlight the value for the participant that contributed to the summary
table, wherever feasible. Note: in summaries of extreme values, all post baseline values
collected will be used including those collected at unscheduled wisits regardless of
whether or not the value 1s closest to the scheduled visit date.

e For summaries at a participant level, all values will be included, regardless of whether

they appear 1 a corresponding visit based summary, when deriving a participant level
statistic such as a maximum.

3.3.3 Handling of Unscheduled Visits
Refer to Section 3.3.2.

3.34 Multiplicity/Multiple Comparisons
Not applicable.

3.3.5 Handling of Protocol Deviations in Study Analysis

Important protocol deviations (IPDs) are those deviations from the protocol likely to have an
mmpact on the perceived efficacy and/or safety of study intervention.

IPDs may include, but are not limited to the following:

e Written informed consent not obtamned prior to mandatory study specific procedures,
sampling and analyses

e Participants who did not meet inclusion criteria or met exclusion criteria, and received
study intervention

¢ No baseline Lugano assessments on or before the date of first dose

e Participants who recerved prohibited concomitant medications during study period

e Participants who met study intervention discontinuation criteria but continued study
mtervention, and potentially had major impact to safety of participants according to
clinical judgement

Protocol deviations will be reviewed on a case-by-case basis by AstraZeneca to determune
their level of importance. Deviations considered to be important will be listed and discussed
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in the CSR as appropriate. All decisions on importance will be made ahead of database lock
and will be documented as part of the Data Review Meeting minutes prior to the primary
analysis being performed.

A detailed list of protocol deviations to be considered are defined in the study specific
Protocol Deviation Specifications.

None of the deviations will lead to participants being excluded from any analysis populations
described 1n the SAP, unless otherwise specified. If a deviation 1s serious enough to have a
potential impact on the primary analysis, sensitivity analyses may be performed. The need
for such a sensitivity analysis will be determuned following review of the protocol deviations
ahead of database lock and will be documented prior to the analysis being conducted.

A list of all protocol deviations will be reviewed and decisions regarding how to handle these
deviations m the analyses will be documented by the study team physician, clinical
pharmacology scientist and statistician prior to database lock.

3.3.6 Missing Dates

When partial dates exist in the data there are some general conventions to be applied when
the month or day are missing. These are described in the PHUSE gumdance on partial dates,
which are outhined below:

If the whole date 1s missing, it 15 more difficult to follow a general principle and these are
reviewed within the study and decided on how to be handled. General gmdance for
completely missing dates are provided below, but the puidance 15 assessed as necessary
within the study.

Generally, the imputation of dates 1s used to decide if an observation 1s treatment emergent
for adverse events (AEs) or concomitant medications. The imputed dates should not be used
to calculate durations, where the results would be less accurate.

The following are the puidelines used when partial dates are detected in the study:

e For nussing diagnostic dates (eg,: disease diagnosis), if day and/or month are missing use
01 and/or Jan. If year 1s missing, put the complete date to missing.

e For mussing AE and concomitant medication start dates, the following 1s applied:

a. Missing day - impute the 1st of the month unless month 1s the same as month of
the first dose of study drug then impute first dose date.

b. Missing day and month - impute 1st January unless year 1s the same as first dose
date then impute first dose date.
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c. Completely missing - impute first dose date unless the end date suggests 1t could
have started prior to this in which case impute the 1st January of the same year
as the end date.

d. Imputed start date should be no later than the end date.
e For mussing AE and concomitant medication end dates, the following 1s apphied:

a. Missing day - impute the last day of the month unless both the month and the
year are the same as the last dose date or the analysis data cut-off date then
impute the last dose date or the analysis data cut-off date.

b. Missing day and month - impute 31st December unless the year 1s the same
as the last dose date or the analysis data cut-off date then impute the last dose
date or the analysis data cut-off date.

c. Completely Missing — need to look at whether the AE/medication 1s still
ongoing before imputing a date and also when 1t started in relation to study
drug. If the ongoing flag 1s mssing then assume that AE 1s still present /
medication 1s still being taken (1e, do not impute a date). If the AE/medication
has stopped and start date 1s prior to first dose date then impute first dose date.
Or 1f 1t started on or after first dose date then impute to the last dose of study

drug date + 1.

e Flaps are retained in the database indicating where any programmatic imputation has been
applied, and in such cases for AEs and concomutant medications, any durations would
not be calculated.

e If a participant 1s known to have died where only a partial death date 1s available then the
date of death 1s imputed as the latest of the last date known to be alive +1 from the
database and the death date, using the available information provided and applymg the

following:
+ For Missing day only —using the 1* of the month.

+ For Missing day and Month — using the 1* of January.

3.3.7 Sample Size
Approximately 180 participants will be treated with sabestormg, with up to 52 participants
in Part A (Dose Escalation) and. participants in Part B (Dose Expansion).

Additional participants may be enrolled if additional dose levels, expansion cohorts,
treatment schedules are explored, or participants require replacement for any reason.

Further details are provided in section 9.2 of the protocol.
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3.3.7.1 Daose escalation: mTPI-2 (Part A)

The cohort size (3-12) i Part A 1s based on mTPI-2 dose escalation method and clinical
consideration. The modified toxicity probability interval-2 (mTPI-2) employs a simple
beta-bmomual Bayesian model (Guo et al, 2017

). The prior distribution for all dose levels 1s Beta(1,1). The posterior distribution for all dose
levels 1s Beta(1+ a, , 1+ b), where a, and b are the number of participants with and without
a dose limiting toxicity (DLT) at the current dose level, respectively. The posterior density
of the toxicity probability 1s divided into multiple imntervals with equal length. These mntervals
are categorized as underdosing (below), proper dosing (equivalent), and overdosing (above)
mn terms of toxicity. The underdosing interval corresponds to a dose escalation, overdosing
corresponds to a dose de-escalation, and proper dosing corresponds to staying at the current
dose. Given an interval and a probability distribution, the unit probability mass of that interval
15 defined as the probability of the mterval divided by the length of the interval The design
for the dose-escalation phase of the study uses a target (DLT) rate nf.% and an equivalence
mterval _ for dose-escalation/de-escalation decisions as well as maximum
tolerated dose (MTD) determination. A dose level is considered unsafe, with no additional
participants enrolled at that dose level, if it has an estimated 80% or more probability of
exceeding the target DLT rate of _ with at leasl
participants treated and evaluated at that dose level.

After the escalation phase 1s completed, DLT rates at each dose level are estimated by
1sotonic regression (Ji et al, 2010). The weighted least squares regression model conditional
on monotomic non-decreasing DLT rates with increasing dose and use the empirical
(observed) DLT rates at each dose level as responses and sample sizes at each dose level as
weights, along with the pool adjacent violators algonthm (PAVA) to estimate the DLT rate
at each dose level using available software (eg, Cytel EAST or the function pava() from the
R package ‘ISO”). Given the DLT estimates for each dose level, the MTD 1s selected from
all tried dose levels that have not been previously declared to be unsafe with a “de-escalate
to the previous lower dose and the current dose 1s never used agamn due to unacceptable
toxicity” (DU) decision according to the mTPI-2 decision table. With this constraint, the
MTD 1s determined as the dose level with the DLT estimate closest to the target toxicity level

c-f.%_

For specific dose escalation rules, refer to protocol Section 6.6.1.2.

3.3.7.2 Accelerated Titration Design (ATD)
For dose levels < 225 mg (Cohorts 1 to 4), dose escalation will follow an ATD and will be
single participant cohorts. Cohorts 5, 6, 7, and the optional last cohort, Cohort 8, will follow
an mTPI-2 and will consist of 3 to 12 participants. The enrolled participants must complete
the DLT evaluation period before a dose escalation decision 1s made by the SRC. At any
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ATD dose level, dose escalation will switch from ATD dose escalation to the mTPI-2 dose
escalation algorithm if the imitially enrolled participant has any of the following during the
DLT evaluation period:

s AnyDLT.
e Any > Grade 2 TEAE.

Once the mTPI-2 algorithm 1s triggered, all further dose escalation will follow mTPI-2
algorithm.

3.3.7.3 Part B Dose Expansion
In Part B apprm:imatel}r. participants (Cohort B1) aﬂd.participaﬂts (Cohort B2) with
measurable disease at baseline will be assessed for ORR and CRR respectively. Based on a
the sample sizes for each cohort have been primanly

chosen to
reference value (LRV) of g% and target value (TV) ofjgll% was used for the ORR in Cohort
B1. In Cohort B2, an LRV of[f§% and a TV of[fj% was used for the CRR.

Assuming a true ORR Gf.%, for cohort B1, the sample size of . gives a
?%_ Assuming a true CRR c-f.%, for cohort B2, the sample size c-f.g;ives a

rate 0.%.

For details, please refer to Sections 9.2 and 9.5 of the protocol.

4 STATISTICAL ANALYSIS

This section provides mmformation on definitions, derivation and analysis/data presentation
per domain.

4.1 Study Population

The domain study population covers participant disposition, analysis sets, protocol
deviations, demographics, baseline characteristics medical history, prior and concomitant
medication and study drug compliance.

4.1.1 Participant Disposition and Completion Status

41.1.1 Definitions and Derivations
Participants enrolled/screened 1s defined as agreement to participate in the climecal study
following completion of the informed consent process by the participant or their legally
authorized representative. Completion of study 1s defined in protocol Section 4.4
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41.1.2 Presentation
Participant disposition will be summarized and listed for all participants enrolled by dose
level/cohort as defined by the current relevant tables, figures, listings (TFL) standards. Screen
failures and reason for screen failures will be reported for the overall category only. The
number and percentage of participants for the following categories will be summarized if
applicable:

e Participants screened;

s Screen failures;

e Participants assigned to treatment;

e Participants assigned to treatment, but were not treated,
e Participants who started treatment;

e Participants ongoing treatment at data cut-off (DCO);

e Participants who withdrew;

e Participants who discontinued treatment;

e Participants ongoing study at DCO.

Disposition due to global/country situation may be summanzed The number and percentage
of participants for the following summaries will be presented:

e Participants who discontinued treatment due to global/country situation;

e Participants who withdrew from study due to global/country situation.

The study disruptions due to the global/country situation are also summarized as a separate
table.

4.1.2 Analysis Sets

4.1.2.1 Definitions and Derivations
For the definitions of each analysis set, refer to Section 3.2.

41.2.2 Presentation
The analysis sets will be summarized by dose level /cohort. Any exclusions from analysis
sets will be listed.
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4.1.3 Protocol Deviations

4.1.3.1 Definitions and Derivations
Protocol deviations are defined in Section 3.3.5.

413.2 Presentation
The incidence of IPDs will be summarized by deviation categornies for the full analysis set
(FAS). The number and percentage of participants in the following categonies will be
summarized:

e Number of participants with at least 1 IPD
e If applicable, number of participants with at least 1 global/country related IPD

e Ifapplicable, number of participants with at least 1 IPD, excluding global/country related
IPDs.

A listing will be provided with IPD details.

414 Demographics

414.1 Definitions and Derivations
Age will be grouped into the following categories:
e Ape group (standard): < 18, > 18 - < 65, and = 65 years.

e Apge group (disease setting): = 16 - <25, 225 -<50,250-<65,265-<75,and > 75
years.

Each race category counts participants who selected only that category.

4.14.2 Presentation
Demographics will be summanzed and listed based on the FAS by dose level/ cohort. The
following will be summarized: age, age group, sex, race, ethmcity, and country.
4.1.5 Baseline Characteristics

4.1.5.1 Definitions and Derivations
Body mass index (BMI) will be derived as:

BMI ( E) _ weight(kg)

mz) height(m)?

4.15.2 Presentation
Baseline charactenistics will be listed and summarized for the FAS by dose level/cohort. The
following will be summarized: height (cm), weight (kg) and BMI (kgfmzj_
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Participant characteristics may further be summarized separately for all participants in the
FAS who had confirmed or suspected COVID-19 infection. If less than 5 participants had
confirmed or suspected COVID-19 infection, this may be presented in a listing rather than
being summarized.

4.1.6 Disease Characteristics

4.1.6.1 Definitions and Derivations

Time from original diagnosis to first dose will be calculated as: (Date of first dose — date of
original diagnosis) +1 / (365.25/12).

4.1.6.2 Presentation
Disease characteristics at baseline will be summarized and listed for all participants in the
FAS by dose level/cohort as defined by the current relevant TFL standards.

Summaries will be produced that present:

e Eastern Cooperative Oncology Group (ECOG) performance status
e Hodgkins Lymphoma Subtype (lustology)

e Hodgkins Lymphoma Subtype

e Hodgkins Lymphoma status after the last line of therapy

e Disease stage (revised Ann Arbor classification)

e Ann Arbor classification subdivision

e Presence of bulky disease

e Presence of extra nodal disease

4.1.7 Medical History

41.7.1 Definitions and Derivations
Medical history will be coded using the latest version of the Medical Dictionary for
Regulatory Activities (MedDRA).

4.1.7.2 Presentation
Medical history and relevant surgery will be listed and summarized for the FAS set by dose
level/cohort as defined by the current TFL standards.

Summaries of the number and percentage of participants who have had prior disease-related
treatments, including autologous HSCT will be presented.

CONFIDENTIAL AND PROPRIETARY 21 of 69



STATISTICAL ANATLYSIS PLAN AstraZeneca
—ed 30 25-5ep-2024

The number and percentage of participants who have had prior anti-cancer therapy for cHL
will be summarized by Anatomical Therapeutic Chenucal (ATC) classification and generic
drug name, coded by World Health Orgamzation (WHO) — Drug dictionary (WHODrug
Global B3 Sep 2021 or later).

Summaries for the number and percentage of participants who had a certain number of lines
of therapies and the best response on most recent line of therapy will be produced.

Summaries on participants’ medical history (prior and ongoing) by System Organ Class
(SOC) and Preferred Term (PT) will be produced.

4.1.8 Prior and Concomitant Medications/Procedures

418.1 Definitions and Derivations
For the purpose of inclusion i prior and/or concomutant medication, procedures or therapy
summaries, mcomplete medication or radiotherapy start and stop dates are imputed as
detailed 1n Section 3.3.6.

Prior medications, concomitant and post-treatment medications or procedures are defined
based on imputed start and stop dates as follows:

*  Prior medications/procedures are those taken prior to study treatment with a stop date
prior to the first dose of study treatment.

*  Concomutant medications/procedures are those with a stop date or ongoing on or after
the first dose date of study treatment, and must have started prior to or during treatment so
there 1s at least one day in common with the study treatment.

*  Post-treatment medications/procedures are those with a start date after the last dose date
of study treatment plus 90 days.

4.1.8.2 Presentation
The number and percentage of participants who took prior and concomutant medications or
had concomutant procedures will be summanized by ATC classification codes and the generic
term coded by WHO Drug Global B3 Sep 2021 or later for the FAS by dose level/cohort.

All prior, concomitant and post study intervention medication data will be histed.
Missing coding terms will be listed and summanzed as “Not coded”.

In addition, post study drug - anfi-cancer therapies for cHL post study drugs — HSCT and
post study drugs — radiotherapies will be listed as well as summanzed (number and
percentage of subjects).
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4.2 Endpoint Analyses

This section covers details related to the endpoint analyses such as primary, secondary, other
endpoints mcluding sensitivity and supportive analyses.

Table 2 Endpoint Analyses

Population level

Statistical SHMIMATY Details in

category Endpoint Population {analysis) section

Part A Dose Escalation

Objective 1: To assess the safety and tolerability of sabestomig in participants with r/r cHL

Primary AFs imAFs SAFs, Safety analysis | Descriptive 452 (AEs)
AFs leading to set statistics on safety | 454 and4.55
discontinuation of endpoints (laboratory data)
sabestomig, 4.5.6 (vital
Laboratory data changes, signs)
vital signs changes and 457(ECG)
ECG changes

Primary Incidence of dose- Safety analysis | Dose-limifing 45101 DLT
limiting toxicities set toxicities

Part B Dose Expansion (all)

Objective 2: To assess the safety and tolerability of sabestomig in participants with r/r cHL

Primary AFs imAFs SAFs AFs | Safety analysis | Descriptive 452 (AEs)
leading to disconfinuation | set statistics on safefy 454and455
of sabestomig endpoints (laboratory data)
Laboratory data changes. 4.5.6 (vital
vital signs changes and signs)
ECG ch;mges 457 (—EC'G:I

Part B Dose Expansion (B1)

Objective 3: To assess the preliminary antitumor activity of sabestomig in participants with r/r cHL
{anti-PD-1/PD-L1 exposed)

Primary Objective Response Rate | Response OFR and 95% CI 422
[a] evaluable set
Part B Dose Expansion (B2)

Objective 4: To assess the preliminary antitumor activity of sabestomig in participants with r/r cHL
{anti-PD-1/PD-L1 naive)

Primary Complete Response Rate | Response CR rate and 95% CI | 423

[a] evaluable set
Part A Dose Escalation
Objective 5: To assess the preliminary antitumor activity of sabestomig in participants with r/r cHL

Secondary Complete Response Rate | Response CR rate and 95% CI | 423
[b] evaluable set
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Table 2 Endpoint Analyses
Population level
Statistical SHMIMATY Details in
category Endpoint Population {amnalysis) section
Secondary Objective Response Rate | Response OF.rate and 80% CI | 422
[b] evaluable set
Secondary Duration of Response [b] | Response Median DoR and 1ts | 424
evaluable set two-sided 95% CI
estimated using
Kaplan-Meier
method
Secondary Duration of Complete Response Median DoCR and | 425
Response [b] evaluable set its two-sided 95%
C1 estimated using
Kaplan-Meier
method
Secondary Progression Free Survival | Full analysis Median PFS andits | 426
at 12 and 24 months [b] set two-sided 95% CI
estimated using
Kaplan-Meier
method
Secondary Overall Survival at 12 Full analysis Median OS and its | 4.2.7
and 24 months set two-sided 95% CI
estimated using
Kaplan-Meier
method
Part B Dose Expansion
Objective 6: To further assess the preliminary antitnmor activity of sabestomig in participants with
r/r ¢cHL
Secondary Duration of Response [a] Response Median DoR. | 424
evaluable set and 1its fwo-
sided 95%
CI estimated
using
Kaplan-
Meier
method
Secondary Duration of Complete Response [a] Response Median 425
evaluable set DoCR and
its two-sided
95% CI
estimated
using
Kaplan-
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Table 2 Endpoint Analyses
Population level
Statistical SHMIMATY Details in
category Endpoint Population {analysis) section
Meier
method
Secondary Progression Free Survival at 12 and 24 Full analysis set | Median PFS | 42.6
months [a] and its two-
sided 95%
CI estimated
using
Kaplan-
Meier
method
Secondary Owverall Survival at 12 and 24 months Full analysis set | Median OS | 42.7
and 1ts fwo-
sided 95%
CI estimated
using
Kaplan-
Meier
method
Part A Dose Escalation and Part B Dose Expansion
Objective T:
* To assess the PK of sabestomig in participants with r/r ¢cHL
* To assess the immunogenicity of sabestomig in participants with r/r cHL
Secondary PE of sabestomig PE analysis set | Descriptive | 43
statistics on
PK
endpoints
Secondary Immumogenicity of sabestomig Immumogenicity | Descriptive | 4.4
analysis set statistics of
anfi-dmg
antibodies
[a] Based on Blinded Independent Ceniral Review (BICR) assessments based on Modified Ingano criteria
2014 (Chelson et al 2014).
[b] Based on investigator assessments (as entered in the database) based on Modified Lugano criteria 2014
(Chelson et al 2014) and RECIL criteria (Y ounes et al, 2017).
The images nf.participants treated with RP2D in part A will undergo a retrospective central review to be
combined with Part B BICE. assessments for efficacy analyses.
cHL.: classical Hodgkin Lymphoma; DoR.: Duration of Response; DoCE: Duration of Complete Response;
0S: Overall Survival; PFS: Progression-free Survival, PK- pharmacokinetic(s); RECIL: Response-
evaluation Criteria in Lymphoma; 1/r cHL.: relapsed/refractory cHL.
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Additionally, supportive secondary efficacy analyses for part B | as done for part A, including
objective and complete response rate, duration of response, and PFS at 12 and 24 months will
be based on Investigator assessments based on Lugano cntena for malignant lymphoma
(Chelson et al 2014) and RECIL criteria (Younes et al, 2017). All efficacy results will be
listed.

All efficacy analyses will be presented by dose level/cohort.

4.2.1 Primary Safety Endpoints: AEs, immune mediated AEs and serious
AFEs, laboratory evaluations, vital signs, ECG results Definition and
DLTs

Analysis methods for the primary safety endpoints are described in Section 4.5

4.2.2 Primary Endpoint: ORR

The primary efficacy endpoint for Part B Dose Expansion (B1) 1s ORR assessed by BICR
based on modified Lugano cniteria for lymphoma. ORR 1s a secondary endpoint for Part A
Dose Escalation assessed by Investigator based on modified Lugano critena and RECIL
criferia.

4.2.2.1 Definition and Derivations
Objective Response (OR) 1s defined as a Best Overall Response (BOR) of CR or PR that
occurs prior to the mitiation of subsequent anticancer treatment and prior to progression.
Objective Response Rate (ORR) 1s defined as the percentage of participants with objective
response.

Data obtamed from first dose until progression, or last evaluable assessment in the absence
of progression, will be mncluded m the assessment of ORR, regardless of whether the
participant withdraws from therapy. Participants who discontinue treatment without a
response, recerve subsequent anti-lymphoma therapy and then respond will not be mcluded
as responders in the ORR (1e, the visit contributing to a response must be prior to subsequent
therapy for the participant to be considered as a responder).

The ORR will be based on the BICR assessment, using modified Lugano crnitenia for
lymphoma including data of all scans for Part B, regardless of whether 1t was scheduled or
not.

ORR for Part A will be defined sinularly but taking Investigator responses and based on
modified Lugano criteria and RECIL criteria. Data will be recorded in the eCRF.
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Best overall response

Best Overall Response (BoR) will be determuned using disease assessments at different
evaluation time points from the date of the first dose of study treatment until documented
disease progression or start of any further anti-cancer therapy, whichever 1s earhier. Clinical
deterioration will not be considered as documented disease progression. Categories of BOR
will be based on modified Lugano criteria using the following response criteria: CR, PR,
stable disease [SD], progressive disease [PD], and not evaluable [NE], and RECIL cniteria
using the following criteria: CR, PR, minor response [MR], SD, PD, and NE.

BoR will be calculated based on Investigator assessed data for part A efficacy analysis based
on RECIL critenia, and based on BICR. assessed data for part B analysis. The images of the
.partiripaﬂts dosed at RP2D 1n part A will undergo a retrospective assessment by BICR
whose result will be combined with other BICR-based part B data for Part B analysis.

For participants without documented progression or subsequent therapy, all awvailable
response designations will contribute to the BOR determunation. For purpose of analysis, if
a participant receives one dose and discontinues the study without assessment or receives
subsequent therapy prior to assessment, this participant will be counted in the denominator

(as non-responder).

4222 Primary Analysis of Primary Endpoint: ORR
Summaries will be produced that present the number and percentage of participants with a
response (CR/PR) based upon the number of participants in the response-evaluable analysis
set. ORR will be presented with 95% CI based on exact binomual proportions.

BoR will be summarized by number of participants and percentage for each category (CR,
PR, MR [for RECIL cnitenna], SD, PD, and NE). No formal statistical analyses are planned
for BoR_

4223 Sensitivity Analysis of ORR Endpoint
As sensitivity analysis, 1f the number of participants in FAS 1s different from that in Response
Evaluable Set, a summary 0_ may be presented. -
will be used in this analysis. For the computation of ORR, participants with
will be included mn the FAS and will be considered non-responders.

4.2.2.4 Supportive Secondary Analysis of ORR Endpoint
A supportive secondary analysis of ORR for Part B will be presented using Investigator
assessments and based on modified Lugano criteria and RECIL. Data recorded mn eCRF will
be used for this analysis.
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4.2.2.5 Supportive Secondary Analysis: Change in Target Lesion Tumor Size

Change 1 target lesion fumor size will be presented as supportive secondary analysis for Part
A and Part B.

42251 Definition and Derivations: Change in Target Lesion Tumor Size

Target lesions are measurable tumor lesions. Baseline 1s defined to be the last evaluable
assessment prior to starting treatment.

Target lesion tumor size for lymph nodes and extra-lymphatic sites at any timepoint 1s defined
as the sum of the product of the perpendicular diameters for multiple lesions. When a lesion
1s too small to measure, 5 mm x 5 mm will be assigned as the product of the perpendicular
diameters.

The percentage change in target lesion size at each timepoint for which data are available
will be obtamned for each participant, taking the difference between the sum of the
perpendicular diameters (SPD) of target lesions at each timepoint and the sum of the product
of the perpendicular diameters of target lesions at baseline multiplied by 100 (1e, [timepoint
— baseline]/baseline x 100).

4.2.2.5.2 Analysis of Supportive Data: Change in Target Lesion Tumor Size

Only participants included m the response-evaluable analysis set will be included in
summaries of change 1 tumor size.

The target lesion tumor size (SPD of lymph node) and percentage change from baseline in
target lesion tumor size may be summarized using descriptive statistics and presented at each
Additionally, “spider’ plots of percentage change from baseline i target lesion size by
participants will be presented. A graphical summary of the best percentage change mn target
lesion tumor size will be presented 1n a vertical bar chart with each participant’s percentage
change from baseline to nadir displayed as a vertical bar, with colour coding that indicates
best response obtained (“waterfall” plot).

4.2.2.6 Subgroup Analyses
The following subgroup analysis may be performed for ORR. (primary efficacy vanable):
e Participants who are brenficimab naive versus participants who are brenfiximab

exposed. Exposure to brentuximab will be identified from the participant’s concomnutant
medications record.
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4.2.3 Primary Endpoint: Complete Response Rate (CRR)

The primary efficacy endpoint for Part B Dose Expansion (B2) 1s CRR assessed by BICR
based on modified Lugano criteria for lymphoma.

CRR 1s a secondary endpoint for Part A Dose Escalation assessed by Investigator based on
modified Lugano criteria and RECIL criteria

423.1 Definition and Derivations
CRR 1s defined as the percentage of participants with CR, with the denominator defined as
the number of participants in the response-evaluable analysis set.

Data obtained until progression, or last evaluable assessment i the absence of progression,
will be included in the assessment of CRR, regardless of whether the participant withdraws
from therapy. Participants who discontinue treatment without a response, receive subsequent
anti-lymphoma therapy and then respond will not be included as responders in the CRR.

The CRR will mnclude data of all scans, regardless of whether 1t was scheduled or not.

CRR as a secondary endpomnt for Part A will be defined sinularly but taking Investigator
responses and based on modified Lugano criteria and RECIL criteria. Data will be recorded
in the eCRF.

4.23.2 Primary Analysis of Primary Endpoint: CRR
CRR will be calculated and binomal exact two-sided CIs at 95% will be presented for
participants in the response-evaluable analysis set.

4233 Sensitivity Analysis of Primary Endpoint: CRR
As sensitivity analysis, 1f the number of participants in FAS 1s different from that in Response
Evaluable Set, a summary 0_ may be presented. -
will be used 1n this analysis. For the computation of CRR, participants with
will be included mn the FAS and will be considered non-responders.

4234 Supportive Analysis of CRR Endpoint
A supportive analysis of CRR for Part B will be performed using Investigator responses and
based on modified Lugano criteria and RECIL. Data will be recorded in eCRF.

4.2.3.5 Subgroup Analyses
The following subgroup analysis may be performed for CRR. (pnimary efficacy variable):

e Participants who are brenficimab naive versus participants who are brenfiximab
exposed.
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4.2.4 Secondary Endpoint: Duration of Response (DoR)

DoR 1s a secondary endpoint for Part A Dose Escalation and Part B Dose Expansion
Responses assessed by Investigator for Part A using modified Lugano and RECIL critenia
and by BICR for Part B using modified Lugano.

4.24.1 Definition
DoR 1s defined as the time from the date of first documented objective response (CR or PR)
until date of first documented disease progression or death (by any cause in the absence of
disease progression).

4.24.2 Derivations
DoR (months) = (date of progression free survival [PFS] event [progression/death] or
censoring — date of first objective response + 1) / (365.25/12).

The end of response should comcide with the date of progression or death from any cause
used for the PFS endpoint. The time of the initial response 1s defined as the latest of the dates
contributing towards the first visit response of CR or PR If a participant does not progress
following a response, then their DoR 1s censored on the PFS censoring date. Only participants
who have achieved objective response are evaluated for DoR_

4.2.4.3 Analysis of Secondary Endpoint: DoR

The analysis of DoR. will include all participants in the response-evaluable analysis set. Only
participants who aclhieved objective response (CR or PR) will be included in the summaries
of DoR. Kaplan-Meier plots of DoR with at least .respnnders per dose level may be
presented. The median DoR and 2 sided 95% CI will be estimated using the Kaplan-Meier
method. In addition, percentage of participants remaining in response at 3, 6, 12, 18 and 24
months after mitial response may also be presented. These time poimnts may be adjusted
according to actual data observed in the study without amendment to this SAP. Reasons for
censoring for DoR will also be summanzed.

Swimmer plots by participant (including non-responders) with symbols to display each
participant’s study status will be presented.

4.2.4.4 Supportive Analysis of DoR Endpoint
A supportive analyses of DoR for Part B will be presented using Investigator responses and
based on modified Lugano criteria and RECIL. Data will be recorded in eCRF.

4.2.5 Secondary Endpoint: Duration of Complete Response (DoCR)

DoCR 1s a secondary endpomt for Part A Dose Escalation and Part B Dose Expansion.
Responses assessed by Investigator for Part A usmng modified Lugano and RECIL cnitena;
and by BICR for part B using modified Lugano.
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4.25.1 Definition
DoCR 1s defined as the time from the date of first documented complete response (CR) until
date of first documented relapse/disease progression per Lugano and RECIL criteria as
assessed by Investigator (or by BICR for Part B) at local site or death (by any cause i the
absence of disease progression).

4.25.2 Derivations
DoCR. (months) = (date of progression free survival [PFS] event [progression/death] or
censoring — date of first complete response + 1) / (365.25/12).

The end of response should comcide with the date of progression or death from any cause
used for the PFS endpoint. The time of the initial response 1s defined as the latest of the dates
contributing towards the first visit response of CR. If a participant does not progress
followmng a response, then their DoCR is censored on the PFS censoring date. Only
participants who have achieved objective response are evaluated for DoCR.

4253 Analysis of Secondary Endpeint: DoCR
The analysis of DoCR will include all participants in the response-evaluable analysis set.
Only participants who achieved complete response will be included in the summarnies of
DoCE.

Kaplan-Meier plots of DoCR with at least.respnnders per dose level may be presented if
data permutted. The median DoCR and 2 sided 95% CI will be estimated and graphically
presented using the Kaplan-Meier method. In addition, percentage of participants remaining
in response at 3, 6, 12, 18 and 24 months after imitial response may also be presented. These
time pomfs may be adjusted according to actual data observed in the study without
amendment to this SAP. Reasons for censoring for DoCR will also be summanzed.

Swimmer plots by participant (including non-complete responders) may be created to
visualise when complete response begins and ends and when study mtervention 1s withdrawn.

4.2.5.4 Supportive Analysis of DoCR Endpoint

A supportive analyses of DoCR. for Part B will be presented usmng Investigator responses and
based on modified Lugano criteria and RECIL. Data will be recorded in eCRF.

4.2.6 Secondary Endpoint: Progression-free Survival (PFS)

PFS 1s a secondary efficacy endpoint for Part A Dose Escalation and Part B Dose Expansion.
Responses assessed by Investigator for Part A using modified Lugano and RECIL critena;
and assessed by BICR for part B, using modified Lugano.
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4.2.6.1 Definition
PFS 1s defined as the fime from first dose until the earlier of the date of first documented
disease progression, per Lugano classification (and per RECIL) as assessed by the
mvestigator for Part A (by BICR per Lugano classification for Part B), or death (by any cause
in the absence of disease progression or subsequent anficancer treatment or bone marrow

transplantation in response).

4.2.6.2 Derivations
PFS (months) = (date of PFS event [progression/death] or censoring — date of first dose + 1)
/(365.25/12).

Participants who have not progressed or died at the time of analysis, or have unknown status,
are censored at the time of the latest date of assessment from their last evaluable disease
assessment. However, if the participant progresses or dies immediately after two or more
consecutive mussed visits, the participant 1s censored at the time of the latest evaluable disease
assessment prior to the two missed visits. Note: a NE visit 1s not considered as a missed visit.

If the participant has no evaluable disease assessments post-baseline or does not have
baseline tumor assessment data they are censored at Day 1, unless they die within 57 weeks
(1e, 2 nmussed visit after Year 1 whereby disease assessments are every 6 months [2 x 26
weeks + 5 week for late visit = 57 weeks]) then the death qualifies as a PFS event. Participants
who are censored at Day 1 are included in the FAS and the analysis but they do not contribute
to any risk set. For participants who met one or more censonng conditions, PFS will be
censored according to the earliest censoring condition; for participants who met none of the
censoring conditions, PFS will be calculated by the earliest PFS event date.

A summary of censoring rules and the date of PD/death or censoring are given in Table 4
Note that censoring overnides event in certamn specified cases.
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Table 4 Summary of Censoring Rules for PFS
Situation Date of PI/Death or Censoring PFS Outcome
Documented Progressive Disease (PD) or death in | Date of earliest documentation of PD Event
the absence of progression or date of death
Either no assessment at baseline or no evaluable
assessments post-baseline AND death prior to
Date of death Event
Year 1 scheduled post-baseline disease Ve
assessment
Either no assessment at baseline or no evaluable
assessments post-baseline AND no death prior to
Date of first dose 1 Censored
Year 1 scheduled post-baseline disease (Day 1)
assessment
. ; Last evaluable progression-free
PD or death (in the ab f 57
or (in the absence of progression) ) asses ¢ prior to mi red

weeks since previous disease assessments
assessments

At least one post-baseline fumor assessment, On- .

Date of last evaluable disea
going with neither PD nor death at the time of Mmﬁ; evaable disease Censored
analysis or lost to follow-up or withdrawn consent

Initiation of subsequent anticancer, exchiding BM

Date of last evaluable disea
transplantation treatment prior to PD or death Stevanabie >

assessment prior to initiation of Censored
subsequent anficancer treatment

Abbreviations: BM bone marrow, PD, progressive disease; PFS, progression-free survival

If response is defined as CE. or PE, provided the participant did not receive any new anti-cancer treatment for Hodgkin
lymphoma from the last dose of sabestomig and start of the preconditioning for the BM transplantation. If the participant
received any new treatment (before the BM transplantation), he would follow the censoring rules for new treatment for
Hoedgkin lymphoma. The information will be collected m the EDC.

Radiotherapy consolidation for a participant in complete response i1s not considered a
subsequent anticancer treatment.

The PFS time 1s always denived based on scan/assessment dates, not visit dates. Disease
assessments/scans confributing towards a particular visit may be performed on different
dates. The following rules are applied:

. The date of progression 15 determined based on the earliest of the dates of the
component that triggered the progression.

Note: for target lesions only the latest scan date 1s recorded out of all scans performed at that
assessment for the target lesions and sinularly for non-target lesions only the latest scan date
1s recorded out of all scans performed at that assessment for the non-target lesions.

Duration of follow-up for PFS 1s applicable only for PFS censored participants and 1s defined
as follows:
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Duration of follow-up for PFS in censored participants (months) = (date of PFS event
[progression/death] or censoring — date of first dose + 1) / (365.25/12).

4.2.6.3 Analysis of Secondary Endpoint: PFS

The mam analysis of PFS 1s based on the FAS. The number and percentage of participants
experiencing a PFS event (broken down by type of event/censoring) and Kaplan-Meier plots
of PFS, for dose levels with at least .pa:rticipants may be presented. The median PFS and
its two-sided 95% CI will be estimated using the Kaplan-Meier method (if participant
numbers allow).

The intervention status at progression of participants at the time of analysis will be
summarized. This includes the number (%) of participants who were on intervention at the
time of progression, the number (%) of participants who discontinued study intervention prior
to progression, the number (%) of participants who have not progressed and were on
mtervention or discontinued intervention.

A summary of the duration of follow-up for PFS is included using median (range). This will
be presented for censored participants (including all types of PFS censonng).

The proportion of participants alive and progression free at 3, 6, 12, 18 and 24 months and
associated two-sided 95% CI will be estimated using the Kaplan-Meier method. Other
landmark rates may be considered per sponsor discretion.

4.2.6.4 Supportive Analysis of PFS Endpoint
A supportive analyses of PFS for Part B will be presented using Investigator responses and
based on modified Lugano criteria and RECIL. Data will be recorded in eCRF.

4.2.7 Secondary Endpoint: Overall Survival (OS)
OS 1s a secondary efficacy endpoint.

4.2.7.1 Definition

OS 15 defined as the time from the date of first dose until death due to any cause regardless
of whether the participant withdraws from study therapy or receives another anfi-cancer

therapy.

4.2.7.2 Derivations
OS (months) = (date of death or censoring — date of first dose + 1) / (365.25/12).

Any participant not known to have died at the time of analysis will be censored based on the
last recorded date on which the participant was known to be alive. Participants known to be
alive or dead after the data cut-off for analysis will be censored at the DCO. Participants lost
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to follow-up will be censored at the date the participant 1s last know known to have been
alive.

Note: Survival follow-up calls will be made in the week followmg the date of DCO for the
analysis, and if participants are confirmed to be alive or if the death date 1s post the DCO
date these participants will be censored at the date of DCO. The status of ongoing, withdrawn
(from the study) and “lost to follow-up™ participants at the fime of the final OS analysis
should be obtamed by the site personnel by checking the participant’s notes, hospital records,
contacting the participant’s general practitioner and checking publicly-available death
registries. In the event that the participant has actively withdrawn consent to the processing
of their personal data, the vital status of the participant can be obtained by site personnel from
publicly available resources where 1t 1s possible to do so under applicable local laws.

Note: For any OS analysis performed prior to the final OS analysis, m the absence of survival
calls being made, 1t may be necessary to use all relevant eCRF fields to deternune the last
recorded date on which the participant was known to be alive for those participants still on
intervention (since the SURVIVE module 1s only completed for participants off intervention
if a survival sweep 1s not performed). The last date for each mdividual participant 1s defined
as the latest among the following dates recorded on the eCRFs:

. AF start, stop and change in severity dates

. Admission and discharge dates of hospitalization
. Study intervention date

. End of intervention date

. Concomitant medication start and stop dates

. Laboratory test dates

. Date of vital signs

. Disease assessment dates on eCRF

. Start and stop dates of alternative anticancer intervention
. Date last known alive on survival status eCRF

. End of study date

Duration of follow-up for OS 1s reported separately for censored participants and
non-censored participants 1s defined as follows:
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Duration of follow-up for OS (months) = (date of death or censoring (date last known to be
alive) — date of first dose + 1) / (365.25/12).

4.2.7.3 Handling of Dropouts and Missing Data

If a participant 1s known to have died where only a partial death date 1s available, then the
date of death 1s imputed as the latest of the last date known to be alive +1 from the database
and the death date using the available information provided:

« For Missing day only —using the 1st of the month of death.
« For Missing day and Month — using the 1st of January of the year of death.

If there 1s evidence of death but the date 1s entirely missing, 1t 1s treated as missing, 1e,
censored at the last known alive date.

4.2.7.4 Primary Analysis of Secondary Endpoint (Overall Survival)
The analysis of OS 1s based on the FAS. The number and percentage of participants
experiencing an OS event and Kaplan-Meier plots, for dose levels with at least.participauts
of OS may be presented. The median OS and two-sided 95% CI will be estimated using the
Kaplan-Meier method (if participant numbers allow).

Summaries of the number and percentage of participants who have died, those still in survival
follow-up, those lost to follow-up and those who have withdrawn consent will be provided.

A summary of the duration of follow-up for OS will be mcluded using median (range). This
will be presented for censored participants.

The proportion of participants alive at 6, 12, 18 and 24 months and associated two-sided 95%
CI will be estimated using the Kaplan-Meier method.

4.2.7.5 Sensitivity Analysis of OS Endpoint
A sensitivity analysis may be performed using Response Evaluable Set. A sensitivity analysis
may also be conducted to assess the impact of

Thus sensitivity analysis may only be

sensitivity analysis may also be conducted to assess the impact o
That 1s, participants who had a
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4.2.8 Other Endpoints

The analysis of the exploratory research endpoints will be handled outside this SAP and
reported separately from the Clinical Study Report (CSR).

42,9 Pharmacodynamic Endpoint
Analysis of pharmacodynamic data will be described 1n a separate analysis plan.

4.3 Pharmacokinetics
This section covers details related to pharmacokinetics (PK) endpoints and analyses.

4.3.1 Serum Pharmacokinetic Concentration Data

Serum concenfrations for each scheduled time-point are summanzed by dose level in Part A
and by cohort in Part B using approprate descriptive statistics. Any i1ssues considered to
mmpact the PK data may result in the exclusion of concentration data from the PK analysis
and/or exclusion of parameters and concentrations from the PK descriptive statistics and/or
inferential statistical analyses, the reason(s) for exclusion(s) will be documented by the PK
Scientist. These will be agreed between the PK Scientist and the AstraZeneca Clinical
Pharmacology Scientist prior to the final PK analysis and handover of parameters to
programmung and 1dentified in the PK flagging file and/or PK handover document. However,
any excluded data will be presented in the listings.

For Part B where intensive PK sample are collected for the China population, a full set of PK
NCA parameters will be provided separately from the Global and Japanese population for
the final PK analysis.

The following descriptive statistics are presented for serum concentrations:

s n

s 1 below LLOQ

e geometric mean (gmean)

e geometric coefficient of vanance (%) (gCV)
s arithmetic mean (mean)

¢ arithmetic standard deviation (Std Dev)

» median

s  minimum (min)

*  maximum (max)

The gmean i1s calculated as exp(u), where p 1s the mean of the data on the natural log scale.
The gCV 1s calculated as 100 x sqlt[exp(sz)—l]? where s 1s the Std Dev of the data on the
natural log scale.
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Where required for plots: The gSD 1s calculated as exp(c), where o 1s the standard deviation
of the data on the natural log scale. The pmean + pSD (gmean-gSD and gmean+gSD) are
calculated as exp[p + s].

Protocol scheduled times are used fo present the PK concentration summary tables and
corresponding gmean concentration-time figures.

Handling of Non-Quantifiable Concentrations

Individual concentrations below the LLLOQ of the bioanalytical assay are reported as NQ
the listings with the L1.OQ defined in the footnotes of the relevant TFLs. Individual serum
concentrations that are Not Reportable are reported as NR and those that are missing are
reported as NS (No Sample) in the histings. Serum concentrations that are NQ, NR or NS are
handled as follows for the provision of descriptive statistics:

e Any values reported as NR or NS are excluded from the summary tables and
corresponding figures.

e At a time point where less than or equal to 50% of the concentration values are NQ,
all NQ values are set to the LLOQ, and all descriptive statistics are calculated
accordingly.

e At a time pomt where more than 50% (but not all) of the values are NQ, the gmean
and gCV% are set to Not calculable (NC). The maximum value 1s reported from the
individual data, and the minimum and median are set to NQ.

e Ifall concentrations are NQ at a time point, no descriptive statistics are calculated for
that time point. The gpmean, mimmum_ median and maximum are reported as NQ and
the gCV% as NC.

¢ The number of values below LLOQ (n < LLOQ) are reported for each time point
together with the total number of collected values (n).

Three observations > LLOQ are required as a mummum for a serum concentration or PK
parameter (eg, Cmax) to be summarized Two observations > LLOQ are presented as
mimmum and maximum with the other summary statistics as NC.

4.3.2 Serum Pharmacokinetic Parameter Data

The pharmacokinetic (PK) parameters of the serum concentration data for sabestomig will
be derived usmg non-compartmental methods in Phoemix® WinNonlin® Version 8.3 or
higher (Certara).

PK analysis 1s, where data allow, carned out using actual elapsed times determuned from the
PK sampling and dosing times recorded in the database. If actual elapsed times are missing,
nominal times may be used at the discretion of the AZ PK Scientist with approval from the
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AZ Climical Pharmacology Scientist (CPS). Nominal sampling times may be used for any
agreed interim PK parameter calculations.

For each PK sampling period, serum concentrations that are non-quantifiable (NQ) from the
time of pre-dose sampling (1=0) up to the time of the first quantifiable concentration 1s set to
a value of zero. After this time point, NQ serum concentrations are set to nussing for all
concentration profiles. Where 2 or more consecutive concentrations are NQ at the end of a
profile, the profile 1s deemed to have ternunated and therefore any further quantifiable
concentrations are set to mussing for the calculation of the PK parameters unless it is
considered to be a true characteristic of the profile of the drug.

If an entire concentration-time profile 1s NQ, the profile 1s excluded from the PK analysis.
Cmax, Crough, tmax, and tlast are taken directly from the concentration-time profiles.

Refer to Appendix C for the calculation of PK parameters to be estimated, where possible
and approprniate, from the PK serum concentration.

PK parameter Listings

All reportable PK parameters, including individual diagnostic and lambda z related
parameters, are listed for each participant, for each analyte separately.

PK parameter descriptive statistics

All primary and secondary PK parameters are summanzed for each analyte by dose level in
Part A and by cohort 1n Part B using appropnate descriptive statistics.

The descriptive statistics for PK parameters are presented as follows:

e Cmax, Ctrough, AUCinf, AUClast: present n, gpmean, arithmetic mean of non log-
transformed data (mean), anithmetic standard deviation (Std Dev), gCV(%), median,
min and max.

e tiz CL, Vss, Vz: present n, arithmetic mean of non log-transformed data (mean),
arithmetic standard deviation (Std Dev), median, min and max.

e Cmax/D, Ctrough/D, AUCIf/D, AUClast/D, Az: present n, gmean, gCV(%), mean,
Std Dev, median, min and max.

e tmax and tlast. present n, median, nun and max.

e Diagnostic parameters (eg, Az lower, Az upper, 4zN, Rsq, Rsq adj, Az span ratio, and
AUCextr): present n, arithmetic mean, Std Dev, gmean, gCV%, median, mun and
max.
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Three values are required as a numimum for PK parameters to be summanzed. Two values
are presented as a nun and max with the other summary statistics as NC.

If one or more values for a given parameter 1s zero, then no geometric statistics are calculated
for that parameter and the results for geometric statistics are set to NA (Not Applicable).

4.3.3 Graphical presentation of Pharmacokinetic Concentration and
Parameter Data

All mean (arithmetic mean and/or gmean) plots or combined plots showing all participants
by treatment are based on the PK analysis set. Individual plots by participant are based on
the safety analysis set.

For consistency, the serum concentration values used in the mean (arithmetic mean and/or
gmean) data graphs are those given in the descriptive statistics summary table for each time
point.

For gmean concentration-time plots, NQ values are handled as described for the descriptive
statistics; if the geometric mean 1s NQ, the value plotted 1s zero for linear plots and missing
for semi-loganthmic plots. Any gmean+gSD error bar values that are negative are truncated
at zero on linear concentration-time plots and omutted from semi-logarithmic plots.

For individual plots, serum concentrations which are NQ prior to the first quantifiable
concentration are set to a value of zero (linear plots only). After the first quantifiable
concentration, any NQ serum concentrations are regarded as missing.

Data permutting, the following figures may be presented as appropnate:

e Figures for the gmean serum concentration-time data (with +gSD error bars)
presented on both linear and semu-logarithmic scales using scheduled post-dose time
as follows:

— By PK Day with all dose level/cohort overlaid on the same plot

e Individual participant serum concentration-fime data graphically presented on both
linear and semi-logarithmic scales using actual time post-dose as:

— Combined individual plots by dose level/cohort with all participants overlaid on
the same plot for each dose level/cohort

e Box-plot of pharmacokinetic parameters versus dose level/cohort:

— Cmax/D, AUCmf/D and AUClast/D at C1D1
— Cmax/D and Ctrough/D at C3D1 (dose escalation) or C4D1 (dose expansion)

e Individual and geometric mean of dose normalized pharmacokinetic parameters

versus dose level/cohort:
— Cmax/D, AUCmf/D and AUClast/D at C1D1
— Cmax/D and Ctrough/D at C3D1 (dose escalation) or C4D1 (dose expansion)
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4.3.4 Precision and Rounding Rules for Pharmacokinetic Concentration
and Parameter Data

PK concentration data

PK concentration data listings present to the same number of significant figures as the data
recerved from the bioanalytical laboratory (usually but not always to 3 significant figures)
and against the same units as received.

PK concentration descriptive statistics present 4 significant fipures with the exception of the
min and max which present 3 significant figures and n and n<LLOQ which present as
integers.

PK parameter data

PK parameter hstings are presented according to the following rules:

¢ Cmax, Ctrough, Cmax/D and Ctrough/D: present to the same number of
significant figures as received from the bioanalytical laboratory

e tmax tlast, hz lower and Az upper: present as received in the data, usually to 2
decimal places

e AUCinf, AUClast, AUCInf/D, AUClast/D, AUCextr, Az, t¥s)z, CL, Vss, Vz, Rsq,
Rsq adj, Az span ratio: present to 3 significant fipures

e )zN: present as an mteger (no decimals)

The descriptive statistics for PK parameter data are presented to 4 significant figures with the
exception of the min and max which are presented to 3 sigmificant figures apart from the

following:

e tmax and tlast: present as received in the data, usually to 2 decimal places
e number of values (n): present as an integer

4.4 Immunogenicity

Serum samples for ADA assessments will be conducted utilizing a tiered approach (screen,
confirm, tifer), and ADA data will be collected at scheduled visits shown in the CSP. Blood
samples collected outside of the protocolled window are summarized at the closest nominal
time point that does not already have a value. ADA result from each sample will be reported
as erther positive or negative. If the sample 1s positive, the ADA titer will be reported as well.
A participant 1s defined as being ADA-positive 1f a positive ADA result 1s available at any
time, including baseline and all post-baseline measurements; otherwise ADA negative.

All participants who received at least 1 dose of study mtervention with at least 1 reportable
immunogenicity measurement will be included in the immunogenicity analysis set. The
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number and percentage of ADA-evaluable participants that fall into the immunogemcity
analysis set m the following categories will be provided by levels/cohorts:

e Anti-drug antibody (ADA) positive at baseline and/or post-baseline wisits. The
percentage of these participants in a population 1s known as ADA prevalence.

e Treatment-induced ADA positive (positive post-baseline and not detected at
baseline).

e Treatment-boosted ADA positive (baseline ADA titer that was boosted greater than
the variability of the assay (1e, = 4-fold increase).

e Treatment-emergent ADA positive (erther treatment-induced ADA positive or
treatment-boosted ADA positive). The percentage of these participants mn a
population 1s known as ADA incidence.

e Participants who are treatment-emergent ADA negative (Participants who are ADA
posttive but not fulfilling the conditions for treatment-emergent ADA positive).

e ADA positive at baseline and at least one post-baseline assessment.

e ADA positive at baseline and not detected post-baseline.

e DPersistent positive, defined as ADA negative at baseline and having at least 2
post-baseline ADA positive measurements with = 16 weeks between first and last
positive, or an ADA posttive result at the last available post baseline assessment. For
studies less than 16 weeks in duration, only the last post-baseline requirement applies.

e Transient positive, defined as ADA negative at baseline and at least one post- baseline
ADA positive measurement and not fulfilling the conditions for persistently positive.

The potential impact of ADAs on PK, pharmacodynanucs, and safety will be assessed if data
allow. These analyses will be described separately from the SAP and presented separately
from the main CSR.

4.5 Safety Endpoints Analyses

The domain safety covers exposure, AEs, clinical laboratory, vital signs, electrocardiograms
(ECGs), echocardiograms, ECOG performance status and B-symptoms.

Tables will be provided for the safety analysis set, listings are provided for all participants or
the safety analysis set depending on the availability of data.

All safety analysis will be presented by dose level/cohort.
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451 Exposure
45.1.1 Definitions and Derivations

*  Duration of exposure 1s defined by the last date of actual dosing (1e, a dose > 0 mg was
given) in the last cycle plus 21 days munus the date of first treatment study intervention plus
1.

o For participants who die whilst on study treatment or if a DCO occurs, duration
of exposure 1s defined as date of death/DCO (whichever occurs first) minus the
date of first treatment plus 1 day.

o Therefore: Duration of exposure (weeks) = [min(last dose date where dose > 0
mg + 21 — 1, date of death, date of DCO) — first dose date + 1]/7 .

»  The duration of exposure in cycles 1s calculated as:

Duration of exposure (cycles) = the number of cycles mn wiich at least one portion of
intervention was admimistered (1e, dose > 0 mg). If a cycle 1s prolonged due to toxicity, this
15 still counted as one cycle.

*  Actual duration of exposure 1s the number of sabestomig doses admimistered (1e, a dose
>0mg was given) multiplied by 21 days (due to the fact that sabestorug as ordinarily dosed
on every 3 weeks schedule).

o Therefore: Actual duration of exposure mn weeks (weeks) = the number of
sabestomig doses administered multiphied by 3.

*  Dose mtensity of study mtervention 1s addressed by considering relative dose mtensity
(RDI), where RDI 1s the percentage of the actual dose delivered relative to the intended dose
through to treatment discontinuation. More specifically, RDI 1s defined as follows:

=  RDI=100% x d/D, where d 1s the actual cumulative dose delivered up to the
actual last day of dosing and D 1s the intended cumulative dose up to the actual last
day of dosmmg. D 1s the total dose that would be delivered, if there were no
modification to dose or schedule.

*  Duration of treatment cycle delays will be derived for treatment cycles indicated as being
delayed on the eCRF. For each individual dose, the duration of treatment cycle delay 1s the
number of days the dose was received outside of the original planned dosing schedule.
Overall duration of treatment cycle delays will be calculated as the sum of all indrvidual
treatment cycle delays during the study. For example, assume the eCRF indicate that there
was a treatment cycle delay (question “Treatment cycle delayed” indicated as “Yes” by
mvestigator) then the duration of the individual delay will be [date first dose received after
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delay — date last dose recerved before delay — 21]. For example, if dose 1s given on days 1
and 24 with the eCRF mdicating a delay, the duration of the delay =24 — 1 — 21 =2 days.

4.5.1.2 Presentation
Duration of exposure to study mtervention m weeks and cycles will be summarized by
descriptive statistics. Dose intensity and duration of treatment cycle delays will be
summarized by descriptive statistics. Exposure to IP, 1e, total amount of study drug received
will be listed for all participants. Exposure swimmer plot(s) may be produced, with a line
presented for each participant to display relevant exposure and disposition details.

Dosing deviations for study mtervention will be summanzed with reasons for deviations for
the following category: treatment cycle delays. Dosing delays will be derived based on the

scheduled dosing dates using the previous dose given as reference. Treatment cycle delays
will be summarnized.

Analysis of treatment cycle delays may be performed if greater than 20% of participants
experience a treatment cycle delay.

4.5.2 Adverse Events

4521 Definitions and Derivations

The MedDRA (using the latest or current MedDRA version) will be used to code AEs. AEs
will be graded according to the National Cancer Institute Common Terminology Criteria for
AFEs (CTCAE) (using the CTCAE version 5.0).

Treatment emergent adverse events (TEAEs) are all AEs which onset or worsen 1n severity
following the first adoimistration of IP within the duration of the treatment period, up to and
mncluding 90 days after the last dose of study treatment as per the study safety follow-up
period but prior to subsequent cancer therapy. Worsening in seventy (intensity) 1s determuned
by companison with the pre-treatment CTCAE grade of the AE recorded closest to the start
of dosing_

When assigming AFEs to the relevant phase of the study, the following rules apply and any
deviations must be agreed by the study team:

e Pre-freatment phase: All AEs with a start date after signing the informed consent form,
but before the first dose of study treatment that do not subsequently go on to worsen

during the treatment emergent phase.

e Treatment emergent phase: All AEs (starting or worsening) on or after the first dose of
study mtervention and within 90 days post-treatment safety follow-up after last dose of
study treatment or but prior to subsequent cancer therapy, whichever occurs first.
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e Post-treatment phase: All AEs starting more than 90 days after discontinuation of study
treatment or on or after the imtiation of subsequent anti-cancer therapy, whichever occurs
first.

For rules on missing or partial dates, see Section 3.3.6.
Serious Adverse Events (SAEs)
A serious adverse event (SAE) 15 any AE that:
* Results m death
e Is immediately life-threatening
¢ Requires inpatient hospitalization or prolongation of existing hospitalization
e Results in persistent or significant disability/incapacity
e Is a congemtal anomaly/birth defect in offspring of the participant

e Is an important medical event that may jeopardize the participant or may require medical
treatment to prevent one of the outcomes listed above

AFEs of special interest

An adverse event of special interest (AESI) 1s one of scientific and medical mterest specific
to understanding of the IP and may require close momtoring and rapid communication by the
mvestigator to the sponsor. The AESIs for sabestomug include events with a potential
mnflammatory or mmmune-mediated mechamsm and which may require more frequent
monitormg and/or mterventions such as steroids, immunosuppressants and/or hormone
replacement therapy. Additionally, IRRs and events of sinular presentation are considered
AESIs for sabestormg. These AESIs are being closely momitored in clinical studies with
sabestomig.

An immune-mediated adverse event (imAE) 15 defined as an AESI that 15 associated with
drug exposure, 1s consistent with an immune-mediated mechanism of action and has no clear
alternate etiology. Serologic, immunologic, and histologic (biopsy) data, as approprnate,
should be used to support an imAFE diagnosis. Appropnate efforts should be made to rule out
neoplastic, infectious, metabolic, toxin, or other etiologic causes of the imAE.

The 1mAEs that may be observed with sabestomg (based on the available nonclinical and
clinical data, review of the cumulative literature, reported toxicities for the same class of
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agents, and biological plausibility) and are considered AESIs for this study include, but are
not hmited to:

e Respiratory disorders: Pneumomtis, ILD

e Gastromtestinal disorders: Non-infectious diarrhea, colitis, including bowel perforation,
hematochezia, and ileus

e Endocrinopathies: Hyperthyroidism and hypothyroidism (including thyrotoxicosis),
adrenal nsufficiency, diabetes mellitus, pituitary inflammation (hypophysitis), and
hyperpituitarism and hypopitmtarism

e Hepatic disorders: Elevated transaminases and hepatitis

e Renal disorders: Nephntis, nephropathy, elevated serum creatimne, acute renal/kidney
mjury, and glomerulonephnitis/sclerosis

e Cardiac disorders: Myocarditis, penicarditis, bradycardia, tachycardia, arthythmma,
1schemma, heart failure, and acute coronary syndrome

e Skin disorders: Rash, pruritus, dermatitis, wvitiligo, psoriasis, SJIS/TEN, bullous
pemphigoid, and lichenoid dermatitis

e Other rare 1mAFEs mcluding encephalitis, hemophagocytic lymphohistiocytosis,
encephalitis, lymphocytosis, myositis/polymyositis, uveitis, indiocyclitis, uritis, arthritis,
Guillamn-Barre syndrome, myasthema gravis, vasculifis, hemolytic anemma, aplastic
anemia, anermma, and sarcoidosis

Other AEs which are considered to be AESIs with sabestomig include, but are not limited to:

e Infusion-related reactions; hypersensitivity including anaphylactic/anaphylactoid and
other allergic reactions

e Immune complex disease and vasculitis
e Cytokine release syndrome; tumor lysis syndrome

Other categories may be added, or exusting terms may be modified as necessary. An
AstraZeneca medically qualified expert after consultation with the Global Patient Safety
Physician has reviewed the AEs of interest and identified which higher-level terms and wiich
preferred terms contribute to each AESI. Further reviews may take place prior to database
lock to ensure any further terms not already included are captured within the categories.
Preferred terms used to identify AESIs will be listed prior to database lock.

CONFIDENTIAL AND PROPRIETARY 46 of 69



STATISTICAL ANATLYSIS PLAN AstraZeneca
—ed 30 25-5ep-2024

Other significant adverse events (OAE)
No OAEs are planned to be defined for this study.

4522 Presentation

All TEAEs will be summarnzed and histed. AEs which are not treatment emergent will only
be listed based on safety analysis set.

TEAESs will be counted once for each participant for calculating percentages of participants
experiencing TEAEs. In addition, if the same TEAE occurs multiple times within a particular
participant, the highest severity and level of relationship observed will be reported. For tables
by MedDRA system organ class (SOC) and MedDRA preferred term (PT), participants with
multiple TEAEs will be counted once for each SOC/PT.

An overall summary table of the number of participants expeniencing each category of AEs
will be produced. The number of participants experiencing TEAEs by MedDRA SOC and
PT will be summarized and the type of mncidence, sevenity, and relationship to IP will be
summarized. Further splits by CTCAE grade, causal relationship to IP and AEs with Grade 3
or higher will also be also summanzed.

Separate tables will present dose linuting toxicities, AEs leading to discontinuation, SAEs,
IP-related adverse events.

Details of any deaths will be summanzed and listed AFEs leading to death are also
summarized.

SAEs
SAFEs will be summarized as described above for the TEAEs.
AFEs of special interest

Grouped summary tables of certain MedDRA PTs will be produced and may also show the
mdividual PTs which constitute each AESI grouping. Groupings will be based on PTs
provided by the medical team prior to database lock, and a hsting of the PTs in each grouping
will be provided.

Summaries of the above-mentioned grouped AE categones include number and percentage
(%) of participants who have:

e At least one AESI presented by event outcome

e At least one AESI causally related to IP
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e At least one AESI leading to discontinuation of study intervention

A summary of total duration (days) of AESI will be provided for events which have an end
date, and this may be supported by summaries of ongoing AESIs at death and, separately, at
data cut-off.

ImAFEs
ImAEs will be summarized as described above for the TEAEs.

453 Deaths

4.53.1 Presentation

A summary of deaths will be provided with the number and percentage of participants
categorized as:

e Related to disease under investigation only

e AFE outcome = death only

¢ Both related to disease under investigation and with AE outcome = death
e AFE with outcome = death > 30 days after last study intervention

e Other deaths

A corresponding listing will also be produced.

454 Clinical Laboratory, Blood Sample

454.1 Definitions and Derivations

Laboratory tests are grouped according to chemustry, hematology and coagulation
Laboratory parameters will be assessed at baseline as well as throughout the study.

For chemustry and hematology parameters, laboratory abnormalities with toxicity grades
according to the NCI CTCAE version 5.0 will be derived.

Laboratory varnables that will be measured are detailed in Table 17 of the CSP.
Change from baseline in hematology, climical chemustry and coagulation endpoints will be

calculated for each post-dose wvisit. CTC grade 1s calculated at each wvisit for tests with CTC
grading defined. Maximum on-mntervention CTC will be also calculated. Absolute values will

be compared to the local laboratory reference range and classified as low (below range),
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normal (within range or on limits of range) and high (above range). All values classified as
high or low will be flagged on the listings.

Liver Function Parameters

Number and percentage of participants with elevated post-baseline ALT, AST, or Total
Bilirubin will be tabulated. Individual participant data where elevated ALT or AST plus total
bilirubin fall into the “Potential Hy’s law™ will be summarnized and lhisted.

4.54.2 Presentations

The change 1 each laboratory parameter from baseline to each post-baseline visit may be
summarized graphically.

Laboratory abnormalities occurring from the start of IP adnunistration to the last assessment
on treatment will be presented. Worst toxicity grade, rates of grade 3 or higher toxicity, and
grade shifts of 2 or more from baseline to the maximum grade may be presented. Summaries
indicating hyper- and hypo- directionality of change are produced, where appropnate.
Laboratory parameters that cannot be graded via NCI CTCAE are summanzed with
frequencies of post-baseline laboratory values categonized as low (L), normal (N), or high
(H) using laboratory normal ranges compared to baseline.

Listings are provided for all laboratory results.

4.5.5 Clinical Laboratory, Urinalysis
45.35.1 Definitions and Derivations
Urinalysis varnables that will be measured are detailed i Table 17 of CSP.

CTC grade will be calculated for urinalysis at each visit. Maximum on treatment CTC will
be also calculated. Absolute values will be compared to the local laboratory reference range
and classified as low (below range), normal (within range or on himits of range) and hugh
(above range). All values classified as high or low are flagged in the listings.

4.5.5.2 Presentations
Shift tables (“Negative™, “Trace™, “Posttive”, <07, “+7, “++7, “+++") from baseline to worst
on-intervention results may be produced for unnalysis.
Listings will be provided for all laboratory results including urinalysis.
4.5.6 Vital Signs

4.5.6.1 Definitions and Derivations
Body temperature, blood pressure, pulse rate, and respiratory rate and pulse oximetry will be
assessed at baseline and throughout the study.
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Normal ranges for vital signs are presented in Table 5.

Table 5 Vital Sign Normal Ranges

Outside AZ defined Outside AZ defined
VS Test reference range lower limit | reference range upper limit
if if

BMI <18 >25

Temperature (C ) <36 =375
E;,Jrs.l;cln_llléjBlmd Pressure <90 < 140
g}::;ﬁm) <60 > 90
Pulse rate <60 > 100
Respiratory rate (min) <12 > 20
Pulse rate <60 > 100
Oxygen saturation (%) <94 NA

4.5.6.2 Presentations
Vital signs will be summarized by study visit which may include descriptive statistics for the
value of the parameters and the changes from baseline.

Absolute values and change from baseline for vital signs data at each timepoint may be
presented using box plots.

4.5.7 Electrocardiogram
45.7.1 Definitions and Derivations
Electrocardiogram (ECG) parameters will be assessed at baseline as well as throughout the

study. ECG parameters include: PR, RR, QRS, QT and QTcF. The QTcF 1s considered as the
primary correction method to assess participant cardiac safety.

The ECGs will be performed 1n triplicate (all 3 ECGs to be performed within a 5-minute time
period, at least 1 nunute apart). For triplicate ECGs, the mean of the three ECG assessments
will be used to determune the value at that time point. Baseline of ECG 1s the mean of last
three ECG assessments prior to first dose. If only two ECG assessments prior to first dose
are available, then take the average of these last two ECG assessment prior to first dose as
baseline of ECG; if only one ECG assessments prior to first the dose 1s available, then take
the last one ECG assessment prior to the first dose as baseline of ECG.
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From these resting 12-lead ECGs values of the QT and RR imntervals and the QT interval
corrected for heart rate using Fridericia’s correction (QTcF) 1s derived using the following
formula:

s QTcF =QT/RR* (1/3) where RR 1s in seconds

The values of QTcF (nmulliseconds) are re-derived from the values of RR and QT dunng the
creation of the reporting database.]

The notable ECG interval values while on treatment are:

o Maximum QTcF mtervals > 450 mulliseconds, > 480 mulliseconds, and > 500
milliseconds.
e Maximum changes from baseline in QTcF > 30, >60, and > 90 mulliseconds.

Normal ranges for ECG are presented in Table 6.

Table 6 ECG Normal Ranges
Qutside AZ defined
Outside AZ defined reference u ¢ ehne

ECG Parameter L. reference range upper

range lower limit if L.

limit if

Heart rate (bpm) <40 =100
RR (msec) < 600 = 1200
PR (msec) <120 =200
QRS (msec) < 60 =109
QT (msec) and QTcF <320 ~ 450
(msec)

4.5.7.2 Presentations
ECG parameters will be summarnized using descriptive statistics by visit and change from
baseline in ECG endpoints are calculated for each post-dose wvisit. Absolute values and
change from baseline for ECG data at each timepoint may be presented using box plots.
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The number and percentage of participants having notable ECG interval values while on
treatment are summanized.

458 Echocardiogram/Multiple-gated Acquisition Scan (ECHO/MUGA)

4.58.1 Definitions and Derivations

Left ventricular ejection fraction (LVEF) will be measured by ECHO or MUGA scan at
screemng, end of treatment (EOT), and as chimically indicated during the study.

4.58.2 Presentations

Absolute value, change from baseline and percentage change from baseline will be presented
for LVEF.

Box plots of absolute value and change from baseline over time may also be presented

The overall evaluation (normal/abnormal) will be summarized over time.

4.5.9 B-symptoms
4.59.1 Definitions and Derivations

B-symptoms are constitutional symptoms defined as any one or more of the following
disease-related symptoms or signs:

e Unintentional weight loss of 10% or more within the previous 6 months
s Fevers > 100.5°F or 38.0°C for = 2 weeks without other evidence of infection, or
e Night sweats for > 1 month without evidence of infection.

4.5.9.2 Presentations
B-symptoms results will be listed for all participants and visits.

4.5.10 Other Safety Assessments

4.5.10.1 Definitions and Derivations
Maximum Tolerated Dase (MTD) Evaluation

See Section 9 4.3 .1 of the CSP for the defimition of a DLT.

After the escalation phase 1s completed, DLT rates at each dose level will be estimated by
1sotonic regression (J1 et al, 2010). The weighted least squares regression model conditional
on monotomic non-decreasing DLT rates with increasing dose and use the empirical
(observed) DLT rates at each dose level as responses and sample sizes at each dose level as
weights, along with the pool adjacent violators algonthm (PAVA) to estimate the DLT rate
at each dose level using available software (eg, Cytel EAST or the function pava() from the
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R package ‘ISO’). Given the DLT estimates for each dose level, the MTD will be selected
from all trned dose levels that have not been previously declared to be unsafe with a “de-
escalate to the previous lower dose and the current dose will be never used agamn due to
unacceptable toxicity” (DU) decision according to the mTPI-2 decision table. With this
constraint, the MTD is determined as the dose level with the DLT estimate closest to the
target toxicity level Gf.%.

In the case of dose levels with estimated toxicity of equal distance (tied dose levels) from the
target toxicity of .%, the following approach 1s used (J1 et al, 2010) among all tied dose
levels the highest dose level with target tc-xicity-% will be selected, unless all tied dose
levels have estimated tc-xicity-%, i which case the lowest dose level will be selected.

4.5.10.2 Presentations

The MTD evaluation will be based on the DLT evaluable population. The number and
percentage of participants with DLT during the dose escalation phase will be presented by
treatment groups.

S INTERIM ANALYSES

Efficacy interim analyses

Interim analyses will be performed in a continuous manner for Part B
For each cohort, interim analyses will begin after approximately
respective cohort are included in the interim response-evaluable population. For Cohort B1,
participants treated at the RP2D in Part A will be mcluded.

Following this imitial interim analysis, subsequent interim analyses may be performed after
every .additiuﬂal participants in Cohort B1 and everjrladditiuﬂal participants in Cohort
B2 get mcluded in the interim response-evaluable population, until all participants are
enrolled and evaluated. The interim analyses will be conducted to determune futihity, where
the stopping criteria for futility will be based on the interim response-evaluable set. For any
mnterim futility analyses, an objective response 1s defined as a CR or PR as per the Modified
Lugano criteria and a complete response 1s defined as a CR as per the Modified Lugano
criferia.

Recrutment will not be paused while the participants required for the interim analysis are
evaluated. Any decision to stop recrmtment in a specific cohort will be at the discretion of
AstraZeneca and will be based on emerging efficacy, safety, and tolerability.

Analysis of PFS/OS may be performed at mnterim analyses using the Intenm Response
Evaluable population.
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Analyses will follow the methodology outlined in this SAP. Outputs presented for the interim
analyses will concentrate on ORR, CRR. and BoR but may include other outputs, such as
PFS/OS. The list of tables, listings and figures required for mterim analyses will be flagged
in the list of TLFs.

Interim Safety analyses

Interim safety analysis will be conducted in Part B after appmximatel},r.paﬂicipauts have
recerved the first dose for at least _ to data cut-off, using the interim safety
population. Data for both B1 and B2 will be combined. For cohort B1, participants in Part A
who are treated at the RP2D will also be included. The study recruitment may be paused,
pending mvestigation by the sponsor in discussion with SRC, 1if at least one of the following
events occur:

o
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Appendix A Response Evaluation Using the Modified Lugano (Cheson et
al, JCO 2014) and RECIL (Younes et al, Ann Oncol 2017) Criteria

Measurability of Tumor Lesions
Tumor lesions will be categorized as follows:

Baseline: Baseline assessments are those assessments performed as close as possible to the
start of study treatment Baseline scans will be used to confirm eligibility based on the
presence of measurable disease and as reference to assess disease response to study treatment.
No anti-lymphoma treatment (including palliative RT) should be implemented between the
baseline scans and the first planned dose.

Nodal vs Extranodal: a lesion can be categonized as:
e Nodal (a lymph node or a nodal mass), or

e Exftranodal (a lesion located in other organs, including liver and bone marrow;
Tonsils, Waldever’s nng, and spleen are considered nodal tissue).

Measurable Lesions — a measurable lesion 1s a lesion that can be clearly measured in at least
two perpendicular dimensions by CT/MRI (longest diameter [Ldi] and shortest diameter
[Sdi]). The Ldi and Sdi will be measured in the transverse plane. A lesion 1s considered
measurable 1f -

s For nodal lesions: Ldi > 1.5 cm,
e For extranodal lesion (eg hepatic, lung nodules): Ldi > 1 cm,
e The Ldi and the Sdi should be measured on the same slice.

Bulky disease — the presence of a bulky disease 1s captured by the Ldi on CT scan. For HL,
bulky 1s defined as a single nodal mass, of 10cm or greater than a third of the fransthoracic
diameter at any level of thoracic vertebrae.

Target Lesions — At baseline, all lesions up to a maximum of 6 measurable nodal or
extranodal lesions should be identified as target lesions at baseline and followed throughout
the study. It may be the case that, on occasion, the largest lesion does not lend itself to
reproducible measurement in which circumstance the next largest lesion which can be
measured reproducibly should be selected. Target lesions should be identified from different
body regions representative of the participant’s overall disease burden and include
mediastinal and retropenitoneal disease, if involved. A bulky lesion can also be selected as
target lesion. Target lesions must meet the measurability cniteria and show FDG-avid uptake.
Lesions visible on PET but not measurable on CT/MRI should be assigned as non-target
lesions. When selecting the target lesions, consider the following;

— Target lesions should be identified from different body regions representative of the
participant’s overall disease burden and include mediastinal and retroperitoneal disease, if
mvolved.

— A bulky lesion can also be selected as target lesion.
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— Target lesions should be selected from those of the largest size that can be measured
reproducibly.

— In certain anatomical sites (inguinal, axillary, and portocaval), normal lymph nodes may
exist in a very narrow, elongated form Climical judgment should be used when selecting
these lesions are target lesions.

— Because of the vanable anatomucal coverage of scans at different timepoints, 1t 1s
preferrable not to select as target lesions nodal lesions located in the higher cervical and/or

lower mguinal districts.

For the selected target lesions, the sum of the product of the perpendicular diameters (SPD)
will be calculated with the percentage change from baseline for assessment of response and
nadir for assessment of progression.

Non-target Lesions — All other lesions (including nodal, extranodal, and assessable disease)
not selected as target lesions, as well as truly non-measurable sites of disease should be
followed as non-measurable disease (eg. Cutaneous, gastrointestinal, bone, spleen, liver,
kidney, pleural or pencardial effusions, ascites) and should be factored into the overall
response assessment. Non-target lesions will be documented at baseline and throughout the
study qualitatively (for example: present, absent/normalized /clear progression).
Measurement of these lesions 1s not required to be documented in the eCRF.

Organ Involvement

Spleen involvement: Spleen will be considered to be normal if size of its vertical length
(cranial-caudal measurement) 1s < 13 em. Spleen vertical length will be assessed at screening
and all subsequent response-evaluations. Splenic nodules should be considered as extra-nodal
lesions and treated as target, non-target or new lesions are appropnate.

Liver mvolvement: Given variability in body habitus and the impact of numerous medical
conditions, liver size by physical examination or CT scan 1s not a reliable measure of hepatic
mvolvement by lymphoma. For these reasons, liver size will not be collected in eCRFs. The
presence of a diffuse or focal uptake with or without focal or dissemunated nodules support
liver involvement. Intrahepatic lesions should be considered as target, non-target, or new
lesion as applicable.

Bone Marrow involvement: Bone marrow involvement by lymphoma documented by
biopsy and/or aspirate or by PET will be reported on the eCRF as positive, negative or
unknown.

Other, skin and soft tissue lesions: Skin lesions histologically proven for lymphoma should
be preferably selected as Non-target lesions due to vanability mm measurement on skin
photography. If skin 1s the only site of measurable disease, colour photographs including a
ruler should be submutted to BICR (as applicable) and stored in medical records.
Measurements should be reported in eCRFs at each disease response assessment if these
lesions are selected as target lesions
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New Lesions — Lesions which were not present at the baseline, but are visible at a subsequent
timepoint:

Nodal lesion of > 1.5 cm m any axis,

Extranodal lesion of > 1 cm 1n any axis.

In case of appearance of a new extranodal lesion < 1 cm, a biopsy confirmation of lymphoma
1s always preferable to rule out a benign origin, unless not feasible (lesions too small) or 1f
the procedure 1s medically contraindicated The appearance of a new lesion, even if all other
lesions are decreasing should be considered progression.

Staging and Classification
Stage: Extent of disease should be described at baseline using the Revised Ann Arbor
classification (Table 2).

Symptoms: according to the absence (A) or presence (B) of disease related symptoms. Only
participants with HL. need to be assigned the designations A or B because symptoms only
direct treatment 1 that disease.

Table 2. Revised Staging System for Pnmary Nedal Lymphomas

Stage Involvement Extranodal (E) Status
Limited
l One node or a group of adjacent Single extrancdal lesions
nodes without nodal
involvernent
] Two or more nodal groups on the  Stage | or |l by nodal
same side of the diaphragm extent with limited
contiguous extranodal
involvement
Il bulky* Il as abowe with “bulky” disease MNot applicable
Advanced
i Nodes on both sides of the Not applicable
diaphragm; nodes above the
diaphragm with spleen
involvement
v Addional noncontiguous Mot applicable

extralymphatic involvernent

NOTE. Extent of disease is determined by positron emission tomography
computed tomography for avid lymphomas and computed tomography for
nonavid histologies. Tonsils, Waldeyer's ning, and spleen are considered
nodal tissue.

“Whether stage |l bulky disease is treated as limited or advanced disease
may be determined by histology and a number of prognostic factors
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Modified Lugano Response-evaluation Criteria (Cheson et al, 2014)

Tabla 3. Aevimed Crteria for RBesponas Assesamesnt

Rusponsa and Site

PET-CT-Basad Posponse

CT-Bazed Responso

Comgleta
Lymph nodes and
exlialyrmphaic siies

Monmessurad lasion
Organ enlearpement
ke lasions
Bone marmow
Faria
Lympa nodas and
extralymphaic sites

Monmessurad lasions
Organ enlearpement

Bawe lasions
Bone mancw

Mo response of Slable disaase

Target nodesfnodal masses.
extrancdal lesionz

Monmessured lesions

Organ enlarpament

Mew lezions

Bone marmow
Frogressive dissase

Individual @nget nodes/noda!
Mmasses
Extranodsl lesions

Monmessurad lesions

Comnplete retabobc response

Soore 1, 2, or 3° with or without & residual masa on GPSH

It is r2cognized thet in Waldever's ring or extrenodal sites
with high piwsiclogic uptake or with activaion within
spleen or marow [eg. with chemotheapy or myelod
colory-stimulating facters), uptaka may ba groatar than
normal madiastinumn andior livar, b this sircumstaneog,
complete metsbolic response may be infered i uplaks at
sites of initial inroement & no grester then sureusding
nonmal tissee aven if the tissue has high physialogic
uptake

Mot spplicabls

Hot apiplicable

Hone

Ho evidence of FDGavid deeass in mnanmos

Partial metaoolic response

Soore 4 or Et with reduced uptake comparad with basaling
and residusl messies) of any size

At insenm, these fndings suggest responding dsease

At and of treatment, thase findings indicate residual doeasza

Het applicable
Not applicabie

Hone

Residual uplake higher than uptlake in nommal manow bul
reduced compansd with bassing (difuse upteke
compaibie WiIh reactive changes from cemothensy
allowed). If thare are persistent focal changes in he
marronw i the context of & nodal respanze. consideraton
showuld be given to further evaluation with MRI or biopsy
or an interval scan

No mestolic esponse

Score 4 or & with no significant charge in FDG uptabe from
haraling at intarm o end of raatmant

Hot apiplicable

Mot spplicabls

Home

No changs from baseline

Pregressive metabolic disease

Score 4 or 5 with an increase in inensty of upiaks from
baseling andfor

Haws FDG-avid foci consistent with lempkosna at istarin or
end-of-reatment essesament

None

lcontinued on follwing pagel

Compieta radiclopic responsa &l of the following)
Terget nodes/nodal masses mest regress to=1.5 crm in LDi

Mo extralymphatic sites of diseass

Anzant

Ragress 1o normal

oire

Mormal by morpholegy; if ndeterminate, HC negative

Partal remrission lall of the follmwing)

= B0% decreasa in 5P of up to € target maasurable nodas
and extranodal sites

Wihen & kEson i too small fo measure on CT, Bssign b mm X 5
mm &5 the default velue

‘Whan no longer visibla, O O men

Fora node > 5 mm * § mm, but smalier than normal, use
actual measuremnent for calculetion

Ahsartinomal, regmeessed, bat no incresse

Spilean mMust heve regressad by = 50% In length beyond
rormel

Mona

Mot Bpplcabis

Sable dicease

=< B)% decresse from haselne in SPD of up to & dumant
messursble nodas and sxtranodsl sites; no erisenis for
progressive disoasa ana mat

MO NCTEESS CONSEIRNT Wilh Drogression

Mo ncreass conaimtant with prograzsion

Hone

Mot appicable

Progressive dissase requires at least 1 of the following

PFD progression:

Ao indhadual nodeflesion must be sbrormnal weth:

L4 = 1.5 om and

Increase by = 50% from PFD nadir and

An increasa in LO§ or 304 from nadic

0.5 cm for kesions = 2 o

1.0 cm for kesions > 2 om

In the settng of splenomegaly. the splenic length must
increase by = B0 of the axtens of its prios incrassa
rayond baseling (g, a 15om gplaen must inceass o
= 16 om}. if no pricr spienomegaly, must increase by at
lea=t 2 em fiom baseine

Menw ar recument splenamegaly

Mew ar chear progression of preexisting nonmessuned
lesions
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Table 3. Howised Cteria for Aesponse &ssessment {continued]

Responze and Sie PET-CT-Based Responsze CT-Bazed Responss

Maw lasions Mew FOG-avid foci consigtent with lynphoma rather than Regrowth of previously rasobved lesions
another etology (=g, inf=ction, inflam ). i A new node = 1.5 cm in any axis
unceartain regarding etclogy of new lesions, biopey of & new esranodal site = 1.0 o inoany axis; i = 1.0.cmin
INtaryal 5Can may 0o Considarcd By axia, its presence must ba unequivocal and must ba
attributabl: to hmphoma
Asmexcable disease of any see uneguvocally atnbutabhe t
hyrnphama
Bone marmow Mew or recumant FDG-awvid fiooi Mawe or recurrent imohament

Abbreviations: SPS. S-point scale; T, computed tomogmphy: FDG, fluondemayglucnse; IHE, mmmunohestochemistry; LD longest transverse dameter of a lesion:
RARL, rmiagn resonance imagng; H posatron ermisson tomography; PP, cross product of the LD and perpendicular diameter; S0, shorest aos pependicular
1o the LOi; SPD, sum of the product of the perpendicular dameters for mubiple lesions.

"A scora of 3 in many patients indicates & good prognoais with standard treatmaent, especially if at the ime of an intarim scan. However, in trials involving
PET whers de-escalation is imvestigated, it may be preferable to consider a scors of 3 as inadequate response [to avoid underfreatmentt. Measured dommant
lzssons: Up to six of the largest dominant nodes, nodal mass=s, and extrancdal leswons sel=cted to be clearly measurable in two diameisrs. Nodes should
prefarably be from disparate regions of the body and should inclede, where spplicabla, mediastnal and ratroperitoneal aresa. Non-nodal lesions include thoaa
in solid organs leqg. liver, splesn. kidneys, ungs!. Gl inveleement, cutaneous lessons, or those noted on palpation. Nonmeasored lesions: Any dis ot
selected as measured, dominant disease and truly asses=able diz=aze should be considered not measured. These sdes nclude any nodes, nodal masses,
and exranodal sites not selected as dominan or meas wable or that do not meet the requirements for measurabiliny but are still considered sbnormal, as well
a5 truly as able discase, whech is any site of suspected disease that would be difficult to follow quanttatveby with measurement. including pleural
effuzon ening=al dis=ase, a unal masses, and other lesions that cannot be confirmed and followed by im n
ng or i extrancdal 3 ea, Gl tract, liver, @ marrow], FOG uptake may be greater than in the mediastinum with complete metabolic
t should be no higher than sumounding normal physiologic uptake l2g, with marrow actvation as a result of chemotherapy or myelod

rsl
5 1, no uptake above background ; 2, uptake = mediastinum; 3
than iver endlor new legions; X, naw arsas of upteke unlikely to be ra

Deauville S-point scale: The use of PET/CT 1s standard for FDG-avid lymphomas and
whenever aggressive transformation 1s suspected. Variation in FDG uptake in a nodal or
extranodal sites mndicative for lymphoma will be visually assessed using the Deauville 5-
pomnt scale. The scale ranges from 1 to 5, where 1 1s best and 5 1s the worst. Each FDG-avid
(or previously FDG-avid) lesion is rated independently.

Deauville 5-point scale
Score Description

Score 1 No uptake above background

Score 2 Uptake < mediastmum

Score 3 Uptake > mediastinum, but < liver

Score 4 Uptake moderately > liver *

Score 5 Uptake markedly higher than liver and/or
new lesion *

X (New) Areas of uptake unlikely to be related to
lymphoma ®

* Barrington et al (2014) suggest the following: “The terms moderately and markedly were not defined inifially,
because there were insufficient data to define scores quantitatively. Meanwhile, it is suggested according fo
published data that score 4 be applied fo uptake greater than the maximmm SUV in a large region of normal
liver and score 5 to uptake 2 % fo 3 x greater than the maximmm SUV in the liver ™
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® Barrington SF, Mikhaeel NG, Kostakoglu L. et al: Role of imaging in the staging and response assessment of
lymphoma: Consensus of the International Conference on Malignant Lymphomas Imaging Working Group. J
Clin Oncol 32:3048-3058. 2014

SUV: standardized uptake value.

It 1s recognized that in Waldeyer’s ning or extranodal sites with high physiologic uptake or
with activation within spleen or bone marrow (eg, following chemotherapy or G-CSF
treatment), the uptake may be greater than normal mediastinum and/or liver. In this
circumstance, complete CR may be mferred if uptake at sites of mmtial involvement 1s no
greater than suwrrounding normal tissue even 1if the tissue has lmgh physiologic uptake. In
presence of new areas of FDG uptake that are unlikely to be related to lymphoma but are
thought to be of inflammatory or infectious origin by the Investigator, the reporter should
assign ‘X’ in addition to the Deauville score. For example, if there 1s a complete resolution
of all uptake with no abnormal nodes but new lesions likely to be related to another etiology
occur, the total score should be of DS 1X rather than DS 5. Additionally, these lesions should
be tracked and should not be used to determune the PET response at subsequent assessments.

Evaluation of Overall Response

The table below provides overall responses for all possible combinations of tumor responses
in target and non-target lesions with or without the appearance of new lesions.

Evaluation of Overall Response Using the Modified Lugano Criteria

Target Lesions Non-target Lesions New Lesions Overall Response
CR CR No CR

Mo target lesion ? CR No CR

CR Not evaluable ° No PR

CR E% No PR

PR Non-PD and not evaluable © No PR
Stable disease nﬂ“;fh[:ﬁfh No Stable disease
Not all evaluated Non-FD No Not evaluable
No target lesion ? Not all evaluated No Not evaluable
Mo target lesion ® :;El;_% No :;El;_%
FD Any YesMNo PD
Any Unequivocal PD YesMNo PD

Any Any Yes PD

No target lesion ? Unequivocal PD YesMNo PD

No target lesion ? Any Yes PD
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a Defined as no target lesion at baseline.
b Mot evaluable is defined as either when no or only a subset of lesion measurements are made at an

assessment.

Abbreviation: CR- complete response; PD: progressive disease; PE- partial response.
Modified Lugano: Response-evaluated Criteria

Integrated Radiological Overall Response

AstraZeneca
25-Sep-2024

PET-based CT/MRI-based Radiological
Overall Response Overall Response Overall Response
CME. Any. CE
PMR. Any e PR
NME Any, sD
UNE . CR/PR/SD + prior PET response of CMR. (as long as the CT CR
response remains stable/improves as compared fo the previous
timepoint when PET was available)
UNEK . CR/PR. + prior PET PME. or no PET (as long as the CT response PR
remains stable/improves as compared to the previous timepoint
when PET was available)
UNE . CE/PE. + prior PET NMRE E
UNK.. Any response except for PD (but has worsened from the previous UNK
timepoint when PET was available)
UNE . UNE TUNE
UNE . PD PD
PMD Any PD

to an overall assessment of PD

CMR: complete metabolic response: CR: complete response;: NMR: no metabolic response: PT)-
progressive _disease; PMD: progressive metabolic disease; PR partial response; SD: stable disease; TINE-

nnknown.

Overall Response Assessment

Radiological Bone Marrow Clinical findings (Physical | Overall Response
Overall Response Aspirate/Biopsy Examination/ Lesion Biopsy) Assessment
CR MNegative (+ 28 days from MNo evidence of PD) CR.
radiological assessment) or negative
at baseline
CR Positive at baseline and positive (no No evidence of PD PR
new involvement) + 28 days flom
kadiological assessment: or positive
at the previous timepoint and not
repeated
PR/SD Any but new or recurrent No evidence of PD PR/SD
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involvement
PD Any Any PD
Any New or recurrent BM involvement Any PD
Any Any New or recurrent lymphoma PD
manifestation

ive disease; PR- al

- SD: stable

disease; TINK: unknowmn.

Additional response assessment guidelines:

e Nodes or Extranodal lesions that split when disease 1s responding: If a confluent nodal
mass splits mto several discrete nodes, the individual product of the perpendicular
diameters (PPDs) of the nodes should be summed together to represent the PPD of the
split lesion; this PPD 1s added to the sum of the PPDs of the remaining lesions to measure
response. If subsequent growth of any or all of these discrete nodes occurs, the nadir of
each mdividual node 1s used to deternune progression (as if each individual node was
selected as a target lesion at baseline).

Nodes or extranodal lesions that become confluent: If a group of target lymph nodes
becomes confluent, the PPD of the current confluent mass should be compared with
the sum of the PPDs of the individual nodes, with more than 50% increase in the
PPD of the confluent mass compared with the sum of individual nodes necessary to
indicate progressive disease. The LD1 and shortest diameter are no longer needed to
determine progression.

e The presence of residual symptoms in the absence of detectable disease by imaging
does not preclude the designation CR.
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International WG Consensus Response evaluation Criteria in L homa (Younes et

al 2017 [RECIL 2017])

Table 1: RECIL 2017 Response Categories based on assessment of target lesions

Table 1. RE(IL 2017 Respome categories baed on ssvessment of Larget besiom

% Change in sum of diameters of target leshons from nadir

R PR ME" 50 PO
o change liome  * Complele disappsar =N e peaia I Tl « VOV s e D thee o 1P elen irae ® o G Inoreae D othe
#0115 are ol all Laiget e wirn of lomgesa dian s o korgges cliai i = W N seaie b s ol bosggest diaime
oy o] all nocles ebers of 1arged esons oo of gt lesion: e sy of bangest eters of g euong
wilh long asis bt ot 3 CH bt it @ PH (< 309) dwrmeiers ol Largm ® o amall eErph
Wi I i T T
= 2 W checymane inihe < 15 rrem o | berapsy
sagim oo o= Cllaim & i Alsoluls
eers of Larnge kedhons Ingrease of 5 rmim and
0¥ wah nonmalu thi® long dearmetot
(s AR N EER A shouk] esoeed 1% mim
* Appearance of a new
| s |
F M-t Mo imalladon of FDG- Peedibee [Disanallie woome Al Aimy Adwy
PET Deauvile sooe |-
i
WO AT o invunhered Ary Any Arry vy
Tl
e lesdons Wiy M bz s Vs oo M

(R compleie resporese; O, oomputeriaed tommogrophy, b q |"I *funeo- Sdemey-l Hglucose; MR, minor resporee; M), progeession of disease P
jmntial resganse; S0, stabile disease

“A provisional calegory

Target lesions Baseline measurement Nadir actual Madir narmalized
[lomg axis: om) measurement (om| method 1 measurement (cm) method 2
Lesion 1 1.6 k] D (resobsed)
Lesion 2 1.7 14 14
Lesion 3 2 18 1.8
Sum of dameters 5.3 4.1 32
% change from baseline M 3 A0
Response designation MR Minoe response Fartial response [or OR f PET & negative)

CH, complete resporse; FET, positeon emmission tomogragsby.
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Appendix B Time windows

B1 Tumor assessments

Timepoint Naming convention in Window
outputs

Screening Screening

At least 10 days after sabestomig administration in Cycle | |Gz

At least 10 days after sabestomig administration in Cycle | |E{SIIEGzG

At least 10 days after sabestomig administration in Cycie | RSN

LT

1 vear after date of first infusion After 1 year 314455
[a]

1 vear and 6 months after date of first infiision After 1.5 years 456 — 638
[a]

2 years after date of first infision After 2 years 639 — 821
[a]

2.5 years after date of first infusion After 2 5 years 822-013
[a]

Q6M until EoS

Any scan not within the above windows will be assigned to an unscheduled timepoint.

[a] If there are multiple scans in this period, the earliest scan will be assigned to the timepoint.
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B3 Time windows for Part A
Window
Hematology | | Physical Coagulation | ECG B-symptoms | Thyroid
Chemisiry examination | function
Visit Vital Signs
Cycle 1 1 1 1 1 1 1
Day 1
Cycle 1 2-5
Day 3
Cycle 1 6-11 2-11 2-11 2-15
Day 8
Cycle 1 12-18 12-18 12-18 2-18
Day 15
Cycle 2 19-32 19-25 19-32 16-25 2-32 19-32
Day 1
Cycle 2 26-36 26-36
Day 8
Cycle 3 33-53 37-53 33-53 37-53 33-53 33-53
Day 1
Cycle 4 54-T74 54-74 54-74 54-74 54-T74 54-74
Day 1
Cycle 5 75-95 75-95 75-95 75-95 75-95 75-95
Day1
B3 Time windows for Part B
Window
Hematology | | Physical Coagulation | ECG B-symptoms | Thyroid
Chemistry examination | function
Visit Vital Signs
Cycle 1 1 1 1 1 1 1
Day 1
Cycle 1 6-11 2-11 2-11 2-15
Day 8
Cycle 1 12-18 12-18 12-18 2-18
Day 15
Cycle 2 19-32 19-25 19-32 16-25 2-32 19-32
Day 1
Cycle 2 26 -36 26-36
Day 8
Cycle 3 33-53 37-53 33-53 37-53 33-53 33-53
Day1
Cycle 4 54-74 54-74 54-74 54-74 54-T74 54-74
Day 1
Cycle 5 75-95 75-95 75-95 75-95 75-95 75-95
Day1
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Appendix C PK Parameter Derivation

Pharmacokinetic parameter definitions and derivations are described in the table below. The
following PK Parameters are calculated and summarized for Cycle 1 Dayl and for China
population with intensive PK sample collected:

Parameter Symbol Definition Derivation
{used in CSP/SAP/
C5R)
AUClast Area under serum concenfration- | Using the linear up/log down
time curve from time 0 to the last | trapezoidal rule
quantifiable concentration
AUCinf Area under serum concenfration- | Caleulated by AUC and then
time curve from time 0 to infinity | extrapolated by Clast’Az to infinity
Cmax Maxinmum observed
concentration
Cirough Observed lowest concentration
before the next dose 15
adounistered
tmax Time to reach maximum
observed concentration
thaiz Terminal elimination half-lide In2z
CL Total body clearance Dose/AUCinf
Vss Volume of distribution at steady | MRT x CL
state
Vz Volume of distnbution based on | CL/Az
the terminal phase
AUClastD Dose normalized AUClast AUCIastDose
AUCinfD Dose normalized AUCinf AUCinfDose
Cmax/D Dose normalized Cmax Cmax/Dose
Cirough/D Dose normalized Ctrough Ctrough/Dose

Where appropriate, additional parameters may be calculated.

For Cycle 3, Day 1 (dose escalation) and Cycle 4, Day 1 (dose expansion), both Cmax and
Ctrough will be determuned as described in the table above.
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In addition, the following diagnostic PK Parameters are calculated and summarized for Cycle

1 Day1 and for China population with intensive PK sample collected:

Parameter Symbol Definition Derivation
(used in CSP/SAP/
CSR)
AUCextr Extrapolated area under the
curve from tlast to infinity,
expressed as percentage of
AUCinf
Az Terminal elimination rate Estimated from linear regression
constant of the terminal part of the log
concentration versus time curve
iz lower Lower (earlier) time used for =z
determination
Az upper Upper (later) time used for Az
determination
AzN Number of data points used for
Az determination
Az span rafio Time period over which iz was Az period (1e, Az upper- iz lower)
determined as ratio of t¥2hz iz
Rsq Statistical measure of fit for the
regression used for Az
determination
Rsq adj Statistical measure of fit for the
regression used for Az
determination adjusted for the
number of used data points
tlast Time of last quantifiable
concentration
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