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PROTOCOL AMENDMENT SUMMARY OF CHANGES TABLE

DOCUMENT HISTORY
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Amendment 4 Version 5.0 28 Nov 2023
Amendment 3 Version 4.0 16 December 2022
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The Protocol Amendment Summary of Changes Table 1s provided below for the current
amendment and in Appendix T for previous amendments.

Amendment 7 (06 Sep 2024)
Overall Rationale for Amendment

This protocol was amended to incorporate 2 new study arms (6 and 7) 1 addition to
clanifications and updates on the CSP. The updates are summarised below, and details are
provided mn Appendix P and Appendix Q. Other minor editorial updates were made
throughout. Admimstrative changes, such as formatting, updates to abbreviations, and
punctuation corrections are not presented in this summary.

List of Substantial Modifications

Section Number and Description of Change Brief Rationale

Name

Throughout the Addition of rilvegostomig + platinum doublet To evaluate the safety

document chemotherapy am (Arm 6) and Dato-DXd + and efficacy of
rilvegostomig + single agent platinum chemotherapy arm | nilvegostomig in
(Arm 7). Updates to reflect this have been made fo all combination with
relevant sections of the CSP, including updates to the platinum doublet

overall sample size of the study (from 490 to 630 patients) | chemotherapy, and
and updates fo the planned statistical analyses of pCR. for | nilvegostomig in

the new arms, stratified by PD-L1 status. combination with
Dato-DXd and single
agent platinum
chemotherapy in
early-stage resectable
NSCLC.
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Section Number and Description of Change Brief Rationale
Name
Throughout the Clarification added that patients enrolled into Arms 1 to 5 | To clarify how
document will be stratified by PD-L.1 expression status (< 1% versus | patients will be
= 1%). while patients enrolled into Arms 6 and 7 will be stratified by PD-L1
restricted to baseline PD-L1 expression status = 1% and expression status at
stratified by expression (1% to 49% versus = 50%). enrolment in the
Clarification added that when Arms 6 and 7 are open to different arms.
enrolment, no other arms will be open to enrolment
concurrently.
Synopsis Addition of text to provide rationale for the use of To provide rationale
rilvegostomig in combination with chemotherapy and for new Arms 6 and
Dato-DXd in the treatment of NSCLC. 71
Section 1.3 Schedule of | *  Use of prophylactic anti-emetics prior to Dato-DXd | Updated to align with
Activities, Section 8.2.8 dosing and on subsequent days updated from the Dato-DXd
Dphthahnulogical “recommended” to ‘Egh]? recommended” Product Safety
Assessments, ) :ﬁrﬂd‘ Fnﬁst:ltz un’;t;un rﬁdﬂ:ﬂﬂh h‘i’”ﬂ"; Requirements.
. events (eg, . eased or blurre
m& Schedule vision, phnmphuEi,a, kef;r:itis, comeal ulcer)”
Appendix N6.1 - Cla:iﬁcation_ad_dad that ophthalmologic assessments
. may not be limited to the assessments specified in
Treatment Regimen the CSP
Appendix QI Schedule | . Ciarification added that a suitable alternative to
of Activities fluorescein staining of the cornea may be used in
exceptional circumstances
= Added additional details of ophthalmologic
assessments to Schedules of Activities for study
arms administering Dato-DXd
Section 2 4.1 Potential Addition of efficacy data from trials of rilvegostomig as To note evidence for
Benefits monotherapy and in combination with chemotherapy. the efficacy of
rilvegostomig.
Section 2 4 2 3 Potential | Addition of safety data from trials of rilvegostomig as To note evidence for
Risks monotherapy and in combination with chemotherapy or the safety profile of
Dato-DXd. rilvegostomig.
Section 5.1 Inclusion Requirements for use of contraception, reporting of To add mformation
Criteria; Section 5.2 pregnancies, and restrictions on donation and banking of | specific to
Exclusion Criteria; sperm and ova updated to inchide time periods specific fo | rilvegostomig.
Section 8 3.132 rilvegostomig.
Paternal Exposure;
Appendix A3 Informed
Consent Process;
Appendix G1 Female
Patients; Appendix G2
Male Patients with a
Female Partner of
Childbearing Potential
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Section Number and Description of Change Brief Rationale
Name
Section 5.1 Inclusion Requirements for local testing of umour samples for Central testing for

Criteria, Section 6.3.1

PD-L1, EGFE. and ALK expression status updated to

PD-L1. EGFR and

Patient Enrolment and require local testing only. ALK

Randomisation. Section decommissioned;
8.6.1 Baseline Tumour local testing required.
Samples for Biomarker

Assessments

Section 5.2 Exclusion Exclusion criterion #1 updated to exclude patients with To update with
Criteria baseline PD-1.1 expression status < 1% (to apply only requirements related

when Arms 6 or 7 are open for enrolment).

Exclusion criteria #9, #16, and #20 updated with
requirements related to Arms 6 and 7.

to addition of Arms 6
and 7.

Section 5.3 Lifestyle Added length of time that patients should not donate To add information
Considerations blood or blood components for after receipt of the final specific to Arms 6
dose of study interventions in Arms 6 and 7. and 7.
Section 6.1.1 In Table 5, addition of a column for rilvegostomig. To provide
Investigational Products | In Table 5 and Table 6. addition of footnotes to specify | information for
sequence of treatment administration in Arms 6 and 7. rilvegostomig and to
clanify sequence of
treatment
administration in
Arms 6 and 7.
Section 6.1.1 Chemotherapy was updated from NIMP to IMP Updated per EU
Investigational Products | designation Clinical Trials
Regulation.
Section 8 2.1 Clinical Requirements for assessment o Updated to align with
Safety Laboratory for patients receiving the latest volrustomig
Assessments, updated to require testing at Project Specific
Appendix M1 Schedule | screening and everylcycles starting from neoadjuvant Safety Requirements.
of Activities CyclejjjDayjuntil discontinuation of treatment and EOT
for lipase amylase and glycated haemoglobin.
Sections 942 1 Primary | Addition of text to provide additional analyses for Arms 6 | To add information
Endpoint and 9.5 and 7. specific to Arms 6
Interim Analyses Clarification added that decision on futility will also be and 7, and to add
made based upon the totality of the data. clarification on
futility decision.
Appendix Al Clarification added that, in the EU, the Sponsor will be To confirm
Regulatory and Fthical | responsible to ensure that the study is conducted in compliance with EUJ
Considerations compliance with the protocol and the Furopean Clinical Trials
Regulation 536/2014. Regulation.
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Section Number and Description of Change Brief Rationale
Name
Addition of text regarding reporting of SUSARs in the
EU.
Appendix N5 2 Justification for sudy dose of Dato-DXd updated with To update with more
Dato-DXd data from more recent Dato-DXd IB DCO date of recent safety data for
16 November 2023 Dato-DXd and align
with justification in
Appendix Q5.2.
Appendix N6.1 Observation period after infusion of Dato-D3d shortened | Updated to align with
Treatment Regimen from 1 hour to 30 mimites. the Dato-DXd
Product Safety
Requirements.
Appendix N7 *"f‘i‘-fﬂﬁf IRF. removed as an AESI Requirement to report Updated to align with
Events of Special Grade = 3 IRR events beyond the safety follow-up period | the Dato-DXd
Interest Associated with | removed. Product Safety
Dato-DX4, The AESI of “Ocular Surface Toxicity” was renamed Requirements.
Appendix N7.1 Adverse | “Ocylar Surface Events™.
Event Reporting . . .
List of ILDy fis evaluati ted fo:
Requirements for uHi f‘Pﬂfh“]TUmCT ons upda
Dato-DXd gh-resolution

= Pulmonologist consultation (Infectious Diseases
consultation as clinically indicated)

= Bronchoscopy and bronchoalveolar lavage if
clinically indicated and feasible

= Pulmonary function tests (including forced vital
capacity and carbon monoxide diffusing capacity)
and pulse oximetry (Sp02)

= Clinical laboratory tests (arterial blood gases if
clinically indicated, blood culture, blood cell count,
differential white blood cell count, C-reactive
protein, COVID-19 test)

= One blood sample collection for PK analysis

Keratifis was upgraded from “potential risk™ to “important
identified risk™ following adverse dmg reaction
determination.

Mucosal inflammation updated from “identified risk™ to
“potential risk™ following adverse drug reaction
determuination.

Requirement to report all events of ILD/pnenmonitis
bevond the 90-day safety follow-up period was added.
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List of Non-substantial Modifications

Section Number and
Name

Description of Change

Brief Rationale

Throughout the
document

Premedication required prior to Dato-DXd
administration was updated as follows: “Must include
antthistamines and antipyretics, preferably
acefaminophen™.

To ensure patients with
allergy to acetaminophen
can receive
premedication and are
not excluded from the
study and to align with
updated Dato-DXd
program safety language.

Section 3 Objectives and
Endpoints; Section 8.6.1
Baseline Tumour
Samples for Biomarker
Assessments

Exploratory biomarker analyses updated to include
SLFNI11.

To allow for analysis of
SLFN11 expression.

Section 6.5 Concomitant

Eemoval of text related to administration of

No longer relevant as

Therapy, Appendix H1 chloroquine and hydroxychloroquine as concomitant chloroquine and
Prohibited and Permitted | medications for COVID-19 infection during hydroxychloroquine are
Concomitant Dato-DXd administration. no longer used for
Medications/Therapies treatment of COVID-19.
Section 6.6.1 Dose Clarification added that agent-specific TMGs should For clarification of
Delays and be followed in the event that an agent is held due to guidance.
Section 8315 Toxicity | treatment-related toxicity.
Management Guidelines | Clarification added that the AstraZeneca study

physician or medical scientist should be consulted if

the Investigator feels that a patient is ready to restart

treatment prior fo treatment-related toxicity resolving

to Grade 2 or less.
Appendix R Country Addition of Appendix R to provide country-specific To clarify that Arms 4
Specific Amendment mformation for Belgium. and 5 are not open for

enrolment in Belgium.
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1 PROTOCOL SUMMARY

1.1 Synopsis

Protocol Title: A Phase IT, Open-label, Multicentre, Randonused Study of Neoadjuvant and
Adjuvant Treatment in Patients with Resectable, Early-stage (II to IITB) Non-small Cell Lung
Cancer (NeoCOAST-2)

Short Title: Neoadjuvant and Adjuvant Treatment in Resectable NSCLC
Rationale:

A number of studies have demonstrated the clinical benefit of neocadjuvant chemotherapy m
early-stage non-small cell lung cancer (NSCLC). Blockade of the programmed death-1 (PD-1)
pathway in the neoadjuvant setting has been shown to provide clinical benefit by enhancing
the antitumour response, and eradicating micrometastases prior to surgery, thereby reducing
disease recurrence. However, despite recent improvements i pathologic complete response
(pCR) rate, the majority of patients still do not achieve a pCR and may benefit from additional
combination therapy approaches to improve responses and patient outcomes.

The NeoCOAST study (NCT03794544) evaluated one cycle of durvalumab alone or in
combination with oleclumab or monalizumab as neoadjuvant treatment in patients with
resectable, early-stage NSCLC. Safety and efficacy data suggests treatment across all arms
were well tolerated with adverse event (AE) profile as expected in this patient population
without impacting the feasibility of the surgical resection. Furthermore, adding oleclumab or
monalizumab enhanced durvalumab benefit compared to durvalumab alone with improvement
m major pathological response (mPR) and pCR rates.

Volrustommg (MEDI5752) plus chemotherapy 1s being evaluated in an ongoing study
(D7980C00001; NCT03530397), enrolling patients into first-line advanced NSCLC expansion
cohorts. Emergmg efficacy data with vnlmstnn]ig. mg plus platinum doublet
chemotherapy show an improved objective response rate (ORR) 1n a PD-L1 < 1% subgroup
compared to the historical benchmark of pembrolizumab plus platinum doublet chemotherapy
m KN189 (Gandhu et al, 2018). Additionally, preliminary data from the NeoCOAST-2 study
(D9077C00001; NTC05061550) using volrustonug . mg in combination with
chemotherapy, followed by w]rustnmig. mg monotherapy, showed encouraging efficacy
results with a stmilar proportion of subjects recerving surgery compared to neoadjuvant anti-
PD-(L)1+ platinum doublet chemotherapy (Heymach et al, 2023; Forde et al, 2021; Appendix
M 5). These encouraging data suggest volrustomig plus chemotherapy has the potential to
deliver superior antitumour activity compared to anti-PD-1 agents alone or in combination
with chemotherapy.

The climical benefit of datopotamab deruxtecan (Dato-DXd) 1s currently being evaluated in
advanced/metastatic NSCLC in combination with chemotherapy and PD-L1/PD-1 inhibitors

CONFIDENTIAL AND PROPRIETARY 16 of 349



Clinical Study Protocol — 8.0 AstraZeneca

Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDI5752), Dato-DXd, AZD0171, Rilvegostomig -
Do077C00001
(TRDPIDN—legOZ; NCT04526691, TROPION-Lung04; NCT04612751,

TROPION-Lung07; NCT05555732; TROPION-Lung08; NCT05215340). The addition of a
targeted antibody-drug conjugate (ADC) to anti-PD-1/PD-L1 immunotherapy plus
chemotherapy combination may result in a synergistic tumour killing effect and therefore
further improve treatment efficacy in the neoadjuvant setting.

Rilvegostomig has been evaluated in advanced/metastatic NSCLC 1n monotherapy or in
combination with novel therapies, or chemotherapy (ARTEMIDE-01; NCT04995523,
TROPION-Lung04 [in combination with Dato-DXd]; NCT04612751, MAGELLAN;
NCT03819465). In NSCLC, 3 randomized Phase II studies have demonstrated superior
efficacy of combined inhibition of TIGIT and PD-1 or PD-L1 compared to PD-1/PD-L1
blockade in participants with fumours with PD-L.1 expression TPS = 50% (CITYSCAPE,
ARC-7, and NCT04672369). The addition of nlvegostomig to a platinum doublet
chemotherapy regimen may result in a synergistic tumour killing effect and therefore further
improve treatment efficacy in the neoadjuvant setting, while the addition of rnilvegostonug to
Dato-DXd and single agent chemotherapy may potentially generate stronger immune
responses and extend the benefit of immune checkpoint blockade.

An ongoing Phase II study 1s currently evaluating the safety, pharmacokinetics (PK), and
chimical activity of AZD0171 m combination with durvalumab and chemotherapy in first-line
metastatic pancreatic adenocarcinoma (mPDAC) (D8151C00001; NCT04999969). Given the
complementary mechanism of action to activate the immune antitumour response, the
combined effects of anti-leukaenua inhibitory factor (LIF) and immune checkpomt inhibition
may further induce tumour regression, improve survival and result in higher pCR rates and
prolonged overall survival (OS).

The NeoCOAST-2 study, utilising a neoadjuvant and adjuvant approach to assess the role of
durvalumab m combination with oleclumab, monalizumab or AZD0171 and platinum doublet
chemotherapy; or volrustomug or nlvegostonug in combination with platimum doublet
chemotherapy; or Dato-DXd in combination with durvalumab or rilvegostomig and single
agent platinum chemotherapy has several advantages: first, the combination may result in
pathological response and/or downstaging prior to surgery; second, early treatment of
micrometastatic disease and avoidance of treatment delay due to post-operative complications;
and finally, the resected tumours can be analysed, which provides a unique opportunity to
perform correlative biomarker studies and investigate changes in the tumour
microenvironment.
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Objectives and Endpoints

Objectives

Estimand description/Endpoints

Primary

To assess the antitomour activity of neoadjuvant treatment
administered prior to surgery in terms of pCR

pCR is defined as lack of any viable tumour cells after complete evaluation in the resected
lung cancer specimen and all sampled regional Iymph nodes as determined by central BIPR.
and described by LASLC 2020 (Travis et al, 2020).

The measure of interest is the proportion of patients with (% residual viable tumour cells
within all resected tissue as assessed by the central blinded pathologist.

To assess the safety and tolerability of neocadjuvant and
adjuvant treatment.

Safety and tolerability will be evaluated in terms of AFs, vital signs, and climical laboratory
parameters.

Secondary

To assess the efficacy of neoadjuvant treatment administered
prior to surgery followed by adjuvant treatment post-surgery in
terms of EFS.

EFS is defined as time from randomisation to the first of the following:

= Documented local or distant recurrence as determined by Investigator using RECIST
1.1 assessment.

= Death due to any cause (event date is date of death).

= PD that precludes surgery (event date is the date of this determination) or PD
discovered and reported by the Investigator upon attempting surgery that prevents
completion of surgery (event date is the date of the first attempt at surgery).
A new primary malignancy confirmed by pathology is not considered an EFS event.

The measure of interest is the median of EFS and landmark EFS at 12 and 24 months.

To assess the efficacy of neoadjuvant treatment administered
prior to surgery followed by adjuvant treatment post-surgery in
terms of DFS (event from surgery onwards)

DFS is defined as the time from the date of surgery until the first date of disease recurrence
as determined by Investigator using RECIST 1.1 assessment (local or distant), or date of
death due to any cause, whichever occurs first. Pathological confirmation from biopsied
lesions will also be taken into consideration (as applicable). A new primary malignancy
confirmed by pathology is not considered a DFS event.

The measure of interest is the median of DFS and landmark DFS at 12 and 24 months.

To assess the feasibility of receiving the planned surgical
tumour resection in patients receiving neoadjuvant treatment.

Feasibility to surgery is defined as having the planned surgical resection within 40 days
from the end of the last dose of neoadjuvant study interventions.

The measure of interest is the proportion of patients that have intended surgery within
40 days from the end of last dose of necadjuvant study interventions.
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Objectives

Estimand description/Endpoints

To assess the antitumour activity of neoadjuvant treatment
administered prior to surgery in terms of mPR.

mPR 15 defined as = 10% wiable tumour cells in resected fumour after complete evaluation
in the resected lung cancer specimen as determined by central BIPR as described by IASLC
2020 (Travis et al, 2020).

The measure of interest is the proportion of patients with = 10% residual viable tumour
cells within all resected tissue as assessed by the ceniral blinded pathologist.

To assess the efficacy of neoadjuvant treatment administered
prior to surgery in terms of ORER

ORR. is defined as the proportion of patients who have a CR. or PR as determined by
Investigator using RECIST 1.1

Data obtained from randomisation up until surgery, or the last evaluable assessment in the
absence of progression, prior fo surgery, will be included in the assessment of ORE_
regardless of whether the patient withdraws therapy. Patients who go off therapy prior to
surgery, without a response, receive a subsequent therapy prior to surgery, and then
respond will not be included as responders in the ORR.

The measure of interest is the proportion of patients with OR_

To assess the efficacy of neoadjuvant and adprvant treatment in
terms of O5.

OS5 1s defined as the time from randomisation until the date of death due to any cause.

The measure of interest is the landmark OS at 12 months and 24 months, and other
clinically relevant timepoints if feasible. If reached by the end of the study, the median OS
will also be of interest.

To describe the PK of study interventions in patients receiving
neoadjuvant/adjuvant treatment

Concentration of study interventions in plasma or serum.

To assess the immunogenicity of study interventions in patients
receiving neoadjuvant/adjuvant treatment.

Presence of ADA for study interventions.

To investigate baseline PD-1.1 expression in patients treated
with neocadjuvant and adjuvant treatment, and associations with
clinical endpoints.

Baseline PD-1.1 expression

To evaluate changes in ciDNA during neoadjuvant treatment in
patients with evaluable ctDNA and associations with clinical

endpoints.

ctDNA clearance on-freatment prior to surgery.
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Abbreviations: ADA- anti-drug antibody; Aes: adverse events; BIPR: blinded independent pathologist review; CE- complete response;
ctDNA: circulating tumour DNA; DFS: disease-free survival; EFS: event-free survival; IASLC: International Association for the Study of
Lung Cancer; mPR:- major pathological response; OS: overall survival;, ORR: objective response rate; pCR- pathological complete
response; PD: progression of disease; PD-L.1: programmed cell death ligand-1; PK- pharmacokinetics; PR partial response;

RECIST: Response Evaluation Criteria in Solid Tumours.

For Tertiary/exploratory objectives and endpoints, see Section 3 of the protocol.
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Overall Design

Study D9077C00001 (NeoCOAST-2) 15 a Phase IT, open-label, multi-arm, multicentre,
randonused, neoadjuvant/adjuvant study for the treatment of patients with resectable early-
stage NSCLC (Stage II to IIIB, according to Version 8 of the IASLC Staging Manual in
Thoracic Oncology 2016).

Up to 630 patients will be enrolled and randomised to one of the following treatment
regimens:

Adjuvant
Neoadjuvant treatment/Pre-Surgery (4 cycles) treatment/Post-Surgery
(1 year)
Arm1 Oleclumab + durvalumab
(n=up to 70) Oleclumab + durvalumab + CTX (Q3W) x 4 cycles (Q4W) x 12 cycles
Arm 2 . Momnalizumab + durvalumab
(n=up to 70) Monalizumab + durvalumab + CTX (Q3W) x 4 cycles (Q4W) x 12 cycles
Arm3A° : Votrustomig [l mo [l =
Volmstonug + CTX] cles
Arm 3B Volrustomig + CTX Volrustomig [l mg
(n=up to 70) {(Volmstomig mg + CTX x|lcycle; - " il
P Volmstomig mg + CTX x@cycles) y
Arm 3C Volrustomig + CIX Volmustomig mg
{=up to 70) - xjlcycles
Arm 4 Dato-DXd + durvalumab + single agent platinum Durvalumab
{=up to 70) chemotherapy (Q3W) x 4 cycles (Q4W) x 12 cycles
Arm 5 AZD0 I “TX AZDO0171 +
{=up to 70) 171+ Gurva b+ - xl-::}rcles [hrvalmbﬁcyc]m
Arm 6 Rilvegostomig + CTX- Rilvtgusmmig- x.
{=up to 70) xlcyclm cycles
Arm 7 Dato-DXd + Rilvegostomig + single agent platinum Rilvtgusmmig- '
chemotherapy
{=up to 70) cycles
xlcyclm

Note: Treatment regimens may be given unless there is unacceptable toxicity, withdrawal of consent, or another
discontinmation criferion is met (see Figure 1).

Note: Refer to Section 6.1.1 for details on study intervention and chemotherapy regimens.

Abbreviations: CTX: platinum doublet chemotherapy; Q2W: every 2 weeks; Q3W: every 3 weeks; Q4W: every
4 weeks.

2 Recruitment closed at. patients, no additional patients will be enrolled in Arm 34

Patients enrolled into Arms 1 to 5 will be stratified by baseline PD-L.1 expression status (< 1%
versus = 1%). Patients enrolled in Arms 6 and 7 will be restricted to baseline PD-L1
expression status = 1% and stratified by expression (1% to 49% versus = 50%).
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In the necadjuvant period, surgery 1s to be performed within 40 days from last dose of study
mterventions. Every attempt should be made to ensure surgery 1s performed within 40 days
from the last dose of neoadjuvant treatment. Cases where surgery cannot be completed within
40 days from the last dose of study mterventions should be promptly reported to the Sponsor
and discussed with the Study Physician/Medical Scientist. Surgery may consist of lobectomy,
sleeve resection, or bilobectomy, as determined by the attending surgeon based on the baseline
findings. Patients whose planned surgery at enrolment includes pneumonectomy,
segmentectomies, or wedge resections are not eligible for this study. After surgery, patients
should be able to start adjuvant treatment as soon as clinically feasible and within 10 weeks
from surgery (except for patients recerving post-operative radiation therapy (PORT), which
must be started within 8 weeks after surgery. Adjuvant treatment must be started within

3 weeks from the end of PORT).

An early safety evaluation will be done by a safety review commuttee (SRC) to review all
available data when the ﬁrst. patients in each enrolling treatment arm have recerved
Icycles of neoadjuvant treatment. An additional review of safety data by the SRC will occur
when- patients in each enrolling treatment arm have undergone surgery and have
had 21 days of follow-up, in order to assess perioperative mortality and surgery delays.

Additionally, throughout the study if more than.% of patients experience a delay in surgery
of more ﬂflﬂﬂIWEEkE or become unable to receive surgery due to toxicity on any treatment
arm, enrolment in that arm will be halted and SRC members will be notified to review these
cases and provide their recommendation to the Sponsor.

The SRC will meet regularly at approximately I—mm:.th mtervals to review the safety and
tolerability of treatment as neoadjuvant and adjuvant regimen, until all patients have had the
opportunity to undergo surgery and those having surgery have had at leastlnmﬂths of
adjuvant treatment.

Reasons for delay to surgery which will not trigger enrolment hold are:

e  Weather or other local emergencies impacting normal hospital activities.

e Unforeseen circumstances not related to the disease under study, such as, but not limted
to, car accident, surgeon schedule, famuly 1llness or unexpected travel.

e  Withdrawal of consent to further participation on the study not related to AEs or study
procedures.

Other treatment arms may be added based on emerging nonclimical and clinical data via a
protocol amendment.

Disclosure Statement: This 1s a Phase II, randonmused, open-label, multi-arm, multicentre,
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mternational study assessing the efficacy and safety of adjuvant and neoadjuvant treatment in
patients with resectable, early-stage (II to IIIB) NSCLC.

Patient Population:

The target population of mterest in this study 1s patients with resectable early-stage (II to ITIB)
NSCLC.

Number of Patients:
Up to 630 patients will be enrolled.

Intervention Groups and Duration:

Patients will be randomised to the enrolling treatment arms and will recerve one of the
treatment regimens listed in Figure 1. A randomusation method with dynamucally changing
randonusation ratios will be employed to account for fluctuation in the number of treatment
arms open for enrolment over the course of the study. Patients enrolled into Arms 1 to 5 will
be stratified by baseline PD-L1 expression status (< 1% versus = 1%). Patients enrolled in
Arms 6 and 7 will be restricted to baseline PD-L1 expression status = 1% and stratified by
expression (1% to 49% versus = 50%). When Arms 6 and 7 are open to enrolment, no other
arms will be open to enrolment concurrently (Figure 1).

In the necadjuvant treatment period (lasting for 4 cycles), treatment will be stopped at
RECIST 1.1-defined radiological PD or clinical progression unless it 1s confirmed by the
Investigator m agreement with the Study Physician/Medical Scientist that the patient
confinues to have a resectable tumour and continues to have climcal benefit. In the adjuvant
treatment period (lasting for 1 year), treatment will be stopped at RECIST 1.1-defined
radiological PD or climical progression, unless it 1s confirmed by the Investigator in agreement
with the Study Physician/Medical Scientist that the patient continues to have clinical benefit.
Treatment will be stopped at RECIST 1.1-confirmed radiological PD.

Follow-up of patients post discontinuation of study interventions:

After study interventions completion / discontinuation, all patients will undergo an
end-of-treatment visit (30 days [+/- 3 days] since last dose or study mtervention, which
mcludes surgery) and will be followed up for safety assessments 60 and 90 days after their last
dose or of study mterventions (1.e_, the safety follow-up visits).

Patients who are discontinued from the study intervention will be followed for safety per
Section 7.1.1, including the collection of any protocol-specified blood specimens, unless
consent 1s withdrawn, or the patient 1s lost to follow-up or the patient 15 admimistered
subsequent anticancer therapy.

In addition, all patients will be followed up for survival status as indicated in Schedule of
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Activities (SoA) (Table 2) until death, withdrawal of consent, or the end of the study.

Data Monitoring Committee: No.

The study will have a SRC to conduct safety reviews. The membership, roles and
responsibilities are defined in a charter (separate from the CSP).

Statistical methods
Statistical analyses will be performed by AstraZeneca or 1ts representatives, including CROs.

The sample size of up to 70 patients per arm 1s to:

e  Ensure the accuracy of making Go or No-Go decision at the interim analysis and final
analysis.
e  Obtain a prelininary assessment of antitumour activity with a certain degree of precision.

The sample size 1s not based on Type I error and power considerations. More details will be
mcluded in the Statistical Analysis Plan (SAP).

Continuous data will be summarised by the number of observations, mean, standard deviation
(SD), median, nunimum, and maximum Geometric mean and coefficient of variation may be
presented as apphicable. Categorical vanables will be summarised by frequency counts and
percentages for each category. Unless otherwise stated, percentages will be calculated from
the population total. Time-to-event variables will be presented using the Kaplan-Meier
methodology, including median time and rates at landmark timepoints estimated from the
Kaplan-Meiter curves, where feasible.

In general, the last observed measurement prior to first dose of study interventions will be
considered the baseline measurement. For assessment on the day of first dose where time 1s
not captured, a nominal pre-dose indicator, if available, will serve as sufficient evidence that
the assessment occurred prior to first dose. Assessments on the day of first dose, when neither
fime nor nomunal pre-dose indicator are captured, will be considered prior to first dose 1f such
procedures are required by the protocol to be conducted before the day of first dose.
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Figure 1 Study Design
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NOTE: Enrolment into individual treatment arms may be stopped on recommendation by the SEC due to safety
concerns of if planned interim analyses show safety concerns or lack of efficacy. New combination treatment
arms may be added based on emerging nonclinical and clinical data via a protocol amendment.

NOTE: Patients enrolled into Arms 1 to 5 will be stratified by baseline PD-1.1 expression status (< 1% versus

= 1%). Patients enrolled in Arms 6 and 7 will be restricted to baseline PD-L1 status = 1% and stratified by
expression (1% to 49% versus = 50%).

A randomisation method with dynamically changing allocation ratio of treatment assignment will be employed to
account for fluctuations in the number of enrolling treatment arms over the course of the study and to allow an
increase in enrolment to one or more treatment arms at the discretion of the Sponsor and/or recommendation of
the SRC. . When Arms 6 and
7 are open to enrolment, no other arm w1 open to enro t concurrently. Any ges to the allocation ratio
will be communicated in a timely manner to the Investigators and patients will be informed by the Investigator or
delegate of the enrolling treatment arms at the time of informed consent.

Abbreviations: ALK anaplastic lymphoma kinase; CT3( platimum doublet chemotherapy;

Dato-DXd: datopotamab deruxtecan; EGFR- epidermal growth factor receptor; NSCLC: non-small cell lung
cancer, PD-1L1: Programmed death-ligand 1; Q2W: every 2 weeks; Q3W: every 3 weeks; Q4W: every 4 weeks;
SRC: Safety Review Committee.

2 Recruitment closed at.patient& no additional patients will be enrolled in Arm 3A

13 Schedule of Activities
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The screening procedures for this study are 1dentical across all treatment arms and are shown

i Table 1.

AstraZeneca

The Schedule of Activities for neoadjuvant and adjuvant treatment after a patient 1s
randonused can be found in the relevant appendix for each arm.

Neoadjuvant treatment/Pre- Adjuvant treatment/Post-Surgery Appendix
Surgery (4 cycles) (1 year)
Arm1 Oleclumab + durvalumab + platinum Appendix K
doublet chemotherapy (Q3W) Oleclumab + durvalumab (Q4W)
3 - -
Arm 2 Monaliznmab + durvalumab + CTX Monali b + durvalumab (Q4W) Appendix L
(Q3W)
Volmstomig mg + CTX . Appendix M
Arm 3A*® Volmstomi m,
} - -
Volmstormg + C Appendix M
Arm 3B Votrustomiz e SR
Appendix M
Arm 3C Votrustomiz [ilme S
Arm 4 Dato-DXd + durvalumab + single Appendix N
agent platinum chemotherapy (Q3W) alumab (Q4W)
Arm 5 AZD0171 + durvalumab + CTX AZDDI?‘ Durvalumab Appendix O
Arm 6 Rilvegostomig + CTX [l Rilvegostomiz [N Appendix P
_ Dato-DXd + Rilvegostomig + single : ; Appendix Q
Arm 7 agent plat chemothera P)- R:lvegostumlg-

Abbreviations: CTX: platinum doublet chemotherapy; Q2W: every 2 weeks; Q3W: every 3 weeks; Q4W: every

4 weeks.

* Recruitment closed at.paﬁmts, no additional patients will be enrolled in Arm 3A.

The procedures for patients who have completed or discontinued treatment are identical across
all treatment arms and are shown i Table 2.
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Table 1 Schedule of Activities for the Screening Period: All Patients
Screening *
Week 4to-1 For details, see CSP Section or Appendix
Day 28 to-1
Informed consent
Informed consent: study procedures ® X Section 5 and Appendix A 3
Informed consent: SRl sample (whole blood) [SRII X Section 8.7.2 and Appendix D
Study procedures
Physical examination (full) X Section .22
Vital signs © X Section 823
ECGH X Section 8.2.4
ECHOMUGA® X Section 8.2.5
Concomitant medications X Section 6.5
Demography, including baseline charactenstics and tobacco use X Section 5.1
Brain MEI (preferred) or bramn CT with IV contrast X Appendix F
;?:E_:;ﬁ?d CT/MRI scan of the chest and abdomen (including adrenal glands) X Section 6.1.3 and Section £ 1
Pulmonary function testing and cardiac risk assessment ® X Section §.2.7
Ophthalmological assessments X Section 8§28
Eligibility criteria 1 X Section 5 and Section §.1.3
Laboratory assessments
Clinical chemistry ¥ X Section 8.2 1
Cortisol X Section 8.2.1
Haematology X Section 8.2.1
aPTT and INE X Section 8.2.1
TSH (reflex free T3 or Total T3, or free T4) ! X Section 8.2.1
Urnmnalysis X Section 8.2.1
Hepatitis B and C X Section 8.2.1
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Screening *

Week 4to-1 For details, see CSP Section or Appendix
Day 28 to-1

HIV test = X Section 8.2.1

Pregnancy test® X Section 8.2.1

Monitoring

WHO/ECOG performance status X Section §.2.6

AE/SAE assessment ° X Section 8.3

Other assessments and assays

ctDNA X Section 8.6.3 and Section 8.7.1
Mandatory tumour specimen (newly acquired or archived [« 6 months old]) ® X Section 8.6.1
PD-L1 testing P X Section 8.6.1
EGFR/ALK testing ® X Section 8.6.1
Wheole blood fur- Expression X Section §.6.3
Serum samples for circulating soluble factors X Section §.6.3
Plasma samples for circulating soluble factors X Section §.6.3
Wheole blood for DNA analyses X Section §.6.3
Whole blood for PEMC X Section 8.6.3

Efficacy evaluation

RECIST 1.1 tamour assessments on CT and/or MRI scans £ X Section 8.1.1 and Appendix F

2 The 28-day screening period begins when the patient signs the consent form Written informed consent and any locally required privacy act document
authorisation must be obtained prior to performing any protocol-specific procedures, mchiding screening/baseline evaluations. If Iaboratory or imaging
procedures were performed for alternate reasons prior to signing consent, these can be used for screening purposes with consent of the patient However, all
screening laboratory and imaging results must have been obtained within 28 days of randomisation unless otherwise specified (eg, except for PET scan as
described in footnote g and pulmonary function testing as described in footnote h).

®  All patients will be required to provide consent to supply a sample of their tumour (archived or newly acquired biopsy) for enrolment into this study. This
consent is included in the main patient ICF. Archived biopsies (tissue block preferred, or unstained slides) collected within = 6 months of study enrolment
or undergoing a pre-treatment tumour biopsy are both acceptable. Sites need to confirm the nature of archival tumour material (biopsy vs others [cytology])
and specifications before randomisation (see laboratory manual for additional details).

¢ Body weight is recorded at each wisit along with vital signs.

¢ Any clinically significant abnormalities detected require triplicate ECG results.
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ECHO/MUGA will be performed at screening to assess LVEF. ECHO/MUGA is mandatory for Arms 3A, 3B, 3C, 6 and 7 and all patients mmst be assessed
at screening when Arm 3A, 3B, 3C, 6 and 7 are open for enrolment. When Arm 3A 3B, 3C, 6 or 7 are not open for enrolment, ECHO/MUGA can be done
at the Investigator’s discretion.

A CT/MRI scan of the chest and abdomen (including the entire liver and both adrenals) must be performed within 28 days prior to and as close as possible
to randomisation, and this scan is designated as the “Baseline™ scan (ie, lesions are classified as baseline TLs or NTLs). A chest CT alone can be used if it
mcludes the entire liver and both adrenals.

A PET scan done as part of clinical practice within 42 days prior to randomisation is acceptable and doesn’t need to be repeated during screening. If there
are findings on screening CT scan that warrants a confirmation with PET scan then a PET scan mmst be repeated during the 28-day screen period.
Pulmonary function testing is mandatory at screening and may be repeated at Investigator’s or surgeon’s discretion prior fo surgery to inform fitness for
surgery. A pulmonary function test done as part of clinical practice within 42 days prior to randomisation is acceptable and doesn’t need to be repeated
during screening.

Ophthalmologic assessments including, but not limited to, visual acuity testing, slit lamp examination, infraccular pressure measurement, fundoscopy, and
fluorescein staining will be performed at screening by an ophthalmologist, or if unavailable, another licensed eye care provider. Ophthalmologic
assessments are mandatory for Dato-DXd and all patients must be assessed at screening when Arm 4 or 7 is open for enrolment. When Arm 4 or 7 is not
open for enrolment, ophthalmologic assessments can be done at the Investigator’s discretion. Please refer to the Dato-DXd Ophthalmologic Assessment
Manual for further details.

At screening, complete surgical resection of the primary NSCLC must be deemed achievable, as assessed by a multidisciplinary evaluation, which must
mclude a thoracic surgeon who performs lung cancer surgery as a promunent part of his/her practice. Nodal status should be investigated with whole body
18F-fluoro-deoxyglucose PET, plus contrast-enhanced CT. If PET/CT scan is positive in the mediastinum, or if scan 15 negative but there is T = 3 cm,
cenfral tumour, or cN1, then it is recommended that nodal status be proven by biopsy via endobronchial ultrasound, mediastinoscopy, or thoracoscopy. See
Section 5.1 (surgery eligibility) and Section 6.1.3 (preoperative mediastinal lymph node staging) for more details.

Note: Anti-thyroid antibodies will be measured on all patients at Screening visit. LFTs and troponin will be measured on all patients at Screening visit.

Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AFE related to the endocrine system.

If Arm 4, 6, or 7 is open for enrolment, all participants must be tested for HIV during the screening period if acceptable by local regulations or an IRB/EC.
When Arms 4, 6, and 7 are not open for enrolment, HIV testing can be done at the Investigator's discretion.

For women of childbearing potential only. A serum pregnancy test is required. Women of childbearing potential are required to have a pregnancy test within
3 days prior to the first dose of study interventions. Pregnancy test may occur on Day 1, but results must be available and reviewed by the treating physician
or Investigator prior to commencing an infiision.

For AFs/SAFs reported dunng screening, additional information such as medical history and concomitant medications may be needed.

PD-L1 expression determination (< 1%, 1% to 49%, = 50%)) is required prior to randomisation for all patients. Local PD-L1 testing with a local
regulatory-approved analytically validated assay is required; SP263 antibody is preferred if available.

EGFR/ALK status nmst be confirmed as wild-type prior to randomisation with the following exceptions: Patients with squamous cell carcinoma do not need
to be tested for ALK status. Results from local EGFR/ALEK testing are accepted for this study. Results from local EGFR/ALK testing should be from a
well-validated, local regulatory-approved test.
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Abbreviations- ALK Anaplastic lymphoma kinase; AF: Adverse event; aPTT: Activated partial thromboplastin time; CSP: Clinical siudy protocol;

CT: Computed tomography; ciDNA: Circulating tumour DNA; Dato-DXd: datopotamab demuxtecan; DNA: Deoxyribonucleic acid; ECG Electrocardiogram;
ECHO: Echocardiogram; ECOG: Eastern Cooperative Oncology Group; EGFR: Epidermal growth factor receptor; ICF: Informed consent form;

INE: International normalised ratio; IV: Intravenous; LFT: Liver function test; LVEF: Left ventricular ejection fraction; MRI: Magnetic resonance imaging;
MUGA: multigated acquisition scans; NSCLC: Non-small cell lung cancer; NTL: Non-target lesion; PBMC: Peripheral blood mononuclear cells; PD-L1:
Programmed cell death ligand-1; PET: Positron emission tomography; RECIST: Response Evaluation Criteria in Solid Tumours; SAE: Serious adverse event; T:
Tumour; T3: Tniodothyronine; T4: Thyroxine; TL.: Target lesion; TSH: Thyroid-stimulating hormone; WHO: World Health Organisation.

CONFIDENTIAL AND PROPRIETARY 30 of 349



Clinical Study Protocol - 8.0 AstraZeneca

Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDI5S752), Dato-DXd, AZD0171, Rilvegostomig - DS077C00001

Table 2 Schedule of Activities for Patients who have Completed/Discontinued Treatment: All Patients
Time since last dose or last study intervention®
r n ’
Day (£ 3/EOT Months (+ 1 week) 12 months and For details, see
. every 3 months .
Evaluation : CSP Section or
30 2 3 4 6 8 10 (&2 weeks) Appendix
fEOS )
Physical examination (full) X Section .22
WVital signs X Section 823
Weight X X X Section 8.2.2
Pregnancy test ® X As climically indicated © Section 8.2.1
AE/SAE assessment X X X Section 8.3
Concomitant medications X X X Section 6.3
WHO/ECOG perfo shaimt At imepoints consistent with tumour assessmen.ts.j at 30, 60, am:il 90 days; and then at initiation of subsequent Section 8.7 6
anticancer therapy
Subsequent anticancer therapy = X X X X X X X X Section 7.1.1
Survival status X X X X X X X Section 7.1.2
Ophthalmological assessments & X Section 8§28
Haematology X X X Section 8.2.1
Clinical chemistry X X X Section 8.2.1
X Section 8.6.3
ctDNA® X X X (at12 and and
24 months) Section 2.7.1
Unnalysis As climically indicated Section 8.2.1
TSH (reflex free T3 or Total T3, or . . .
i X X X Section 8.2.1
free T4 %) .
Section 8.6.1
Optional tumour biopsy specimen i and
Section 8.6.4
Durvalumab mmmunogenicity
assessment (ADA sampling) to identify X X Section §.3.2
ADA responses ¥
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Time since last dose or last study intervention®
Day (£ 3/EOT Months (+ 1 week) 12 months and For details, see
Evaluation every 3 months CSP Section or
30 2 3 4 (1 8 10 (£ 2 weeks) Appendix
fEOS
Oleclumab, Monalizumab,
volmstomig, Date-DXd, AZD0171 or
nlvegostomig Immunogenicity X X Section §.3.2
assessment (ADA sampling) to identify
ADA responses ¥
Follow-up scans are acquired Q12W = 1 week (relative to the date of surgery) until week 48; Q24W + 2 weeks
(relative to the date of surgery) until week 192 (approximately 4 years); and then Q48W = 2 weeks (relative to the Section 8.1 1
Tumour assessment (CT or MEI) date of surgery) thereafter, until RECIST 1.1-defined radiclogical PD, consent withdrawal, death, or study and
(RECIST 1.1)L= completion as determined by Sponsor. This on-study schedule MUST be followed regardless of any delays in .
dosing and regardless of tumour margins. These follow-up scans will use the oniginal necadjuvant screening scan Appendix F
as a baseline scan for RECIST 1.1 assessments.

*  EOT visit date is calculated from the time since last dose or last study intervention (includes surgery), whichever occurs later. Cases where an EOT wisit

cannot be done within the protocol specified window due to medical reasons should be discussed with the Sponsor.

For women of childbearing potential only. A urine or serum pregnancy test is acceptable.

¢ A monthly pregnancy test is required during the washout period after the last treatment administration. For patients receiving multiple study interventions,
the longest washout period must be followed. Refer to Section 5.3 for details on dmg washout periods.

4 WHO/ECOG performance status should also be collected at other site visits that the patient attends, if appropriate site staff are available to collect such
mformation. In addition, WHO/ECOG performance status should be provided when mformation on subsequent anticancer therapy is provided, where
possible.

#  Details of any treatment for NSCLC (including surgery) post the last dose of study interventions mmst be recorded in the eCRF. At minimmm collect the
start date and description of the subsequent anficancer therapy.

f  For patients who discontinue their assigned study interventions following progression, available readings of CT/MRI from local practice will be collected
from patients” medical charts while information on subsequent anficancer treatment is collected.

£ Ophthalmological assessments are only required for patients randomised to Arm 4 and 7. Ophthalmologic assessments including, but not limited to, visual
acuity testing, slit lamp examination, infraocular pressure measurement, fundoscopy, and fluorescein staining will be performed for all patients at screening
and for patients randomised to Dato-DXd as clinically indicated and at the EOT wvisit by an ophthalmologist, or if unawvailable, another licensed eye care
provider.

L ctDNA will be collected if EOS visit is before 24 month follow-up visit.

i Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AF related to the endocrine system.

i It is strongly recommended/encouraged to collect additional tumour biopsies, if they become available at disease progression or unscheduled procedures
durning the study.

¥ Immmnogenicity samples for durvalumab and oleclumab, or monalizumab, volrustomig, Dato-DXd, AZD0171. or rilvegostomig are collected 90 days
(3 months) (x 7 days) after treatment ends.
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! A new primary malignancy confirmed by pathology is not considered an EFS or DFS event.
= If a pre-planned surgery date is not available for planning RECIST 1.1 follow-up scans on patients who did not undergo surgery (for reasons other than PD),
the follow-up schedule will use 40-days after the last study interventions administration as the date of pre-planned surgery.

Abbreviations: ADA- Anti-dmg antibody; AE: Adverse event; CSP: Clinical study protocol; CT: Computed tomography; ctDNA: Circulating tumonr;
Dato-DXd: datopotamab denmtecan; DFS: disease-free survival, DNA- Deoxyribonucleic acid; eCRF: electronic case report form; ECOG: Eastern Cooperative
Oncology Group; EFS: Event-free survival; EOT: End of treatment; EOS: End of study; MEI: Magnetic resonance imaging; NSCLC: Non-small cell lung
cancer; PD): Progression of disease; Q12W: Every 12 weeks; (Q24W: Every 24 weeks; RECIST: Response Fvaluation Criteria in Solid Tumours; SAE: Serious
adverse event; T3: Triiodothyronine; T4: Thyroxine; TSH: Thyroid-stimulating hormone; WHO: World Health Organisation.
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2 INTRODUCTION

Study D9077C00001 (NeoCOAST-2) 15 a Phase II study assessing the efficacy and safety of
neoadjuvant and adjuvant treatment in patients with resectable, early stage (Stage II to IIIB)
NSCLC. The treatment arms are shown in Figure 1. New combination treatment arms can be
added during the course of the study via a protocol amendment as novel agents of interest
become available for testing in this population of patients.

2.1 Disease Background

Lung cancer 15 the second most common cancer i both men and women, with an estimated
235,760 new cases of lung cancer in the US 1n 2021 and remains the main cause of cancer
related deaths worldwide. Non-small cell lung cancer represents approximately 85% of all
lung cancers, and 30% of patients present with resectable NSCLC at diagnosis (AJCC Cancer
Staging Manual, 8th Edition, Amernican Cancer Society, 2018). Resectable, early-stage
NSCLC 15 considered a potentially curable disease, and the SoC for decades was surgery
alone or surgery with adjuvant or neocadjuvant platimum-based doublet chemotherapy
(National Comprehensive Cancer Network, 2022). Recently, PD-L1 agents have demonstrated
a role 1n resectable NSCLC 1n the perioperative setting. Atezolizumab in a phase 3 trnial
(IMPower(10) showed pronounced DFS benefit as compared to best supportive care after
adjuvant chemotherapy in resectable disease whose tumours expressed PD-L1 of 1% or more
of tumour cells (Felip et al, 2021) and 1s currently approved in this setting. Likewise,
mvolumab in combination with platinum-doublet chemotherapy prior to surgery has been
approved as neoadjuvant treatment i the US (Forde et al, 2022). Prior to this new approval,
up to 55% of patients eventually relapse after surgery and die from NSCLC (Uramoto and
Tanaka, 2014).

Based on the National Cancer Data Base dataset, patients had 5-year survival rates ranging
from approximately 70% for Stage IA1 NSCLC to 10% for Stage ITIB disease NSCLC
(Chansky et al, 2017). The use of adjuvant chemotherapy with a platinum-based regimen has
been shown to provide survival benefit in patients with resected, early-stage NSCLC; a
quantitative meta-analysis of multiple clinical trials evaluating adjuvant chemotherapy
demonstrated a 4% to 5% improvement in OS with the use of adjuvant chemotherapy
following surgery compared to surgery alone (Burdett et al, 2015). In addition, preoperative
neoadjuvant chemotherapy has also been studied in several trials in patients with resectable
NSCLC (Burdett et al, 2006). A meta-analysis of 7 trials showed that neoadjuvant
chemotherapy improved OS versus surgery alone (5-year OS rate of 20% vs 14%,

respectively).

Compared with adjuvant chemotherapy in early-stage NSCLC, the use of neoadjuvant
chemotherapy resulted in a higher proportion of patients recerving the planned chemotherapy
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regimen, which supports the notion that early-stage NSCLC patients have a more favourable
clhinical condition before compared to after a major surgical lung resection (Felip et al, 2010).

In addition, patients with resectable NSCLC treated with neoadjuvant chemotherapy have
higher rates of pathological tumour response (complete response and/or < 10% residual viable
tumour cells) within the resected specimen compared to patients who underwent surgery
alone, which may predict clinical benefit and correlates with improved outcomes (Cascone et
al, 2018, Felip et al, 2010, Machtay et al, 2004, Pataer et al, 2012). Major pathological
response (< 10% residual viable tumour) has shown to be a predictable surrogate endpoint for
survival in resectable lung cancers (Hellmann et al, 2014).

The role of PD-1/PD-L1 inhibition has been evaluated for the treatment of resectable,
early-stage NSCLC in the neoadjuvant setting. Recent results of the CheckMate-816 study
have shown the benefit of mvolumab 1n combination with chemotherapy as neoadjuvant
treatment 1n patients with resectable NSCLC (Forde et al, 2021). In thus Phase III study, the
combination of mvolumab and chemotherapy compared to chemotherapy demonstrated a
statistically sigmificant improvement in median EFS (31.6 months vs. 20.8 months; HR =0.63;
[97.38% CL, 0.43 to 0.91]; P=0.005), pCR (24.0% vs 2.2%; OR = 13.94 [99% CI, 3.49 to
55.75]; P <0.001). The benefit was consistent across disease stages, lustologies, TMB, and
PD-L1 expression levels (Forde et al, 2022). In an exploratory subset analysis, ctDNA
clearance was also more frequent in the combination treatment compared to chemotherapy
alone and appeared to be associated with pCR. Nivolumab in combination with chemotherapy
showed a tolerable safety profile and did not impact the feasibility of surgery.

Other Phase ITI studies evaluating the combination of immunotherapy and chemotherapy in
the neoadjuvant and adjuvant setting are ongoing, including a study of durvalumab 1n
combination with chemotherapy vs placebo and chemotherapy followed by surgery and
adjuvant treatment with durvalumab vs placebo (AEGEAN study, NCT03800134) and a study
of pembrolizumab 1n combination with chemotherapy vs placebo and chemotherapy followed
by surgery and adjuvant treatment with pembrolizumab vs placebo (KEYNOTE-671,
NCT03425643).

In the Phase IIT AEGEAN study, the combination of durvalumab and chemotherapy compared
to chemotherapy demonstrated EFS benefit at 12-months, with EFS observed mn 73.4% of the
patients who recetved durvalumab (95% CI, 679 to 78.1), as compared with 64.5% of the
patients who received placebo (95% CI, 58.8 to 69.6); HR for disease progression, recurrence
or death was 0.68 (95% CI, 0.53 to 0.88; P=0.004). Additionally, durvalumab and
chemotherapy demonstrated significantly greater pathological responses vs those recerving
placebo (17.2% vs. 4.3% at the final analysis; difference, 13.0 percentage points; 95% CI, 8.7
to 17.6; P<0.001 at interim analysis) (Heymach et al, 2023).

2

In the Phase IIT KEYNOTE-671 study, the combination of pembrolizumab and chemotherapy
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compared to chemotherapy sigmficantly improved OS, reducing the risk of death by 28%
(HR=0.72 [95% CI, 0.56-0.93]; one-sided p=0.00517). For subjects who received the
pembrolizumab based regimen, median OS was not reached (95% CI, NR-NR) vs 52 .4
months (95% CI, 45.7-NR) for patients who received the chemotherapy-placebo regimen. The
36-month OS rates were 71.3% for patients who recerved pembrolizumab vs 64.0% for
patients who received the chemotherapy-placebo regimen. Additionally, statistically
significant EFS improvements were observed in the pembrolizumab arm vs chemotherapy arm
(47.2 months [95% CI, 32.9-NR] vs 18.3 months [95% CI, 14.8-22.1], respectively; HR=0.59
[95% CI, 0.48-0.72]). The 36-month EFS rates were 54 3% for patients who received the
pembrolizumab vs 35.4% for patients who recerved the chemotherapy-placebo regimen
(Spicer et al, 2023b).

Overall, early-stage NSCLC, despite being potentially curable, has a risk of relapse and death
due to disease progression. Thus, new therapies are needed to further improve the long-term
prognosis for patients with resectable, early-stage NSCLC.

2.2 Study Interventions Background

A summary of the background for the study interventions used in each arm are provided in the
relevant appendix.

2.3 Study Rationale

Five-year survival rates in early-stage NSCLC range from approximately 70% for Stage IA1
disease to 20% for Stage IITA disease and 10% for Stage IIIB disease, with the majonty of
patients experiencing post-surgical relapse and disease recurrence (Chansky et al, 2017,
Goldstraw et al, 2007). Adjuvant platinum-based chemotherapy provides an approximate 5%
mcrease m survival benefit compared to surgery alone, with rates of overall Grade 3 to 4
toxicity of 66%.

The use of combination chemotherapy 1s a mainstay of oncology therapy. The goal of
combination chemotherapy 1s to utilise agents that affect cancer cells by different
mechamsms, thus reducing the nisk of developing resistance. Moreover, given the synergistic
effect of chemotherapy and immunotherapy in cancer therapy, several studies have been
designed to assess the efficacy and safety of immunotherapy combined with chemotherapy in
the neoadjuvant freatment of early-stage NSCLC (Awad et al, 2023, Ba1 et al, 2020).
CheckMate-816 1s the first Phase III study showing the benefit of immunotherapy n terms of
improvement in pCR. rate in combination chemotherapy in patients with resectable NSCLC
(refer to Section 2, disease background for details). A study of durvalumab i combination
with chemotherapy vs placebo and chemotherapy followed by surgery and durvalumab or
placebo 1s currently ongoing (AEGEAN study, NCT03800134). Regular scheduled safety
mdependent data monitoring committee reviews have been conducted, and no safety concemns
were raised. Data from the AEGEAN trial demonstrated that neoadjuvant treatment with
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durvalumab plus chemotherapy followed by surgery and durvalumab monotherapy provided a
statistically sipmificant and meaningful improvement in pCR. rate and 24 month EFS (17.2%
and 63.3%, respectively) over those treated with chemotherapy alone (4.3% and 52 4%,
respectively) (Heymach et al, 2023). These data, along with surgical resection rates are
consistent with results from CheckMate-816.

In addition, other studies have shown the benefit of combiming immunotherapy with
chemotherapy m the locally advanced resectable setting. A Phase II study of neoadjuvant
chemotherapy with nivolumab 1n stage IITA NSCLC (Provencio et al, 2020), enrolled 46
patients of which 41 had surgical resection. Overall, 83% of patients who had resected disease
had mPR, of whom 63% had a pCR. The primary endpoint was PFS at 24 months which was
77.1%. None of reported AEs led to treatment discontinuation, dose reduction, or were
associated with surgery delays or deaths. A second study that evaluated atezolizumab and
chemotherapy (Shu et al, 2020) 1n patients with stage IB-IITA enrolled 30 patients reported
mPR rate of 57% and 33% pCR. The median DFS was 17.9 months and median OS was not
reached. The treatment was safe and well tolerated with AEs consistent with published data
with chemotherapy in metastatic NSCLC. Immune-related AEs were as expected and
manageable.

The NeoCOAST-2 study, utilising a neoadjuvant and adjuvant approach to assess the role of
immuno-check pomt inhibitors with chemotherapy and with other NSCLC targeting novel
agents has several advantages: first, the combination may result in pathological response
and/or downstaging prior to surgery; second, early treatment of micrometastatic disease and
avoidance of treatment delay due to post-operative complications; and finally, the resected
fumours can be analysed, which provides a umque opportunity to perform correlative
biomarker studies and investigate changes in the tumour microenvironment. Predictive
biomarkers or underlying resistance mechamsms may be identified, which will help inform
future combination therapy studies.

Studies have also shown the potential benefit of neoadjuvant and adjuvant treatment in
patients with multistation disease. The NADIM ftrial reported OS at 3 years > 80% with 54%
of patients having N2 nmltistation disease (Provencio et al, 2020; Provencio et al, 2022).
Moreover, 37% of patients enrolled in the NADIMII trial had N2 multistation disease with a
reported pCR rate of 36.2% 1n the overall population (compared to 6.8% in the control arm)
and surgery completion rate of 91% (compared to 69% in the control arm) (Provencio-Pulla M
et al, 2022). Based on these pronusing data, the NeoCOAST-2 study has mncluded patients
with stage ITIB disease according to the latest NSCLC staging system (AJCC Cancer Staging
Manual, 8th Edition).

Additionally, nonchnical evidence supports that immune response to neoadjuvant
immunotherapies may be more effective compared to adjuvant approach because neoadjuvant
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immunotherapy mduces the release of tumour-specific antigens from dying tumour cells,
which may act as a vaccine to further prime and expand tumour specific T cells (L1 et al 2021

L1 TR, Chatterjee M, Lala M, Abraham AK, Freshwater T, Jam L, et al. Pivotal dose of
pembrolizumab: a dose-finding strategy for immuno-oncology. Clin Pharmacol Ther. 2021
Jul:110(1):200-209.

Liu et al, 2016).

The use of a neoadjuvant approach offers the possibility for assessing clinical and molecular
biomarkers that may correlate with sensitivity to therapy and possibly, long-term outcomes.

A rationale for the use of each study intervention/combination of study interventions 1s
provided m the relevant appendix.

2.4 Benefit/Risk Assessment

The study will be performed in accordance with ethical principles that have their origin in the
Declaration of Helsinki and are consistent with ICH- GCP, and applicable regulatory
requirements. More detailed information about the known and expected benefits, risks, and

reasonably expected AEs of durvalumab, oleclumab, monalizumab, volrustonug, Dato-DXd,
AZD0171, and nlvegostomig can be found in the respective IB for each study intervention.

2.4.1 Potential Benefits

CheckMate-816 has shown that blockade of PD-1 in combination with chemotherapy
compared to chemotherapy alone in the necadjuvant setting yield statistically significant pCR
(24% vs 2.2%) and EFS (31.6 months vs 20.8 months) (Forde et al, 2022). Likewise, pCR has
also been associated with improved survival (Felip et al, 2010, Machtay et al, 2004, Pataer et
al, 2012). Other studies have shown that neoadjuvant and adjuvant PD-1 blockade
significantly improved pCR, EFS, and OS compared to chemotherapy alone (AEGEAN,
Heymach et al, 2023; KEYNOTE-671, Wakelee et al, 2023; CheckMate-816, Spicer et al,
2023a). Additionally, several studies in metastatic NSCLC evaluating PD-1/PD-L1 inhibitors
and other immunotherapy agents in combmation with chemotherapy are now standard
treatment 1n certain settings in NSCLC. These studies include: KEYNOTE-189
(pembrolizumab; PD-1 inhibitor) (Freeman et al 2000

Freeman GIJ, Long AJ, Iwa1 Y, Bourque K, Chernova T, Nishimura H, et al. Engagement of the
PD-1 mmunomhibitory receptor by a novel B7 fanmily member leads to negative regulation of
lymphocyte activation. J Exp Med. 2000;192(7):1027-34.

Frewer et al, 2016, Gandhi et al, 2018), KEYNOTE-407 (pembrolizumab; PD-1 inhibitor)
(Paz-Ares et al, 2018), the IMpower150 study (atezolizumab; PD-L1 inhibitor, and
bevacizumab; VEGF mhibitor) (Socinski et al, 2018), CheckMate 9LA (mivolumab; PD-1
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mhibitor; ipilimumab; CTLA-4 mhibitor) (Paz-Ares et al, 2021) and POSEIDON study
(durvalumab; PD-L1 mhibitor + tremelhmumab; CTLA-4 mhibitor) (Johnson et al, 2021).

Data from the 1pilimumab/nivolumab arm of CheckMate-816 also support the additive role of
neoadjuvant CTLA-4 blockade mn combination with PD-1 inhibition in resectable NSCLC. In
the ipilimumab/mvolumab arm of CheckMate-816, one dose of 1pilimmmab (1mg/kg) plus 3
doses of mivolumab (3mg/kg) in the necadjuvant setting showed improvements in pCR
(20.4%) and median EFS (54.8 months) vs neoadjuvant chemotherapy alone, which yielded a
PCR rate of 4.6% and median EFS of 20.9 months (Awad et al, 2023)_

Additionally, the NEOSTAR trial compared 3 cycles of neoadjuvant nivolumab +
chemotherapy to 1 cycle of neoadjuvant ipilimumab (1 mg/kg) with 3 cycles of nivolumab
and chemotherapy. While the pCR rates between the two arms were 1dentical in the ITT
populations at 18 2%, the mPR rates were sigmficantly higher in the ipihmumab + nivolumab
+ chemotherapy arm (50%) compared to the nivolumab + chemotherapy arm (32.1%). The
median EFS was not reached on either arm; the EFS rate was 77% at 24 months on the
ip1limumab + mvolumab + chemotherapy arm compared to 73% at 24 months on the
mvolumab + chemotherapy arm. Whule this data 1s immature and the numbers are small (n=22
for both arms), 1t 1s supportive of the benefit at least one dose of neoadjuvant CTLA-4
blockade in combination with PD-1 mnhibition and chemotherapy for the treatment of
resectable NSCLC (Cascone et al, 2023).

In the first-in-human Phase I dose-escalation/dose-expansion study evaluating Dato-DXd in
patients with advanced NSCLC and other tumour types (TROPION-PanTumor(1), Dato-DXd
was shown to be associated with durable antitumour activity and a manageable safety profile
m patients with pre-treated advanced NSCLC (Garon et al, 2021). Additionally, in the

Phase Ib study of Dato-DXd in combination with pembrolizumab with or without platinum
chemotherapy m patients with advanced or metastatic NSCLC (TROPION-Lung02), an
mterim analysis showed promising response rates in the overall population and in patients
recerving first-line therapy, across PD-L1 expression levels (Levy et al, 2022).

In the first-in-human study of AZD0171 1n patients with advanced solid tumours (MSC-1-101;
NCT03490669), AZD0171 was shown to be safe and well tolerated in patients with advanced
solid tumours. Chimical activity was evaluable 1 38 patients. None had a CR or PR. The BOR
was stable disease for 2 consecutive tumour assessments for 9 (23.7%) patients, and stable
disease followed by progressive disease in 4 (10.5%) patients; 25 (65.8%) patients had
progressive disease. The DCR was 23.7% (95% CI 11.4% to 40.2%). The overall median PFS
was 5.9 weeks (95% CI 2.1 to 28 3 weeks), with 9 patients having a PFS of > 16 weeks.
Although antitumour activity was limited, stabilisation of total circulating LIF concentrations
and biomarker evidence of immunological reprogramming mn the tumour microenvironment
support the therapeutic hypothesis that AZ10171 could effectively block LIF signaling,
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activate immune-mediated antitumour effects, and inhibit cancer stem cells (Borazanci et al,
2022).

Notably, AZD0171 monotherapy increased the frequency of CD8+ T cells in matched on
treatment vs pre-treatment biopsies in a subset of patients. The potential for AZD0171 to
remvigorate T cell response or tumour mfiltrating lymphocytes may be of clinical benefit in
patients with basal detectable tumoural CD8+ T cells especially when combined with an
immune checkpoint inlibitor. Therefore, targeting LIF with AZD0171 in combination with
durvalumab and standard-of-care chemotherapy may lead to more synergistic durable
responses in 1L mPDAC patients.

In the first in human Phase I'Ill ARTEMIDE-01 study in stage IV NSCLC (NCT04995523),
rilvegostomig was shown to be safe and well tolerated with encouraging efficacy mn CPI-naive
subjects with PD-L.1 expression = 1%. As of the 07 July 2024 DCO, n participants with
PD-L.1 TPS 1% to 49%- mg dose, n = 31), 9 (29.0%) participants achieved PR and

11 (35.5%) achieved SD > 9 weeks. A total of 5 patients remain 1n response out of the

9 confirmed PRs. The median duration of response was estimated as 6.4 months (95% CI 4.2,
NC). In participants with PD-L1 TPS > 50% receiving [jglime (n = 34), 17 (50.0%)
participants achieved PR and 13 (38.2%) achieved SD = 9 weeks, including 4 (11.8%)
unconfirmed PRs pending confirmation, totalling an unconfirmed ORR of 61.8%._ A total of
13 patients remain in response out of the 17 confirmed PRs (Hiltermann et al 2024).

Rilvegostonug has also been evaluated in combination with chemotherapy in MAGELLAN
(D933IC00001), a Phase IB, open-label, multi-centre study to determune the efficacy and
safety of durvalumab and/or novel oncology therapies, with or without chemotherapy, for

1L stage IV NSCLC. Subjects (PD-L1 < 50%) with stage IV NSCLC enrolled in Cohort B5
(n- recerved rilvegostomig + carboplatin/cisplatin + pemetrexed. As of the final analysis
DCO of 23 May 2023, the confirmed ORR was [l [JRl (il %) subject had a confirmed
PR, il Rl %) had disease progression, and %) had SD, of which one [fil%) had
an unconfirmed PR

The NeoCOAST-2 study will allow patients with resectable, early-stage (Stage II to ITIIB)
NSCLC patient to recerve chemotherapy in combination with a PD (L)-1 inhibitor and/or
other novel therapies that potentially can improve upon current available therapies.

Selection of novel agents 1s based on nonclinical and climcal data supporting a favourable
mteraction with chemotherapy n this patient population. Novel agents will be evaluated in
both the neoadjuvant and adjuvant settings.
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2.4.2 Potential Risks

2421 Durvalumab

Risks with durvalumab include, but are not limited to, diarrhoea/colitis, pneumonitis/TLD,
endocrinopathues (1e, events of hypophysitis/hypopitutarism, thyroiditis, adrenal
msufficiency, hyper- and hypothyroidism, type I diabetes mellitus and diabetes msipidus),
hepatitis/increases in transaminases, nephritis/increases in creatinine, rash/dermatitis
(including pemphigoid), myocarditis, myositis/polymyositis, immune thrombocytopenia,
mfusion related reactions, hypersensitivity reactions, pancreatitis, serious infections,
encephalitis, meningitis, and other rare or less frequent inflammatory events including uveitis,
immune-mediated arthritis, and neuromuscular toxicities (eg, Guillain-Barré syndrome,
myasthema gravis).

For mmformation on all identified and potential risks with durvalumab alone or in combination
with other anticancer therapies, refer to the current version of the durvalumab IB.

For mitigation strategies, please refer to specific TMGs and dose modification information
(Section 83.15).

2422 Combination Therapy with Durvalumab Plus Oleclumab, Monalizumab,
Dato-DXd or AZD0171

Oleclumab plus durvalumab and durvalumab plus monalizumab were evaluated in the
NeoCOAST study (Appendix K 4 and Appendix L 4). The AEs of the combinations were
similar to durvalumab monotherapy, and mostly of Grade 1 and 2 intensities. There were no
treatment discontinuations, deaths or delays to surgery due to AEs in the combination arms.
Furthermore, the study was evaluated by a SRC (Cascone et al, 2022).

In a Phase Ib/II, 2 stage, open-label, multicentre, multi-arm platform study (Study
D933LC00001 [BEGONIA]) evaluating the efficacy and safety of durvalumab with or
without paclitaxel, in combination with novel oncology therapies, as first-line treatment for
metastatic triple negative breast cancer, no dose-limiting toxicities have been reported in the
ﬁrstlpatients recerving Dato-DXd 6.0 mg/kg in combination with durvalumab as of the DCO
of 17 June 2021.

For Dato-DXd, the 2 most relevant risks considered for the benefit/risk assessment are the
important identified nsk of ILD/pneumomtis and the identified risk of IRR. Embryo-foetal
toxicity 15 considered an important potential nsk. In the ongoing Phase Ib study in advanced
or metastatic NSCLC (Study DS1062-AU104 [TROPION-Lung04]) evaluating Dato-DXd 1n
combination with durvalumab with or without carboplatin [ patients in cohort [fjreceived
Dato-DXd| mg/kg + durvalumab [l mo [l As of DCO 28 September 2022, Grade >
3 TEAEs occurred in-%) patients with the most common including %),

hypnkalamnia-%)? aﬂaemia-%l and pneumonia -%)_ - patients %0)
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remained on study freatment at the time of analysis, withlpatients-%) having
discontinued all study treatment. The reasons for treatment discontinuation were progressive
disease tients-%]l climical prngressionl patients -%]), and adverse event :.
B [ °<D)- No DLTs were reported.

Important potential nisks for AZD0171 mclude IRRs, hepatotoxicity, and QT prolongation.
Other potential risks for AZD0171 mnclude fatigue, nausea, osteonecrosis of the jaw, and
immunogenicity. These events were determiuned as potential nisks based on clinical findings in
mdividuals enrolled m a Phase I study (MSC-1-101; NCT03490669) with advanced solid
tumours. Additional potential nsks include hypersensitivity mcluding severe allergic reactions
which can be associated with the administration of mAbs. For information on all 1dentified
and potential risks with AZD0171, refer to the current AZD0171 IB.

In the completed Phase I study of AZD0171 in patients with advanced solid tumours
(MSC-1-101; NCT03490669), AZD0171 as monotherapy was evaluated in 41 patients at
mcreasing dose levels, mcluding 18 patients at 1500 mg. AZD0171 was well tolerated 1n all
4] treated patients including the 18 patients recerving 1500 mg Q3W. There were no DLT5s or
discontinations due to AZD0171-related AEs. AZDO0171-related AEs, as assessed by the
mvestigator, were reported 1 46.3% of patients, the majority being Grade 1, and the most
common being fatigue (19.5%) and nausea (9.8%). Grade 1 AZD0171-related AEs (increased
AST, mcreased ALT), Grade 2 AZD0171-related AE (GGT increase) and Grade 3
AZD0171-related AE (mncreased AST) were reported. There were no reports of Grade 4 or 5
AZDO0171-related events. There was one case of AZD0171-related SAE reported; Grade 2
osteonecrosis of the mandible, in a head and neck cancer patient who had previously recerved
high dose radiation to the area and had a history of RANKI -mhibitor therapy (denosumab)
and active periodical disease (Borazanci et al, 2022).

For mformation on all identified and potential risks with oleclumab, monalizumab, Dato-DXd,
and AZDO0171 refer to the respective IBs. For nitigation strategies, please refer to specific
TMGs and dose modification information (Section 8.3.15).

2423 Chemotherapy Plus Combination Therapy with Durvalumab Plus
Oleclumab, Monalizumab, Dato-DXd, or AZD0171: or Chemotherapy Plus
Volrustomig or Rilvegostomig

In regard to safety, durvalumab plus carboplatin and paclitaxel, durvalumab plus cisplatin and

pemetrexed and durvalumab plus carboplatin and pemetrexed are bemg evaluated in the

AEGEAN study (Section 2 3).

The safety and tolerability of oleclumab in combmation with different chemotherapy agents
with or without durvalumab 1s currently being evaluated 1n 2 clinical studies. Study
D933IC00001 (MAGELLAN) 15 an ongomg Phase IB/II trial to determine the efficacy, safety,
PK, and immunogenicity of durvalumab in combination with novel oncology therapies, with
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or without chemotherapy, for first-line stage IV NSCLC. As of the DCO of 27 Jan 2020,
.patients recerved the combination of durvalumab and oleclumab. - patients -%) n
Cuhm‘t.(dmvalmmb + -::-leclumab- mg) experienced at least one AE. The AEs reported
mn Cﬁhurtlwere pneumonia, cancer pain, hypothyroidism, decreased appetite, steroid
diabetes, irritability, hydrothorax, productive cough, constipation, nausea, peripheral oedema,
blood pressure increased X -%, each), and -%) death_-
patients [l %) in Cohort|jf (durvalumab + oleclumab mg + chemotherapy)
experienced at least 1 AE. The most frequently reported AEs (= 10% of total patients) were
nausea -%), decreased appetite-%), aﬂaemia-%)? neutropemia and vonuting
-% each), pneumomnia %), hypokalaenma, dyspnoea, cough, constipation, rash,
prurttus, and ALT mcreased % each). Study D6185C00001 1s a Phase II, open-label,
mulfi-drug, biomarker-directed, umbrella study that 1s modular in design to assess the efficacy,
safety, and tolerability of multiple treatment arms in patients who have received an
anti-PD-1/PD-L1 contaming therapy and a platinum- doublet regimen for locally advanced or
metastatic NSCLC either separately or in combination. The oleclumab-containing arms in the
study consists of 3 arms mn which dmvalumab- mg- and oleclumab
- mg Xland then.) combinations were explored: .patients were dosed 1n
Cohort (durvalumab 1n combination with oleclumab in patients with high expression
of CD73). There were [jpatients dosed in Cohort [jiiiJJJJ] (durvalumab in combination with
oleclumab, stratified by prior response to immunotherapy; primary resistance cohort [PRI]) as
of the DCO date of 26 January 2020. There Were.patients dosed enrolled in the Cohort
B (durvalumab in combination with oleclumab, stratified by prior response to
immunotherapy; acquired resistance cohort _As of the DCO of 26 January 2020, a
total c-f.paiients were dosed across llcohorts, patients-%) had at least 1 AE,
letients-%) mn Cohort patients %) 1n Cﬁhurt- aﬂd.patients
%) 1n Cﬁhurt- The most frequently reported AEs (1n > 10 % of total patients)
were faiigue--%), decreased appetite and pruritis %), anaemia and nausea -%),
dyspnoea, diarrhoea, and asthenia-%)_ Overall, [llpatients experienced AEs causally
related to durvalumab and oleclumab, of which hypertension, pneumonitis, asthema, and
mcreased blood creatine phosphokinase .pat:ieﬂt each) and dyspnoea l patients) were
Grade 3 or higher AEs. Overall, Ipatieﬂts. '%) causally related to oleclumab only which
were anaemia, decreased appetite, diarrhoea, prunitis, and weight decreased of which anaemia

iﬂlpatient-%) m Cﬁhurt- was Grade 3 or higher.

- patients had SAEs. - patients in Cc-hurt- had SAEs of essential tremor
(Grade 1, dose withdrawn/mterrupted), blood creatine phosphatase increased (Grade 4, dose

withdrawn, causally related to durvalumab and oleclumab), brain oedema .patients, Grade 3
dose mterrupted, and dose withdrawn, respectively), pain (Grade 3), decreased appetite
(Grade 3), hypoxia (Grade 3), aspiration pleural effusion | patients, Grade 3). [l patients in
Cohort [l had SAEs of pain in extremity (Grade 2), anaemia (Grade 3, dose withdrawn,
causally related to oleclumab), and general physical health deterioration (Grade 3, dose
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iﬂtermpted)_-patients iﬂ_ had SAEs of chronic obstructive pulmonary
disease (Grade 3), cardiac failure and pleural effusion (each Grade 2), infectious pleural
effusion (Grade 3), confusional state (Grade 2), lethargy (Grade 2), and pleural effusion
(Grade 3), splenic infarction (Grade 3), and pneumonitis (Grade 3, drug withdrawn, causally
related to durvalumab and oleclumab). Overall, il patients died in the durvalumab and
oleclumab module, [l %) in Cohort and [ Rll%%) in Cohort [N Most
deaths were due to disease under mmvestigation, followed by “other” deaths. One death in the
- cohort was due to an AE, which was not considered related to any treatment.

Refer to the IB for safety information of oleclumab with other chemotherapy agents in other
mndications.

Monalizumab a. mgfkg- or. mg in combination with cetuximab, or monalizumab
- mg- mn combination with durvalumab and ceficumab was evaluated iﬂ. patients
m a Phase II study (Refer to Monalizumab IB 2020). The most frequently reported AEs

(= 30% patients mn the total group) were dermatitis acneiform iﬂ. '%) patients, fatigue in
. .%) patients, diarrhoea iﬂ. .%) patients, hypomagnesemia in. .%) patients,
nausea in .%) patients, and paronychia and pruritus in. '%} patients each. Grade 3
to 4 AEs were reported 1n .%) patients. Those reported in more than one patient include
anaerma, dermatitis acneiform, hypophosphatenua, sepsis :I [I%] patients each), hypertension
l [I%] patients), hypokalaemua, lipase increased, tumour haemorrhage [I%] patients
each), amylase increased, dyspnoea, malnutrition, weight decreasedl %] patients each),
decreased appetite, diarrhoea, dysphagia, hypoalbuminenua, lymphopema, pulmonary
embolism, and vomiting %] patients each). In Study D419NC00001 dose-exploration part
of the study, Cohort patients were exposed to combination treatment of monalizumab

' mg durvalumab - mg - and mFOLFOX6 with either bevacizumab
mg/kg patients) or ce‘rw:imab- mgfmz-; patients). The most frequent
AFEs (> 30% of patients in the total group) were neuropathy peripheral %] patients),
fatipue and nausea %] patients each), diarrhoea and neutropema %] patients
each), lipase increased %o] patients), decreased appetite and rash %] patients
each), and amylase increased and pyrexia %] patients each). Grade 3 to 4 AEs
reported in more than 10% patients in the total group mnclude lipase iﬂcreased-%]
patients), neutropenia -%] patients), neuropathy peripheral-%] patients), and
amylase mcreased, neutrophil count decreased and rash-%] patients each).

Monalizumab has not been explored in combination with cisplatin or carboplatin-based
therapy.

Volrustormg monotherapy 1s being evaluated in a Phase Ib, open-label, multi-centre study to
determine the efficacy and safety in first-line stage IV NSCLC (D933IC00001 [MAGELLAN;
NCT03819465]), n addition to the first time mn human study in advanced solid tumours
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(NCT03530397).

The safety and tolerability of volrustonug in combination with chemotherapy in 1L advanced
NSCLC 15 currently bemng evaluated in an ongomng FTTH study D7980C00001
(NCT03530397) at doses of volrustomig [jill me. [Jl] me and [l me. As of 10 April 2022,

patients recerved volrustormg - mg) in combination with carboplatin and pemetrexed
‘ m the NSCLC cohort. With a median duration of exposure -::-f- months, % of
patients had at least one AE, with the most frequently reported being anaemia %), nausea
-%), congtipatiuﬂ-%), and neutropema -%)_ In the same cohort % of
patients had at least one AE considered to be volrustomig-related, with the most frequent
being na%-%), asthenia [ill%). pruritus [ll%). and rash [N RN
patients %) experienced at least one grade 3 or 4 AE with the most frequently reported
being neutropenia %), dyspnoea -%)? and pneumonia-%)_ Serious adverse
events occurred 1 % of patients, with the most frequently reported being sepsis-%)?
febrile neutropemia %), pneumonia.%), pneumothorax .%), and urinary tract
mfection .%)_ patients -%) n this combination therapy population experienced
AFs leading to the permanent discontinuation of treatment with volrustonug.

Updated safety data as of a DCO of 17 October 2022 in the vc-]mstc-mig. mg plus platinum
doublet chemotherapy first-line nonsquamous NSCLC cohort showed Grade 3 or 4 TEAEs
and AEs leading to treatment discontinuation -::-f-% and-%? respectively, stmilar to
what was observed with pembrolizumab and chemotherapy in KN189 (70.1% and 28 9%,
respectively) (Gandhi et al, 2018). There were.ireahneﬂt—related deaths-%), all related to
chemotherapy toxicities and none related to volrustonug-related immune mediated AEs.

The safety and tolerability of Dato-DXd lmga"kg) mn combination with durvalumab

- mgfkg-) with or without carboplatin 1s currently being evaluated in a Phase Ib
study in patients with advanced or metastatic NSCLC (TROPION-Lung04). As of

28 September 2022, . patients had received treatment with Dato-DXd + durvalumab with
. of the patients also recerving carboplatin. In total, -%) patients reported at least
one TEAE; the majonity were non-serious, mild or moderate in severity (CTCAE Grade 1 or
2) and did not lead to treatment withdrawal In the cohort of patients recerving Dato-DXd +
durvalumab + carboplatin, - -%) patients had at least one TEAE of CTCAE Grade =3
which was causally related to treatment. In the same cohort, serious TEAESs occurred in

--%) patients andlpatieﬂta-%) experienced a TEAE associated with treatment
withdrawal The most frequently reported TEAEs in the Dato-DXd + durvalumab +

carboplatin cohort were ﬂausea-%), alnpecia-%), anaemia-%),

-%), fatipue %), oral candidiasis %), platelet count decreas %),
decreased appetite %), and neutropenia %). The preliminary aggregate safety data
from this study suggest that Dato DXd in combination with durvalumab, with and without
carboplatin, has a manageable safety and tolerability profile, and support the selection of the
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Datc-—DXdImgfkg dose in combination with established doses of carboplatin and durvalumab
mn future climecal studies.

For mformation on all identified and potential risks with Dato-DXd refer to the current
version of the IB. For mitigation strategies, please refer to specific TMGs and dose
modification information (Section 8.3.15).

To complement the safety data from the Phase I monotherapy study (MSC-1-101;
NCT03490669), a single arm Phase II study evaluating the safety and clinical activity of the
combination of AZD0171 with durvalumab and standard-of-care chemotherapy for the
treatment of 1L mPDAC 1s currently ongoing. Emerging data from a safety review of

. patients enrolled in the Phase IT mPDAC study shows the most common AEs were
ALT/AST elevation || %), nausea [f|%), skin rash %), anaemia [jg§%), vomiting [f%).
asthenia [Jil%), alopecia|jll%). diarrhea[jil%), and IRR i), which are consistent with
recent findings from other 1L mPDAC studies (Padron et al, 2022, Tempero et al, 2021). The
most common Grade 3 or 4 TEAEs were asthema .%)1 ALT increase .%), rash
maculopapular %), and neutropenia t-%)_ Out of the gl patients currently enrolled,
Ihad PD, . died due to disease progression and died due to
gastroenteritis possibly related to all 4 study interventions (AZD0171, durvalumab,
gemcitabine, and nab-paclitaxel) and accompanying sepsis.

The safety of AZDD0171 in combination with durvalumab and standard-of-care chemotherapy
15 currently bemg evaluated 1n a Phase IT study; emerging data from this study are provided in
Section 2.4.2.2.

The safety of nlvegostomig has been evaluated n ARTEMIDE-01 (NCT04995523), a
Phase I/TT, FTIH study mn participants with advanced or metastatic, PD-L1 positive

(TPS = 1%) NSCLC who were either previously treated with one CPI and chemotherapy
(Parts A and B), or who were CPI-naive (parts C and D).

As of the DCO of 07 July 2{]24?. participants were treated at doses ranging ﬁ‘ﬂﬂl. mg to
- mg- across the study, iﬂcludiﬂg. CPI-expenienced and. CPI-naive participants.
No DLTs were observed during dose escalation, and all dose levels were assessed to be safe
and tolerable. Overall, nnlvegostonmig was well tolerated with l.%) treatment-related
discontinuations, |jjj {ij %) Grade > 3 TRAEs, and il %) Grade > 3 imAEs. No fatal
events related to rilvegostomug were reported. There were no evident differences in the safety
profile between the CPI-experienced and CPI-naive patients, with treatment-related
discontinuation reported iﬂl %) andl'%) patients and treatment-related

Grade = 3 AFEs iﬂl'%} and .%) patients, respectively.

The safety of nlvegostomig has also been evaluated in combination with chemotherapy n
MAGELLAN (D933IC00001), a Phase IB, open-label, multi-centre study to determine the
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efficacy and safety of durvalumab and/or novel oncology therapies, with or without
chemotherapy, for 1L stage IV NSCLC. Data from the final analysis are provided m

Appendx P 4.

Rilvegostonug 1s also bemg evaluated in combination with Dato-DXd in the ongoing Phase IB
TROPION-Lung04 study, enrolling subjects with advanced or metastatic NSCLC without
actionable genomic alterations. As of the 05 March 2024 DCO, preliminary safety data

(n =. from Cnhuﬁlﬂ]atn—DXdImgf‘kg + nlvegostomig . mg) showed the observed
events were m-line with the known safety profile of individual agents (1e, Dato-DXd and
nilvegostomig). Most TEAEs were Grade 1 or 2. Grade 3 TEAEs were reported for
Iparticipanl:s, one of which was related to study treatment. Three SAEs were reported (breast
cancer, COPD exacerbation, and mgwmnal herma, in- each), none of which were
related to study treatment. No cases of Grade 5 TEAESs were reported. Additional details on
the emerging safety data from TROPION-Lung(4 are provided in Appendix Q 4.

2.4.3 Ovwerall Benefit: Risk Conclusion

Chinical and/or nonclinical data to date have shown acceptable safety profiles and antitumour
activity for oleclumab 3000 mg, monalizumab 1500 mg, vc-]rustamig. mg, volrustomig
. mg, w]rustnmig. mg, Dato-DXd 6 mg/kg, AZD0171 - mg, and
ri_lvegc-stnmig. mg proposed 1n this study. Neoadjuvant durvalumab in combination with
oleclumab, monalizumab or AZD0171 and platinum doublet chemotherapy, or volrustonug or
rilvegostomig and platmum doublet chemotherapy, or Dato-DXd 1n combination with
durvalumab or nlvegostomig and single agent platinum chemotherapy may provide clinical
benefit by enhancing the pCR response and reducing disease recurrence after surgery.

The design of the current study aims to mininuse potential risks to patients, including the
mclusion and exclusion criteria (Section 5.1 and Section 5.2), restrictions on concomitant
medications during the study (Appendix H), safety momtoring (including review of all
relevant data by the SRC, Section 4.1]), TMGs (Section 8.3.15), stopping criteria

(Section 7.1), and rules and procedures to add new combination therapy arms. Specific
mtensive safety monitoring 1s in place for those nsks deemed to be most likely for each of the
combination therapies.

Further design elements aim to specifically muninise the risks to patients enrolled in this
study. Any new combination treatment arm must adhere to the following elements:

e A rationale for additive or synergistic activity of the potential new combination candidate
agent(s) based on its mechanism of action and supported by nonclimical or climcal
evidence.

e  An established, recommended combination dose for the candidate agent(s) with an
acceptable safety profile for the target population n this study.
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e  Description of the safety profile and AESIs for the candidate agent(s) as monotherapy
and/or in combination with other agents based on previous Phase I expansion cohorts or
Phase II studies.

e  Preliminary evidence of clinical activity of the candidate agent(s) as monotherapy or in
combination 1n a solid fumour setting.

¢ Requirement of a protocol amendment and respective health authornity and local IRB/IEC
approvals prior to implementing any new treatment arm.

e Updated informed consent form with relevant information on the new combination
therapy arm.

Thus, the benefit-risk assessment for this Phase IT study 1s acceptable.
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3 OBJECTIVES AND ENDPOINTS

Table 3 Objectives and Endpoints
Objectives Estimand description/Endpoints
Prnimary

To assess the antitomour activity of neoadjuvant treatment administered prior
to surgery in terms of pCR_

pCR. is defined as lack of any viable tumour cells after complete evaluation in
the resected lung cancer specimen and all sampled regional lymph nodes as
determined by central BIPR and described by IASLC 2020 (Travis et al,
2020).

The measure of interest is the proportion of patients with 0% residual viable
tumour cells within all resected tissue as assessed by the central blinded
pathologist.

To assess the safety and tolerability of neocadjuvant and adjuvant treatment.

Safety and tolerability will be evaluated in terms of AFs, vital signs, and
clinical laboratory parameters.

Secondary

To assess the efficacy of neoadjuvant treatment administered prior to surgery
followed by adjuvant treatment post-surgery in terms of EFS.

EFS is defined as time from randomisation to the first of the following:

=  Documented local or distant recurrence as determined by Investigator
using RECIST 1.1 assessment.
Death due to any cause (event date is date of death).
PD that precludes surgery (event date is the date of this determination) or
PD discovered and reported by the Investigator upon attempting surgery
that prevents completion of surgery (event date is the date of the first

attempt at surgery).
A new primary malignancy confirmed by pathology is not considered an

EFS event.
The measure of interest is the median of EFS and landmark EFS at 12 and
24 months.

To assess the efficacy of neoadjuvant treatment administered prior to surgery
followed by adjuvant treatment post-surgery in terms of DFS (event from
surgery onwards).

DFS is defined as the time from the date of surgery until the first date of
disease recurrence as determined by Investigator using RECIST 1.1
assessment (local or distant), or date of death due to any canse, whichever
occurs first. Pathological confirmation from biopsied lesions will also be
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Objectives

Estimand description/Endpoints

taken mto consideration (as applicable). A new primary malignancy
confirmed by pathology is not considered a DFS event.

The measure of interest is the median of DFS and landmark DFS at 12 and
24 months.

To assess the feasibility of receiving the planned surgical tumour resection in
patients recetving nepadjuvant treatment.

Feasibility to surgery is defined as having the planned surgical resection
within 40 days from the end of the last dose of neoadjuvant study
interventions.

The measure of interest is the proportion of patients that have intended
surgery within 40 days from the end of 1ast dose of nepadjuvant study
interventions.

To assess the antitnmour activity of neoadjuvant treatment administered prior
to surgery in terms of mPR.

mPR is defined as < 10% viable tumour cells in resected fumour after
complete evaluation in the resected lung cancer specimen as determined by
central BIPR. as described by IASLC 2020 (Travis et al, 2020).

The measure of interest is the proportion of patients with < 10% residual
viable tumour cells within all resected tissue as assessed by the central blinded
pathologist.

To assess the efficacy of neoadjuvant treatment administered prior to surgery
in terms of ORE.

ORR is defined as the proportion of patients who have a CR or PR as
determined by Investigator using RECIST 1.1

Data obtained from randomisation up until surgery, or the last evaluable
assessment in the absence of progression, prior to surgery, will be inchuded in
the assessment of ORE_ regardless of whether the patient withdraws therapy.
Patients who go off therapy prior to surgery, without a response, receive a
subsequent therapy prior to surgery, and then respond will not be included as
responders in the ORE_

The measure of interest is the proportion of patients with OR_

To assess the efficacy of neoadjuvant and adprvant treatment in terms of OS.

OS5 15 defined as the time from randomisation until the date of death due to
any cause.

The measure of interest is the landmark OS at 12 months and 24 months, and
other clinically relevant timepoints if feasible. If reached by the end of the
study, the median OS will also be of interest.
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Objectives Estimand description/Endpoints
To describe the PK of study interventions i patients receiving Concentration of study intervenfions in plasma or serum
neoadjuvant/adjuvant treatment

To assess the immunogenicity of study interventions in patients receiving
neoadjuvant/adjuvant treatment.

Presence of ADA for study interventions.

To investigate baseline PD-1.1 expression in patients treated with

neoadjuvant and adjuvant treatment, and associations with clinical endpoints.

Baseline PD-1.1 expression.

To evaluate changes in ctDNA during necadjuvant treatment in patients with
evaluable ctDMNA and associations with clinical endpoints.

ctDNA clearance on-treatment prior to surgery.

Tertiary/Exploratory

To evaluate baseline and/or on-treatment changes in ctDNA blood-based
mBENA expression signatures, circulating protein levels, and/or immune cell
composition and repertoire in patients receiving neoadjuvant and adjuvant
treatment, and associations with clinical endpoints.

To evaluate baseline and on-treatment changes by flow cytometry in patients
receiving volmistomig and nilvegostomig, and associations with clinical
endpoints.

ctDNA: May include, but not limited to, baseline allelic fractions, changes in
levels on-treatment prior to surgery and following surgery, and association
with outcomes.

Blood mENA expression: May include, but not limited to, immune-relevant
gene signatures at baseline, changes in levels on-treatment, and association
with outcomes.

Circulating soluble factors from plasma and serum: May include, but not
limited to, circulating levels of target proteins, cytokines, chemokines, and
other soluble factors at baseline, changes in levels on-treatment and
associafion with outcomes.

PBMC: May include, but not limited to, immune cell composition,
phenotypes, and/or B/T cell repertoire at baseline, changes in levels on-
treatment, and association with outcomes.

Flow cytometry: May include, but are not limited to, changes m immmune cell

populations, target occupancy, or immune cell phenotypes and association
with outcomes.

To investigate baseline and/or on treatment and/or post-surgery changes in
gene expression, DNA | and/or proteins in tumour tissue from patients with

neoadjuvant and adjuvant freatment, and associations with clinical endpoints.

Biomarker expression, may include but not limited to, PD-LI, CD73, NKG24,
HLA-E, LIF, TROP2, SLFN11, and CD8 expression, gene expression,
mutations, TMB and/or proteogenomic profiling, in primary tumour and
draining Iymph nodes.
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Abbreviations: ADA- Anti-dmg antibody; AEs: Adverse events; BIPR- Blinded independent pathologist review; CD: Cluster of differentiation; CR: Complete
response; CTCAE: Common Terminology Critenia for Adverse Event; ctDNA: Circulating tumour DNA; DFS: Disease-free survival; EFS: Event-free survival;
IASLC: International Association for the Study of Lung Cancer; LIF: Leukaemia inhibitory factor; mENA- Messenger ribomucleic acid; MPR:- Major
pathological response; OS: Overall survival, ORR:- Objective response rate; PBMC: Peripheral blood mononuclear cells; pCR- Pathological complete response;
PD: Progression of disease; PD-1.1: Programmed cell death ligand-1; PE:- Pharmacokinetics; PR: Partial response; RECIST: Response Evaluation Criteria in
Solid Tumours; SLFN11: Schlafen 11; TROP2: Human trophoblast cell-surface antigen 2; TMB: Tumour mutational burden.
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STUDY DESIGN

4

4.

1 Overall Design

Study D9077C00001 (NeoCOAST-2) 15 a Phase IT, open-label, multi-arm, multicentre,
randonused, neoadjuvant and adjuvant study for the treatment of patients with resectable
early-stage NSCLC (Stage II to ITIB, according to Version 8 of the IASLC Staging Manual in
Thoracic Oncology 2016).

AstraZeneca

Up to 630 patients will be enrolled and randomised to one of the following treatment

regimens:
Table 4 Treatment Regimens
Adjuvant
Neoadjuvant treatment/Pre-Surgery (4 cycles) treatment/Post-Surgery
(1 year)
Arm1 Oleclumab + durvalumab
(n=up to 70) Oleclumab + durvalumab + CTX (Q3W) (Q4W) x 12 cycles
Arm 2 : Monalizumab + durvalumab
(n=up to 70) Menalizomab + durvalumab + CTX (Q3W) (Q4W) x 12 cycles
Arm3A° : Volrustomig [l mo SISl x
(n=up to 70) Volmston g- mg + CTX -.c}rclfs} cycles
Arm 3B Volrustomig + CTX Volmstomig mg
{=up to 70) - xjlcycles
Arm 3C Volrustomig + CTX Volmstomig mg
{=up to 70) - xjlcycles
Arm 4 Dato-DXd + durvalumab + single agent platinum Durvalumab
{=up to 70) chemotherapy (Q3W) (Q4W) x 12 cycles
Arm 5 7Da ~TX AZD0171 +
{=up to 70) 171 + dugvalumab + - Durvalumab Xl cycles
Arm 6 Rilvegostomig + CTX- Rilvtgusmmig- x.
{=up to 70) cycles
Arm 7 Dato-DXd + Rilvegostomig + single agent platinum Rilvtgusmmig- .
{=up to 70) chﬂncrthempjr- cycles

Note: Treatment regimens may be given unless there is unacceptable toxicity, withdrawal of consent, or another
discontinmation criferion is met (see Figure 1).

Note: Refer to Section 6.1.1 for details on study intervention and chemotherapy regimens.

Abbreviations: CTX: platinum doublet chemotherapy; Dato-DXd: datopotamab denmxtecan: Q2W: every 2
weeks; Q3W: every 3 weeks; Q4W: every 4 weeks.

* Recruitment closed at.patients; no additional patients will be enrolled m Arm 3A

Patients in Arms 1 to 5 will be stratified by baseline PD-1.1 expression status (< 1% versus
> 1%). Patients in Arms 6 and 7 will be restricted to baseline PD-L.1 expression status = 1%
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and stratified (1% to 49% versus = 50%).

In the necadjuvant period, patients will receive 4 cycles of treatment followed by surgical
resection. Surgery 1s to be performed within 40 days from the last dose of study interventions.
Every attempt should be made to ensure surgery 1s performed within 40 days from the last
dose of neoadjuvant treatment. Cases where surgery cannot be completed within 40 days from
the last dose of study interventions should be promptly reported to the Sponsor and discussed
with the Study Physician/Medical Scientist. Surgery may consist of lobectomy, sleeve
resection, or bilobectomy, as determined by the attending surgeon based on the baseline
findings.

After surgery, patients should be able to start adjuvant treatment as soon as climically feasible
and within 10 weeks from surgery (except for patients recerving PORT, which must be started
within 8 weeks after surgery. Adjuvant treatment must be started within 3 weeks from the end
of PORT). Post-surgery, patients will receive additional cycles of treatment equivalent to

1 year.

An early safety evaluation will be done by an SRC to review all available data when the first
.patients in each enrolling treatment arm have received lcycles of neoadjuvant treatment.
An additional review of safety data by the SRC will occur when the ﬁrst.patients mn each
enrolling treatment arm have undergone surgery and have hac. days of follow-up, in order
to assess penoperative mortality and surgery delays.

Additionally, throughout the study if more than.% of patients experience a delay in surgery
of more ﬂflﬂﬂIWEEkE or become unable to receive surgery due to toxicity on any treatment
arm, enrolment in that arm will be halted and SRC members will be notified to review these
cases and provide their recommendation to the Sponsor.

The SRC will meet regularly at apprnximatel}.mnnth mtervals to review the safety and
tolerability of treatment as neoadjuvant and adjuvant regimen, until all patients have had the
opportunity to undergo surgery and those having surgery have had at leastlnmﬂths of
adjuvant treatment.

Reasons for delay to surgery which will not trigger enrolment hold are:

e  Weather or other local emergencies impacting normal hospital activities.

e Unforeseen circumstances not related to the disease under study, such as, but not limted
to, car accident, surgeon schedule, famuly 1llness or unexpected travel.

e  Withdrawal of consent to further participation on the study not related to AEs or study
procedures.

Other treatment arms may be added based on emerging nonclimical and clinical data via a
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protocol amendment.

Tumour evaluation using RECIST 1.1 will be conducted at screening (within 28 days prior to
randonusation), after 2 cycles and at the completion of the neoadjuvant treatment prior to
surgery, and then after surgery Q12W + 1 week (relative to the date of surgery) until week 48,
Q24W + 2 weeks (relative to the date of surgery) until week 192 (approximately 4 years), and
then Q48W +£2 weeks (relative to the date of surgery) thereafter, until RECIST 1.1-defined
radiological PD, consent withdrawal, death, or study completion as determined by Sponsor.
For patients who do not have surgery and therefore will not have a first post-surgical scan or
adjuvant treatment, follow-up scans are acquired Q12W =+ 1 week (relative to the date of
surgery) until week 48; Q24W =+ 2 weeks (relative to the date of surgery) until week 192
(approxumately 4 years); and then Q48W + 2 weeks (relative to the date of surgery) thereafter,
until RECIST 1.1-defined radiological PD, consent withdrawal, death, or study completion as
determined by Sponsor. This on-study schedule MUST be followed regardless of any delays in
dosing and regardless of tumour margins. These follow-up scans will use the original
neoadjuvant screening scan as a baseline scan for RECIST 1.1 assessments.

For an overview of the study design, see Figure 1, in Section 1.2 For details on treatments
given during the study, see Section 6.1.

For details on what 1s included in the efficacy and safety endpoints, see Section 8.

In order to provide easier access to relevant information for each treatment arm the protocol 1s
arranged as shown m Figure 2. Information which 1s only relevant to specific arms of the
study are provided in appendices.
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Figure 2 Protocol Structure
g ™
,-“r Core Clinical Study Protocol \‘-,
*  Synopsis and schema »  Study intervention overview, surgery and
=  Schedule of activities for screening and patient concomitant medication
completion/discontinuation * Discontinuation of study intervention and
* Introduction including disease background, study patient discontinuation/withdrawal

rationale and benefit risk assessment

«  Study assessments and procedures, including
*  Objectives and endpoints

efficacy and safety assessments, AE reporting

*  Study Design and biomarkers
s Study population
«  Statistical considerations

b / Appendix K: Arm 1 x\“. ,-/ Appendix L: Arm 2 \'\ / Other appendices in similar \ /-'
N Specific details for Arm 1 | Specific details for Arm 2 | formats.

including: including:

»  Schedule of activities for »  Schedule of activities for
adjuvant/neoadjuvant adjuvant/neocadjuvant
treatment treatment

*  Disease target and +« Disease target and
background for study background for study
interventions interventions

+  Rationale and justification +  Rationale and justification
for dose for dose

«  Study intervention *  Study Intervention

| Adverse events of special . Adverse events of special |

\ interest / \R interest J \_ /
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4.1.1 Study Conduct Mitigation During Study Disruptions Due to Cases of
Civil Crisis, Natural Disaster, or Public Health Crisis
The gmdance given below supersedes mstructions provided elsewhere in this CSP and should
be implemented only during cases of civil crisis, natural disaster or public health crisis (eg,
duning quarantines and resulting site closures, regional travel restrictions, and considerations 1f
site personnel or study patients become infected with SARS-CoV-2 or similar pandemic
mfection), which would prevent the conduct of study-related activities at study sites, thereby
compromising the study site staff or the patient’s ability to conduct the study. The Investigator
or designee should contact the study Sponsor to discuss whether the mitigation plans below
should be implemented.

To ensure continuity of the climcal study during a civil cnisis, natural disaster, or public health
crisis, changes may be implemented to ensure the safety of study patients, maintain
compliance with GCP, and nuninuse risks to study integrity.

Where allowable by local health authonities, ethics committees, HCP guidelines (eg, hospital
policies) or local government, these changes may include the following options:

e  Obtaiming consent/reconsent for the mitigation procedures (note, in the case of verbal
consent, the ICF should be signed at the patient’s next contact with the study site).

e Rescreemng: Additional rescreening for screen failure due to study disruption and to
confirm eligibility to participate in the clinical study can be performed in previously
screened patients. The Investigator should confirm this with the designated Study
Physician/Medical Scientist.

e Home or Remote visit: Performed by a site qualified HCP or HCP provided by a TPV.

¢ Telemedicine visit: Remote contact with the patients using telecommunications
technology including phone calls, virtual or video visits, and mobile health devices.

e At-home study interventions adninistration: Performed by a site-qualified HCP, by a
HCP provided by a TPV, or by the patients or the patient’s caregiver, if possible.
Additional information related fo the visit can be obtamed via telemedicine.

For further details on study conduct during civil crisis, natural disaster, or public health crisis,
refer to Appendix J.

4.2 Scientific Rationale for Study Design
4.2.1 Rationale for Efficacy Endpoints

The pnimary efficacy endpomnt i this study 1s pCR.

Pathological complete response 1s defined as the lack of any viable tumour cells after
complete evaluation in the resected lung cancer specimen and all sampled regional lymph
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nodes (Travis et al, 2020, Hellmann et al, 2014, Cottrell et al, 2018). The median rate of pCR
reported from 15 randonused controlled studies of necadjuvant chemotherapy of 4% (ranging
from 0 to 16%) 1s lower than mPR; however, there 1s a strong correlation between pCR and
both 5-year survival rate and OS. Therefore, pCR shows promusing potential as a surrogate
endpomt for OS (Hellmann et al, 2014). Two published, single-arm Phase II studies reported
higher rates of pCR followmg neoadjuvant immunotherapy (atezolizumab, 33%; mivolumab,
63%) 1n combination with chemotherapy (Provencio et al, 2020, Shu et al, 2020). The
CheckMate-816, a Phase ITI study has shown that blockade of PD-L1 in combination with
chemotherapy m the neoadjuvant setting yield statistically significant increase in pCR

(24% vs 2.2%) and EFS (31.6 months vs 20.8 months) (Forde et al, 2022) compared to
chemotherapy alone mn patients with resectable NSCLC without delaying planned surgical
resection.

Secondary efficacy endpoints in this study include EFS, DFS, mPR, ORR. and OS.

Major pathological response has been proposed as a potential surrogate endpoint for OS
following neoadjuvant chemotherapy in patients with NSCLC because 1t has been observed
that mPR reliably and statistically sigmificantly associates with survival in retrospective and
prospective studies in lung cancer (Hellmann et al, 2014). For example, a prospective study of
50 patients with Stages IB to ITILA non-squamous NSCLC treated with neoadjuvant
chemotherapy and bevacizumab showed that 27% of resected patients had mPR

(= 90% treatment effect); 100% of these patients were alive at 3 years compared with only
49% of those who had < 90% treatment effect after resection (Chaft et al, 2013). Sinularly, a
study of 192 patients with resected Stages I to IV NSCLC given neoadjuvant chemotherapy
showed robust improvement in survival in patients with less than 10% viable tumour
compared to those patients with more than 10% viable tumour (5-year OS 85% versus 40%,
respectively; Pataer et al, 2012).

Event-free survival allows the capture of peri-surgical events, whereas DFS captures only
events from surgery onwards, when the patient 1s disease-free. Disease-free survival
represents a direct measure of the study intervention’s efficacy as it 1s not confounded by the
efficacy of subsequent therapies used after disease relapse. Moreover, historical data showed
that the DFS benefit seen with the use of adjuvant chemotherapy in this disease setting was
consistent with an improvement in the OS outcome, which suggests an association between
these 2 endpoints in this setting (Mauguen et al, 2013). Disease-free survival has been the
primary basis of approval for adjuvant breast cancer hormonal therapy, adjuvant colon cancer,
and adjuvant cytotoxic breast cancer therapy.

4.3 Justification for Dose
Justification for the dose of each study intervention used in each treatment arm 1s provided
the relevant appendix.
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4.3.1 Rationale for Duration of Neoadjuvant and Adjuvant Treatment

In the proposed study, durvalumab + either oleclumab, monalizumab or AZD0171 + platmum
doublet chemotherapy, or volrustomig + platinum doublet chemotherapy, or

Dato-DXd + either durvalumab or rilvegostomig + single agent platinum chemotherapy, or
nilvegostomig + platinum doublet chemotherapy 1s being admunistered for 4 cycles in the
neoadjuvant period in order to have the greatest reduction in tumour volume as measured by
pCR. Thus 15 in alignment with the NCCN pmdelines, which recommends 4 cycles of
chemotherapy m the neoadjuvant setting.

Pembrolizumab every 3 weeks was evaluated in NSCLC following complete resection versus
placebo for up to 18 admimistrations (approximately 1 year). Pembrolizumab sigmificantly
improved the primary endpomnt of DFS from 42 months i the placebo arm to 54 months in the
pembrolizumab arm (HR=0.76, p=00014). The safety profile observed with pembrolizumab
was as expected and manageable (Paz-Ares et al, 2022). The one-year treatment duration
demonstrated that agents can be admimistered safely admministered for one year with clear
benefit.

4.4 End of Study Definition

For the purpose of Chinical Trial Transparency, the definition of the end of the study differs
under FDA and EU regulatory requurements:

European Union requirements define study completion as the last visit of the last subject for
any protocol related activity.

Food and Drug Admimistration requuirements defines two completion dates:

Primary Completion Date — the date that the final patient 1s examined or receives an
mtervention for the purposes of final collection of data for the pnimary outcome measure,
whether the climical study concluded according to the pre-specified protocol or was
termunated. In the case of climcal studies with more than one primary outcome measure with
different completion dates, this term refers to the date on which data collection 15 completed
for all of the primary outcomes.

Study Completion Date — the date the final patient 15 examined or receives an intervention for
purposes of final collection of data for the primary and secondary outcome measures and AEs
(for example, last patient’s last visit), whether the clinical study concludes according to the
pre-specified protocol or 1s terminated.

The end of study 1s defined as the last expected visit/contact of the last patient completing the
study (SoA, Table 2). The sponsor has the option to end enrolment in a treatment arm or the
entire study per recommendation of the SRC or business decision.
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A patient 1s considered to have completed the study if they have completed all phases of the
study including the last scheduled visit or the last scheduled procedure shown in the SoA

(Table 2).

Patients may be withdrawn from the study if the study itself 1s stopped. The study may be
stopped if, in the judgement of AstraZeneca, study patients are placed at undue nisk because of
chimcally sipmificant findings or for regulatory, ethical or other reasons consistent with
applicable laws, regulations, and GCP.

In the event that a rollover or safety extension study 1s available at the time of the final DCO
and database closure, patients may be transitioned to such a study, and the current study would
reach its end.

The rollover or safety extension study would ensure follow-up with visit assessments per its
protocol. Any patient who would be proposed to move to such a study would be given a new
ICE.

Arm-specific CSRs may be produced as each of the arms complete. A final mtegrated CSR
will be wnitten contaiming all analyses.

See Appendix A 6 for guidelines for the dissemination of study results.

See Section 6.7 for details on patient management following the final DCO as well as
following study completion.

5 STUDY POPULATION

Prospective approval of protocol deviations to recruitment and enrolment critenia, also known
as protocol waivers or exemptions, 1s not pernutted. If a patient was discovered dunng the
study to not meet study tnial entry, that 1s inadvertently enrolled, their continued participation
needs to be discussed with AstraZeneca Study Physician/Medical Scientist.

Each patient must meet all of the mnclusion criteria and none of the exclusion criteria for this
study in order to be assigned/randomised to a study intervention. Under no circumstances can
there be exceptions to this rule. Patients who do not meet the entry requirements are screen
failures, refer to Section 5. 4.

In this protocol, “enrolled” patients are defined as those who sign an informed consent form.
“Randomised” patients are defined as those who undergo randomisation and recerve a
randomisation number.

For procedures for withdrawal of incorrectly enrolled patients, see Section 6.3.
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5.1 Inclusion Criteria
Patients are eligible to be included in the study only if all of the following criteria apply:

Informed consent

1  Capable of giving signed informed consent, which includes compliance with the
requirements and restrictions listed 1 the ICF and in tlus protocol.

2 Provision of signed and dated wntten ICF prior to any mandatory study specific
procedures, sampling, and analyses.

3 Provision of signed and dated wntten ICF prior to collection of samples for genetic
analysis.

The ICF process 15 described in Appendix A 3.

Age

4 Patients must be > 18 years at the time of screening.

Type of Patient and Disease Characteristics

5 Newly diagnosed and previously untreated patients with histologically or cytologically
documented NSCLC. Patients should have resectable (Stage ITA to Stage IIIB) disease
(according to Version 8 of IASLC Staging Manual in Thoracic Oncology 2016. Patients

with N2 disease are eligible) if they are candidate for lobectomy, sleeve resection, or
bilobectomy at the time of screeming. Patients with N3 disease are excluded.

— At screening, complete surgical resection of the pnmary NSCLC must be deemed
achievable, as assessed by a multidisciplinary evaluation, which must include a
thoracic surgeon who performs lung cancer surgery as a pronunent part of his/her
practice.

o T4 tumours will be eligible if they are defined as T4 based on their size (more
than 7 cm) or 1f separate lesions are present i different ipsilateral lobes; any
other reason for T4 (eg, adherent to any of the following structures: diaphragm,
mediastinum, heart, preat vessels, trachea, recurrent laryngeal nerve, oesophagus,
vertebral body, carina) will be considered ineligible.

o Nodal status should be mnvestigated with whole body FDG-PET, plus contrast
enhanced CT. If PET/CT scan 1s positive in the mediastinum, or if scan 1s
negative but there 1s T > 3 cm, central tumour, or cN1, then it 1s recommended
that nodal status be proven by biopsy via endobronchial ultrasound,
mediastinoscopy, or thoracoscopy. See Section 6.1.3 (preoperative mediastinal
lymph node staging) for more details.

6 WHO or ECOG performance status of 0 or 1 at enrolment.
7  Adequate organ and marrow function as defined below:
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— Haemoglobimn = 9.0 g/dL (red blood cell/plasma transfusion 1s not allowed within
one week prior to screening assessment).

—  Absolute neutrophil count > 1.5 x 10°/L.

—  Platelet count > 100 x 10°/L.

—  Serum bilirubin < 1.5 x ULN. This will not apply to patients with confirmed
Gilbert’s syndrome, who will be allowed i consultation with their physician.

— ALTand AST <30 x ULN.

—  Measured CrCL > 45 mL/nun or calculated CrCL > 45 mL/min as determined by
Cockeroft-Gault (using actual body WT) using
https://www ladney org/professionals/KDOQU/gfr calculatorCoc
- LVEF = 50% as assessed by echocardiogram or MUGA scan (Note: this criterion
only applies if Arms 3A_ 3B, or 3C are open for enrolment.)
— Troponin I or T < ULN (per mstitutional gmidelines and/or not clincally sigmficant
per investigator judgement).
& Must have a life expectancy of at least 12 weeks.
Weight
9 Body WT>35kg.
Sex
10 Male and/or female.

Females of childbearmg potential should agree to use an acceptable method of contraception
(see Appendrx G) from the time of screeming throughout the total duration of the study and for
the following period after receiving the last dose of study interventions:

—  Durvalumab or volrustomig: 90 days

—  Oleclumab, monalizumab, or AZD0171: 180 days
— Dato-DXd: 210 days

— Rulvegostommg: 60 days

For the chemotherapy agents follow the local prescribing information relating to
confraception, the time limits for such precautions, and any additional restrictions for the
agents administered. For patients recerving more than one study intervention, the longest
washout period must be followed after the last dose of study interventions to prevent
pregnancy. Female patients must not donate, bank or retrieve for their own use, ova during
this same time period. For more details on contraceptive requirements of the study, see
Appendx G.

Non-stenilised male partners of a woman of childbeaning potential must use a male condom
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plus spermicide (condom alone in countries where spermicides are not approved) throughout
this period.

Male patients who mntend to be sexually active with a female partner of cluldbearing potential
must be surgically sterile or using an acceptable method of contraception (see Appendix G)
from the time of screening throughout the total duration of the study and for the following
peniod after the last dose of study mterventions:

—  Durvalumab or volrustomg: 90 days

—  Oleclumab, monalizumab, or AZD0171: 180 days
— Dato-DXd: 120 days

— Rulvegostormg: 60 days

For the chemotherapy agents follow the local prescribing information relating to
confraception, the time limits for such precautions, and any additional restrictions for the
agents administered. For patients recerving more than one study intervention, the longest
washout period must be followed after the last dose of study interventions to prevent
pregnancy in a partner. Male patients must not donate or bank sperm during this same time
period as for contraception use, see Appendix G. Female partners (of childbearing potential)
of male patients must also use a highly effective method of contraception throughout this
period.

11 Negative pregnancy test (serum) for women of childbearing potential
Tumour sample requirements:
12 Provision of tumour samples (newly acquired or archival tumour tissue [< 6 months old])

to confirm PD-L1 status, EGFR, or ALK status where required duning screening and prior
to randonusation.

a) PD-L1 stafus:
(1) Documented PD-L.1 expression status from analytically validated,
local-regulatory approved test or,

(1)  Provision of tumour for local testing on analytically approved, local regulatory
approved assay; SP263 antibody 1s preferred if available.

Mote: Local test results must differentiate between PD-L1 < 1%, 1% fo 49%, and
= 50%.

b) ALK and EGFR status:

(1) Previous local laboratory results for ALK and EGFR can be used if performed
on well-validated, local regulatory-approved assay, or

CONFIDENTIAL AND PROPRIETARY 63 of 340



Clinical Study Protocol - 8.0 AstraZeneca
Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDIS752), Dato-DXd, AZD0171, Rilvegostomig -
Do0T77C00001

(1)  Prowvision of tumour for local testing on analytically approved, local regulatory
approved assay
(1)  Patients with an EGFR mutation, ALK rearrangement or unknown EGFR/ALK
status will not be randomuised, with the following exceptions:
o Patients with squamous cell carcinoma do not requure ALK status.

13 Provision of tumour approprate for exploratory biomarker analyses. Newly acquired or
archival tumour tissue (< 6 months old) must be available from core needle biopsy, punch
biopsy, excisional biopsy, or surgical specimen. Fine needle aspirate 1s not acceptable.
Core needle biopsies obtained by EBUS are acceptable. Tissue cores must contam cells
and stroma. Cytology samples and specimens with limited tumour content are considered
madequate and will not be acceptable. See Section 8.6 and the laboratory manual for
details.

Surgery eligibility (assessments performed at screening):

14 Patients will be suitable for inclusion if the planned surgery to be performed will be
lobectomy, sleeve resection, or bilobectomy, as determuned by the attending surgeon
based on the baseline findings.

15 A pre- or post-bronchodilator FEV1 of 1.0 L and DLCO > 40% postoperative predicted
value. Use of these cut-off values to assess candidacy for resection should be gmided by
the results of cardiopulmonary exercise testing as outlined in the ESMO guidelines on
pre-treatment risk assessment. Both an FEV1 and a DLCO test are required for assessing
lung function at screening.

5.2 Exclusion Criteria

Patients are excluded from the study if any of the following criteria apply:

Medical Conditions

1  Patients with:
(a) sensitising EGFR mutations or ALK translocations
(b) with baseline PD-L.1 expression status < 1% (Arms 6 and 7 only)

(1) Note: PD-L1 expression status < 1% only applies as an exclusion when Arms 6
or 7 are open to enrolment

History of allogeneic organ transplantation.
Active or prior documented autoirmmune or inflammatory disorders (including
mflammatory bowel disease [eg, colitis or Crohn’s disease], diverticulitis [with the
exception of diverticulosis], systemic lupus erythematosus, sarcoidosis, granulomatosis
with polyangutis, Graves’ disease, rheumatoid arthritis, hypophysitis, uveitis,
autoimmune pneumonitis or autoimmune myocarditis). The following are exceptions to
this criterion:
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—  Patients with witiligo or alopecia.

—  Patients with hypothyroidism (eg, following Hashimoto syndrome) stable on
hormone replacement.

— Any chronic skin condition that does not require systemic therapy.

—  Patients without active disease i the last 5 years may be included but only after
consultation with the Study Physician/Medical Scientist.

—  Patients with celiac disease controlled by diet alone.

4 Uncontrolled intercurrent illness, mcluding but not limited to, uncontrolled hypertension,
unstable angina pectoris, uncontrolled cardiac arthythmia, active bleeding diseases,
serious chronic gastromtestinal conditions associated with diarrhoea, or psychiatric
illness/soc1al situations that would limit compliance with study requirement, substantially
mcrease risk of meurring AEs, or compromise the ability of the patient to give written
mformed consent.

5 History of another primary malignancy, except for the following:

—  Mahlignancy treated with curative intent and with no known active disease = 3 years
before the first dose of study mterventions and of low potential nisk for recurrence.

—  Adequately treated non-melanoma skin cancer or lentigo mahigna without evidence
of disease.

—  Adequately treated carcinoma n-situ without evidence of disease.

Patients with small-cell lung cancer or mixed small-cell lung cancer.

History of active primary immunodeficiency.

History of non-infectious ILD/pneumonitis that required steroids, has current

ILD/pneumonitis, or has suspected ILD/pneumonitis that cannot be ruled out by imaging

at screening.

9 Ewidence of the following infections:

(a) Active infection mncluding tuberculosis (climical evaluation that includes clinical
lustory, physical examination, and radiographic findings and tuberculosis testing in
line with local practice).

(b) Known HIV infection that 1s not well controlled. All of the following criteria are
required to define an HIV infection that 1s well controlled: undetectable viral RNA,
CD4+ count = 350, no history of acquired immune deficiency syndrome-defimng
opportunistic infection within the past 12 months, and stable for at least 4 weeks on
the same anti-HIV medications (meaning there are no expected further changes in
that time to the number or type of antiretroviral drugs in the regimen). If an HIV
mfection meets the above criternia, monitoring of viral RNA load and CD4+ count 1s
recommended. If Arms 4 6 or 7 are open for enrolment, all participants must be
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10
11

12

13

14

15

16

tested for HIV duning the screening period if acceptable by local regulations or an
IRB/EC.

(c) Active or uncontrolled HBV or HCV. Patients are eligible if they:

o Have controlled hepatitis C viral load defined as undetectable hepatitis C RNA
by PCR either spontaneously or in response to a successful prior course of anti-
hepatitis C therapy.

o Have recetved HBV vaccination with only anti-HBs positivity and no climical
signs of hepatitis.

o Are HBsAg- and anti-HBc+ (1e, those who have cleared HBV after infection)
and meet conditions 1-11 below:

o Are HBsAg+ with chronic HBV mfection (lasting 6 months or longer) and meet
conditions 1-11 below:

(i) HBV DNA viral load <100 TU/mL.

(1) Have normal transanunase values.

(111) Start or maintain antrviral treatment 1f climcally indicated as per the
mvestigator.

(d) Patients with active hepatitis A

Patients who have preoperative radiotherapy treatment as part of their care plan.

Patients who require or may require pneumonectomy, segmentectomies, or wedge

resections, as assessed by their surgeon at baseline, to obtain potentially curative resection

of primary tumour.

QTcF mterval = 470 ms (NOTE: If prolonged, then 2 additional ECGs should be obtained

and the average QTcF interval should be used to determine eligibility).

Known allergy or hypersensitivity to any of the study mterventions or any of the study

mtervention excipients or history of severe hypersensitivity reactions to other monoclonal

antibodies.

Any medical contraindication to treatment with chemotherapy as listed in the local

labelling.

Patients with moderate or severe cardiovascular disease:

—  Presence of cardiac disease, including myocardial infarction or any other artenial
thrombotic event including cerebrovascular accident, transient 1schenuc attack, or
unstable angma pectoris within 6 months prior to study enrolment.

— NYHA Class 3 or 4 congestive heart failure, or uncontrolled hypertension.

Patients with clinically sigmficant corneal disease (Note that this exclusion criterion only
applies 1f Arms 4 or 7 are open for enrolment).
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Prior/Concomitant Therapy

17 Any concurrent chemotherapy, investigational product, biologic, or hormonal therapy for
cancer treatment. Concurrent use of hormonal therapy for non-cancer-related conditions
(eg, hormone replacement therapy) 1s acceptable.

18 Receipt of live attenuated vaccine within 30 days prior to the first dose of study
mterventions. Note: Patients, if enrolled, should not recerve live vaccine while recerving
study interventions and up to 30 days after the last dose of study interventions.

19 Major surgical procedure (as defined by the Investigator) including highly invasive dental
procedures within 30 days prior to the first dose of study interventions (Note that the
exclusion of highly invasive dental procedures only applies if Arm 5 1s open for
enrolment).

20 Prior exposure to approved or investigational immune-mediated therapy including, but
not limited to, other anti-CTLA-4, anti-TIGIT, anti-PD-1, anti-PD-L1, and anti-PD-1.2
antibodies. Patients who received agents targeting the adenosine pathway (eg, anti-CD73,
anti-A2AR  anti-CD39), anti-NKG2A  anti-HLA-E agents, and anti-LIF agents are also
excluded. Patients who have recerved previous treatment with a TROP?2 targeting ADC or
with another ADC contaiming a chemotherapy agent that inhibits TOP1 activity are also
excluded.

21 Current or prior use of immunosuppressive medication within 14 days before the first
dose of study interventions. The following are exceptions to this criterion:
— Intranasal, inhaled, topical steroids, or local steroid mjections (eg, mtra articular

mjection).

—  Systemic corticosteroids < 10 mg/day of prednisone or its equivalent.
—  Steroids as premedication for hypersensitivity reactions (eg, CT scan premedication).
—  Steroids as premedication for chemotherapy or for Dato-DXd.

Prior/concurrent clinical study experience

22 Participation in another climical study with an investigational product admunistered within
30 days prior to enrolment.

23 Previous study interventions (durvalumab, oleclumab, monalizumab, volrustomig,
Dato-DXd, AZD0171, or nlvegostomig) assignment in the present study.

Other Exclusions

24 Female patients who are pregnant or breastfeeding or male or female patients of
reproductive potential who are not willing to employ effective birth control from the time

of screeming throughout the total duration of the study and for the following peniod after
recerving the last dose of study interventions:

—  Durvalumab or volrustomig: 90 days
—  Oleclumab, monalizumab, or AZD0171: 180 days
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— Dato-DXd: 210 days (female patients) and 120 days (male patients)
— Rulvegostormg: 60 days

For the chemotherapy agents the local prescribing information relating to contraception, the
time linits for such precautions, and any additional restrictions for the agents admministered
must be followed. For patients recerving more than one study intervention, the longest
washout period must be followed after the last dose of study interventions to prevent

pregnancy.
25 Involvement in the planmng and/or conduct of the study (applies to both AstraZeneca
staff and/or staff at the study site).

26 Judgement by the Investigator that the patient should not participate in the study if the
patient 1s unlikely to comply with study procedures, restrictions and requirements.

27 Exclusion criteria for participation i the optional (DNA) genetics research component of
the study include the following:

—  Previous allogeneic bone marrow transplant.

— Non-leukocyte-depleted whole blood transfusion in 120 days of genetic sample
collection.

5.3 Lifestyle Considerations

The following restrictions apply while the patient 1s recerving study interventions and for the
specified times before and after:

e Patients must follow the contraception requurements outlined in Appendix G.

e Patients should not donate blood or blood components while participating in this study
and after receipt of the final dose of study interventions or until alternate anticancer
therapy 1s started for the following duration:

— Amm 1 (oleclumab): 180 days after receipt of the final dose

— Armm 2 (monalhizumab): 180 days after receipt of the final dose

— Amm 3A, 3B and 3C (volrustomug): 90 days after receipt of the final dose
— Amm 4 (Dato-DXd): 210 days after receipt of the final dose

— Amm 5 (AZDO0171): 180 days after the receipt of the final dose

— Amm 6 (nlvegostomug): 60 days after receipt of the final dose

— Amm 7 (Dato-DXd + nlvegostommg): 210 days after receipt of the final dose of
Dato-DXd or 60 days after receipt of the final dose of nlvegostomig

For patients recetving more than one study intervention, the longest washout period must be
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followed after the last dose of study interventions. Restrictions relating to concomuitant
therapies are described mn Appendix H 1.

54 Screen Failures

Screen failures are patients who do not fulfil the eligibility criteria for the study and therefore
must not be randomised. These patients should have the reason for study withdrawal recorded
as “ehigibility criteria not fulfilled” (1e, patient does not meet the required mclusion/exclusion
criteria). This reason for study withdrawal 1s only valid for screen failures (ie, not randomised
patients). Patients may be rescreened a single time, but they must not be re-randomised.
Where a patient 1s permutted to re-screen (by the AstraZeneca physician), the same e-code
mitially assigned by the IRT should be used.

A mumimal set of screen failure information 1s required to ensure fransparent reporting of
screen failure patients to meet the Consolidated Standards of Reporting Trials publishing
requirements and to respond to quenies from regulatory authorities. Mimmal information
mcludes demography, screen failure details, eligibility criteria, and any SAE.

Patient enrolment and randomisation 1s described 1 Section 6.3.

6 STUDY INTERVENTION

Study intervention 1s defined as any investigational intervention(s), marketed product(s),
placebo, or medical device(s) intended to be administered to a study patient according to the
CSP. Study intervention in this study refers to durvalumab, oleclumab, monalizumab,
volrustomg, Dato-DXd, AZD0171, nilvegostomig, and chemotherapy.

6.1 Study Intervention(s) Administered

6.1.1 Investigational Products

AstraZeneca will supply all investigational products. Commercial preparations for
chemotherapy agents will be used in this study and sourced locally. AstraZeneca may supply
chemotherapy agents per local requirements.

Dose modifications are described in Section 6.6.
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Table 5 Investigational Products
Study Durvalumab Oleclumab Monalizumab & Volmstomig Dato-DXd AZDOIT1 Rilvegostomig
Intervention (MEDI4736, (MEDI944T) (IPH2201) (MEDIST752)
Name IMFINZTT)
Type Dmg Dmug Dmg Dmug Dmg Dmug Dmug
Dosage Form * Concentrate for Concentrate for Lyophilised Lyophilised Concentrate for Concentrate for
solution for solution for product: Powder product for powder for solution for solution for
infusion infusion for concentrate for | concentrate for concentrate for infusion infusion
solution for solution for solution for
infusion mfusion mfusion
Ligqmd product:
Concentrate for
solution for
infusion
Formulation 50 mg/mlL 50 mg/mL 50 mg/ml 20 mg/ml
durvalumab, 26 oleclumab, 25 mM | monalizumab, 20 Dato-DXd, 10 mM
mM histidine/histidine | mb histidine/histidine
histidine/histidme | hydrochloride, histidine/histidine hydrochlonide,
hydrochloride, 240 mM sucrose, hydrochlonide, 9% (w/v) sucrose,
275 mM trehalose | 0.03% (wiv) 220 mM sucrose, 0.03% (wiv)
dibydrate, polysorbate 80, 0.03% (wiv) polysorbate 80,
0.02% (wiv) pHG0 polysorbate 80, pHE.0
polysorbate 80, pH pH 6.0
6.0
Density 1.054 g/mL 1.05 gmL 1.041 g'mL 1.04 g/ml
Label-claim 10mL 10 mL 7.5mL S5mL
volume (lyophilised DP, (post-reconstitutio

post-reconstitution
)

15 ml. (ligqud DF})

n)
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AstraZeneca

Daosing 1500 mg IV Q3W | 3000 mg IV Q3W | 1500 mg IV Q3W 6.0 mg/kg IV Q3W
Instructions & ¢ (pre-surgery) or (pre-surgery) or (pre-surgery) or (pre-surgery) &

Q4W (post- Q4W (post- Q4W (post-

surgery) * surgery) * surgery)
Route of IV infusion IV infusion IV infusion IV infusion IV infusion IV infusion
Administration
Use Experimental Experimental Expenmental Experimental Experimental Experimental Experimental
IMP and NIMP IMP IMP IMP P IMP IMP IMP
Sourcing Provided centrally | Provided centrally | Provided centrally | Provided centrally | Provided centrally | Provided centrally | Provided centrally

by the Sponsor by the Sponsor by the Sponsor by the Sponsor by the Sponsor by the Sponsor by the Sponsor
Packaging and Study intervention | Stody intervention | Study intervention Study intervention
Labelling will be provided in | will be provided in | will be provided in will be provided in

500 mg wials. Each | 500 mg vials. Each | 375 mg vials 100 mg vials. Each

500 mg vial willbe | 500 mg vial will be | (lyophilised DF) 100 mg vial will be

labelled in labelled in and 750 mg wials labelled in

accordance with accordance with (ligqmd DP). Each accordance with

GMP Annex 13 GMP Amnex 13 vial will be GMP Annex 13

and per country and per country labelled in and per country

regulatory regulatory accordance with regulatory

requirement Tequirement GMP Annex 13 Tequirement

and per country
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regulatory
Tequirement

*  Refer to relevant appendix for preparation instructions for study interventions.

®  Refer to relevant appendix for details on duration of treatment.

¢ The following sequence should be used for treatment administration in days when all or more than one agent is administered:
Arm 1: Oleclumab > durvalumab = platinum doublet chemotherapy

Arm 2: Monalimimab > durvalumab > platinum doublet chemotherapy

erapy (physician choice of carboplatin or cisplatin)

¢ Ifapatient s wet Tecerve welght- sing equivalent to 20 mg'kg of durvalumab Q3W or Q4W
after consultation between Investigator and Study Ph}rmcmnﬂviahcal Scientist until the weight improves to = 30 kg, at which point the patient should start
receiving the fixed dosing of durvalumab 1500 mg Q3W or Q4W. Durvalumab will be administered Q3W during the neoadjuvant period of the study and
Q4W durning the adjuvant phase of the study.

®  If a patient’s weight falls to 35 kg or below (= 35 kg), the patient should receive weight-based dosing equivalent to 40 mg/kg of oleclumab Q3W or Q4W
after consultation between Investigator and Study PhysicianMedical Scientist until the weight improves to = 35 kg, at which point the patient should start
receiving the fixed dosing of oleclumab 3000 mg Q3W or Q4W. Oleclumab will be admimistered Q3W during the neoadjuvant period of the study and

W during the adjuvant phase of the study.

g fion 15 prior to any dose o anfipyretics, preferably acetaminophen, with or without
ghicocorticoids.

L Monalizumab will be supplied as either a Iyophilised dosage form that requires reconstitution prior to use, or a liquid dosage form. These dosage forms are
clinically interchangeable.

Abbreviations: Dato-D3d: datopotamab demuxtecan; DP: Drug product; GMP: Good Mamifacturing Practice; IMP: Investigational medicinal product;
IV: Intravenous; Q2W: Every 2 weeks; Q3W: Every 3 weeks; Q4W: Every 4 weeks, WFI: Water for injection.
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Table 6 Chemotherapy

Study Chemotherapy *®

Intervention

MName Carboplatin/ Pemetrexed/ Pemetrexed/ Carboplatin Cisplatin
paclitaxel cisplatin =4 carboplatin 2

Type Dmug Dmg Dmg Dmug Dmg

Dosage Form ® As sourced As sourced locally | As sourced locally | As sourced locally | As sourced locally
locally

Dosing Carboplatn AUC | Pemetrexed Pemetrexed Carboplatin Cisplatin

Instructions ¥ | 6 or AUC 5 and 500 mg.-‘mz and 500 mgf'm! and AUC Sor AUCS 73 mgf'm! Q3W
paclitaxel 175 or cisplatin 75 mg/m? carboplatm AUC 5 | Q3W (pre-surgery)
200 mgm® Q3W | g3y QW (pre-surgery)
(pre-surgery) (pre-surgery) (pre-surgery)

Route of IV mfusion IV infusion IV infusion IV infusion IV infusion

Administration

Use Experimental Experimental Expenmental Experimental Experimental

IMP and NIMP | IMP IMP IMP IMP IMP

Sourcing Sourced locally Sourced locally by | Sourced locally by | Sourced locally by | Sourced locally by
by site * site ® site site ® site

Packaging and | Sourced locally Sourced locally by | Sourced locally by | Sourced locally by | Sourced locally by

Labelling by site * site ® site site ® site

*  Under certain circumstances when local sourcing is not feasible, chemotherapy agents may be supplied

centrally through AstraZeneca.

®  Asper HOPA position statement, chemotherapy dosing can be rounded up to 10% at Investigator discretion
and institutional guidelines (Fahrenbruch et al, 2018).

¢ Inthe event of unfavourable tolerability, patients can switch from cisplatin to carboplatin therapy at any point
durning the study (assuming eligibility for the switch as assessed by Investigator). In patients with comorbidifies
or unable to tolerate cisplatin per Investigator’s judgement, carboplatin AUC 5 can be administered from

Arm 1: Oleclumab > durvalumab = platinum doublet chemotherapy
= durvalumab = platinum doublet chemotherapy

Arm 2: Monalizumab

cycle 1.
4 Patients with non-squamous NSCLC only. Administer vitamin B12 and folic acid in line with local practice.
#  Refer to Pharmacy Mamal for preparation instructions for study interventions.
f Refer to relevant appendix for details on duration of treatment.
£ The following sequence should be used for treatment administration in days when all or more than one agent is
administered:
Abbreviations:

otherapy (physician choice of carboplatin

e serum drug concentration-time curve; Dato-DXd: datopotamab denmxtecan;

HOPA- Hemamlogj.r.-‘Dnm]ngy Pharmacy Association; IMP: Investigational medicinal product; IV: Intravenous;
NSCLC: Non-small cell hing cancer; Q2W: Every 2 weeks; Q3W: Every 3 weeks; Q4W: Every 4 weeks.
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6.1.1.1 Study Interventions

Instructions for the storage, preparation and admmnistration of study interventions are provided
m the respective agent specific appendices. Further detailed instructions are provided in the
Pharmacy Manual.

6.1.1.2 Chemotherapy

The chemotherapy agents will be locally sourced and will be adninistered according to
prescribing information or treatment gmdance in general use by the investigating site. Under
certain circumstances when local sourcing 15 not feasible, AstraZeneca will centrally supply
the drug, which will be labelled with local language translated text in accordance with
regulatory gmdelines. Chemotherapy mfusion will start no less than 30 minutes after the end
of the durvalumab mfusion, volrustomig infusion, or nlvegostomig infusion.

6.1.2 Treatment Regimens
Patients will receive one of the treatment regimens indicated in Table 4.

The first day of dosing 1s considered Week 0, Day 1 in all treatment arms (Figure 1).

Further information on the treatment regimens including any premedication required 1s
provided i the relevant appendix for each study intervention

Guidance for proceeding to adjuvant treatment following surgery:

(Cniteria to be assessed within 10 weeks from surgery, prior to starting adjuvant treatment).

1 Patients must have recovered from all acute, reversible toxic effects from previous
treatments or other AEs that could potentially adversely impact further adninistration of
adjuvant treatment according to the Investigator’s judgement.

2 Patients should be able to start adjuvant treatment as soon as climcally feasible and within
10 weeks from surgery. A mimmum of 3 weeks 1s recommended between NSCLC
surgery and adjuvant treatment start (first post-surgical scan must be performed prior to
starting adjuvant treatment and PORT, if required). Complete post-operative wound
healing must have occurred following any surgery.

3 NOTE: In all instances where unresolved AEs may potentially prevent further
admimstration of adjuvant treatment within 10 weeks after surgery, the Investigator must
contact the Study Physician/Medical Scientist within a reasonable period of time
(approximately 2 weeks) to obtain approval prior to the 10-week linut.

Patients with R0/1 margins are allowed to continue to adjuvant treatment.

5 For patients m which 1t 15 recommended, per local gmdance, to receive PORT, this 1s
permutted to occur off protocol. Post-operative radiotherapy 1s to be given within 8 weeks
after surgery, adjuvant treatment must start no longer than 3 weeks after the end of PORT,
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and, in this circumstance, may be more than 10 weeks after surgery. See Section 6.1.4 for
PORT standardised gmdance.

6 Patients who require re-resection according to Investigator’s judgement will not be
allowed to receive adjuvant treatment.

6.1.2.1 Chemotherapy

InArms 1,2, 3A, 3B, 3C, 5, and 6, patients will receive one of the following platinum doublet
chemotherapy regimens, based on the tumour histology and Investigator’s discretion, as part
of their treatment regimen prior to surgery (National Comprehensive Cancer Network, 2022):

e  Squamous tumour histology: Carboplatin + paclitaxel: carboplatin AUC 6 (maximum
dose: 900 mg) or AUC 5 (maximum dose: 750 mg) and paclitaxel 175 or 200 mg/m’ via
IV infusion on Day 1 of each 3-week cycle, for 4 cycles (Figure 1).

e Non-squamous tumour histology: Pemetrexed + cisplatin: pemetrexed 500 mg/m’ and
cisplatin 75 mg/m? via IV infusion on Day 1 of each 3-week cycle, for 4 cycles
(Figure 1). In the event of unfavourable tolerability, patients can switch from cisplatin to
carboplatin therapy at any poimnt during the study (assuming eligibility for the switched
therapy 1s met). In patients with comorbidities or unable to tolerate cisplatin per
Investigator’s judgement, carboplatin AUC 5 (maximum dose: 750 mg) can be
admimstered from Cycle 1.

e Non-squamous tumour histology: Pemetrexed + carboplatin: pemetrexed 500 mg/m? and
carboplatin AUC 5 (maximum dose: 750 mg) via IV infusion on Day 1 of each 3-week

cycle, for 4 cycles (Figure 1).

In Arms 4 and 7, patients will receive one of the following single agent platinum
chemotherapies based on the Investigator's discretion, as part of their treatment regimen prior
to surgery:

e Carboplatin AUC 6 (maximum dose: 900 mg) or AUC 5 (maximum dose: 750 mg) via IV
mfusion on Day 1 of each 3-week cycle, for 4 cycles.

e Cisplatin 75 mg/m? via IV infusion on Day 1 of each 3-week cycle, for 4 cycles. In the
event of unfavourable tolerability, patients can switch from cisplatin to carboplatin
therapy at any pomnt during the study (assuming ehgibility for the switch as assessed by
Investigator).

Note: Maximum dosing for carboplatin 1s based on FDA’s recommendation that physicians
cap the dose for desired exposure (AUC) to avoid potential toxicity due to overdosing. The
maximum dose 1s based on a GFR estimate that 15 capped at 125 mI./min for patients with
normal renal function (National Comprehensive Cancer Network, 2020).
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Chemotherapy will be adnunistered according to individual product labels, including, when
necessary, dose adjustments. For patients with renal impairment, dosing of carboplatin,
pemetrexed and cisplatin should follow their respective label

Pemetrexed should not be administered to patients with CrCL < 45 mL/min, per 1ts label.

6.1.3 Surgery
Evaluation

The determination of resectability, surgical staging, and pulmonary resection should be
performed by a board-certified thoracic surgeon who performs lung cancer surgery as a
promunent part of his/her practice. Thoracic surgeons should actively participate in
mulfidisciplinary discussions and meetings regarding patients within the study.

Computed tomography and PET used for staging should be within 30 days before proceeding
with surgical evaluation (National Comprehensive Cancer Network, 2022).

Preoperative mediastinal lymph node staging

Mediastinal staging 1s very important, as it provides accurate information on the extent of the
disease, gmdes the choice of treatment, and determines the patient’s prognosis. Lymph node
mapping 1s defined by The IASL.C (IASLC Staging Manual in Thoracic Oncology 2016)
lymph node map. The European Society of Thoracic Surgeons gmdelines (Curran et al, 2010,
De Leyn et al, 2014) on imaging, endoscopic, and surgical techmques for lymph nodes staging
should be followed. The staging criteria for NSCLC and lymph node definition are discussed
m AJCC Cancer Staging Manual, 8th Edition.

In case of CT-enlarged or PET-positive mediastinal lymph nodes, tissue confirmation 1s
recommended. Endosonography (EBUS/EUS) with FNA 1s the first choice (when available),
since 1t 1s nummally mvasive and has a high sensitivity to rule in mediastinal nodal disease. If
negative, surgical staging with nodal dissection or biopsy 1s indicated. Video-assisted
mediastinoscopy 1s preferred to mediastinoscopy. The combined use of endoscopic staging
and surgical staging results in the highest accuracy. When there are no enlarged mediastinal
lymph nodes on CT and when there 1s no uptake in lymph nodes on PET or PET-CT (cNO),
direct surgical resection with systematic nodal dissection 1s indicated for tumours < 3 em
located 1n the outer third of the lung. In central tumours or ¢N1, cN2, preoperative mediastinal
staging 1s mdicated. The choice between endoscopic staging with EBUS/EUS and FNA or
video-assisted mediastinoscopy depends on local expertise to adhere to nunimal requirements
for staging. For tumours > 3 cm, preoperative mediastinal staging 1s advised, mainly in
adenocarcmoma with high standardised uptake value.

Pre-treatment risk assessment
The ESMO recommendations for pre-treatment risk assessment should be followed. Overall,
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the cardiopulmonary fitness of the patient will determune the choice of treatment. Before
considering surgical resection, precise assessment of cardiac and pulmonary function 1s
necessary to estimate risk of operative morbidity. For cardiac assessment, use of revised
cardiac risk mdex 1s recommended. The revised cardiac risk mdex includes a number of
weighted factors, including 1schaemic heart disease, lustory of cerebrovascular disease, serum
creatine > 2 mg/dL., and planned pneumonectomy. Each factor 1s assigned a pomnt value, and
patients are grouped nfo classes based on the total number of pomts. If a patient has at least

3 weighted factors or any cardiac condition requiring medications, a newly suspected cardiac
condition, or mability to climb 2 flights of stairs, then a cardiac consultation with non-invasive
cardiac testing treatments should be performed according to American Heart
Association/American College of Cardiology pmdelines. If there 1s a need for coronary
mtervention (coronary artery bypass grafting or percutaneous coronary intervention), then
surgery should be postponed for 6 weeks or more. If ongoing cardiac care may continue, or
any needed new medical mterventions are instituted (1e, beta blockers, anticoagulants, or
statins), then the patient may proceed with lung function tests.

Formal lung function testing should be undertaken to estimate post-operative lung function
(see Section 8.2.7).

Comorbidities should be evaluated and optimised before surgery. In patients with limited
pulmonary function due to emphysema, a lung volume reduction effect may be observed by
resection of the lung cancer within emphysematous lung tissue (Paz-Ares et al, 2021, Postmus
et al, 2017).

Resection

The recommendations of ESMO and NCCN for the resectability of NSCLC must be followed.
Anatomic pulmonary resection 1s preferred for the majornity of patients with NSCLC. Either
open thoracotomy or video-assisted thoracoscopic surgery access can be carmed out as
appropriate to the expertise of the surgeon. Video-assisted thoracoscopic surgery or mummally
mvasive surgery (including robotic-assisted approaches) should be strongly considered for
patients with no anatomic or surgical contramndications, as long as there 15 no compromise of
standard oncologic and dissection principles of thoracic surgery. Lung sparing anatomic
resection (sleeve lobectomy) 1s preferred over pneumonectomy, 1f anatomically appropriate
and margin-negative resection 1s achieved. T3 (invasion) and T4 local extension tumours
require en-bloc resection of the involved structure with negative margins. If a surgeon or
cenfre 15 uncertain about potential complete resection, consider obtaining an additional
surgical option from a high-volume specialised centre (National Comprehensive Cancer
Network, 2022).

Nodal assessment

The NCCN gwmdelines must be followed for margins evaluation and nodal assessment.
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N1 and N2 node resection and mapping should be a routine component of lung cancer
resections. Accordingly, 1t 1s recommended that a mimmum of 3 lobe-specific mediastinal
nodal stations (N2) or complete lymph node dissection, one of which should mnclude station 7,
and at least 1 N1 station—inclusive of the ones removed with the pulmonary specitmen—have
been sampled at the end of the procedure. Formal 1psilateral mediastinal lymph node
dissection 1s indicated for patients undergoing resection for N2 disease.

Margins

Complete resection requires free resection margins, systematic node dissection or sampling,
and the highest mediastinal node negative for tumour. The resection 1s defined as incomplete
whenever there 1s involvement of resection margins, unremoved positive lymph nodes, or
positive pleural or pericardial effusions. A complete resection 1s referred to as R0 and
microscopically positive resection as R1. In the case of R2 (macroscopic involvement of
resection margins), patients will not be eligible for adjuvant therapy and should be treated in
accordance with local SoC.

N2 disease

The presence or absence of N2 disease should be vigorously determined by both radiologic
and mvasive staging prior to the mitiation of therapy, since the presence of mediastinal nodal
disease has a profound impact on prognosis and treatment decisions. Patients with occult
positive N2 nodes discovered at the time of pulmonary resection should continue with the
planned resection along with formal mediastinal lymph node resection.

The determination of the role of surgery in a patient with N2-positive lymph nodes should be
made prior to the imtiation of any therapy by a multidisciplinary team, including a
board-certified thoracic surgeon who has a major part of his’her practice dedicated to thoracic
oncology. The presence of N2-positive lymph nodes substantially increases the likelihood of
positive N3 lymph nodes.

Pathologic evaluation of the mediastinum must include evaluation of the subcarinal station
and contralateral lymph nodes. EBUS + EUS are additional techniques for mimimally invasive
pathologic mediastinal staging that are complementary to mediastinoscopy. Even when these
modahties are employed, it 15 important to have an adequate evaluation of the number of
stations mvolved and biopsy and documentation of negative contralateral lymph node
mvolvement prior to a final treatment decision. Repeat mediastinoscopy, while possible, 1s
technically difficult and has a lower accuracy compared to primary mediastinoscopy. One
possible strategy 1s to perform EBUS (= EUS) in the mitial pre-treatment evaluation and
reserve mediastinoscopy for nodal restaging after neoadjuvant therapy. See NCCN gmidelines
for more information.
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Guidance for proceeding to surgery following completion of neocadjuvant treatment

(Cniteria must be assessed within 30 days prior to surgery.)

1  Patients should receive 4 cycles of neoadjuvant treatment as indicated m.

(a) Receipt of less than 4 cycles of neoadjuvant treatment will be permutted if the patient
experiences treatment-related toxicities and the Investigators judge additional safety
1ssues will be expected with additional cycles of therapy or if the patient expeniences
disease progression and Investigators judge that surgery should not be further delayed
until the end of neoadjuvant treatment.

(b) In cases where the patient has completed less than 4 cycles of any of the components
of neoadjuvant treatment and 1s able to continue with other agents in treatment arm,
then the remaiming cycle(s) should be admimstered before proceeding to surgery.

(©

(d) Note: In all instances where toxicity 1s expected to lead to mussing or withholding a
dose of either chemotherapy or durvalumab, oleclumab, monalizumab, volrustonug,
Dato-DXd, AZD0171, or nlvegostomug, or all, the Investigator MUST discuss the
case with the Study Physician/Medical Scientist before proceeding to surgery.

(e)

2 Surgery should happen within 40 days from the last dose of study interventions (Day 1 1s
the day after completion of last dose of study interventions) admimistration or it will be
considered delayed. Reasons for delay must be reported.

3 NOTE: Cases where surgery cannot be completed within 40 days from the last dose of
study interventions needs be discussed with the Study Physician/Medical Scientist.

4 Patients must have recovered from all acute, reversible toxic effects from chemotherapy
(excluding alopecia) and durvalumab, oleclumab, monalizumab, volrustomig, Dato-DXd,
AZD0171, or nlvegostomig that could potentially adversely impact the surgical procedure
or outcome according to the Investigator’s judgement.

5 A confrast-enhanced CT/MRI scan of chest and abdomen (including the entire liver and
both adrenals) 1s required for RECIST 1.1 assessment and for surgical planmng prior to
surgery. A supplemental (whole body) FDG-PET scan should also be acquired prior to
surgery in order to help identify mediastinal lymph node mvolvement, according to the
Investigator’s judgement.

6 NOTE: If apparent nodal progression 1s identified, then a pathologic confirmation 1s
mandated 1f thus finding would make the patient unresectable according to the
multidisciplinary evaluation. In those instances, pathologic confirmation should drive
decisions on resectability, and surgery should occur under all conditions, unless nodal
pathologic confirmation unequivocally dictates otherwise.
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7 If preoperative CT and/or PET are suspicious for mediastinal nodal mvolvement or
should those be negative for mediastinal lymph node but there 1s T > 3 em, N1, or
central tumour, then 1t 1s recommended that invasive mediastinal staging with
thoracoscopy or mediastinoscopy or endobronchial ultrasound-gmded transbronchial
needle aspiration be performed if those were not performed at screening and/or according
to the multidisciplinary evaluation and Investigator’s judgement.

8 The patient should be deemed to have adequate cardiac and lung function, according to a
multidisciplinary assessment (See Section 8.2.7).

6.1.4 Post-operative radiotherapy standardised guidance

Post-operative radiotherapy 1s allowed for patients in whach 1t 1s mdicated according to local

gudance. A standardised course of PORT will include, but 1s not linited to, doses ranging

from 50 to 60 Gy, 1.8 to 2 Gy per fraction, 5 fractions a week; for patients with positive
margins of disease (R1), PORT will include, but 1s not limited to, doses ranging from 60 to

66 Gy, 1.8 to 2 Gy per fraction, 5 fractions a week.

Either IMRT or 3D-CRT 1s allowed, though IMRT 1s preferred.

Motion assessment 1s required, with motion management depending on the results of the
motion assessment. Four-dimensional CT simulation 1s the preferred method for motion
assessment. Motion management acceptable forms require that the motion management
method employed by the participating institution reduces the effective motion of the target to
<10 mm Some form of immobilisation 1s required, with attention to patient comfort to
prevent infra-fraction motion. Patients must be immobilised in a stable position using the
participating mstitution’s standard of practice.

The treatment planning CT 1s required for defiming target volumes and organs-at-risk.
Post-operative radiation therapy must not start until the first post-surgery RECIST 1.1 scan
has been completed.

6.1.5 Duration of Treatment

Neoadjuvant treatment in Arms 1 to 7 will be admimstered for 4 cycles Q3W. Surgery 1s to be
performed within 40 days from last dose of study interventions. After surgery, adjuvant
freatment in Arm 1, Arm 2, and Arm 4 will be administered Q4W: treatment in Arm 3A_ 3B
and 3C will be administered [Si8ll treatment in Arm 5 will be administered (AZDO0171)
and- (durvalumab), and treatment m Arms 6 and 7 will be admim i.terecl'
(rilvegostomig) (Figure 1). Patients should be able to start adjuvant treatment followmg
surgery as soon as clinically feasible and within 10 weeks from surgery (except for patients
recerving PORT, which must be started within 8 weeks after surgery. Adjuvant treatment must
be started within 3 weeks from the end of PORT) In the neoadjuvant treatment period (lasting
for 4 cycles), treatment will be stopped at RECIST 1.1-defined radiological PD or clinical

CONFIDENTIAL AND PROPRIETARY 80 of 340



Clinical Study Protocol - 8.0 AstraZeneca
Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDIS752), Dato-DXd, AZD0171, Rilvegostomig -
Do0T77C00001

progression unless it 1s confirmed by the Investigator in agreement with the Study
Physician/Medical Scientist that the patient continues to have a resectable tumour and
confinues to have clinical benefit. In the adjuvant treatment period (lasting for 1 year),
treatment will be stopped at RECIST 1.1-defined radiological PD or chinical progression,
unless it 1s confirmed by the Investigator in agreement with the Study Physician/Medical
Scientist that the patient continues to have clinical benefit. Treatment will be stopped at
RECIST 1.1-confirmed radiological PD.

Patients with rapid tumour progression or with symptomatic progression that requires urgent
medical mntervention (eg, central nervous system metastasis, respiratory failure due to tumour
compression, or spmal cord compression) will not be eligible for continuing study intervention
but should be followed-up for survival Likewise, if tumour resection was not achievable at
surgery, the patient will not be eligible to continue on adjuvant treatment but should be
followed-up for survival

Crossover between treatment arms within the study will not be pernutted.

6.1.6 Post final data cut-off

Efficacy scans post final DCO will be collected in accordance with local climical practice.
Investigators should continue to monitor and document data for all study patients in their
source notes after scheduled DCO for final analysis of the adjuvant phase and DBL.
Dependent on the analysis results, a decision may be made to continue further data collection
for a longer period with intent to analyse long-term EFS, DFS, OS and safety data to fulfil any
other potential Health Authority requirements. Any additional long-term analysis may be
further clanified through an addendum to the main SAP, which will be developed for the long-
term analysis.

Post final analysis DCO, recording and follow-up of SAEs, overdose, and pregnancy will be
completed by sites via paper. Investigators will report all SAEs, overdose, and pregnancy to
the Sponsor until 90 days after receipt of their last dose of any study interventions. Drug
accountabihity data will be collected by sites.

Assessments will revert to the site local SoC. These data will be collected until any remaining
patients have been transferred into a roll-over study (if available).

In the event that a rollover or safety extension study 1s available, patients may be transitioned
to such a study, and the current study would reach its end. The rollover or safety extension
study would ensure follow-up with visit assessments per its protocol. Any patient who would
be proposed to move to such a study would be given a new informed consent. Continuation of
treatment after the end of the study (1e, after cessation of all study-related assessments) 1s
described in Section 6.7.
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6.2 Preparation/Handling/Storage/Accountability of Interventions

1 Information on the preparation of study interventions is provided in the respective
appendices for each treatment arm Further information 1s provided in the Pharmacy
Manual.

2 The Investigator or designee must confirm appropnate temperature conditions have been
maintaimned during transit for all study interventions recerved and any discrepancies are
reported and resolved before use of the study interventions.

3  Only patients enrolled in the study may receive study interventions and only authorised
site staff may supply or admimister study interventions. All study mterventions must be
stored mn a secure, environmentally controlled, and momitored (manual or automated) area
m accordance with the labelled storage conditions with access limited to the Investigator
and authorised site staff.

4 The Investigator, mstitution, or the head of the medical mnstitution (where applicable) 1s
responsible for study interventions accountability, reconciliation, and record maintenance
(1e, receipt, reconciliation, and final disposition records).

5 Further gmudance and information for the final disposition of unused study interventions
are provided in the Pharmacy Manual.

6.3 Measures to Minimise Bias: Randomisation and Blinding
6.3.1 Patient Enrolment and Randomisation

All patients will be centrally assigned to randomuised study interventions using an IRT. Before
the study 1s mitiated the call/log-in directions and user guides for IRT will be provided to each
site. Every attempt should be made to randomuise the patient as close as possible to Day 1 of
Cycle 1 and not more than 72 hours (3 days) prior to Day 1.

Study interventions will be dispensed at the study visits summansed in the SoA per SoC after
DCO (refer to the SoA for each study intervention in the relevant appendix). Returned study
mterventions should not be re-dispensed to the patients.

If a patient withdraws from the study, then his/her enrolment/randonusation code cannot be
reused. Withdrawn patients will not be replaced.

Investigators should keep a record (1e, the patient screening log) of patients who entered
screening.

At screeming/baseline (Days -28 to -1), the Investigator or suitably trained delegate wnll:

e  Obtain signed mformed consent before any study specific procedures are performed. If
laboratory or imaging procedures were performed for alternate reasons prior to signing
consent, these can be used for screening purposes with consent of the patient. However,
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all screening laboratory and imaging results must have been obtained within 28 days of
randomisation (with the exception of PET scan [up to 42 days]). For patients with a smgle
TL, 1f screening biopsy 1s collected prior to screening imaging for baseline tumour
assessment, allow approximately 2 weeks before imaging scans are acquired. (Informed
consent of study procedures may be obtained prior to the 28-day screening)

Obtain a umique enrolment number, through the IRT. Thus number 1s the patient's umque
1dentifier and 1s used to 1dentify the patient on the eCRFs.

If PD-L1, EGFR, or ALK status 1s unknown, obtain tumour sample and send for local
PD-L1, EGFR, and ALK testing. Screening procedures may be obtained while PD-L],
EGFR, and ALK status 1s being assessed. Patients with unknown PD-L] status, and
EGFR/ALK status at time of randonusation will be considered screen failures and will not
be eligible for randomisation in the study. In the case of screen failures due to late and/or
mussing results for PD-L1, EGFR or ALK status, rescreeming will be permutted.

For EGFR, ALK, and PDL] testing:

— Al patients will be tested for PD-L1.

—  Patients enrolling mto Arms 6 and 7 will be restricted to baseline PD-L1 expression
status = 1%. When Arms 6 and 7 are open for enrolment, no other arms will be open
for enrolment concurrently.

—  All patients will be tested for EGFR.

—  With the exception of patients with squamous cell carcinoma, all patients will be
tested for ALK

Confirm tumour tissue pathology (see Sections 5.1 and 5.2).

Obtain signed mformed consent for genetic research study (optional).

Record demographic data and other characteristics, including date of barth, age, sex,
smokmg history, and race/ethmicity, accordng to local regulations.

At randomisation, once the patient 1s confirmed to be eligible, the Investigator or sutably
trained delegate will:

Define the chemotherapy regimen (based on the most appropriate option for the patient
[1e, per tumour histology and Investigator’s discretion]; the reason for this choice should
be documented) that the patient should receive prior to randonusation of the patient. This
must be completed for all patients.

Obtain a umque randomisation number via the IRT. Numbers will start at 001 and will be
assigned strictly sequentially by IRT as patients are eligible for randomisation into the
study. The system will randomuise the eligible patient to 1 of the treatment groups open for
enrolment. (The PD-L1] expression result [< 1%, 1% to 49%, = 50%] must be known prior
to randomisation).
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Note: For all patients with non-squamous fumour histology scheduled to receive
pemetrexed, folic acid, and vitamin B12 should commence prior to treatment imtiation for
up to 7 days, in line with local practice. This 1s to ensure treatment can begin on Day 1.

If the patient 1s ineligible and not randomused, the IRT should be contacted to screen fail the
patient in the system.

Patients will begin treatment on Day 1. Treatment should start no more than 3 days after being
randonused. Patients must not be randomised and treated unless all eligibility criteria have
been met.

6.3.2 Procedures for Handling Incorrectly Randomised Patients

Patients who fail to meet the eligibility criteria should not, under any circumstances, be
randonused or receive study mnterventions. There can be no exceptions to this rule. Patients
who are enrolled but subsequently found not to meet all the eligibility criteria must not be
randonused or started on study mterventions and must be withdrawn from the study and
documented as a screen failure.

Where a patient does not meet all the eligibility criteria but 1s randomuised 1n error, or
mcorrectly started on treatment, the Investigator should inform the AstraZeneca Study
Physician/Medical Scientist immediately, and a discussion should occur between the
AstraZeneca Study Physician/Medical Scientist and the Investigator regarding whether to
confinue or discontinue the patient from treatment. The AstraZeneca Study Physician/Medical
Scientist must ensure all decisions are appropnately documented, if the decision 1s for the
patient to remain on the study and that the potential benefit/risk profile remains positive for
the patient.

6.3.3 Methods for Assigning Treatment Groups

A randonusation method with dynanucally changing allocation ratio of treatment assignment
will be employed to account for fluctuations in the number of enrolling treatment arms over
the course of the study and to allow an increase in enrolment to one or more treatment arms at
the discretion of the Sponsor and/or recommendation by the SRC. Where there 1s only a single
arm enrolling, all patients will be allocated to that arm Any changes to the allocation ratio
will be communicated in a timely manner to the Investigators and patients will be informed by
the Investigator or delegate of the enrolling treatment arms at the time of informed consent.
The actual treatment given to patients will be determined by the randomusation scheme in the
IRT. The randomisation scheme will be produced by a computer software programme that
mcorporates a standard procedure for generating randonusation numbers. One randomuisation
list will be produced for each of the randomisation strata. A blocked randomusation will be
generated, and randomisation will be balanced within the IRT at the central level.
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Randomusation codes will be assigned strictly sequentially, as patients become eligible for
randonusation. The IRT will provide the kit identification number to be allocated to the patient
at the randomisation visit and subsequent treatment visits.

This 1s an open-label study; however, the specific study interventions to be taken by a patient
will be assigned using an IRT. The site will contact the IRT prior to the start of study
mterventions admimstration for each patient. The site will record the study interventions
assignment on the applicable eCRF, if required. Potential bias will be reduced by the use of
central randonusation.

6.4 Study Intervention Compliance

The study mterventions will be adninistered only at the investigational sites by the authorised
study personnel. As a result, treatment comphiance 1s ensured. The date, and time 1f applicable,
of dose adnunistered in the centre will be recorded in the source documents and recorded
the eCRF. The dose of study interventions and study patient identification will be confirmed at
the time of dosing by a member of the study site staff other than the person adnumstering the
study interventions.

Any dose reductions, change from the dosing schedule, dose delays/interruptions, and dose
discontinuations should be recorded mn the eCRF.

6.5 Concomitant Therapy

Any concomitant treatment, procedure, or other medication considered necessary by the
Investigator for the patient’s safety and wellbemng, or vaccine (including OTC or prescription
medicmes, vitamins, and/or herbal supplements) or other specific categories of interest that
the patient 1s receiving from the time of screening or recerves duning the study mcluding the
90-day follow-up period followmg the last dose of study interventions must be recorded in the
eCRF along with:

¢ Reason for use.
e Dates of admimistration including start and end dates.
e Dosage information including dose and frequency.

The Study Physician/Medical Scientist should be contacted if there are any questions
regarding conconutant or prior therapy.

If any conconutant therapy 1s adnunistered due to new or unresolved AE, it should be
recorded.

Patients must be instructed not to take any medications, including OTC products, without first
consulting with the Investigator.
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Restricted, prolubited, and permitted concomitant medications/therapies are described in more
detail in Appendix H 1.

Per the paclitaxel label, caution should be exercised when paclitaxel 1s admuimistered
concomitantly with known substrates or inhibitors of the cytochrome P450 1soenzymes
CYP2C8 and CYP3A4.

For chemotherapy agents, refer to the local prescribing information with regard to warnings,
precautions, and contramndications.

Drug-drug Interactions

There 1s no information to date on drug-drug interactions with durvalumab, oleclumab,
monalizumab, volrustomig, AZDO0171, or rilvegostonug, either pre-climically or in patients. As
the study interventions are mAbs and therefore proteins, they will be degraded to small
peptides and anuno acids and will be eliminated by renal and reticuloendothelial CL. It 1s
therefore not expected that the study interventions will induce or mnhibit the major drug
metabolising cytochrome P450 pathways. As a result, there are no expected PK drug-drug
mteractions. Based on the mechamism of action of the study interventions, no sigmficant
pharmacodynamic drug interactions with the commonly admimistered concomuitant
medications are expected. Despite this, approprate climical monitoring 1n all of the planned
clhimical studies will be conducted to evaluate any potential drug-drug interactions.

For Dato-DXd, in vitro studies do not report climcally significant DDIs for the MAAA-1181a
drug component which 1s substrate of P-gp, MATE2-K, OATP1B1, OATP1B3, BCRP, MRP1
and CYP3A4.

6.5.1 Rescue Medication

As a result of imAFEs that could potentially be experienced by patients on durvalumab,
volrustomig or nilvegostomig, appropriate treatment (eg, steroids and specific
immunosuppressant rescue medications) must be made readily available by the site to this
population.

Investigators can utilise the specific TMGs for management of imAFEs. Investigators can also
use locally available rescue medications per best clinical judgement and local institutional
guidelnes for management of imAEs. All rescue medication should be sourced locally by the
study site.

The following rescue medications are recommended to be made available at the site:

1 Infloumab or infliximab biosinular (eg, for colitis).
2 Mycophenolate (eg, for hepatitis).
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Under certain circumstances when local sourcing by the study site 1s not feasible or local
regulations prevent the use of infliximab or mycophenolate for this use (as they are considered
off-label for management of immunotherapy related toxicities) as allowed by local
regulations, AstraZeneca will centrally supply the required rescue medications, which will be
labelled and accompamed by package insert with local language translated text in accordance
with regulatory guidelines. Accountability and storage requirements, as specified in

Section 6.2, apply for any study intervention supplied by AstraZeneca.

The date of rescue medication admimistration as well as the name and dosage regimen of the
rescue medication must be recorded.

6.6 Dose Modification

Dose delays are permutted for durvalumab, oleclumab, monalizumab, volrustomig, Dato-DXd,
AZDO0171, and nlvegostomig (see Section 6.6.1).

Dose reduction 1s not permitted for durvalumab, oleclumab, monalizumab, volrustonug (Arms
3B and 3C), AZD0171, or nilvegostomig. Dose reductions are pernutted for Dato-DXd (see
Appendx N 6.4) and volrustomug Arm 3A only (see Appendix M 7.3.3).

Dose will need to be recalculated if patient weight falls below 30 kg (durvalumab), 35 kg
(oleclumab) or if weight changes by =+ 10% (Dato DXd) (see Pharmacy Manual). After the
recalculation, the updated patient’s weight will be used as the new baseline weight. The site
may follow local institutional policy for recalculating dose based on weight changes less than
10%.

Dose reductions of chemotherapy agents are permitted, according to the locally approved
prescribing information (label), local standard climical practice or national gmidance.

For patients with renal impairment dosing of carboplatin, pemetrexed and cisplatin should
follow their respective label or Package Insert. Pemetrexed should not be adnunistered to
patients with CrCL < 45 mL/min.

6.6.1 Dose Delays

Dose admimstration of durvalumab, oleclumab, monalizumab, volrustormg, Dato-DXd,
AZDO0171, or nilvegostomig can be delayed up to 3 days from the planned dose on Day 1 of
each cycle due to TRAE. If delayed for > 3 days, patients will skip the planned dose and can
resume at next scheduled dosing date.

As a general pmdance, durvalumab, oleclumab, monalizumab, volrustomig, Dato-DXd,
AZDO0171, or nilvegostomig dose may be delayed for any Grade >3 AE that does not meet
criteria for treatment discontinuation, unless agent-specific TMGs require permanent
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discontinmation or have additional requirements (refer to the TMGs, Section 8.3.15) and
whose causal relationship 1s attributable to durvalumab, oleclumab, monalizumab,
volrustorg, Dato-DXd, AZD0171, or rilvegostomug. Based on the investigator’s discretion, a
scheduled dose of any of these study interventions should be skipped/held to permit resolution
or improvement to Grade 1 or baseline per the following:

e A maximum of 4 non-consecutive doses may be skipped/held throughout the treatment
period to permut resolution of the Grade = 3 AE(s).

e A maximum of 3 consecutive doses may be skipped/held throughout the treatment period

(to allow up to 12 weeks without treatment) to permut resolution of the Grade = 3 AE(s).

e If the toxicity does not resolve to Grade < 1 or to baseline after skipping/holding dose(s)
as allowed per protocol, the patient will be permanently discontinued from treatment.

e If volrustomig dose 1s skipped/held due to toxicity, the following criteria must be fulfilled
prior to resuming dosing:

—  Toxcity must resolve or improve to Grade < 1 or to baseline (refer to TMGs
[separate annex to the protocol] for required criteria and time course of resolution of
specific toxicities).

—  Benefit-risk profile must be favourable.

—  Dascussion and agreement fo resume dosing with Medical Momnitor.

e For patients who develop = Grade 2 pulmonary oedema or = Grade 3 penipheral oedema
after treatment with durvalumab plus oleclumab, doses of the agent causing the AE
should be omtted and may be discontinued at the discretion of the Investigator.

e A dose of Dato-DXd can be delayed for up to 3 consecutive cycles from the planned date
of admunistration. If a patient 15 assessed as requuring a dose delay longer than
3 consecutive cycles, the patient must discontinue study treatment with Dato-DXd.

e If A7DO0171 1s withheld because of toxicity for more than 8 weeks (approximately
56 days), 1t 1s recommended the investigator contacts the study monitor 1f treatment
planning 1s to be resumed.

If dosing must be delayed for reasons other than treatment-related toxicity, dosing will resume
as soon as feasible.

Refer to the study intervention’s TMGs for detailed puidance on dose delays and
discontinuation.

Chemotherapy dose delays are permutted according to the locally approved prescribmng
mformation (label), local standard clinical practice or national gmdance.

Surgery should not be delayed to catch up on treatment and should proceed after
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adnunistration of 4 cycles of other agent(s).

6.7 Continued Access fo Intervention after the End of the Study

As described in Section 4.4, the study will close once all patients have completed their last
scheduled visit or last scheduled procedure (SoA, Table 2).

After the final DCO for this study, AstraZeneca will continue to supply the study interventions
to patients who recerved the study interventions, if in the opinion of their treating physician,
the patients are continmng to derive climcal benefit until PD occurs as judged by the
Investigator or until meeting any other discontinuation criteria as defined in Section 7.1.
Patients should be followed according to the institution’s standard of care assessments. No
further data collection 1s required, except for reporting of SAEs and patient survival.

In the event that product development reaches a point where alternative product supply
options become available, then these alternative product supply options will be discussed by
AstraZeneca with the investigator. AstraZeneca will work with the mvestigator to transition
the patient(s) to alternative supply, where possible.

In the event that a roll-over or safety extension study is available at the time of the final DCO
and database closure, patients receiving treatment with study interventions may be
transitioned to such a study, and the current study would reach 1ts end. The roll-over or
extension study would ensure treatment continuation with visit assessments per its protocol, as
applicable. Any patient who would be proposed to move to such a study would be given a new
mformed consent, as applicable.

7 DISCONTINUATION OF STUDY INTERVENTION AND
PATIENT DISCONTINUATION/WITHDRAWAL

7.1 Discontinuation of Study Interventions

It may be necessary for a patient to permanently discontinue (definitive discontinuation) one
or more study mterventions. If study interventions are permanently discontinued, the patient
will remain m the study to be evaluated for safety and survival follow-up as described in the
SoA (Table 2). A patient that decides to discontinue study interventions will always be asked
about the reason(s) and the presence of any AEs. The reason for discontinuation should be
documented in the source document and the appropriate section of the eCRF. The patient
should continue attending subsequent study visits, and data collection should continue
according to the CSP. If the patient does not agree to continue in-person study visits, a
modified follow-up must be arranged to ensure the collection of endpoints and safety
mformation. This follow-up could be a telephone contact with the patient (if agreed to by the
patient and in compliance with local data privacy laws/practices), a contact with a relative or
treating physician, or information from medical records. The approach taken should be
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recorded in the medical records. A patient that agrees to modify follow-up 1s not considered to
have withdrawn consent or to have withdrawn from the study.

Patients who have permanently discontinued from further receipt of all study mterventions
will be discontinued from the IRT.

In the event that study interventions are held or discontinued due to treatment-related toxicity;,
chemotherapy may still be adnunistered as scheduled. If chemotherapy 1s held due to
treatment-related toxicity, study interventions may still be adnumistered at the Investigator’s
discretion when toxicity resolves to Grade 2 or less. Note: 1if the Investigator feels that a
patient 1s ready to restart treatment prior to the toxicity resolving to Grade 2 or less,
AstraZeneca should be consulted for an exception to this rule. If chemotherapy 1s permanently
discontinued due to treatment-related toxicity, study interventions may continue at the
Investigator’s discretion, and AstraZeneca should be consulted.

If a patient discontinues treatment with one or more agent(s) due to toxicity, treatment may be
confinued with the other agent(s) mcluding chemotherapy as long as the patient 1s continuing
to show climical benefit, as judged by the Investigator and Sponsor, and in the absence of
discontinuation criteria.

An mdividual patient will not receive any further study interventions if any of the following
occur mn the patient in question:

e RECIST 1.1-defined radiological progression (refer to Section 8.1.1 and Appendix F).

e Investigator determination that the patient 1s no longer benefiting from study mntervention.

e An AF that, in the opimon of the investigator or AstraZeneca, contraindicates further
dosing.

e Any AE that meets criteria for discontinuation defined in the TMGs (see Section 8.3.15)
or as defined in the local prescribing information for the chemotherapy agent.

e Patient decision. The patient 1s at any time free to discontinue treatment, without
prejudice to further treatment. A patient who discontinues treatment 1s normally expected
to continue to participate in the study (eg, for safety and survival follow-up) unless they
specifically withdraw their consent to all further participation m any study procedures and
assessments (see Section 7.2).

e Significant non-compliance with the CSP as judged by the Investigator or AstraZeneca.
e Prepnancy or intent to become pregnant.

e Imtation of subsequent anticancer therapy, including another investigational agent.

e  Chmecal progression as determined by the Investigator.
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e Patients who are unable to complete surgery due to reasons other than PD discovered
during the procedure.

e  Enrolment in any other chinical tnal involving an mvestigational product or any other type
of medical research judged not be compatible with this study. Any case where a subject
wishes to enrol in any form of trial while on study should be discussed to obtain approval
from the Sponsor.

Note that discontinuation from study intervention 1s NOT the same thing as a withdrawal from
the study.

7.1.1 Follow-up for Safety

If study mterventions are permanently discontinued, the patient will remain in the study to be
evaluated for safety and survival follow-up as described in the SoA (Table 2). Patients who are
permanently discontinued from receiving study intervention will be followed for safety,
mcluding the collection of any protocol-specified blood specimens, unless consent 1s
withdrawn, or the patient 1s lost to follow-up or admunistered subsequent therapy.

See the SoA (Table 2) for data to be collected at the time of study interventions
discontinuation (1e, the end-of-treatment visit) and follow-up and for any further evaluations
that need to be completed.

7.1.2 Follow-up for Survival

Patients will be followed up for survival status as indicated in the SoA (Table 2) until death,
withdrawal of consent, or the end of the study. Survival information may be obtained via
telephone contact with the patient or the patient’s fanuly, or by contact with the patient’s
current physician Additional assessments to be performed at the time of survival follow-up
are detailed in the SoA.

7.2 Patient Withdrawal from the Study

e A patient may withdraw from the study at any time at his’her own request or may be
withdrawn at any tume at the discretion of the Investigator for safety, behavioural,
compliance, or admmmistrative reasons.

e A patient who considers withdrawing from the study must be informed by the Investigator
about modified follow-up options to ensure the collection of endpoints and safety
mformation including new AEs and follow-up on any ongoing AEs and concomitant
medications (eg, telephone contact at 30 days (+7 days) after study interventions are
discontinued, a contact with a relative or treating physician, or information from medical
records).

e At the time of withdrawal from the study, if possible, an End of Treatment and/or End of
Study visit should be conducted, as shown in the SoA (Table 2). See SoA for data to be
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collected at the time of study withdrawal and follow-up and for any further evaluations
that need to be completed.

—  The patient will discontinue the study interventions and be withdrawn from the study
at that fime.

e If the patient withdraws consent for disclosure of future information, the Sponsor may
retamn and continue to use any data collected before such a withdrawal of consent.

e If a patient withdraws from the study, 1t should be confirmed 1if he/she still agrees for
existing samples to be used in line with the oniginal consent. If he/she requests withdrawal
of consent for use of samples, destruction of any samples taken and not tested should be
carried in line with what was stated in the informed consent and local regulation. The
Investigator must document the decision on use of existing samples in the site study
records and inform the Global Study Team.

7.3 Lost to Follow-up

A patient will be considered lost to follow-up 1if he or she repeatedly fails to return for
scheduled visits and no contact has been established by the time the study 1s completed (see
Section 4.4), such that there 1s insufficient information to determine the patient’s status at that
fime.

Patients who decline to continue participation in the study, including telephone contact, should
be documented as “withdrawal of consent™ rather than “lost to follow-up_” Investigators
should document attempts to re-establish contact with missing patients throughout the study
peniod. If contact with a nussing patient 1s re-established, the patient should not be considered
lost to follow-up and evaluations should resume according to the protocol.

The following actions must be taken 1f a patient fails to return to the study centre for a
required study visit:

e  The site must attempt to contact the patient and reschedule the missed visit as soon as
possible and counsel the patient on the importance of maintaiming the assigned visit
schedule and ascertain whether or not the patient wishes to and/or should continue in the
study.

e Before a patient 1s deemed lost to follow-up, the Investigator or designee must make
every effort to regain contact with the patient (where possible, 3 telephone calls and, 1f
necessary, a certified letter to the patient’s last known mailing address or local equivalent
methods). These contact attempts should be documented in the patient’s medical record.

e Efforts to reach the patient should continue until the end of the study. Should the patient
be unreachable at the end of the study, the patient should be considered to be lost to
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follow-up with unknown vital status at the end of study and censored at latest follow-up
contact.

Discontinuation of specific sites or of the study as a whole are handled as described in
Appendx A 9.

In order to support key efficacy endpoints of EFS, DFS, and OS analyses, the survival status
of all patients in the ITT set should be re-checked; this includes those patients who withdrew
consent or are classified as “lost to follow-up.”

e Potentially lost to follow-up: Site personnel should check hospital records and a publicly
available death registry (1f available), as well as checking with the patient’s current
physician, to obtain a current survival status (the applicable eCRF modules will be
updated).

e In the event that the patient has actively withdrawn consent to the processing of their
personal data, the survival status of the patient can be obtained by site personnel from
publicly available death registries (1f available) where 1t 15 possible to do so under
applicable local laws to obtain a current survival status (The applicable eCRF modules
will be updated).

8 STUDY ASSESSMENTS AND PROCEDURES

Study procedures and their timung are summarised in the SoA for Screening (Table 1), in the
SoAs for each study mtervention arm (see relevant appendix), and in the SoA for patients who
have completed/discontinued treatment (Table 2). Data collection following study analysis
until the end of the study 15 described below.

e Protocol warvers or exemptions are not allowed.

e Immediate safety concerns should be discussed with the Sponsor immediately upon
occurrence or awareness to determine if the patient should continue or discontinue study
mterventions.

e  Adherence to the study design requrements, including those specified in the SoA, 1s
essential and required for study conduct.

e  All screening evaluations must be completed and reviewed to confirm that potential
patients meet all elipibility criteria. The Investigator will maimntain a screeming log to
record details of all patients screened and to confirm eligibility or record reasons for
screening failure, as applicable.

e  Procedures conducted as part of the patient’s routine chinical management (eg, blood
count) and obtained before sigming of the ICF may be utilised for screening or baseline
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purposes provided the procedures met the protocol-specified criteria and were performed
within the time frame defined m the SoA.

e  The Investigator will ensure that data are recorded on the eCRFs. An EDC system will be
used for data collection and query handling.

e  The Investigator ensures the accuracy, completeness, legibility, and timeliness of the data
recorded and of the provision of answers to data queries according to the Climical Study
Agreement. The Investigator will sign the completed eCRFs. A copy of the completed
eCRFs will be archived at the study site.

Data Collection Following Study Analysis until the End of the Study

After the final DCO and database closure, only SAEs will be reported for the purposes of this
study (see Section 8.3.11).

Following the DCO for the final analysis, all patients who remain in the study will continue
the scheduled “progression/survival follow-up” site visits indicated in the SoA.

8.1 Efficacy Assessments

Efficacy assessments will be performed and determined by a central BIPR. (pCR. and mPR),
and as determined by Investigator (EFS, DFS, ORR, and OS).

Primary tumours will be assessed by a central pathology reader for the percentage of residual
viable tumour that was identified on routine haematoxylin and eosin staining, and patients
with a lack of any viable tumour cells after complete evaluation of resected lung cancer
specimen(s), including all sampled regional lymph nodes, will be considered to have pCR.
Resected lung cancer specimens in which there 1s < 10% residual viable tumour cells will be
considered to have mPR, which 1s a powered secondary endpoint. Central pathology
assessment of pCR and mPR. will be performed according to the recommended methods and
defimtions described by IASLC 2020 (Travis et al, 2020) and by irpCR criteria (Cottrell et al,
2018).

Event-free survival 1s defined as the time from randomisation to the first of the following: a)
documented local or distant recurrence as determined by Investigators using RECIST 1.1
assessments; b) death due to any cause (event date 1s the date of death); or ¢) PD that
precludes surgery (event date 1s the date of this determuination) or PD discovered and reported
by the Investigator upon attempting surgery that prevents completion of surgery (event date 1s
the date of the first attempt at surgery). Patients with R1 and/or R2 margins are not considered
to represent PD and will remain in EFS follow-up, although, in the case of R2, they will not be
eligible for adjuvant therapy and should be treated in accordance with local SoC. Pathological
confirmation from biopsied lesions, 1f performed according to Investigator’s judgement and
local practice, will also be taken into consideration (as applicable). All new lesions should be
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biopsied where possible. A new primary malignancy confirmed by pathology 1s not considered
an EFS event, but if not confirmed by pathology, 1t will be considered as an EFS event.

Disease-free survival 15 defined as the time from the date of surgery until the first date of
disease recurrence (local or distant) as determuned by Investigators using RECIST 1.1
assessments, or date of death due to any cause, whichever occurs first. Pathological
confirmation from biopsied lesions, if performed according to Investigator’s judgement and
local practice, will also be taken into consideration (as applicable). Definitions of margins are
discussed m Section 6.1.3. A new primary malignancy confirmed by pathology 1s not
considered a DFS event, but if not confirmed by pathology, it will be considered as DFS.

Radiological assessment of scans will be according to RECIST 1.1 gmdelines (Appendix F). A
CT/MRI scan and PET scan should be collected during pre-randomisation screeming (CT/MRI
scan: Days -28 to -1; PET scan: Days -42 to -1), and post-neoadjuvant treatment/pre-surgery
(see Screening Table 1 and the specific study intervention SoAs in the relevant appendix) and
CT scan only at Cycle 2. A first post-surgical CT/MRI scan should be collected 5 weeks

(= 2 weeks) after surgery and prior to the first dose of adjuvant study interventions (see the
specific study intervention SoAs m the relevant appendix). The post-surgical scan should be
collected as close as possible to the imtiation of first dose of adjuvant study interventions. It 1s
also required that the scan 1s collected before any PORT, as applicable. It 1s likely that there
will be no evidence of disease (no TLs or NTLs) in the first post-surgical scan, and subsequent
scans will be evaluated exclusively for new lesions. Adjuvant period (and beyond) tumour
assessments occur according to the schedule outlined in the specific study intervention SoAs
m the relevant appendix. If an unscheduled assessment 1s performed and the patient has not
progressed, every attempt should be made to resume subsequent assessments as soon as
possible according to the original imaging wvisit schedule. For patients who discontinue
treatment due to toxicity or other reasons in the absence of RECIST 1.1-defined radiological
PD, tumour assessments should continue according to the SoA_ Following radiological PD,
patients do not need to have further scans per protocol since, in these patients an EFS event
has occurred. Patients who do not reach surgery for any reason become mneligible for DFS.

8.1.1 Central Imaging

Images, including unscheduled visit scans, will be collected on an ongoing basis and sent to an
AstraZeneca-appomted imaging CRO for quality control and storage. Guidelines for image
acquisition, de-identification, storage at the mvestigative site as source data, and transfer to
the imaging CRO will be provided in a separate document. Electronic image transfer from the
sites to the imaging CRO 1s strongly encouraged.

58.1.2 Overall Survival

All patients including those who have disease progression or have discontinued treatment wall
be followed for survival until death or overall study completion as described in the SoA
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(Table 2).

8.2 Safety Assessments

Planned time points for all safety assessments are provided in the SoAs for Screening
(Table 1); 1n the specific study mntervention SoAs in the relevant appendix; and m the SoA for
patients who complete/discontinue treatment (Table 2).

8.2.1 Clinical Safety Laboratory Assessments

Blood and urine samples for determunation of clinical chemistry, haematology, and uninalysis
will be taken at the times indicated in the assessment schedules and as clinically indicated (see
the SoAs for Screening [Table 1], the specific study intervention SoAs in the relevant
appendix; and the SoA for patients who complete/discontinue treatment [Table 2]).

Chinical laboratory safety tests, including serum pregnancy tests, will be performed 1n a
licensed chnical laboratory according to local standard procedures. The results must be
promptly reviewed by the Investigator. Sample tubes and sample sizes may vary depending on
the laboratory method used and routine practice at the site. Pregnancy tests may be performed
at the site using a licensed test (urine or serum pregnancy test). Abnormal climcally sigmficant
laboratory results should be repeated as soon as possible (preferably within 24 to 48 hours).

Additional safety samples may be collected if climcally indicated at the discretion of the
Investigator.

The date, tume of collection, and results (values, units, and reference ranges) will be recorded
on the appropnate eCRF.

The laboratory varables to be measured are presented 1 Table 7 (climical chemistry), Table 8
(haematology), Table 9 (coagulation), and Table 10 (urinalysis).

Other safety tests to be performed at screening include assessment for hepatitis B surface
antigen hepatitis C antibodies, and pregnancy tests. If Arm 4, 6, or 7 are open for enrolment,
all participants must be tested for HIV during the screeming period if acceptable by local
regulations or an IRB/EC.

The following laboratory variables will be measured:

Table 7 Clinical Chemistry
Albumin Gamma ghitamy] transferase £
Alkaline phosphatase >* Glucose
Glycated haemoglobin
ALT? Lactate dehydrogenase ®
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Amylase ¢ Lipase ¢
Anti-thyroid anfibodies (anti-TPOAD, TRAbD, Magnesium *
TgAb) © Potassium
Sodum
AST? Total bilirubin *®
Bicarbonate Total cholesterol
Calcium Total protemn
Chloride £ TSH ¥
Cortisol & T3 free ® (reflex) or Total T3 ¥

C-Reactive protein

T4 free® (reflex)

Creafinine TroponinTor T ©

Creatinine CL £t Utea or blood urea nitrogen, depending on local practice
Creatinine phosphokinase

Ferritin ©

2 Tests for ALT, AST, alkaline phosphatase, and total bilimibin mmst be conducted and assessed concurrently.
If total bilirubin 15 = 2 % ULN (and no evidence of Gilbert’s syndrome), then fractionate into direct and

indirect bilirabin.

b ALT, AST. total bilirubin, ALP, GGT, and L.DH will be measured at Screening for all patients

y e on all patients at Screemng visit

! Bicarbonate (where available), chloride, creatinine CL, gamma glutamyl transferase, and magnesium testing
are to be performed at Screening, Cycle 1 Day 1 of neoadjuvant and adjuvant treatment periods (unless all
screening laboratory clinical chemistry assessments are performed within 3 days prior to Day 1), and as

clinically indicated.

& Cortisol testing should be obtained at screening and at the pre-surgery visit.

i 15 measured Wi 14 days prior to Day 1 (first infusion day), it does not need to be repeated on

Day 1.

Creatinine CL. will be calculated using Cockeroft-Gault (using actual body weight).
Glycated haemoglobin will be measured at Screening and as clinically indicated during the study.

¥ Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is a clinical suspicion

of an AF related to the endocrine system.

Abbreviations: AE: Adverse event; ALP: alkaline phosphatase; ALT: Alanine aminotransferase; AST: Aspartate
aminotransferase; CL: Clearance; EOT: end of treatment; GGT: gamma glutamyl transferase; LDH: lactate
dehydrogenase; T3: Tritodothyronine; T4: Thyroxine; TgAb: Thyroglobulin antibodies; TPOAb: Anti—thyroid
peroxidase antibody; TRAD: TSH receptor antibodies; TSH: Thyroid-stimulating hormone; ULN: Upper limit of

normal.
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Table 8 Haematology
Absolute eosinophil count? Haematocrit
Absolute lymphocyte count® Haemoglobin
Absolute neutrophil count® Platelet count
Red blood cell count® Total white cell count

2 (Can be recorded as absolute counts or as percentages. Absolute counts will be calculated if entered as
percentages. Total white cell count therefore has to be provided.

Table 9 Coagulation

aPTT or PTT® International normalised ratio

a Either as a ratio or as an absohute value, in seconds.

Note: Coagulation parameters to be performed at screening, as climically indicated during neoadjuvant treatment,
and within 30 days before surgery.

Abbreviations: aPTT: Activated partial thromboplastin time; PTT: Partial thromboplastin time.

Table 10 Urinalysis
Bilimbin Eetones
Blood Protein
Glucose White blood cells

Note: Urinalysis should be done at baseline (screening), Day 1 of adjuvant treatment, and as clinically indicated.

If a patient shows an AST or ALT = 3 x ULN together with total bilirubin = 2 x ULN, refer to
Appendix E for further instructions on cases of increases in liver biochemistry and evaluation
of Hy’s law. These cases should be reported as SAEs if, after evaluation, they meet the critena
for a Hy’s law case or 1f any of the mdividual hiver test parameters fulfil any of the SAE
criteria.

All patients should have further chenustry profiles performed at 30 days (+ 3 days), 2 months
(= 1 week), and 3 months (+ 1 week) after permanent discontinuation of study interventions
(Table 2).

Any chinically significant abnormal laboratory values should be repeated as clinically
mdicated and recorded on the eCRF. Situations in which laboratory safety results should be
reported as AEs are described in Section 8.3.5.

Management of significant abnormal cortisol levels should follow the institutional gumidelines
or the Investigators’ or Surgeon’s climical judgement.

All patients with Grade 3 or 4 laboratory values at the time of completion or discontinuation
from study interventions must have further tests performed until the laboratory values have
refurned to Grade 1 or 2, unless these values are not likely to improve because of the
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underlying disease.

8.2.2 Physical Examinations

Physical examinations will be performed according to the SoAs (refer to Table 1 for
Screemng; refer to the specific study intervention SoAs in the relevant appendix; and refer to
the SoA for patients who complete/discontinue treatment (Table 2). Full physical
examunations will mclude assessments of the head, eyes, ears, nose, mouth, and throat and the
resprratory, cardiovascular, gastromntestinal, urogenital, musculoskeletal, neurological,
dermatological, hematologic/lymphatic, and endocrine systems. Height will be measured at
screening only. Targeted physical examinations are to be utilised by the Investigator on the
basis of clinical observations and symptomatology. Situations in which physical examination
results should be reported as AEs are detailed in Section 8.3 4.

8.2.3 Vital Signs

Vital signs (BP, pulse, temperature, SpO:2 and respiration rate) will be evaluated according to
the SoAs: refer to Table 1 for Screening; refer to the specific study intervention SoAs in the
relevant appendix; and refer to the SoA for patients who complete/discontinue treatment
(Table 2). Body WT 1s also recorded at each visit along with vital signs.

First infusion of study interventions

On the first infusion day, patients will be monitored, and vital signs will be collected/recorded
m eCRF prior to, during, and after infusion of study interventions as presented in the bulleted
list below.

Blood pressure and pulse will be collected from patients before, duning, and after each
mfusion at the following times (based on a 60-munute mfusion):

¢ Prior to the beginning of the infusion (measured once from approximately 30 nunutes
before up to 0 munutes [1e, the beginming of the infusion]).

e  Approximately 30 nunutes after start of the mfusion (halfway through infusion).

e At the end of the infusion (approximately 60 nunutes + 10 minutes after start of the
infusion).

Note: First infusion collection guidance applies to the 1st admimistered IMP only, and does not
mclude chemotherapy or durvalumab.

If the mnfusion takes longer than 60 nunutes, then BP and pulse measurements should follow
the principles as described above or be taken more frequently 1f clinically indicated.
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Subsequent infusions of study interventions

Blood pressure, pulse, and other vital signs should be measured and collected/recorded in
eCRF prior to the start of the infusion. Patients should be carefully monitored, and BP and
other vital signs should be measured duning and post infusion as per institution standard and as
chimcally indicated. Any clinically sigmficant changes in vital signs should be entered onto an
unscheduled vital signs eCRF page.

On days where chemotherapy 1s administered without study interventions, patients in the
chemotherapy will be monitored pre-dose and as clinically indicated before every infusion or
adnunistration. Situations in which vital signs results should be reported as AEs are described
m Section 8 3.5. For any AEs of infusion reactions, the vital signs values should be entered
mnto the eCRF.

8.2.4 Electrocardiograms

Resting 12-lead ECGs will be recorded at screeming and as climcally indicated throughout the
study: refer to Table 1 for Screeming; refer to the specific study intervention SoAs in the
relevant appendix; and refer to the SoA for patients who complete/discontinue treatment
(Table 2). Electrocardiograms should be obtained after the patient has been mn a supine
position for 5 nunutes and recorded while the patient remains in that position.

In case of climically significant ECG abnormalities, mcluding a QTcF value = 470 ms,
2 additional 12-lead ECGs should be obtamned over a brief period (eg, 30 nunutes) to confirm
the finding_

Situations 1n which ECG results should be reported as AEs are described in Section 8.3.5.

8.2.5 Echocardiogram/MUGA

At the wisits specified in the SoA (refer to Table 1 for Screeming; refer to the specific study
mtervention SoAs in the relevant appendix; and refer to the SoA for patients who
complete/discontinue treatment [Table 2]) echocardiograms or MUGASs will be performed to
assess LVEF. Additional echocardiogram/MUGA may be performed as needed at the
discretion of the mvestigator or designee 1f clinically indicated (eg, myocarditis or any
myocardial imAFE). Note that 1f a patient requires an on-study MUGA scan, 1 order to ensure
that radioactivity levels from the radiotracer have decayed to exempt levels before receipt of
samples at the central laboratory, any blood samples for flow cytometry should be collected
either before the MUGA scan or at least 2 days after the MUGA scan has been performed.

Note that ECHO/MUGA assessments are only required at Screeming 1f Arms 3A, 3B.3C, 6
or 7 are open for enrolment.
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8.2.6 WHO/ECOG Performance Status

WHO/ECOG PS will be assessed at the times specified in the assessment schedules (see the
SoAs: refer to Table 1 for Screeming; refer to the specific study intervention SoAs in the
relevant appendix; and refer to Table 2 for patients who complete/discontinue treatment) based
on the following:

Table 11 WHO/ECOG Performance Status

Performance Status Assessment Criteria

0 Fully active; able to carry out all usual activities without restrictions

1 Restricted in stremous activity but ambulatory and able to carry out light work or
work of a sedentary nature (eg. light housework or office work)

2 Ambulatory and capable of self-care but unable to carry out any work activities; up
and about more than 50% of waking hours

3 Capable of only limited self-care; confined to bed or chair more than 50% of waking
hours

4 Completely disabled; unable to carry out any self-care and totally confined to bed or
chair

5 Dead

Any significant change from baseline or screening must be reported as an AE.

8.2.7 Pulmonary Function Assessment

As all patients in this study need to undergo surgery, the recommendations of the ESMO for
pre-freatment risk assessment should be followed. Formal lung function testing should
therefore be undertaken at screening to assess suitability for surgery. A pulmonary function
test done as part of climical practice within 42 days prior to randonusation 1s acceptable and
does not need to be repeated during screening.

For patients with FEV; and DLCO values > 80% of their predicted pulmonary function tests
and no other major comorbidities at screening, no further investigations are advised before
surgical resection. For others, exercise testing and spht lung function are recommended. In
these patients, maximal oxygen consumption can be used to measure exercise capacity and
predict postoperative complications. Surgical resection 1s usually acceptable if the predicted
postoperative pre- or post-bronchodilator FEV1 of 1.0 L and DLCO values are > 40%. If
chimcally indicated, pulmonary function tests should be repeated prior to surgery at the
discretion of the Investigator.

8.2.8 Ophthalmological Assessments

Ophthalmologic assessments including but not imited to, visual acwmty testing, shit lamp
examination, intraocular pressure measurement, fundoscopy, and fluorescein staiming will be
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performed for all patients at screeming and for patients randomised to Dato-DXd as climcally
mdicated and at the EOT wvisit by an ophthalmologist, or 1f unavailable, another licensed eye
care provider (see SoAs for Screening [Table 1], the specific study intervention SoA in the
relevant appendix for Dato-DXd; and the SoA for patients who complete/discontinue
treatment [Table 2]). A smtable alternative to fluorescein stamming of the cornea may be used in
exceptional circumstances where fluorescein 1s not available.

Patients recerving Dato-DXd should be advised to use artificial tears 4 times daily as a
preventative measure and up to 8 times daily as clinically needed and to avoid the use of
contact lenses. The use of other eye medications (eg, topical corticosteroids) for prophylaxis
should be at the discretion of an ophthalmologist, or if unavailable, another licensed eye care
provider.

Note that ophthalmological assessments are only required at Screeming 1f Arm 4 or 7,
containing Dato-DXd, 1s open for enrolment.

Please refer to the Dato-DXd Ophthalmologic Assessment Manual for further details.

8.2.9 Other Safety Assessments

If new or worsening pulmonary symptoms (eg, dyspnoea) or radiological abnormality
suggestive of pneumomitis/TLD are observed, toxicity management as described in detail in the
TMGs (see Section 8.3.15) will be applied. The results of the full diagnostic workup
(including, but not himited to, HRCT, blood and sputum culture, and haematological
parameters) will be captured in the eCRF. It 15 strongly recommended to perform a full
diagnostic workup to exclude alternative causes such as lymphangitic carcinomatosis,
mfection, allergy, cardiogenic oedema, or pulmonary haemorrhage_ In the presence of
confirmatory HRCT scans where other causes of respiratory symptoms have been excluded, a
diagnosis of pneumonitis/TLD should be considered, and the TMGs should be followed.
Troponin measurements will be performed to rule out cardiac aetiology.

Pneumonitis (ILD) investigation
The following assessments, and additional assessments if requured, will be performed to

enhance the mvestigation and diagnosis of potential cases of pneumomtis. The results of the
assessment will be collected.

e Physical exanunation

—  Signs and symptoms (eg, cough, shortness of breath, and pyrexia) including
auscultation for lung field will be assessed.

e  Saturation of peripheral oxygen (SpO2)
—  Spo2.
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e  Other items
—  When pneumomnitis (ILD) 1s suspected duning study treatment, the following markers
should be measured where possible:
(1) ILD Markers (KL-6, SP-D) and p-D-glucan
(1) Additional climical chemustry: C-reactive protein and lactate dehydrogenase.
— HRCT of the chest if feasible (non-contrast chest CT i1s acceptable).

Brain MRI/CT
At screemung, a bram MRI (preferred) or brain CT with IV contrast will be performed.

8.3 Adverse Events and Serious Adverse Events

The Investigator 1s responsible for ensuring that all staff involved in the study are familiar
with the content of this section.

The defimitions of an AE or SAE can be found mn Appendix B.

Adverse events will be reported by the patient (or, when appropnate, by a caregiver, surrogate,
or the patient’s legally authorised representative).

The Investigator and any designees are responsible for detecting, documenting, recording, and
reporting events that meet the definition of an AE. For information on how to follow/up AEs,
see Section 8.3 .2, and the Clavien-Dindo Classification of surgical complications 1s found in
Appendix I

8.3.1 Time Period and Frequency for Collecting AE and SAE Information

Adverse events and SAEs will be collected from the time of signature of the ICF, throughout
the treatment period and until the safety follow-up period 1s completed (90 days after the last
dose of study interventions [ie, the safety follow-up visit]). If an event that starts post the
defined safety follow-up period noted above 1s considered to be due to a late onset toxicity to
study intervention, then it should be reported as an AE or SAE as applicable. Collection and
reporting of AEs and SAEs after the final DCO 1s described in Section 8.3.11.

All SAEs will be recorded and reported to the Sponsor or designee within 24 hours, as
mdicated in Appendix B. The Investigator will subnut any updated SAE data to the Sponsor
within 24 hours of 1t bemg available.

Investigators are not obligated to actively seek AE or SAE n former study patients. However,
if the Investigator learns of any SAE, mcluding a death, at any time after a patient’s last visit
and he/she considers the event to be reasonably related to the study interventions or study
participation, the Investigator should notify the Sponsor.
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The method of recording, evaluating, and assessing causality of AE and SAE and the
procedures for completing and transmitting SAE reports are provided in Appendix B.

8.3.2 Follow-up of AEs and SAEs

After the imitial AE/SAE report, the Investigator 1s requured to proactively follow each patient
at subsequent visits/contacts. All events will be followed until resolution, stabilisation, the
event 1s otherwise explained, or the patient 1s lost to follow-up.

Any AEs that are unresolved at patient’s last safety follow-up visit in the study are followed
up by the Investigator for as long as medically indicated (this may be beyond the 90 days after
the last dose of study interventions), but without further recording in the eCRF. AstraZeneca
retamns the right to request additional information for any patient with ongomg AE(s)/SAE(s)
at the end of the study, 1f judged necessary.

Adverse event variables

The following vanables will be collected for each AE:

s AE (verbatim).

e  The date when the AE started and stopped.

e The CTCAE grade reported.

e Changes in CTCAE grade (report only the maximum CTCAE grade for a calendar day).
e  Whether the AE 1s serious or not (Appendix B).

e Investigator causality rating against the study interventions (yes or no).

e  Action taken with regard to study interventions.

¢  Admnistration of treatment for the AE.

e  Outcome.

In addition, the followimng variables will be collected for SAEs:

e Date AE met criteria for SAE.

e Date Investigator became aware of SAE.
e  Seriousness criteria.

e Date of hospitalisation.

e Date of discharge.

e  Probable cause of death.

e Date of death.

e  Whether an autopsy was performed.
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e  Causality assessment 1n relation to study procedure(s).
e  Causality assessment to other medication.
e Description of the SAE.

The grading scales found in the NCI CTCAE 5.0 will be utilised for all events with an
assigned CTCAE prading. For those events without assigned CTCAE grades, the
recommendation in the CTCAE criteria that converts mild, moderate, and severe events into
CTCAE grades should be used. A copy of the CTCAE 5.0 can be downloaded from the
Cancer Therapy Evaluation Programme website (http://ctep_cancer.gov).

8.3.3 Causality Collection

The Investigator should assess causal relationship between study interventions and each AE,
and answer “yes” or “no” to the question “Do you consider that there 15 a reasonable
possibility that the event may have been caused by the imnvestigational product?”

The Investigator will assess causal relationship between each AE that occurs after surgery, and
surgery, and answer “yes” or “no” to the question “Do you consider that there 1s a reasonable
possibility that the event may have been caused by the surgery?”

The Investigator will assess causal relationship between each AE that occurs after PORT, and
answer “yes” or “no” to the question “Do you consider that there 1s a reasonable possibility
that the event may have been caused by the PORT?”

For SAEs, causal relationship should also be assessed for other medication and study
procedures. Note that for SAEs that could be associated with any study procedure the causal
relationship 1s imphed as “yes™.

A pwmde to the interpretation of the causality question 1s provided in Appendix B.

8.3.4 Adverse Events Based on Signs and Symptoms

All AEs spontaneously reported by the patient or reported in response to the open question
from the study site staff: “Have you had any health problems since the previous visit/you were
last asked?”, or revealed by observation will be collected and recorded in the eCRF. When
collecting AEs, the recording of diagnoses 1s preferred (when possible) to recording a list of
signs and symptoms. However, 1f a diagnosis 1s known and there are other signs or symptoms
that are not generally part of the diagnosis, the diagnosis and each sign or symptom will be
recorded separately.

8.3.5 Adverse Events Based on Examinations and Tests

The results from the CSP-mandated laboratory tests, vital signs, physical examinations, and
ECGs will be summarised i the CSR.
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Deterioration as compared with baseline i protocol-mandated laboratory values and vital
signs should therefore only be reported as AEs if they fulfil any of the SAE critenia, are the
reason for discontinuation of treatment with the study interventions or are considered to be
chimically relevant as judged by the Investigator (which may include but not imited to
consideration as to whether treatment or non-planned visits were required or other action was
taken with the study interventions, eg, study interventions mterruption).

If deterioration in a laboratory value/vital sign 1s associated with climical signs and symptoms,
the sign or symptom will be reported as an AE and the associated laboratory result/vital sign
will be considered as additional information. Wherever possible the reporting Investigator
uses the clinical rather than the laboratory term (eg, anaemma versus low haemoglobin value).
In the absence of climcal signs or symptoms, clinically relevant deteriorations in non-
mandated parameters should be reported as AE(s).

Deterioration of a laboratory value, which 1s unequivocally due to PD, should not be reported
as an AE/SAE.

Any new or aggravated clinically relevant abnormal medical finding at a physical examination
as compared with the baseline assessment will be reported as an AE unless unequivocally
related to the disease under study.

8.3.6 Hy’s Law

Cases where a patient shows elevations in liver biochemustry may requure further evaluation
and occurrences of AST or ALT = 3 x ULN together with TBL = 2 x ULN may need to be
reported as SAEs. Please refer to Appendix E for further instruction on cases of increases in
liver biochemustry and evaluation of HL.

8.3.7 Disease Progression

Disease progression can be considered as a worsening of a patient’s condition attributable to
the disease for which the study interventions are being studied. It may be an increase in the
severity of the disease under study and/or increases in the symptoms of the disease. The
development of NLs, or progression of existing lesions of the primary cancer under study,
should be considered as PD and not an AE_ Events, which are unequivocally due to PD,
should not be reported as an AE during the study.

8.3.8 New Cancers

The development of a new cancer should be regarded as an SAE. New pnimary cancers are
those that are not the primary reason for the admmimistration of study interventions and are
identified after the patient’s inclusion in this study. They do not include metastases of the

original cancer.
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58.3.9 Deaths

All deaths that occur during the study treatment period, or within the protocol-defined
follow-up period after the adnunistration of the last dose of study interventions, must be
reported as follows:

e  Death clearly resulting from PD should be documented in the eCRF 1n the Statement of
Death page and reported to the Study Momitor/Physician at the next momtorning visit. It
should not be reported as an SAE.

e  Where death is not due (or not clearly due) to PD under study, the AE causing the death
must be reported to the Study Monitor/Physician as an SAE within 24 hours. It should
also be documented in the Statement of Death page in the eCRF. The report should
contain a comment regarding the co-involvement of PD, 1f appropniate, and should assign
the mam and contributory causes of death.

e  Deaths with an unknown cause should always be reported as an SAE and documented in
the Statement of Death page i the eCRF, but every effort should be made to deternune a
cause of death. A post-mortem may be helpful in the assessment of the cause of death,
and 1if performed, a copy of the post-mortem results should be forwarded to AstraZeneca
Patient Safety or its representative within the usual time frames.

Deaths occurning after the protocol-defined follow-up period after the administration of the
last dose of study mterventions should be documented in the Statement of Death page. If the
death occurred as a result of an event that started after the defined follow-up period and the
event 1s considered to be due to a late-onset toxicity to study interventions, then 1t should also
be reported as an SAE.

8.3.10 Adverse Events of Special Interest

An adverse event of special interest (AESI) 15 one of scientific and medical interest specific to
understanding the study interventions and may require close monitoring. An AESI may be
serious or non-serious, and these events should be reported in the eCRF regardless of
causality. The rapid reporting of AESIs allows ongoing surveillance of these events in order to
charactenise and understand them in association with the use of the study interventions.

All AESIs, regardless of severity or seriousness, must be followed until either event
resolution, end of study, trial termination, withdrawal of consent, or patient death.

8.3.10.1 Adverse Events of Special Interest for Durvalumab

AESIs for durvalumab include but are not linited to events with a potential inflammatory or
immune-mediated mechanism and which may require more frequent monitoring and/or
mterventions such as steroids, immunosuppressants, and/or hormone replacement therapy.
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These AESIs are being closely monitored m chimical studies with durvalumab monotherapy
and combination therapy. An 1imAE 15 defined as an AE that 1s associated with drug exposure
and 15 consistent with an immune-mediated mechamsm of action and where there 1s no clear
alternate aetiology. Serologic, immunologic, and histologic (biopsy) data, as appropniate,
should be used to support an imAE diagnosis. Appropnate efforts should be made to rule out
neoplastic, infectious, metabolic, toxin, or other aetiologic causes of the iImAE.

If the Investigator has any questions determuming whether an AE 1s an imAE, the Investigator
should promptly contact the Study Physician/Medical Scientist. AESIs observed with
durvalumab mclude:

e Diarrhoea/colitis and intestinal perforations

¢  Pneumomifis

e Hepatitis

¢ Endocrninopathies (1e, events of hypophysitis’hypopituitanism, thyroiditis, type 1 diabetes
mellitus, adrenal msufficiency, and hyper- and hypothyroidism)

¢ Rash/dermatifis

e Nephrntis
e  Pancreatitis
e  Myocarditis

s  Myosttis/polymyositis

e Immune complex disease. The immune system can respond to foreign mAbs by
producing human-anti-human antibodies, which may result in formation of immune
complexes and their deposition in blood vessels, joints, and glomeruli causing
symptomatic disease (eg, vasculitis, glomerulonephntis, arthritis, serum sickness).
Patients who experience an AE suspected to be immune-complex related and with
confirmed presence of ADAs will discontinue treatment. Immune-complex disease will
be managed mn accordance with SoC.

e  Other inflammatory responses that are rare/less frequent with a potential
mmmune-mediated aetiology mnclude, but are not limited to, haematological event,
neuromuscular toxicities (such as myasthema gravis and Guillain-Barré syndrome),
non-infectious encephalitis, non-infectious memingitis, pericarditis, theumatological
events, sarcoidosis, skin events, uveitis (and other events involving the eye), vasculitis,
and psoriasis.

In addition, IRRs and hypersensitivity/anaphylactic reactions with a different underlying

pharmacological aetiology are also considered AESIs. Infusion of biological products 1s
commonly associated with IRRs. Anaphylaxis and IRRs have some common manifestations
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and may be difficult to distinguish from each other. IRRs are commonly observed during or
shortly after the first time of exposure to therapeutic mAbs delivered through IV infusion.
These reactions are less common following subsequent exposures. Unlike IRRs, anaphylaxis
15 a rare event, usually occurning after subsequent exposure to an antigen, and 1t 1s most
commonly accompanied by severe systemic, skin and/or mucosal reactions. The Investigator
15 advised to carefully examine symptoms of adverse reactions observed during or shortly
after exposure to study interventions and consider the above-mentioned facts prior to making a
final diagnosis. The Investigators may refer to NIAID and FAAN gmdance (Sampson et al,
2006) for anaphylaxis diagnosis to facilitate consistency in judgements.

Further information on these risks (eg, presenting symptoms) can be found in the current
version of the durvalumab IB. More specific gumidelines for their evaluation and treatment are
described 1n detail in the TMGs (Section 8.3.15).

8.3.10.2  Adverse Events of Special Interest Associated with Investigational Products
Refer to the specific appendices for AESIs associated with investigational products. See
Appendx K 7 for oleclumab, Appendix L. 7 for monalizumab, Appendix M 8 for volrustomg,
Appendix N 7 and Appendix Q 7.2 for Dato-DXd, Appendix O 8 for AZD0171, and
Appendx P 7 and Appendix Q 7.1 for rilvegostonug.

8.3.11 Safety Data to be Collected Following the Final Data Cut-off of the
Study
For patients confinuing to recerve the study mterventions after the final DCO, AEs and SAEs
will be collected, but only SAEs will be reported. In addition, it 15 recommended that
Investigators monitor the patient’s safety laboratory results periodically during treatment with
study interventions in order to manage AEs, consistent with the TMGs (see Section 8.3.15).
All data after the final DCO and database closure will be recorded in the patient notes but,
with the exception of SAEs, will not otherwise be reported for the purposes of this study.

8.3.12 Reporting of Serious Adverse Events

All SAEs have to be reported, whether or not considered causally related to the study
mterventions, or to the study procedure(s). All SAEs will be recorded in the eCRF.

All SAEs that occur i patients within the 90 days following the last dose of study
mterventions after the final DCO must be reported as detailed in Section 8 3.11.

If any SAE occurs i the course of the study, then Investigators or other site personnel mnform
the approprniate AstraZeneca representatives within 1 day, 1e, immediately but no later than
24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative works with the imvestigator to ensure that all the
necessary imnformation 1s provided to the AstraZeneca Patient Safety data entry site within
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1 calendar day of imnitial receipt for fatal and life-threatening events and within 5 calendar
days of mitial receipt for all other SAEs.

For fatal or hfe-threatening AEs where important or relevant information 1s nussing, active
follow-up 1s undertaken immediately. Investigators or other site personnel inform AstraZeneca
representatives of any follow-up mmformation on a previously reported SAE within 1 calendar
day 1e, immediately but no later than 24 hours of when he or she becomes aware of 1t.

Once the Investigators or other site personnel indicate an AE 1s serious in the EDC system, an
automated email alert 1s sent to the designated AstraZeneca representative.

If the EDC system 1s not available, then the Investigator or other study site staff reports a SAE
to the appropriate AstraZeneca representative by email.

The AstraZeneca representative will advise the Investigator/study site staff how to proceed.
For further gmidance on the defimition of a SAE, see Appendix B.

The reference document for definition of expectedness/listedness 1s the IB for the AstraZeneca
drug and local prescribing information for chemotherapy.

8.3.13 Pregnancy

All pregnancies and outcomes of pregnancy with conception dates following the first date of
study interventions, including pregnancy in the partner of male patients, except if the
pregnancy 1s discovered before the study patient has received any study intervention, should
be reported to AstraZeneca.

If a pregnancy 1s reported, the Investigator should inform the Sponsor within 24 hours of
learming of the pregnancy.

Abnormal pregnancy outcomes (eg, spontaneous abortion, foetal death, stillbirth, congenital
anomalies, and ectopic pregnancy) are considered SAEs.

8.3.13.1 Maternal Exposure
If a patient becomes pregnant during the course of the study, study imnterventions should be
discontinued immediately.

Pregnancy itself 1s not regarded as an AE unless there 1s a suspicion that the study
mterventions may have interfered with the effectiveness of a contraceptive medication.
Congenital abnormalities/birth defects and spontaneous miscarriages should be reported and
handled as SAEs. Elective abortions without complications should not be handled as AEs. The
outcome of all pregnancies (spontaneous miscarriage, elective termunation, ectopic pregnancy,
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normal birth or congenital abnormality) should be followed up and documented even if the
patient was discontinued from the study.

If any pregnancy occurs m the course of the study, then the Investigator or other site personnel
mforms the appropniate AstraZeneca representatives within 1 day, 1e, immediately but no later
than 24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative works with the Investigator to ensure that all
relevant information 1s provided to the AstraZeneca Patient Safety data entry site within 1 or
5 calendar days for SAEs (see Section 8.3.12) and within 30 days for all other pregnancies.

The same timelines apply when outcome information 1s available.

The PREGREP module in the eCRF 1s used to report the pregnancy and the PREGOUT 1s
used to report the outcome of the pregnancy.

8.3.13.2 Paternal Exposure

Non-stenilised male patients who intend to be sexually active with a female partner of
childbearing potential should refrain from fathering a child or donating or banking sperm for
the duration of the study (from the time of screening) and for the following period after the
last dose of study mterventions:

—  Durvalumab or volrustomig: 90 days

—  Oleclumab, monalizumab, or AZD0171: 180 days
— Dato-DXd: 120 days

— Rulvegostommg: 60 days

Follow the local prescribing information relating to contraception and the time limit for such
precautions for chemotherapy agents, and any additional restrictions for the agents
adnunistered. For patients receiving more than one study intervention, the longest washout
period must be followed.

Pregnancy of the patient’s partner 1s not considered to be an AE. However, the outcome of all
pregnancies (spontaneous miscarrniage, elective termination, ectopic pregnancy, normal birth,
or congenital abnormality) occurring from the date of the first dose of study interventions until
the following period after receiving the last dose of study interventions:

—  Durvalumab or volrustomig: 90 days

Oleclumab, monalizumab, or AZD0171: 180 days
Dato-DXd: 120 days

— Rulvegostommg: 60 days
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For the chemotherapy agents follow the local prescribing information relating to
confraception, the time limuts for such precautions, and any additional restrictions for the
agents admimstered.

For patients recetving more than one study intervention, the longest period will apply.

Pregnancies should be followed up and documented in the medical record and provided to the
AstraZeneca Patient Safety data entry site. Consent from the partner must be obtamed before
the mmformation 1s collected and reported to AstraZeneca.

Where a report of pregnancy 1s received, prior to obtaining information about the pregnancy,
the Investigator must obtain the consent of the patient’s partner. The local study team should
adopt the Master Pregnant Partner Form in line with local procedures/requirements and submat
it to the relevant Regulatory Authority/IRBs/IECs prior to use.

Patients who are permanently discontinued from further receipt of study interventions,
regardless of the reason, will be identified as having permanently discontinued treatment and
will enter follow-up (see Table 2).

8.3.14 Medication Error, Drug Abuse, and Drug Misuse

8.3.141 Timelines
If an event of medication error, drug abuse, or drug misuse occurs during the study, then the

Investigator or other site personnel informs the appropnate AstraZeneca representatives within
1 calendar day, 1e, immediately but no later than 24 hours of when they become aware of it.

The designated AstraZeneca representative works with the Investigator to ensure that all
relevant information 1s completed within 1 (1mtial fatal/life-threatening or follow-up fatal/life-
threateming) or 5 (other serious imtial and follow-up) calendar days if there 1s an SAE
associated with the event of medication error, drug abuse, or misuse (see Section 8.3.12) and
within 30 days for all other events.

8.3.14.2 Medication Error

For the purposes of this clinical study a medication error 1s an umintended failure or mustake 1n
the treatment process for an IMP/study mtervention or AstraZeneca NIMP that either causes
harm to the patient or has the potential to cause harm to the patient.

The full definition and examples of a medication error can be found in Appendix B 4.

8.3.143 Drug abuse
Drug abuse 1s the persistent or sporadic mtentional, non-therapeutic excessive use of
IMP/study intervention or AstraZeneca NIMP for a perceived reward or desired non
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therapeutic effect.
The full definition and examples of drug abuse can be found mn Appendix B 4.

8.3.144  Drug Misuse

Drug abuse 1s the intentional and mappropriate use (by a study participant) of IMP/study
mtervention or AstraZeneca NIMP for medicinal purposes outside of the authorised product
mformation, or for unauthonised IMPs/study intervention(s) or AstraZeneca NIMPs, outside
the mtended use as specified i the protocol and includes deliberate admimistration of the
product by the wrong route.

The full definition and examples of Drug Misuse can be found m Appendix B 4.

8.3.15 Toxicity Management Guidelines
The following general gmdance should be followed for management of toxicities.

e Treat each of the toxicities with maximum supportive care (including holding the agent
suspected of causing the toxicity if requured).

e If the symptoms promptly resolve with supportive care, consideration should be grven to
continung the same dose of the assigned study interventions along with appropnate
continuing supportive care.

e Patients should be thoroughly evaluated to rule out any alternative aetiology (eg, disease
progression, concomitant medications, or infections). This includes
chemotherapy-induced toxicity.

e In the absence of clear alternative aetiology, all events should be considered potentially
immune mediated.

e In the event that an agent(s) (chemotherapy, durvalumab, oleclumab, monalizumab,
volrustomg, Dato-DXd, AZD0171, or nlvegostomig) 15 held due to treatment-related
toxicity, the other agent(s) may still be admunistered at the Investigator’s discretion when
toxicity resolves to Grade 2 or less, unless agent-specific TMGs require permanent
discontinuation or have additional requirements for starting treatment. Note: if the
Investigator feels that a patient 1s ready to restart treatment prior to the toxicity resolving
to Grade 2 or less, the AstraZeneca study physician or medical scientist should be
consulted for an exception to this mle. If chemotherapy 1s permanently discontinued due
to treatment-related toxicity, study mnterventions may continue at the Investigator’s
discretion, and AsfraZeneca should be consulted.

e  The specific TMGs for each study intervention are held in the site TMF.

e Comprehensive TMGs have been developed to assist Investigators with the recognition
and management of toxicities associated with the use of investigational products. For
TEAE:s that are deemed non-drug related or are not included in the TMGs, follow
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standard climical practice. Appropriate clinical experts should be consulted as deemed
necessary. The TMGs for durvalumab are applicable when durvalumab 1s used alone or in
combination with other anti-cancer drugs (ie, antineoplastic chemotherapy, targeted
agents) adnunistered concurrently or sequentially as part of a protocol-specific treatment
regimen. The TMGs provide mformation for the management of immune-mediated
reactions, IRRs, and non-immune-mediated reactions that may be observed with
checkpoint inhibitor monotherapy or combination checkpomnt mhibitor regimens, with
specific mstructions for dose modifications (including discontinuations) and treatment
mterventions. Investigators are advised however to use local practice gmdelines and
consult local references for the management of toxicities observed with other cancer
treatment.

If unsure how to manage a patient, contact the Study Physician/Medical Scientist to discuss
mdividual cases. Treatment for toxicities should be mitiated prior to discussion with the Study
Physician/Medical Scientist.

All toxicities will be graded according to NCI CTCAE version 5.0.

8.3.151  Specific Toxicity Management and Dose Modification Information —
Durvalumab, Monalizumab, Oleclumab, AZD0171, Volrustomig, and
Rilvegostomig

For Durvalumab and monalizumab, refer to the most current version of the durvalumab

TMGs; for oleclumab, volrustonug, AZD0171, and rilvegostomig, refer to the most current

version of their respective TMGs. The investigator should use clinical judgement when

attributing a toxicity to agents in the combination. The choice of the TMGs (see the Annex
documents to this CSP and the local label or national guidance for chemotherapy) should be
based on the investigator’s assessment of the causal role of the combination agents. All TMGs
are provided to the investigative site as Annex document(s) and are mamtained within the Site

Master File.

In situations where the assessment qualifies multiple agents’ TMGs for a particular
toxicity, the more conservative TMG should be applied.

Patients should be thoroughly evaluated, and appropnate efforts should be made to rule out
neoplastic, infectious, metabolic, toxin, or other aetiologic causes of the imAE. Serologic,
immunologic, and histologic (biopsy) data, as appropnate, should be used to support an imAE
diagnosis. In the absence of a clear alternative aetiology, events should be considered
potentially immune related. In addition, there are certan circumstances m which study
mterventions should be permanently discontinued (see Section 7.1). Dose reductions are not
permutted. In case of doubt, the Investigator should consult with the Study Physician/Medical
Scientist.
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8.3.15.2  Specific Toxicity Management and Dose Modification Information —
Dato-DXd

For Dato-DXd, investigators should consult the TMGs. The investigator should use clinical
judgement when attributing a toxicity to agents in the combination. The choice of the TMGs
(see the Annex documents to this CSP for Dato-DXd and durvalumab, and the local label or
national gmidance for chemotherapy) should be based on the investigator’s assessment of the
causal role of the combination agents. All TMGs are provided to the mvestigative site as
Annex document(s) and are maintained within the Site Master File.

In situations where the assessment qualifies multiple agents’ TMGs for a particular
toxicity, the more conservative TMG should be applied.

On improvement of an AE for which Dato-DXd was temporarily delayed, Dato-DXd may be
restarted at the same dose at the discretion of the investigator, unless specified otherwise in the
TMGs. If a further episode of the same AE subsequently requires dose delay, or if a different
AE subsequently requires dose delay, Dato-DXd may be restarted at a one dose level
reduction on improvement of the AE or discontinued if the patient 1s receiving the lowest
protocol-specified dose level.

Appropriate and optimal treatment of the toxicity should be attempted prior to considering
dose modifications. If a patient experiences a climcally significant and/or unacceptable
toxicity, dosing will be delayed or permanently discontinued in accordance with the TMGs,
and supportive therapy admmistered as requured.

8.3.15.3  Specific Toxicity Management and Dose Modification Information —
Chemotherapy
Investigators should follow local standard clinical practice regarding dose modifications for
chemotherapy. For specific information regarding the individual agent used in this study,
please refer to the local prescribing information for the relevant agent. In the event of
unfavourable tolerability, patients can switch from cisplatin to carboplatin therapy at any point
during the study (assuming eligibility for the switched therapy 1s met). In patients with
comorbidities or unable to tolerate cisplatin per Investigator’s judgement, carboplatin AUC 5
can be admimistered from Cycle 1.

In the event that an AE can reasonably be attributed to chemotherapy, dose adjustment of
chemotherapy should be attempted before modifying the admimstration of study interventions.
Every effort should be made to ensure patients receive all scheduled cycles of chemotherapy
across all freatment arms in the study, 1f conditions allow.

For management of toxicities due to the chemotherapy agents, refer to the locally approved

package msert (label) or national gmdance, or manage in accordance with documented
mstitutional gmidelines.
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5.4 Overdose

Use of durvalumab, oleclumab, monalizumab, volrustomig, Dato-DXd, AZD0171, or
nilvegostomig in doses exceeding that specified in the protocol 1s considered to be an
overdose. There 1s currently no specific treatment in the event of overdose of the study
mterventions, and possible symptoms of overdose are not established.

e  An overdose with associated AEs 1s recorded as the AE diagnosis/symptoms on the
relevant AE modules in the eCRF and on the Overdose eCRF module.

e An overdose without associated symptoms 1s only reported on the Overdose eCRF
module.

If an overdose on an AstraZeneca study mntervention occurs in the course of the study, the
Investigator or other site personnel inform appropriate AstraZeneca representatives
immediately, but no later than 24 hours of when he or she becomes aware of 1t.

The designated AstraZeneca representative works with the Investigator to ensure that all
relevant information 1s provided to the AstraZeneca Patient Safety data entry site within 1 or
5 calendar days for overdoses associated with an SAE (see Section 8.3.12) and within 30 days
for all other overdoses.

For chemotherapy, refer to the local prescribing information for treatment of cases of
overdose. If any overdose 1s associated with an AE or SAE, record the AE/SAE diagnosis or
symptoms in the relevant AE modules only of the eCRF.

8.5 Human Biological Samples

Instructions for the collection, labelling, handling, storage and shipping of biological samples
will be provided in the study-specific laboratory manual Samples should be stored mn a secure
storage space with adequate measures to protect confidentiality.

For further details on Handling of Human Biological Samples, see Appendix C.

8.5.1 Pharmacokinetics

¢ Blood samples will be collected for measurement of serum or plasma concentrations of
study mterventions as specified in the SoA (refer to the specific study intervention SoAs
m the relevant appendix).

e Non-compartment PK parameters that can be denved with sparse PK sampling, such as
peak and trough concentrations, may be reported as data allow. Pharmacokinetic data may
be combined with data from other studies for population PK modeling purposes.
Exposure-response analysis may be performed to evaluate the relationship between PK
and efficacy/safety endpoints. The population PK and exposure-response analysis, if
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performed, will be based on a PK modeling plan and will be reported separately from the
CSE.

8511 Determination of Drug Concentration

Samples for determination of drug concentration 1n serum or plasma will be assayed by
bioanalytical test sites operated by or on behalf of AstraZeneca, using an appropnately
validated bioanalytical method. Full details of the analytical method used will be described m
a separate Bioanalytical Report.

Incurred sample reproducibility analysis, if any, will be performed alongside the bioanalysis
of the test samples. The results from the evaluation, if performed, will be reported 1n a
separate Bioanalytical Report.

8.5.2 Immunogenicity Assessments

Blood samples for determination of ADA 1 serum or plasma will be taken according to SoA
(refer to Table 1 for Screening; refer to the specific study intervention SoAs in the relevant
appendix; and refer to Table 2 for patients who complete/discontinue treatment) and assayed
by bioanalytical test sites operated by or on behalf of AstraZeneca, using an appropnately
validated bioanalytical method. Full details of the methods used will be described in a separate

report.

ADA samples may also be further tested for characterisation of the ADA response.

8.5.3 Storage and Destruction of Pharmacokinetic/ADA samples

Pharmacokinetic and ADA samples will be destroyed within 6 months of finalisation of the
bioanalytical report and within 15 years of CSR. finalisation, respectively.

Pharmacokinetic and ADA samples may be disposed of or destroyed and anonymised by
pooling. Additional analyses may be conducted on the anonymised, pooled PK samples to
further evaluate and validate the analytical method. Results from such analyses may be
reported separately from the clinical study report.

Any residual back-up PK samples may be used for future exploratory biomarker research i1f
future use consent has been provided (in this case, residual back-up PK samples will be
shipped to AstraZeneca-assigned Biobank; see details in the Laboratory Manual).

8.5.4 Pharmacodynamics

Pharmacodynamic parameters are not evaluated in this study.

8.6 Human Biological Sample Biomarkers
Patient consent to the study includes participation in the mandatory biomarker assessment
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components of the study.

Samples for biomarker assessment are required and will be collected from all patients in this
study as specified in the SoA (refer to Table 1 for Screening; refer to the specific study
mtervention SoAs i the relevant appendix; and refer to Table 2 for patients who
complete/discontinue treatment).

The results may be pooled with biomarker data from other studies to evaluate biological
responses across mndications and to compare results to those observed in other combination

seftings.
8.6.1 Baseline Tumour Samples for Biomarker Assessments

Tumour Sample Collection
Tissue samples will be obtamed from all screened patients and will be used to

1  Evaluate for eligibility, and
2 Explore fumour biomarkers.

Tumour For Screening Eligibility

e In the absence of documented results for PD-L1 and EGFR/ALK status at screening, a
tumour sample, prior to randomisation, sufficient for the purpose of PD-L1] expression
analyses and for enabling EGFR/ALK testing where applicable, in addition to exploratory
biomarker analysis will be collected. There are 2 options for the provision of the tumour
tissue sample: 1) a newly acquired tumour biopsy duning screening (preferred) or 2) an
archival fumour sample taken < 6 months prior to screening. Patients with unknown PD-
L1 status, and EGFR/ALK status where applicable (see below) will be considered screen
failures and will not be eligible for randonusation in the study.

—  All patients will be tested for PD-LI
—  All patients will be tested for EGFR.

—  With the exception of patients with squamous cell carcinoma, all patients will be
tested for ALK

Provision of formalin-fixed paraffin-embedded tumour samples obtamned <6 months prior to
Screemng 1s mandatory for entry to the study to enable exploratory analyses described below:

e It 1s recommended that samples should be collected by core needle biopsy, excisional or
mcisional biopsy. Cytology samples (slides or cell blocks), such as bronchial washings,
bronchial lavage, and expectorated sputum, or specimens with limited tumour content are
madequate and will not be acceptable.
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e  The tumour specimen should be of sufficient quantity to allow for biomarker analyses
(refer to Laboratory Manual). In the event there 1s insufficient quantity for exploratory
biomarkers, a fresh sample must be provided, or the patient will not be eligible for
randonusation.

e Details for collection, volumes, storage, and shipment of biologic samples are presented
mn a separate Pathology Manual and Laboratory Manual.

Please consult the Laboratory Manual for specific mstructions and guidelines regarding
sections.

Tumour lesions used for fresh biopsies should not be the same lesions used as RECIST 1.1
TLs (when possible), unless there are no other lesions suitable for biopsy, and in this instance
only core needle (not excisional/incisional) biopsy is allowed. For patients with a single TL, 1f
screeming biopsy 1s collected prior to screening imaging for baseline tumour assessment, allow
approximately 2 weeks before imaging scans are acquired.

EGFR/ALK Tumour Mutation Assessment (Eligibility criteria — Exclusionary criteria)
e EGFR and ALK status must be confirmed wild type prior to randonusation.
e  Prior test results should be performed on well validated, local-regulatory-approved assay.

e  Where the patient has not already been tested, local testing should be performed on well
validated, local-regulatory-approved assay.

e EGFR and ALK may be retrospectively evaluated on all samples collected at screening
and/or from surgical tissues where sufficient tissue 1s available to aid in further biomarker
development activities

If patients have squamous cell carcinoma, then ALK status 1s not required at screening. For all
other patients, EGFR and 4LK status must be known to be negative prior to randomusation.

PD-L1 Expression Assessment (Randomisation/Stratification; Secondary endpoint;
Eligibility Criteria — Exclusionary criteria [Arm 6 & 7 only])

e PD-L] status (< 1%, 1% to 49%, = 50%) must be known prior to randonusation.

e  Prior test results are accepted if performed on well validated, local-regulatory-approved
assay.

e  Where patient has not already been tested, PD-L1 testing with a local regulatory-approved
analytically validated assay 1s required; SP263 antibody 1s preferred if available.

e PD-L] may additionally be retrospectively evaluated on all samples collected at screening
and/or from surgical resection tissues where sufficient tissue 1s available to aid in further
biomarker development activities.

CONFIDENTIAL AND PROPRIETARY 119 of 349



Clinical Study Protocol - 8.0 AstraZeneca
Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDIS752), Dato-DXd, AZD0171, Rilvegostomig -
Do0T77C00001

Tumour Samples for Exploratory Biomarker Assessments (Exploratory endpoint)

Tumour and draming lymph node samples will be collected as indicated in SoAs (Table 1,
Table 2 and the specific study intervention SoAs in the relevant appendix) to provide tissue for
evaluation of DNA, RNA, and/or proteins. Analyses may include, but not limited to, profiling
by immunohistochemistry PD-L1, CD73, LIF, TROP2, SLFN11, CD8, HLA-E, and NKG2A.
Additionally analyses may include, but not be limited to, profiling DNA mutations/TMB,
fumour microenvironment and immune cell infiltration, gene expression or gene signatures,
T-cell or B cell responses by TCR/BCR. sequencing, proteogenomuc profiling, and/or
development of personalised panel for MRD detection. These analyses may address baseline
expression, changes i expression by comparison of baseline levels to on-treatment levels,
comparison to blood-based biomarkers, correlations with clinical outcomes, understanding
disease biology, and development of algorithms to predict pCR. In addition, the differences in
normal adjacent lung tissue compared to tumour lung tissue after treatment may be assessed.
Further details regarding tumour sample requirements are detailed in the Laboratory Manual

8.6.2 Surgical Tumour Samples for Assessments

Pathological assessments: cPR and mPR (Primary and Secondary Endpoints)

Evaluation for pCR, which 1s primary endpoint, along with associated endpomt of mPR_ a key
secondary endpomt, will be determined by central blinded pathologist. To evaluate for these
endpomts, all resected lung and draming lymph nodes needs to be processed per ATJCC

standard protocol and sent to central pathology. Detailed instructions are provided in the
Pathology Manual for Lung Surgical Sample Handling.

Exploratory biomarkers (Exploratory endpoint)

Additional tumour tissue should be provided from surgical samples for exploratory biomarker
research, which may include but not limited to changes in RNA, DNA, and/or proteins in
surgical tumour tissue compared to baseline tissue, comparnison to blood-based biomarkers,
differences between tumour lung tissue and normal adjacent lung tissue, correlation with
clhinical outcomes, and development of specific algorithms to predict pCR. Similar analysis as
described for the baseline samples may be conducted (See Section 8.6.1). Instructions for
processing and shipment 1s available in the Laboratory Manual.

8.6.3 Blood Sample Collections for Biomarker Analysis

Blood samples for biomarker analyses will be obtained according to the schedules presented
m the SoAs: refer to Table 1 for Screening; refer to the specific study intervention SoAs in the
relevant appendix; and refer to Table 2 for patients who complete/discontinue treatment.
Details for collection, volumes, storage, and shipment of biologic samples are presented 1n a
separate Laboratory Manual.

Baseline, on-treatment, and post-surgery measures will be correlated with outcomes.
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Comparisons will be made to determine if biomarkers (or combination of markers) are
prognostic or predictive of outcomes associated with study interventions across treatment
arms. Analyses may also address comparison of baseline levels and on-treatment measures,
comparison to fumour tissue or normal adjacent tissue measures, development of personalised
panel for MRD detection, associations with adverse reactions to study mnterventions,
understanding disease biology, and/or development of approaches to predict clinical
outcomes.

Additional blood sample collections and analyses may be completed at select study sites by
site-specific amendment. All samples collected for such exploratory analyses will be stored at
site, a reference laboratory, or at AstraZeneca’s facilities and may be used for subsequent
research relevant to evaluating response to immunotherapy.

The exploratory biomarker plan 1s described by sample type below.

Whole Blood fm'-Expressinn

Whole blood samples will be collected from all patients according to the collection schedule
mn the Screening SoA (Table 1) and the specific study intervention SoAs in the relevant
appendix. Analyses may include, but not linuted to, changes in expression of nr-
signatures, between baseline and on-treatment measures, and correlation o expression or
- expression changes to clinical outcome.

Serum Samples for Circulating Soluble Factors and Plasma Samples for Circulating
Soluble Factors

A peripheral blood sample will be collected at the time points indicated in SoA (refer to

Table 1 for Screening; refer to the specific study intervention SoAs in the relevant appendix)
to provide serum and plasma prior to adnumistration of any study intervention as well as on
treatment during the study. These samples may be used for analysis of, but not limited to,
baseline and on-treatment changes in circulating levels of target proteins (eg, LIF), soluble
factors, and/or immune mediators of antitumour immune response to explore their association
with treatment and chinical outcome.

Plasma Samples for Circulating Tumour DNA Analyses

Plasma for ctDNA analysis will be 1solated from blood samples collected at the time points
mdicated in SoA: refer to Table 1 for Screeming; refer to the specific study intervention SoAs
m the relevant appendix; and refer to Table 2 for patients who complete/disconfinue treatment.
Analyses may include, but will not be limited to, evaluating baseline mutations prior to the
start of treatment, changes in c¢tDNA levels on-treatment and/or post-surgery, and correlations
with clinical outcomes. Plasma may also be used to analyse relevant cytokines, chemokines,
and other imnmmne-related markers.
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The buffy coat layers obtained during the plasma isolation of the baseline sample may be
retamed and analysed for germline mutations as per local regulations. See Section 8.7.1.

Whole blood for DNA Analyses

Whole blood sample will be collected from all patients according to collection schedule in the
relevant SoA (refer to Table 1 for Screening; refer to the specific study intervention SoAs in
the relevant appendix). Sequencing of 1solated DNA may include, but not be limited to,
targeted sequencing of the HLLA loci to assess the impact of HLA diversity on treatment
outcome. Sequencing data may also involve whole-exome sequencing or whole-genome
sequencing, which will be conducted i order to provide a control germline sequence (as per
local regulations) for comparison to sequence from tumour DNA or ctDNA. Such
comparisons are critical for certain analyses, such as for highly sensitive detection of ctDNA
as a means of assessing minimal residual disease. See Section 8.7.1.

Whole Blood for Peripheral Blood Mononuclear Cells (PBMCs)

Peripheral blood mononuclear cells from blood will be collected: refer to Table 1 for
Screening; refer to the specific study intervention SoAs in the relevant appendix. Analyses
may include, but not imited to, measuring immune cell populations, phenotypes, and T and/or
B cell receptor repertoire changes with treatment and associations with clinical outcomes as
well as emergence of T-cell responses to neoantigen epitopes.

Whole Blood for Flow Cytometry

Whole blood will be collected from patients treated with volrustoruig or nnlvegostomig
according to collection schedule in SoA (refer to the specific study mntervention SoAs in the
relevant appendix). This sample may be analysed for changes in peripheral cell populations,
immunophenotyping, and/or receptor occupancy compared to baseline, comparison to tumour
biomarkers, and/or in association with climical outcomes. If a patient requires an on-study
MUGA scan, in order to ensure that radioactivity levels from the radiotracer have decayed to
exempt levels before receipt of samples at the central laboratory, blood samples for flow
cytometry should be collected either before the MUGA scan or at least 2 days after the MUGA
scan has been performed.

8.6.4 Collection of Optional On-Treatment Tumour Tissue Samples or
Biopsy at Progression
Tumour samples that become available secondary to a surgical procedure or a biopsy during
the study or at time of progression should be collected. Analyses performed on tumour tissue
collected at progression may include, but are not limited to, acquired genomuc alterations
associated with resistance to study intervention, up- or downregulation of protemns or gene
expression, charactenization of immune cell infiltration and tumour nucroenvironment, and
changes mn tumour histology. Similar analyses as described for the baseline samples may also
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be conducted (See Section 8.6.1). Instructions for processing and shipment 1s available i the
Laboratory Manual

8.6.5 Management of Biomarker Data

The biomarker data will have unknown clhinical significance. AstraZeneca will not provide
biomarker research results to patients, their family members, any insurance company, an
employer, chinical study Investigator, general physician, or any other thurd party, unless
required to do so by law. The patient’s samples will not be used for any purpose other than
those described in the CSP. Individual patients will not be identified 1n any report or
publication resulting from this work.

The data and results of this research may be reviewed with collaborators and published, but
neither the patient’s name nor any other personal 1dentifiers will appear in any publication or
report.

8.6.6 Storage, Re-use, and Destruction of Biomarker Samples

Samples will be stored for a maximum of 15 years from the CSR, after which they will be
destroyed. Summaries and analyses for exploratory biomarkers will be documented 1n a
separate analysis plan and will be reported outside the CSR 1n a separate report.

The results of this biomarker research may be pooled with biomarker data from other studies
to generate hypotheses to be tested in future research, and/or to evaluate biological responses
across indications and to compare results in monotherapy versus combination settings.

8.7 Genetics

8.7.1 Blood samples fur- Analyses

A whole blood sample fnr-analyses (see section 8.6.3) will be obtained according to the
schedule presented in SoA (refer to Table 1 for Screening; refer to the specific study
mtervention SoAs i the relevant appendix; and refer to Table 2 for patients who
complete/discontinue treatment) and may be retained and analysed for germline mutations as
per local regulations. Buffy coat layers obtained during plasma 1solation from the ctDNA
sample may also be retained and analysed for germline mutations as per local regulations.

872  Optional [ mitiative
Collection of optional samples for- mitiative research 1s also part of this study as
specified in the SoA and 1s subject to agreement in the ICF addendum.

If the patient agrees to participate in the nptinnal- research study, a blood sample will
be collected. Participation 1s optional. Patients who do not wish to participate in the-
research may still participate in the study.
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In the event Gf-extmctiuu fatlure, a replacement- blood sample may be requested
from the patient. Signed mformed consent will be required to obtain a replacement sample
unless 1t was mcluded in the original consent.

See Appendix D for information regarding the storage and destruction uf- Initiative
- sample. Details on processes for collection and shipment and destruction of these
samples can be found either in the appendices or in the Laboratory Manual

8.8 Health Economics OR Medical Resource Utilisation and Health
Economics

Health Economics/Medical Resource Utilisation and Health Economucs parameters are not
evaluated in this study.

9 STATISTICAL CONSIDERATIONS

Statistical analyses will be performed by AstraZeneca or 1ts representatives, including CROs.

9.1 Statistical Hypotheses
No formal statistical comparisons among freatment arms will be performed.

9.2 Sample Size Determination

For Arms 1,2, 3A 4, 5, 6, and 7, the sample size of up to 70 patients per arm 1s to:

e  Ensure the accuracy of making Go or No-Go decision at the interim analysis and final
analysis.
e  Obtain a prelininary assessment of antitumour activity with a certain degree of precision.

The sample size 1s not based on type I error and power considerations.

-—

I [ R

Interim Analysis Stage
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Arms 3B and 3C plan to enrojgll patients per arm to evaluate tolerability of alternate dose
regimens, with a potential o increase tu.patients. per arm to further understand safety and
efficacy.

9.3 Populations for Analysis
The following populations are defined:

Table 13 Populations for Analysis

Population/Analysis Set | Description

Enrolled All patients who sign the ICF

ITT All randomised patients in the study.

Response evaluable All dosed patients who had measurable disease at baseline

Safety All patients who receive at least 1 dose of any study intervenfions

PK All patients who receive at least 1 dose of any study intervenfions with at least 1
reportable PE concentration

Immumogenicity All patients who receive at least 1 dose of any study interventions with at least 1
reportable immunogenicity concentration

Other analysis populations may be defined in the SAP, if appropriate.
Abbreviations: ICF: Informed consent form: ITT: Intent-to treat; PK: Pharmacokinetics.

9.4 Statistical Analyses

This section 15 a summary of the planned statistical analyses of the most important endpoints
mcluding primary and key secondary endpomts. The SAP mcludes a more technical and
detailed description of the statistical analyses described 1n this section.

24.1 General Considerations

Statistical analyses will be performed by AstraZeneca or 1ts representatives, including CROs.

Continuous data will be summarised by the number of observations, mean standard deviation,
median, mummum, and maximum. Geometric mean and coefficient of vanation may be
presented as applicable. Categorical varables will be summarised by frequency counts and
percentages for each category. Unless otherwise stated, percentages will be calculated from
the population total. Time-to-event variables will be presented using the Kaplan-Meier
methodology, including median time and rates at landmark timepoints estimated from the
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Kaplan-Meier curves, where feasible.

In general, the last observed measurement prior to first dose of study interventions will be
considered the baseline measurement. For assessment on the day of first day where time 1s not
captured, a nominal pre-dose indicator, if available, will serve as sufficient evidence that the
assessment occurred prior to first dose. Assessments on the day of first dose, when neither
fime nor nomunal pre-dose indicator are captured, will be considered prior to first dose 1f such
procedures are required by the protocol to be conducted before the first dose.

Depending on the extent of any impact, summaries of data relating to patients diagnosed with
COVID-19, and impact of COVID-19 on study impact (in particular missed visits, delayed or
discontinued study treatment, and other protocol deviations) may be generated. More details
will be provided in the SAP.

All efficacy analyses will be performed by randomised treatment arm on the ITT population
unless otherwise stated. Additional analyses may be performed using different PD-L1 cut-offs
m addition to 1% and 50%, and will be further described in the SAP. All safety analyses wall
be performed on the safety population.

9.4.2 Efficacy

24.21 Primary Endpoint

Pathological complete response 1s defined as the proportion of patients who have 0% residual
viable tumour cell within all resected tissue (including primary lung lesion and lymph nodes)
following neoadjuvant treatment as assessed by central BIPR. laboratory. Patients who are not
evaluable per central pathology assessment (this includes patients with R2 margins) or who do
not have a surgical specimen will be considered as non-pCR. (eg, pathology assessments
captured as “non-evaluable” or “missing™, as approprate). Central pathology assessment of
PCR will be performed according to the recommended methods and definitions described by
IASLC 2020 (Travis et al. 2020).

Pathological complete response will be presented by the number and percentage of patients
with pCR mcluding-aud-clopper—Pemun (exact) CIs for each arm.
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04.2.2 Secondary Endpoints

Event-free survival

Event-free survival 1s defined as the time from randomisation to the first of the following:

a) documented local or distant recurrence as determined by Investigator using RECIST 1.1
assessments; b) death due to any cause (event date 1s the date of death); ¢) PD that precludes
surgery (event date 1s date of this determunation) or PD discovered and reported by the
Investigator upon attempting surgery that prevents completion of surgery (event date 1s the
date of the first attempt at surgery). A new pnimary malignancy, confirmed by pathology, 1s not
considered an EFS event.

Kaplan-Meier plots of EFS will be presented by treatment arm Summaries of number and
percentage of patients experiencing an EFS event, and the type of event will be provided
along with the median EFS for each treatment. Landmark analyses will be presented for 12
and 24 months.

Subgroup analysis may be performed and will further be described m the SAP.

Disease-free survival

Disease-free survival will only be evaluated for patients who had surgical resection following
the neoadjuvant period, who have RO/R1 margins, and whose first post-surgical RECIST 1.1
scan shows no evaluable disease (defined as no post-surgery R2 margins and no RECIST
evidence of disease). Disease-free survival 1s defined as the time from the date of surgery until
the first date of disease recurrence as determuned by Investigator using RECIST 1.1
assessments (local or distant), or date of death due to any cause, whichever occurs first.
Pathological confirmation from biopsied lesions, will also be taken into consideration (as
applicable). A new pnimary malignancy, confirmed by pathology, 1s not considered a DFS
event.

Kaplan-Meier plots of DFS will be presented by treatment arm Summaries of number and
percentage of patients experiencing a DFS event, and the type of event will be provided along
with the median DFS for each treatment. Landmark analyses will be presented at 12 and

24 months.

Feasibility to surgery

Feasibility to surgery 1s defined as having the planned surgical resection within 40 days from
the last dose of neoadjuvant study interventions adnimstration.

Summaries of number and percentage of patients having surgical resection within 40 days
from the end of last neoadjuvant study imnterventions administered will be presented for each
treatment arm_ The rate and outcomes of surgical complications will also be summarized.
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Major pathological response

Major pathological response rate 1s defined as the proportion of patients with 10% or less
residual viable tumour fissue in lung primary tumour after neoadjuvant treatment at the time
of resection as assessed per central BIPR laboratory. Patients who are not evaluable per central
pathology assessment (including patients with R2 margins) or who do not have a surgical
specimen will be considered as having non-mPR (eg, response captured as “non-evaluable™ or
“missing” as appropriate).

Major pathological response will be presented by the number and percentage of patients with
mPR, including 80% and 95% Clopper-Pearson CIs for each arm.

Objective response rate
Objective response rate 1s defined as the proportion of patients aclueving either CR. or PR,
prior to surgery, as assessed by Investigator.

Data obtained up until surgery, or last evaluable assessment in the absence of surgery will be
mcluded in the assessment of ORR, regardless of whether the patient withdraws from therapy.
Patients who discontinue treatment without a response or surgery, receive subsequent
anti-cancer therapy prior to surgery and then respond will not be included as responders in the
ORE.

Objective response rate will include data from all scans, regardless of whether it was
scheduled or not.

Objective response rate will be presented by the number and percentage of patients with a
response including 95% Clopper-Pearson CIs for each arm.

Overall survival

The OS 15 defined as the time from randonusation until death due to any cause regardless of
whether patient withdraws from treatment or receives another anti-cancer therapy. Any patient
not known to have died at the time of analysis will be censored at the last recorded date on
which the patient was known to be alive.

Kaplan-Meier plots of OS will be presented by treatment arm. Summaries on the number and
percentage of patients who have died, those still in survival follow-up and those lost to follow-
up and those who have withdrawn consent will be provided along with the median OS for
each treatment arm 1f feasible.

Additional landmark analyses will be performed for OS at 12 months, 24 months and at other
chimically relevant timepoints 1f feasible. If reached by the end of the study, the median OS
will also be of mterest.
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Other secondary endponts are described in Section 9.4 4.

9.4.3 Safety
Safety analyses will be performed using the safety analysis set. Safety data will be presented
descriptively unless otherwise specified.

Adverse Events

Adverse events will be coded using the most recent version of the MedDRA that will have
been released for execution at AZ/designee.

Adverse events will be presented for each treatment arm by chemotherapy agents and/or PT
covering number and percentage of patients reporting at least one event and number of events

where appropnate.

Adverse events occurring prior to the start of study interventions, treatment-emergent AEs and
post-treatment AEs will be presented separately.

An overview of AEs will be presented for each treatment arm with the number and percentage
of patients with any AE, AEs with outcome of death, serious AEs, AEs leading to
discontination of mvestigational product, as well as AEs leading to study interventions dose
mterruptions, AEs leading to dose reduction and AEs leading to treatment or study withdrawal
as well as the number of individual occurrences in these categories.

Separate AE tables will be provided taken mto consideration relationship as assessed by the
Investigator, maximum CTC grading, seriousness, death, and events leading to discontinuation
of study mterventions as well as other action taken related to study interventions, events of
special mterest, other significant adverse events and timing of events.

An additional table will present the number and percentage of patients with most common
AEs. Most common will be defined in the SAP.

Key patient information will be presented for patients with AEs with outcome of death,
serious AEs, and AEs leading to discontinuation of study mterventions.

An AE listing for the safety analysis set will cover details for each individual AE.

Full details of AE analyses will be provided i the SAP.

ITreatment emergent
The following events are considered treatment emergent:

e Adverse events with an onset date on or after first dose of study mnterventions and
within 90 days after last dose or last study intervention (including surgery), or up to
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the day pror to start of subsequent anti-cancer therapy, whichever comes first.

e Worsening of pre-existing events on or after first dose of study interventions and
within 90 days after last dose or last study intervention (including surgery), or up to
the day pror to start of subsequent anti-cancer therapy, whichever comes first.

Vital signs
For each scheduled post-baseline visit, descriptive statistics for all vital signs parameters will
be presented for observed values and changes from baseline.

Details of vital signs analyses, mcluding definition of abnormality critena (eg definition of
low, normal, high) and project specific criteria for treatment-emergent changes mn vital signs
parameters will be provided in the SAP.

Laboratory parameters

For each scheduled post-baseline visit, descriptive statistics for all clinical chenustry,
haematology, and TSH parameters will be presented for observed values and change from
baselme.

Details of analyses of laboratory safety variables will be provided in the SAP.

Electrocardiogram

For each scheduled post-baseline assessment, descriptive statistics for all ECG parameters will
be presented for observed values and change from baseline.

Details of ECG analyses, including defimtion of reference values and abnormalities will be
provided m the SAP.

9.4.4 Other Analyses

94.4.1 Pharmacokinetics

Pharmacokinetic concentrations will be listed and summarnised using descriptive statistics by
analyte, treatment arm, visit and scheduled timepoint. Non-compartmental PK parameters that
can be derived with sparse PK sampling will be reported as data allow. Details of PK analyses
will be described in the SAP.

9.4.4.2 Biomarkers
The relationship of baseline PD-1.1 expression and ctDNA clearance to clinical outcomes
(including but not restricted to) mPR and pCR may be presented.

Baseline PD-L1 and ctDNA clearance on-treatment prior to surgery are secondary endpoints
for this study. Baseline ctDNA will be categonised as detected or not detected. For patients
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with detected baseline ctDNA on treatment assessments prior to surgery will be compared to
baseline and classified as complete clearance or not complete clearance. Further details will be
provided m the SAP.

Biomarker status will be assessed for patients in each arm according to pre-specified critenia
that may be detailed in the SAP. The relationship of biomarkers expression and, if applicable,
of exploratory biomarkers to clinical outcomes (including but not restricted to) of pCR and
mPR may be presented. Biomarker exploratory analyses may be described in a separate
analysis plan and may be reported outside the CSR 1 a separate report. The results of this
biomarker assessment may be reported erther in the CSR itself or as an addendum, or
separately 1n a scientific report or publication. The results of this biomarker assessment may
be pooled with biomarker data from other studies with the study mtervention to generate
hypotheses to be tested in future research.

Data will be reported outside the CSR. (please see Appendix D).

2444 Immunogenicity Data

Immunogenicity results will be listed by patient, and a summary will be provided by the
number and percentage of patients who develop detectable anti-study drug antibodies. The
immunogenicity titre and neutralising ADA data (if available) will be listed for samples
confirmed positive for the presence of anti-study drug antibodies.

9.5 Interim Analyses

A pCR interim analysis will be performed once 35 patients have received neoadjuvant
treatment and completed surgery. Analyses will be based on several interim analysis sets,
which are defined in the SAP. The interim analysis will be assessed against a decision
framework (Freeman et al 2000

Freeman GIJ, Long AJ, Iwa1 Y, Bourque K, Chernova T, Nishimura H, et al. Engagement of the
PD-1 mmunomhibitory receptor by a novel B7 fanmily member leads to negative regulation of
lymphocyte activation. J Exp Med. 2000;192(7):1027-34.

Frewer et al, 2016) for pCR. For Arms 1, 2, 3A 4, 5, 6, and 7, with 35 patients, futility 15 met
if 6 or fewer pCRs are observed. The decision on futility will also be made based upon the
totality of the data. Recruitment will not be paused while the interim analysis 1s evaluated. The
SAP will describe the planned interim analysis in greater detail.
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9.6 Data Monitoring Committee

The study will have no data monitoring commuttee. The study will have a SRC to conduct
safety reviews. The membership, roles and responsibilities are defined in a charter (separate
from the CSP).

For a brief description on SRC activities refer to Section 4.1 and for details on SRC structure
refer to Appendix A 5.

9.7 ILD Adjudication Committee

An mdependent ILD Adjudication Comnuttee 15 responsible for reviewing all cases of
potential ILD/pneumonitis on Arms 4 and 7 as part of the Dato-DXd programme
requirements. To ensure adequate and relevant independent evaluation, systematic additional
data collection will be conducted for all cases that will be brought for adjudication. This
additional data collection will cover a more in-depth relevant medical history (eg, smoking,
radiation, COPD, and other chromic lung conditions); diagnostic evaluation, treatment, and
outcome of the event. This data collection will be trnggered based on a pre-defined list of PTs
eligible for adjudication as described in the Event Adjudication Site Manual
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10 SUPPORTING DOCUMENTATION AND OPERATIONAL

CONSIDERATIONS
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Appendix A Regulatory, Ethical, and Study Oversight Considerations

Al

Regulatory and Ethical Considerations

This study will be conducted in accordance with the protocol and with the following:
— Consensus ethical principles derived from international gmdelines including the

Declaration of Helsinki and as amended at 64th Word Medical Association (WMA)
General Assembly, Fortaleza, Brazil, October 2013 and Council for International
Organisations of Medical Sciences (CIOMS) International Ethical Guidelines.

— Applicable ICH GCP Gudelines.
— Applicable laws and regulations.

—  Specifically, for the EU, the Sponsor will be responsible to ensure that the study will

be conducted in compliance with the protocol, in adherence to the requirements of the
European Regulation 536/2014.

The protocol, revised protocol, ICF, IB, and other relevant documents (eg,
advertisements) must be submutted to an IRB/TEC by the investigator and reviewed and
approved by the IRB/IEC before the study 1s imtiated.

Any revised protocol will require IRB/IEC and applicable Regulatory Authority approval
before implementation of changes made to the study design, except for changes necessary
to eliminate an immediate hazard to study patients.

AstraZeneca will be responsible for obtaining the required authonisations to conduct the
study from the concerned Regulatory Authority. This responsibility may be delegated to a
CRO but the accountability remains with AstraZeneca.

The mvestigator will be responsible for providing oversight of the conduct of the study at
the site and adherence to requirements of 21 CFR 312.120, ICH gwdelines, the IRB/TEC,
European Regulation 536/2014 for clinical studies (1f applicable), European Medical
Device Regulation 2017/745 for clinical device research (if applicable), and all other
applicable local regulations.

Regulatory Reporting Requirements for SAEs

Prompt notification by the Investigator to AstraZeneca of an SAE 1s essential so that legal
obligations and ethical responsibilities towards the safety of patients and the safety of a
study intervention under clinical investigation are met.

AstraZeneca has a legal responsibility to notify both the local regulatory authority and
other regulatory agencies about the safety of a study intervention under clinical
mvestigation. AstraZeneca will comply with country-specific regulatory requirements
relating to safety reporting to the regulatory authority, IRB/IEC, and Investigators.
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In the EU, the Sponsor will comply with safety reporting requirements and procedures as
described in the European Clinical Trials Regulation (EU) No 536/2014. All SUSARs to
IMP will be reported to the EundraVigilance database within the required regulatory
tumelines.

For all studies except those utilising medical devices, Investigator safety reports must be
prepared for SUSARSs according to local regulatory requirements and sponsor policy and
forwarded to Investigators as necessary.

Adherence to European Medical Device Regulation 2017/745 for clinical device research
(1f applicable), and all other applicable local regulations.

An Investigator who receives an investigator safety report describing a SAE or other
spectfic safety information (eg, summary or listing of SAEs) from AstraZeneca will
review and then file 1t along with the [IB or state other documents] and will notify the
IRB/IEC, 1f appropriate according to local requirements.

Regulatory Reporting Requirements for Serious Breaches

Prompt notification by the investigator to AstraZeneca of any (potential) serious breach of
the protocol or regulations 1s essential so that legal and ethical obligations are met.

— A “serious breach’ means a breach likely to affect to a sigmificant degree the safety
and rights of a patient or the reliability and robustness of the data generated in the
clhimical study.

If any (potential) serious breach occurs in the course of the study, investigators or other

site personnel will inform the appropnate AstraZeneca representatives immediately after

they become aware of it.

In certain regions/countries, AstraZeneca has a legal responsibility to notify both the local

regulatory authonity and other regulatory agencies about such breaches.

—  AstraZeneca will comply with country-specific regulatory requirements relating to
serious breach reporting to the regulatory authonty, IRB/TEC, and investigators. If
EU Clinical Trials Regulation 536/2014 applies, AstraZeneca 15 required to enter
details of serious breaches mto the European Medicines Agency (EMA) Chinical
Trial Information System (CTIS). It 1s important to note that redacted versions of
serious breach reports will be available to the public via CTIS.

The mvestigator should have a process n place to ensure that:

—  The site staff or service providers delegated by the investigator/institution are able to
identify the occurrence of a (potential) serious breach.

— A (potential) serious breach 1s promptly reported to AstraZeneca or delegated party,
through the contacts (email address or telephone number) provided by AstraZeneca.
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A2 Financial Disclosure

Investigators and sub-mnvestigators will provide the Sponsor with sufficient, accurate financial
mformation as requested to allow the Sponsor to submit complete and accurate financial
certification or disclosure statements to the appropriate regulatory authorities. Investigators
are responsible for providing information on financial interests during the course of the study
and for 1 year after completion of the study.

A3 Informed Consent Process

e  The Investigator or lus/her representative will explain the nature of the study to the
patient or his/her legally authorised representative and answer all questions regarding the
study.

e Patients must be informed that their participation 1s voluntary and they are free to refuse
to participate and may withdraw their consent at any time and for any reason during the
study. Patients or their legally authorised representative will be requured to sign a
statement of informed consent that meets the requirements of 21 CFR. 50, local
regulations, ICH gmdelines, Health Insurance Portability and Accountability Act
requirements, where applicable, and the IRB/TEC or study centre.

¢ The medical record must include a statement that written informed consent was obtained
before the patient was enrolled in the study and the date the written consent was obtained.
The authorised person obtaimng the informed consent must also sign the ICF.

e Patients must be re-consented to the most current version of the ICF(s) during their
participation in the study.

e A copy of the ICF(s) must be provided to the patient or the patient’s legally authorised
representative.

If a patient declines to participate in any voluntary exploratory genetic research component of
the study, there will be no penalty or loss of benefit to the patient and he/she will not be
excluded from other aspects of the study.

If a patient’s partner becomes pregnant during or within the following time periods after last
dose of study interventions the partner 1s asked to sign the “Adult Study Informed Consent
Form for Pregnant Partners of Study Patients” and provide information about the pregnancy

accordingly:
—  Durvalumab or volrustomig: 90 days
—  Oleclumab, monalizumab, or AZD0171: 180 days

— Dato-DXd: 120 days
— Rulvegostommg: 60 days
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For the chemotherapy agents follow the local prescribing information relating to
confraception, the time limits for such precautions, and any additional restrictions for the
agents admimstered.

For patients recetving more than one study intervention, the longest period will apply.

The ICF will contam a separate section that addresses and documents the collection and use of
any mandatory samples for optional exploratory research and/or optional human biological
samples. The Investigator or authorised designee will explain to each patient the objectives of
the analysis to be done on the samples and any potential future use. Patients will be told that
they are free to refuse to participate in any optional samples or the future use and may
withdraw their consent at any time and for any reason during the retention period. The patient
will give a separate agreement to allow any remaimng specimens to be used for exploratory
research. Patients who decline to participate in this optional research will indicate this in the
ICF. If a patient withdraws consent to the use of donated biological samples, the samples will
be disposed of/destroyed, and the action documented. If samples already have been analysed
at the time of the request, AstraZeneca will not be obliged to destroy the results of this
research.

Ad Data Protection

The ICF will incorporate wording that comphies with relevant data protection and privacy
legislation. In some cases, such wording will be in a separate accompanying document.
AstraZeneca will not provide individual genotype results to patients, their fanmly members,
their general physician, any insurance company, any employer, or any other third party, unless
required to do so by law.

Precautions are taken to preserve confidentiality and prevent genetic data from being hinked to
the 1dentity of the patient. In exceptional circumstances, however, certain mdividuals might
see both the genetic data and the personal identifiers of a patient. For example, in the case of a
medical emergency, an AstraZeneca Physician or an Investigator might know a patient’s
identity and might also have access to his or her genetic data. Also, regulatory authorities may
require access to the relevant files. Even so, the patient’s medical information and the genetic
files would remain physically separate.

e Patients will be assigned a umque 1dentifier by the Sponsor. Any patient records or
datasets that are transferred to the Sponsor will contain the identifier only; patient names
or any information which would make the patient identifiable will not be transferred.

e  The patient must be informed that his/her personal study-related data will be used by the
Sponsor 1n accordance with local data protection law. The level of disclosure and use of
their data must also be explamed to the patient in the informed consent
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e  The patient must be informed that his/her medical records may be examined by Chnical
Quality Assurance auditors or other authorised personnel appointed by the Sponsor, by
appropniate IRB/IEC members, and by mspectors from regulatory authorities.

Unless previously specified, the biomarker data will have unknown climcal sigmficance and
AstraZeneca will not provide biomarker assessment results to patients, their fanuly members,
any msurance company, any employer, a chinical study Investigator, a general physician, or
any other third party, unless required to do so by law.

The patient’s samples will not be used for any purpose other than those described i the study
protocol.

AS Committees Structure

The safety of all AstraZeneca clinical studies 1s closely monitored on an on-going basis by
AstraZeneca representatives i consultation with Patient Safety. Issues 1dentified will be
addressed; for instance, this could involve amendments to the CSP and letters to Investigators.

AS1 Safety Review Committee

An SRC will conduct safety reviews of all enrolled patients throughout the study (See
Section 4.1).

The SRC may make recommendations regarding continuation, modification, or termination of
any treatment arm for safety concerns. Details on the process flow/communication plan are
provided m the SRC Charter.

Aéb6 Dissemination of Clinical Study Data

Any results both technical and lay summaries for this study, will be submutted to EU CTIS
within a year from global End of Trial Date m all participating countries, due to scientific
reasons, as otherwise statistical analysis 1s not relevant.

A description of this clinical study will be available on www.astrazenecaclinicaltrials com
[http://www.climicaltrials gov and https://euclinicaltrials eu] as will the summary of the main
study results when they are available. The climical study and/or summary of main study results
may also be available on other websites according to the regulations of the countries in which
the main study 1s conducted.

A7 Data Quality Assurance

e  All patient data relating to the study will be recorded on the eCRF unless transmitted to
the Sponsor or designee electronically (eg, laboratory data). The Investigator 1s
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responsible for verifying that data entries are accurate and correct by physically or
electronically sipning the eCRF.

e  The Investigator must maintain accurate documentation (source data) that supports the
mnformation entered in the eCRF.

e  The Investigator must permt study-related momtoring, audits, IRB/TEC review, and
regulatory authonity mspections and provide direct access to source data documents.

e  Momnitoring details describing strategy, including definition of study-critical data items
and processes (eg, risk-based imitiatives in operations and quality such as Risk
Management and Mitigation Strategies and Analytical Risk-Based Monitoring), methods,
responsibilities and requirements, including handling of noncomplhiance 1ssues and
monitormg techniques (central, remote, or on-site monitoring) are provided in the
Monitoring Plan.

e The Sponsor or designee 1s responsible for medical oversight throughout the conduct of
the study which includes climcal reviews of study data in accordance with the currently
approved protocol. Monitoring details describing clinical reviews of study data from a
medical perspective are included in more detail in the Medical Monitoring Plan.

e The Sponsor or designee 1s responsible for the data management of this study including
quality checking of the data.

e  The Sponsor assumes accountability for actions delegated to other individuals (eg,
CROs).

Study monitors will perform ongoing source data verification as per the Momtoring Plan to
confirm that data entered mnto the eCRF by authorised site personnel are accurate, complete,
and verifiable from source documents; that the safety and rights of patients are bemng
protected; and that the study 1s being conducted in accordance with the currently approved
protocol and any other study agreements, ICH GCP, and all applicable regulatory

requirements.

¢ Records and documents, including signed ICFs, pertaining to the conduct of this study
must be retamed by the investigator for 15 years from the end of the study unless local
regulations or mstifutional policies require a longer retention period. No records may be
destroyed during the retention period without the wntten approval of the Sponsor. No
records may be transferred to another location or party without written notification to the
Sponsor.

AS Source Documents

e  Source documents provide evidence for the existence of the patient and substantiate the
mtegrity of the data collected. Source documents are filed at the Investigator’s site.
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e  Data reported on the eCRF or entered in the eCRF that are franscribed from source
documents must be consistent with the source documents or the discrepancies must be
explamed. The investigator may need to request previous medical records or transfer
records, depending on the study. Also, current medical records must be available.

e  All information 1n original records and certified copies of onginal records of clinical
findings, observations, or other activities in a chinical study necessary for the
reconstruction and evaluation of the study are defined as source documents. Source data
are contained in source documents (onginal records or certified copies).

A9 Study and Site Start and Closure

The study start date 1s the date on which the clinical study will be open for recruitment of
patients.

The first act of recruatment 1s the first site open and will be the study start date.

The Sponsor designee reserves the night to close the study site or terminate the study at any
fime for any reason at the sole discretion of the Sponsor. Study sites will be closed upon study
completion. A study site 1s considered closed when all requured documents and study supplies
have been collected and a study-site closure visit has been performed.

The Investigator may inifiate study-site closure at any time, provided there 1s reasonable cause
and sufficient notice 1s given 1 advance of the intended termination.

Reasons for the early closure of a study site by the Sponsor or Investigator may include but
are not limited to:

e Failure of the Investigator to comply with the protocol, the requirements of the IRB/IEC
or local health authorities, the Sponsor’s procedures, or GCP gmidelines.

e Inadequate recruitment of patients by the Investigator.
e Discontinuation of further study intervention development.

If the study 1s prematurely termunated or suspended, the Sponsor shall promptly inform the
Investigators, the IECs/IRBs, the regulatory authonties, and any CROs used in the study of the
reason for termination or suspension, as specified by the applicable regulatory requirements.
The Investigator shall promptly inform the patient and should assure appropnate patient
therapy and/or follow-up.

Patients from termunated sites will have the opportunity to be transferred to another site to
confinue the study.
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A10 Publication Policy

e  The results of thus study may be published or presented at scientific meetings. If this 1s
foreseen, the Investigator agrees to submut all manuscripts or abstracts to the Sponsor
before submission. This allows the Sponsor to protect proprietary information and to
provide comments.

e  The Sponsor will comply with the requirements for publication of study results. In
accordance with standard editorial and ethical practice, the Sponsor will generally support
publication of multicentre studies only in their entirety and not as individual site data. In
this case, a co-ordinating Investigator will be designated by mutual agreement.

e  Authorship will be determined by mutual agreement and in line with International
Commuttee of Medical Journal Editors authorship requirements.
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Appendix B Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

Bl Definition of Adverse Events

An AE 1s the development of any untoward medical occurrence (other than progression of the
malignancy under evaluation) in a patient or climcal study patient adninmistered a study
mtervention and which does not necessarily have a causal relationship with this treatment. An
AEF can therefore be any unfavourable and umintended sign (eg, an abnormal laboratory
finding), symptom (for example nausea, chest pain), or disease temporally associated with the
use of a medicinal product, whether or not related to the study intervention.

The term AE 1s used fo mclude both serious and non-serious AEs and can include a
deterioration of a pre-existing medical occurrence. An AE may occur at any time, including
rmun-m or washout periods, even if no study intervention has been admimstered.

B2 Definition of Serious Adverse Event

An SAE 1s an AE occurring duning any study phase (1e, mn-in, treatment, washout,
follow-up), that fulfils one or more of the following criteria:

¢ Results in death.

e Is immediately hfe-threatening.

e Requires in-patient hospitalisation or prolongation of existing hospitalisation.
e Results i persistent or significant disability or incapacity.

e Is a congenital abnormality or birth defect.

e Is an important medical event that may jeopardise the patient or may require medical
treatment to prevent one of the outcomes listed above.

Adverse events for malignant tumours reported during a study should generally be assessed
as SAEs._ If no other seriousness criteria apply, the “Important Medical Event” criterion should
be used. In certain situations, however, medical judgement on an individual event basis should
be applied to clarify that the malignant tumour event should be assessed and reported as a
Non-Serious AE. For example, if the tumour 1s included as medical history and progression
occurs during the study, but the progression does not change treatment and/or prognosis of the
malignant tumour, the AE may not fulfil the attributes for being assessed as serious, although
reporting of the progression of the malignant fumour as an AE 1s valid and should occur. Also,
some types of mahgnant tumours, which do not spread remotely after a routine treatment that
does not require hospitalisation, may be assessed as Non-Serious; examples in adults include
Stage 1 basal cell carcinoma and Stage 1A1 cervical cancer removed via cone biopsy.

The above nstruction applies only when the malignant tumour event in question 1s a new
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malignant tumour (1e, 1t 1s not the tumour for which entry into the study 1s a criterion and that
15 being treated by the study intervention under study and 1s not the development of new or
progression of existing metastasis to the tumour under study). Malignant fumours that —as
part of normal, if rare, progression — undergo transformation (eg, Richter’s transformation of
B cell chronic lymphocytic leukaemia into diffuse large B cell lymphoma) should not be
considered a new malignant fumour.

Life threatening

“Lafe-threatening™ means that the patient was at immediate risk of death from the AE as it
occurred, or 1t 15 suspected that use or continued use of the product would result in the
patient’s death. “Life-threatening” does not mean that had an AE occurred in a more severe
form 1t might have caused death (eg, hepatitis that resolved without hepatic failure).

Hospitalisation

Outpatient treatment in an emergency room 1s not n itself a SAE. although the reasons for it
may be (eg, bronchospasm, laryngeal oedema). Hospital admissions and/or surgical operations
planned before or during a study are not considered AEs if the illness or disease existed before
the patient was enrolled in the study, provided that 1t did not deteriorate in an unexpected way
during the study.

Important medical event or medical treatment

Medical and scientific judgement should be exercised in deciding whether a case 1s serious in
situations where important medical events may not be immediately life threatening or result in
death, hospitalisation, disability or incapacity but may jeopardise the patient or may require
medical treatment to prevent one or more outcomes listed in the defimtion of serious. These
should usually be considered as serious.

Simply stopping the suspect drug does not mean that 1t 1s an important medical event; medical
Judgement must be used.

e Angioedema not severe enough to require intubation but requiring 1v hydrocortisone
treatment.

e  Hepatotoxicity caused by paracetamol (acetaminophen) overdose requiring treatment with
N-acetylcysteine.

e Intensive treatment in an emergency room or at-home for allergic bronchospasm.

¢ Blood dyscrasias (eg, neutropemia or anaenua requiring blood transfusion, etc.) or
convulsions that do not result in hospitalisation.

¢ Development of drug dependency or drug abuse.
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Intensity rating scale:

The grading scales found in the revised NCI CTCAE latest version will be utilised for all
events with an assigned CTCAE grading. For those events without assigned CTCAE grades,
the recommendation in the CTCAE cniteria that converts mild, moderate and severe events
mto CTCAE grades should be used. A copy of the CTCAE can be downloaded from the
Cancer Therapy Evaluation Programme website (http://ctep cancer gov). The applicable
version of CTCAE should be described clearly.

It 15 important to distinguish between serious and severe AEs. Severity 1s a measure of
mtensity whereas seriousness 1s defined by the critennia in Appendix B 2. An AFE of severe
mtensity need not necessarily be considered serious. For example, nausea that persists for
several hours may be considered severe nausea, but not a SAE unless 1t meets the critenia
shown in Appendix B 2. On the other hand, a stroke that results in only a imited degree of
disability may be considered a mild stroke but would be a SAE when it satisfies the critena

shown in Appendix B 2.

B3 A Guide to Interpreting the Causality Question

When making an assessment of causality consider the following factors when deciding 1if there
15 a “reasonable possibility” that an AE may have been caused by the drug.

e Time Course. Exposure to suspect drug. Has the patient actually received the suspect
drug? Did the AE occur 1n a reasonable temporal relationship to the administration of the
suspect drug?

e  Consistency with known drug profile. Was the AE consistent with the previous
knowledge of the suspect drug (pharmacology and toxicology) or drugs of the same
pharmacological class? Or could the AE be anticipated from 1ts pharmacological
properties?

e De-challenge experience. Did the AE resolve or improve on stopping or reducing the dose
of the suspect drug?

e No alternative cause. The AE cannot be reasonably explained by another aetiology such
as the underlying disease, other drugs, other host or environmental factors.

e Re-challenge experience. Did the AE reoccur if the suspected drug was reintroduced after
having been stopped? AstraZeneca would not normally recommend or support a
re-challenge.

e Laboratory tests. A specific laboratory mvestigation (if performed) has confirmed the
relationship.
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In difficult cases, other factors could be considered such as:

e Is this a recognised feature of overdose of the drug?
e Is there a known mechanism?

Causality of “related” 1s made 1f following a review of the relevant data, there 1s evidence for
a “reasonable possibility” of a causal relationship for the individual case. The expression
“reasonable possibilify™ of a causal relationship 15 meant to convey, in general, that there are
facts (evidence) or arguments to suggest a causal relationship.

The causality assessment 15 performed based on the available data including enough
mformation to make an informed judgement. With no available facts or arguments to suggest a
causal relationship, the event(s) will be assessed as “not related™.

Causal relationship in cases where the disease under study has deteniorated due to lack of
effect should be classified as no reasonable possibility.

B4 Medication Error, Drug Abuse and Drug Misuse

For the purposes of this clinical study a medication error 1s an unintended failure or mistake in
the treatment process for an IMP or AstraZeneca NIMP that either causes harm to the patient
or has the potential to cause harm to the patient.

A medication error 1s not lack of efficacy of the drug, but rather a human or process related
fatlure while the drug 1s in control of the study site staff or patient.

Medication error includes situations where an error:

s occurred.
e was identified and intercepted before the patient received the drug.
e  did not occur, but circumstances were recognised that could have led to an error.

Examples of events to be reported in chinical studies as medication errors:

¢ Drug name confusion.
e  Dispensing error eg, medication prepared mcorrectly, even if it was not actually given to
the patient.

e  Drug not adnunistered as indicated, for example, eg, wrong route, dose (error greater than
+/- 10%), or wrong site of administration

e Drug not taken as indicated eg, tablet dissolved in water when 1t should be taken as a
sohid tablet.
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e  Drg not stored as mstructed eg, kept in the refrigerator when 1t should be at room
temperature.

¢ Wrong patient received the medication (excluding IRT/RTSM errors).
e  Wrong drug admimistered to patient (excluding IRT/RTSM errors).

Examples of events that do not require reporting as medication errors in clinical studies:

e  Errors related to or resulting from IRT/RTSM - including those which lead to one of the
above listed events that would otherwise have been a medication error.

e Patient accidentally missed drug dose(s) eg, forgot to take medication.
e  Accidental overdose (will be captured as an overdose).
e Patient failed to return unused medication or empty packaging.

Medication errors are not regarded as AEs, but AEs may occur as a consequence of the
medication error.

Drug Abuse

For the purpose of this study, drug abuse 1s defined as the persistent or sporadic mntentional,
non-therapeutic excessive use of IMP/study intervention or AstraZeneca NIMP for a perceived
reward or desired non-therapeutic effect.

Any events of drug abuse, with or without associated AEs, are to be captured and forwarded to
the Data Entry Site (DES) using the Drug Abuse Report Form. This form should be used both
if the drug abuse happened 1n a study participant or if the drug abuse regards a person not
enrolled m the study (such as a relative of the study participant).

Examples of drug abuse mclude but are not limited to:

e  The drug 1s used with the intent of getting a perceived reward (by the study participant or
a person not enrolled in the study)

e  The drug in the form of a tablet 1s crushed and injected or snorted with the mtent of
getting hugh.

Drug Misuse

Drug nususe 1s the intentional and inappropriate use (by a study participant) of IMP/study
mtervention or AstraZeneca NIMP for medicinal purposes outside of the authorised product
mformation, or for unauthonised IMPs/study interventions or AstraZeneca NIMPs, outside the
mtended use as specified in the protocol, and mncludes deliberate admimistration of the product
by the wrong route.
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Events of drug misuse, with or without associated AEs, are to be captured and forwarded to
the DES using the Drug Misuse Report Form. This form should be used both if the drug
misuse happened in a study participant or if the drug misuse regards a person not enrolled in
the study (such as a relative of the study participant).

Examples of drug misuse include but are not limited to:

e  The drug 1s used with the intention to cause an effect in another person
e  The drug 1s sold to other people for recreational purposes

e  The drug 1s used to facilitate assault in another person

e  The drug 1s deliberately adnunistered by the wrong route

e  The drug 1s split in half because it 1s easier to swallow, when 1t 15 stated in the protocol
that 1t must be swallowed whole

e  Only half the dose 15 taken because the study participant feels that they were feeling better
when not taking the whole dose

e Someone who 15 not enrolled in the study intentionally takes the drug.
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Appendix C Handling of Human Biological Samples

C1 Chain of Custody
A full chain of custody 1s maimntained for all samples throughout their lifecycle.

The Investigator at each centre keeps full traceability of collected biological samples from the
patients while in storage at the centre until shipment or disposal (where appropnate) and
records relevant processing information related to the samples whalst at the site

The sample recerver keeps full traceability of the samples while in storage and during use until
used or disposed of or until further shipment and keeps record of receipt of arnval and onward
shipment or disposal.

AstraZeneca or delegated representatives will keep oversight of the entire life cycle through
mternal procedures, monitoring of study sites, auditing or process checks, and contractual
requirements of external laboratory providers.

Samples retained for further use will be stored in the AstraZeneca-assigned biobanks or other
sample archive facilities and will be tracked by the appropnate AstraZeneca Team during for
the remainder of the sample life cycle.

If required, AstraZeneca will ensure that remaimng biological samples are returned to the site
according to local regulations or at the end of the retention period, whichever 1s the sooner.

C2 Withdrawal of Informed Consent for Donated Biological Samples

If a patient withdraws consent specifically to the subsequent use of donated biological
samples, the samples will be disposed of/destroyed/repatniated, and the action documented. If
samples are already analysed, AstraZeneca 1s not obliged to destroy the results of this
research. The patient will be presented with the option to opt out of the subsequent use of the
donated samples during the withdrawal process. If the patient decides to opt out, then the
donated samples will be disposed of. If the patient withdraws consent without opting out for
the subsequent use of the donated samples, then the samples will be used as per protocol.

Following withdrawal of consent for biological samples, further study participation should be
considered in relation to the withdrawal processes outlined in the informed consent.

The Investigator:

e Ensures patient’s withdrawal of informed consent to the use of donated samples 1s
highlighted immediately to AstraZeneca or delegate.

e  Ensures that relevant human biological samples from that patient, if stored at the study
site, are immediately identified, disposed of as appropnate, and the action documented.
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e  Ensures that the patient and AstraZeneca are informed about the sample disposal.

AstraZeneca ensures the orgamisation(s) holding the samples 1s/are informed about the
withdrawn consent immediately and that samples are disposed of or repatriated as appropnate,
and the action documented, and study site notified.

Cc3 International Airline Transportation Association (IATA) 6.2
Guidance Document

LABELLING AND SHIPMENT OF BIOHAZARD SAMPLES

IATA (https://www.1ata org/whatwedo/cargo/dgr/Pages/download aspx) classifies infectious
substances mto 3 categories: Category A, Category B or Exempt

Category A Infectious Substances are infectious substances m a form that, when exposure to
it occurs, 1s capable of causing permanent disability, life-threatening or fatal disease in
otherwise healthy humans or ammals.

Category A pathogens are, for example, Ebola, Lassa fever virus. Infectious substances
meeting these criteria which cause disease 1n humans or both in humans and amimals must be
assigned to UN 2814 Infectious substances which cause disease only in amimals must be
assigned to UN 2900.

Category B Infectious Substances are infectious Substances that do not meet the criteria for
mclusion in Category A. Category B pathogens are, for example, Hepatiis A, C, D, and E
viruses. They are assigned the following UN number and proper shipping name:

e UN 3373 — Biological Substance, Category B.
e are to be packed in accordance with UN3373 and IATA 650.

Exempt - Substances which do not contain infectious substances or substances which are
unlikely to cause disease in humans or amimals are not subject to these Regulations unless they
meet the critenia for inclusion in another class.

e  Chmeal study samples will fall into Category B or exempt under IATA regulations.

e  Chmeal study samples will routinely be packed and transported at ambient temperature in
IATA 650 comphiant packaging.
(https://www 1ata org/whatwedo/cargo/dgr/Documents/DGR-60-EN-PI650_pdf).

¢ Biological samples transported in dry-ice require additional dangerous goods
specification for the dry-ice content.
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Appendix D Optional - Initiative Sample
D1 Use/Analysis of -

- variation may impact a patient’s response to therapy, susceptibility to, and seventy
and PD. Vanable response to therapy may be due tc-- determinants that impact drug
absorption, distribution, metabolism, and excretion; mechanism of action of the drug; disease
aetiology; and/or molecular subtype of the disease being treated. In addition, collection of
-Samples from populations with well described clinical characteristics may lead to
improvements in the design and interpretation of clinical studies and, possibly, tc--
guided treatment strategies.

e  AstraZeneca mtends to collect and sture- fur- research to explore hc-w-
variations may affect climcal parameters, nsk and prognosis of diseases, and the response
to medications. This - research may lead to better understanding of diseases, better
diagnosis of diseases or other improvements in health care and to the discovery of new
diagnostics, treatments or medications. Therefore, where local regulations and IRB/TEC
allow, a blood sample will be collected for- analysis from consenting patients.

e  This optional research may consist of the analysis of the structure of the patient’s
- 1e, the entire

e  The results uf- analyses may be reported in a separate study summary.

e  The Sponsor will store the- samples in a secure storage space with adequate
measures to protect confidentiality.

e  The samples will be retained while research on study interventions continues but no
longer than 15 years from the end of the study or other period as per local requirements.

D2 Research Plan and Procedures
Selection nf- research population

e  All patients will be asked to participate in t]ns- research. Participation 1s voluntary
and 1f a patient declines to participate there will be no penalty or loss of benefit. The
patient will not be excluded from any aspect of the main study.

Inclusion criteria

For inclusion in this il research, patients must fulfil all of the inclusion criteria described
m the main body of the CSP and: Provide informed consent for the - Imtiative
sampling and analyses.

Exclusion criteria

e Exclusion from this - research may be for any of the exclusion criteria specified in
the main study or any of the following:

—  Previous allogeneic bone marrow transplant.
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—  Transfusion of non-leukocyte depleted blood or blood component within 120 days of
genetic sample collection.

Withdrawal of consent fur- research

Patients may withdraw from this- research at any time, ndependent of any decision
concerning participation in other aspects of the main study. Voluntary withdrawal will not
prejudice further treatment. Procedures for withdrawal are outlined in Section 7.2 of the main
CSP.

Collection of samples fur- research

The blood sample for this - research will be obtamned from the patients’ pre-dose at the
first dosing visit. Although DNA 1s stable, early sample collection is preferred to avoid
mtroducing bias through excluding patients who may withdraw due to an AE. If for any
reason the sample 1s not drawn at the first dosing visit, it may be taken at any visit until the
last study visit. Only one sample should be collected per patient ff.)r- during the study.

Coding and storage uf-samplﬂ.

e  The processes adopted for the coding and storage of samples fnr- analysis are
important to maintain patient confidentiality. Samples may be stored for a maximum of
15 years from the end of the study (as defined in the protocol), after which they will be
destroyed. -is a finite resource that 15 used up during analyses. Samples will be
stored and used until no further analyses are possible or the maximum storage time has
been reached.

e  An additional second code will be assigned to the sample either before or at the time of
-exh'aciinn replacing the information on the sample tube. Thereafter, the sample wall
be identifiable only by the second, umque number. This number 1s used to identify the
sample and corresponding data at the AstraZeneca - laboratories, or at the
designated orgamisation. No personal details identifying the mdividual will be available to
any person (AstraZeneca employee or designated organisations working with the-

e  The link between the patient enrolment/randonusation code and the second number will
be maintained and stored in a secure environment, with restricted access at AstraZeneca
or designated organisations. The link will be used to identify the relevant -samples
for analysis, facilitate correlation of genotypic results with clinical data, allow regulatory
audit, and permut tracing of samples for destruction in the case of withdrawal of consent.

Ethical and regulatory requirements

The principles for ethical and regulatory requirements for the study, including th15-
research component, are outlined i Appendix A
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Informed consent

"Ihe- component of this study 1s optional, and the patient may participate in other
components of the main study without participating in this-mn]pnﬂent_ To participate
mn the- component of the study the patient must sign and date both the consent form for
the main study and the addendum for the- Imtiative component of the study. Copies
of both signed and dated consent forms must be given to the patient and the original filed at
the study centre. The Principal Investigator(s) 1s responsible for ensuring that consent 1s given
freely and that the patient understands that they may freely withdrawal from the [} aspect
of the study at any tume.

Patient data protection

e  AstraZeneca will not provide individual - results to patients, any insurance
company, any employer, their family members, general physician unless required to do so
by law.

e  Extra precautions are taken to preserve confidentiality and premt- data being
linked to the identity of the patient. In exceptional circumstances, however, certain
individuals might see both the [jiiJJJJJ] data and the personal identifiers of a patient. For
example, in the case of a medical emergency, an AstraZeneca Physician or an Investigator
might know a patient’s identity and also have access to his or her- data. Regulatory
authorities may require access to the relevant files, though the patient’s medical
mformation and the- files would remam physically separate.

Data management

. Aﬂy- data generated 1n this study will be stored at a secure system at AstraZeneca
and/or designated organisations to analyse the samples.

e  AstraZeneca and its designated orgamisations may share summary results (such as-
differences from groups of individuals with a disease) from t]]15- research with
other researchers, such as hospitals, acadenuc orgamisations or health insurance
companies. This can be done by placing the results in scientific databases, where they can
be combined with the results of similar studies to learn even more about health and
disease. The researchers can only use this information for health-related research
purposes. Researchers may see summary results, but they will not be able to see
mdividual patient data or any personal 1dentifiers.

e Some or all of the climical datasets from the main study may be merged with the -
data 1n a suitable secure environment separate from the climical database.

Statistical methods

The number of patients that will agree to participate in the- research 1s unknown. It 1s
therefore not possible to establish whether sufficient data will be collected to allow a formal
statistical evaluation or whether only descriptive statistics will be generated. A SAP may be

prepared where appropnate.
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Appendix E Actions Required in Cases of Increases in Liver Biochemistry
and Evaluation of Hy’s Law

E1l Introduction

This appendix describes the process to be followed in order to identify and appropniately
report PHL cases and HL cases. It 1s not intended to be a comprehensive guide to the
management of elevated liver biochemustries.

Durning the course of the study the Investigator will remain vigilant for increases in liver
biochemustry. The Investigator 1s responsible for determuning whether a patient meets potential
PHL criteria at any pomnt during the study.

All sources of laboratory data are appropnate for the deternunation of PHL and HL events;
this includes samples taken at scheduled study visits and other visits including central and all
local laboratory evaluations even 1f collected outside of the study wvisits; for example, PHL
criteria could be met by an elevated ALT from a central laboratory and/or elevated TBL from
a local laboratory.

The Investigator will also review AE data (for example, for AEs that may indicate elevations
m liver biochenustry) for possible PHL events.

The Investigator participates, together with AstraZeneca clinical project representatives, in
review and assessment of cases meeting PHL criteria to agree whether HL critenia are met. HL
criteria are met 1f there 15 no alternative explanation for the elevations in liver biochemustry
other than DILI caused by the study interventions.

The Investigator 1s responsible for recording data pertaiming to PHL/HL cases and for
reporting SAEs and AEs according to the outcome of the review and assessment mn line with

standard safety reporting processes.

E2 Definitions

FHL

Aspartate aminotransferase or ALT = 3 x ULN together with TBL. = 2 x ULN at any pomnt
duning the study followimng the start of study interventions irrespective of an increase in
alkaline phosphatase.

HL

Aspartate aminotransferase or ALT > 3 x ULN together with TBL = 2 x ULN, where no other
reason, other than the study interventions, can be found to explain the combination of
mcreases, eg, elevated ALP indicating cholestasis, viral hepatitis, another drug.
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For PHL and HL the elevation mn transaminases must precede or be coincident with (1e, on the
same day) the elevation in TBL, but there 1s no specified timeframe within which the
elevations in transaminases and TBL must occur.

E3 Identification of Potential Hy’s Law Cases

In order to identify cases of PHL it 1s important to perform a comprehensive review of
laboratory data for any patient who meets any of the following identification critenia in
1solation or in combination:

s ALT=3xULN.

= AST=3=xULN.

e TBL>2xULN.

Local laboratories being used

The Investigator will, without delay, review each new laboratory report and 1f the
identification criteria are met will:

e Notify the AstraZeneca representative.

e  Determine whether the patient meets PHL cniteria (see Section E 2 Defimtions within this
Appendix for definition) by reviewing laboratory reports from all previous visits.

e  Promptly enter the laboratory data into the laboratory eCRF.

E 4 Follow-up
E 4.1 Potential Hy’s Law Criteria Not Met
If the patient does not meet PHL criteria the Investigator will:

e Perform follow-up on subsequent laboratory results according to the gmidance provided in
the CSP.

E42 Potential Hy’s Law Criteria Met
If the patient does meet PHL criteria the Investigator will:

e Notify the AstraZeneca representative who will then inform the central Study Team.

e  Within 1 day of PHL criteria being met, the Investigator will report the case as an SAE of
PHL; serious criterion “Important medical event” and causality assessment “yes/related”
according to CSP process for SAE reporting.
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e For patients that met PHL criteria prior to starting study mterventions, the Investigator 1s
not required to subnut a PHL. SAE unless there 1s a significant change# in the patient’s
condition.

e  The Study Physician/Medical Scientist contacts the Investigator, to provide gmdance,
discuss and agree an approach for the study patient’s follow-up (including any further
laboratory testing) and the continuous review of data.

e  Subsequent to this contact the Investigator wall:
—  Monitor the patient until liver biochemustry parameters and appropriate clinical
symptoms and signs refurn to normal or baseline levels, or as long as medically
mdicated. Completes follow-up SAE Form as required.

— Investigate the aetiology of the event and perform diagnostic investigations as
discussed with the Study Physician/Medical Scientist. This includes deciding which
the tests available in the HL lab kit should be used.

— Complete the 3 Liver eCRF Modules as information becomes available.

#A “significant” change in the patient’s condition refers to a climcally relevant change in any
of the mdividual hiver biochenustry parameters (ALT, AST or TBL) in 1solation or in
combination, or a climcally relevant change in associated symptoms. The determination of
whether there has been a sigmficant change will be at the discretion of the Investigator, this
may be m consultation with the Study Physician/Medical Scientist if there 1s any uncertainty.

ES Review and Assessment of Potential Hy’s Law Cases

The mstructions in this Section should be followed for all cases where PHL criteria are met.

As soon as possible after the biochemstry abnormality was mitially detected, the Study
Physician/Medical Scientist contacts the Investigator in order to review available data and
agree on whether there 1s an alternative explanation for meeting PHL criteria other than DILI
caused by the study interventions, to ensure timely analysis and reporting to health authonities
within 15 calendar days from date PHL criteria was met. The AstraZeneca Global Clinical
Lead or equivalent and Global Safety Physician will also be involved in this review together
with other subject matter experts as appropnate.

According to the outcome of the review and assessment, the Investigator will follow the
mstructions below.

VWhere there is an agreed alternative explanation for the ALT or AST and TBL elevations, a
determination of whether the alternative explanation 1s an AE will be made and subsequently
whether the AE meets the critenia for a SAE:
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e If the alternative explanation 1s not an AE, record the alternative explanation on the
appropnate eCRF.

e If the alternative explanation 1s an AE/SAE: update the previously submutted PHL SAE
and AE eCRFs accordingly with the new information (reassessing event term; causality
and seriousness criteria) following the AstraZeneca standard processes.

If 1t 15 agreed that there 1s no explanation that would explamn the ALT or AST and TBL
elevations other than the study interventions:

e Send updated SAE (report term “Hy’s Law™) according to AstraZeneca standard
processes.
—  The “Medically Important™ serious criterion should be used if no other serious
criteria apply.
—  As there 15 no alternative explanation for the HL case, a causality assessment of
“related”™ should be assigned.

If, there 1s an unavoidable delay, of over 15 calendar days in obtaimning the information
necessary to assess whether or not the case meets the cniteria for HL, then 1t 1s assumed that
there 1s no alternative explanation until such time as an informed decision can be made:

e  Provides any further update to the previously submutted SAE of PHL, (report term now
“Hy’s Law case”) ensuring causality assessment 1s related to study interventions and
seriousness criterion 1s medically important, according to CSP process for SAE reporting.

e Continue follow-up and review according to agreed plan. Once the necessary
supplementary information 1s obtamed, repeat the review and assessment to determune
whether HI. cniteria are still met. Update the previously submitted PHL SAE report
following CSP process for SAE reporting, according to the outcome of the review and
amending the reported term if an alternative explanation for the liver biochenustry
elevations 1s determuned.

E 6 Actions Required When Potential Hy’s Law Criteria are Met
Before and After Starting Study Intervention

This section 1s applicable to patients who meet PHL criteria on study intervention, having
previously met PHL criteria at a study visit prior to starting study intervention.

At the first on-study mnterventions occurrence of PHL criteria being met the Investigator will
determine 1f there has been a significant change in the patient’s condition compared with the
last visit where PHL criteria were met.
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e If there 1s no significant change no action 1s required.

e Ifthere 1s a sigmificant change, notify the AstraZeneca representative, who will inform the
central Study Team, then follow the subsequent process described in Section E 4.2.

E7 Actions Required for Repeat Episodes of Potential Hy’s Law

This section 1s applicable when a patient meets PHL criteria on study interventions and has
already met PHL criteria at a previous on study mtervention visit.

The requirement to conduct follow-up, review and assessment of a repeat occurrence(s) of
PHL 1s based on the nature of the alternative cause 1dentified for the previous occurrence.

The mvestigator should determme the cause for the previous occurrence of PHL criteria being
met and answer the following question:

Was the alternative cause for the previous occurrence of PHL criteria being met found to be
the disease under study eg, chronic or progressing malignant disease, severe infection or liver
disease?

If No: follow the process described in Section E 4.2 for reporting PHL as an SAE.

If Yes: Determune 1f there has been a significant change in the patient’s condition compared
with when PHL cniteria were previously met.

e If there 1s no significant change no action 1s required.
e If there 1s a sigmificant change follow the process described in Section E 4.2 for reporting
PHL as an SAE.

ES Laboratory Tests

Suggested laboratory tests for local assessment of Hy’s Law

Additional standard chemistry and coagulation tests GGT

LDH

Prothrombin time

INE

Viral hepatitis IgM anti-HAV

IgM and IgG anti-HBc
HBsAg

HCV DNA®

IgM and IgG anti-HCV
HCV ENA?

IgM anti-HEV

HEV ENA
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Other viral infections IeM & IgG anti-CMV

IgM & IgG anti-HSV

IgM & IgG anti-EBV
Alcoholic hepatitis Carbohydrate-deficient transferrin®
Autoimnmne hepafitis Antinuclear antibody

Anti-liver/kidney microsomal antibody
Anti-smooth muscle antibody
Metabolic diseases Alpha-1-antitrypsin
Ceruloplasmin
Iron
Ferritin
Transferrin®
Transfernn saturation
a HCV BENA and HCV DNA are only tested when IgG anti-HCV 1s positive or inconclusive.
b Carbohydrate-deficient transfermn and transfernin are not available in China. Study teams should amend this list
acco .
ﬁhhl'ﬁ\’iﬂ?;;ﬁy CMV: cytomegalovirus; DNA: deoxyribomucleic acid; EBV: Epstein-Barr virus; GGT: gamma
glutamyl transferase; HAV: hepatitis A virus; HBc: hepatitis B core antigen; HBsAg: hepatitis B surface antigen;
HBV': hepatitis B virus; HCV: hepatitis C virus; HEV: hepatitis E virus; HSV: herpes simplex virus;
IgGG: immmno-globulin G; IgM: immuno-globulin M; INR: international normalised ratio; LDH: lactate
dehydrogenase; RNA: ribonucleic acid.
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Appendix F Guidelines for Evaluation of Objective Tumour Response
Using RECIST 1.1 Criteria (Response Evaluation Criteria in
Solid Tumours)

Introduction

This appendix details the implementation of RECIST 1.1 gmdelines (Eisenhauer, et al. 2009).
Investigator assessments will use the RECIST 1.1 gmdelines described in this appendix.

Evaluation of Target Lesions

¢ Complete response - Disappearance of all target lesions. Any pathological lymph nodes
(whether target or non-target) must have reduction n short axis to < 10 mm (the sum may
not be “0" if there are target nodes).

e Partial response - At least a 30% decrease in the sum of the diameters of target lesions,
taking as reference the baseline sum diameters.

e Progressive of Disease - At least a 20% increase 1 the sum of diameters of target
lesions, taking as reference the smallest sum on study (this mncludes the baseline sum 1f
that 1s the smallest on study). In addition to the relative increase of 20%, the sum must
also demonstrate an absolute increase of at least 5 mm_ (Note: the appearance of one or
more new lesions 1s also considered PD.)

e Stable Disease - Neither sufficient shrinkage to qualify for PR nor sufficient increase to
qualify for PD, taking as reference the smallest sum of diameters while on study.

Evaluation of Non-target Lesions

e Complete response - Disappearance of all non-target lesions and normalisation of
tumour marker level. All lymph nodes must be non-pathological in size (< 10 mm short
axis).

e Non-CR/Non-PD - Persistence of 1 or more non-target lesion(s) and/or maimntenance of
tumour marker level above the normal linuts.

¢ Progression of disease - Unequivocal progression of existing non-target lesions will be
defined as the overall level of substantial worsening in non-target disease such that, even
m presence of SD or PR in target disease, the overall tumour burden has increased
sufficiently to merit discontinuation of therapy. In the absence of measurable disease,
change in non-measurable disease comparable 1n magnitude to the increase that would be
required to declare PD for measurable disease. Examples include an increase in a pleural
effusion from ‘trace’ to ‘large,” an increase in lymphangitic disease from localized to
widespread.
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Appearance of New Lesions

AstraZeneca

The appearance of new lesions 1s considered PD according to RECIST v1.1. Scintigraphy for
confirmation of new bone lesions 15 acceptable but by itself does not substantiate PD_

Considering the umque response kinetics that have been observed with immunotherapy, new
lesions can nonetheless derive clinical benefit (Borghae1, et al 2015).

Evaluation of Overall Response

Table 14 provides overall responses for all possible combinations of tumour responses in
target and non-target lesions with or without the appearance of new lesions.

Table 14 RECIST 1.1 Overall Visit Response
Target Lesions Non-Target Lesions New Lesions | Overall Response
Complete response | Complete response (or no non-target lesion) | No Complete response
No target lesion ? Complete response No Complete response
Complete response | Not evaluable ® No Partial response
Non-complete response / ;
Complete response non-progressive disease No Partial response
il Non-progressive disease and ial
P = not evaluable (or no non-target lesion) ® No P Tesporise
. Non-progressive disease and .
Stable disease not evaluable (or no non-target lesion) b No Stable disease
Not all evaluated Non-progressive disease No Not evaluable
No target lesion * Not all evaluated No Not evaluable
. Non-complete response / Non-complete response /
a
No target lesion non-progressive disease No non-progressive disease
Progressive disease | Any YesMNo Progressive disease
Any Progressive disease YesMNo Progressive disease
Any Any Yes Progressive disease
No target lesion * Unequivocal progressive disease YesMNo Progressive disease

*  Defined as no target lesion at baseline.

b
assessment.
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Appendix G Contraception Requirements

Contraception requirements for this study are as follows.

G1 Female Patients

Women not of childbearing potential are defined as those who are surgically sterile (1e,
bilateral salpingectomy, bilateral oophorectomy, or complete hysterectomy) or who are
post-menopausal.

Women will be considered post-menopausal if they have been amenorrhoeic for 12 months
without an alternative medical cause. The following age-specific requirements apply:

e Women < 50 years of age would be considered post-menopausal if they have been
amenorrhoeic for 12 months or more following cessation of all hormonal replacement
therapy and 1f they have lutemising hormone and follicle-stimulating hormone levels in
the post-menopausal range for the institution

e Women = 50 years of age would be considered post-menopausal if they have been
amenorrhoeic for 12 months or more following cessation of all hormonal replacement
therapy, or had radiation-induced menopause with last menses > 1 year ago, or had
chemotherapy-induced menopause with last menses > 1 year ago.

e  Women who are surgically sterile (1e, bilateral salpingectomy, bilateral oophorectomy, or
complete hysterectomy) are eligible.

Women of childbearing potential who are not totally sexually abstinent (1e, reframning from
heterosexual intercourse during the entire period of nisk associated with study interventions)
and mtend to be sexually active with a non-sterilised male partner must use at least 1 hughly
effective method of contraception (Table 15) from the time of screemng throughout the total
duration of the drug treatment and and for the following period after recerving the last dose of
study interventions:

—  Durvalumab or volrustomg: 90 days

—  Oleclumab, monalizumab, or AZD0171: 180 days
— Dato-DXd: 210 days

— Rulvegostommg: 60 days

For the chemotherapy agents follow the local prescribing information relating to
confraception, the fime limits for such precautions, and any additional restrictions for the
agents administered. For patients recerving more than one study intervention, the longest
washout period must be followed.
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Non-stenilised male partners of a woman of childbeaning potential must use a male condom
plus spermicide (condom alone 1n countries where spermicides are not approved) throughout
this period. Cessation of birth control after this point should be discussed with a responsible
physician. Periodic abstinence, the rhythm method, and the withdrawal method are not
acceptable methods of contraception. Total sexual abstinence 1s an acceptable method
provided 1t 1s the usual lifestyle of the patient. Female patients should refrain from
breastfeeding throughout this period. Preservation of ova should be considered prior to
enrolment 1n this study.

Follow the local labels or national gmdance related to contraception for the study
mterventions including the length of the contraception periods, and any additional restrictions.

G2 Male Patients with a Female Partner of Childbearing Potential

Non-stenilised male patients (including males sterilised by a method other than bilateral
orchidectomy, eg, vasectomy) who mtend to be sexually active with a female partner of
childbearing potential must be using an acceptable method of contraception such as male
condom plus spermicide (condom alone in countries where spermicides are not approved)
from the time of screening throughout the total duration of the study and for the following
peniod after the last dose of study mterventions:

—  Durvalumab or volrustomig: 90 days

—  Oleclumab, monalizumab, or AZD0171: 180 days
— Dato-DXd: 120 days

— Rulvegostommg: 60 days

For the chemotherapy agents follow the local prescribing information relating to
confraception, the time limits for such precautions, and any additional restrictions for the
agents administered. For patients recerving more than one study intervention, the longest
washout period must be followed to prevent pregnancy mn a partner. Periodic abstinence, the
rhythm method, and the withdrawal method are not acceptable methods of contraception.
Preservation of sperm should be considered prior to enrolment in this study. Total sexual
abstinence 1s an acceptable method provided it 1s the usual lifestyle of the patient.

Vasectomused (1e, sterile) males are considered fertile and should still use a male condom plus
spermucide as mdicated above during the clinical study.

Even 1f the female partner 1s pregnant, male patients should still use a condom plus spermicide
(where approved), as indicated above during the clinical study, 1f there 1s a concern about
damaging the developing foetus from drug m ejaculate.

Female partners (of chuldbearing potential) of male patients must also use a highly effective

CONFIDENTIAL AND PROPRIETARY 163 of 349



Clinical Study Protocol - 8.0 AstraZeneca
Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDIS752), Dato-DXd, AZD0171, Rilvegostomig -
Do0T77C00001

method of contraception throughout this period (Table 15).

G3 Highly Effective Methods of Contraception

Highly effective methods of contraception, defined as one that results in a low failure rate

(1e, less than 1% per year) when used consistently and correctly, are described in Table 15.
Note that some contraception methods are not considered highly effective (eg, male or female
condom with or without spermicide; female cap, diaphragm, or sponge with or without
spermucide; non copper contaming mtrauterine device; progestogen-only oral hormonal
confraceptive pills where mhibition of ovulation 1s not the primary mode of action [excluding
Cerazette/desogestrel which 1s considered highly effective]; and triphasic combined oral
confraceptive pills).

Patients recerving chemotherapy should follow the local prescribing information relating to
confraception, the time limits for such precautions, and any additional restrictions for agents
administered.

Table 15 Highly Effective Methods of Contraception (< 1% Failure Rate)
Barrier/inirauterine methods Hormonal Methods
Copper T infrauterine device = Injection: Medroxyprogesterone injection
Levonorgestrel-releasing infrauterine system (eg, Depo-Provera®)
(eg, Mirena™)* = Implants: Ftonogestrel-releasing implants

(eg, Implanon® or Norplant™)

= Intravaginal devices:
Ethinylestradiol/etonogestrel-releasing
intravaginal devices (eg, NuvaRing®)

= Combined pill: Normal and low dose combined
oral contraceptive pill

= Patch: Norelgestromin/ethinylestradiol-releasing
transdermal system (eg, Ortho Evra®)

= Mini pill: Progesterone based oral contraceptive
pill using desogestrel: Cerazette® is currently the
only highly effective progesterone-based pill

a This is also considered a hormonal method.
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Appendix H Concomitant Medications

H1 Prohibited and Permitted Concomitant Medications/Therapies

Prohibited Concomitant Medications
Prolibited concomitant medications/therapies are described 1n Table 16.

Table 16 Prohibited medications/therapies
Prohibited medication/class of drug/therapy Usage
Any investigational anticancer therapy other than Should not be given concomitantly while the patient is
those under investigation in this sdy on siudy interventions

Immune-mediated therapy including. but not limited | Should not be given concomitantly while the patient is
to, other anti-CTLA-4. anti-PD-1. anti-PD-L.1, and on siudy interventions

anti-PD-1.2 antibodies and agents targeting the
adenosine pathway (eg, anti-CD73, anti-A2AR
anti-CD39) and anti-NEG2A anti-HLA-F and
anti-L.IF agents, treatment with a TR.OP? targeting
ADC or with another ADC containing a
chemotherapy agent that inhibits TOP1, other than
those under investigation in this sdy

Any concurrent chemotherapy, radiotherapy, Should not be given concomitantly while the patient is
immmotherapy, or biologic or hormonal therapy for | on study treatment. (Concurrent use of hormones for
cancer treatment other than those under non-cancer-related conditions [eg, insulin for diabetes
investigation in this study and hormone replacement therapy] is acceptable.

Live attenmated vaccines Should not be given during the study through 30 days

after the last dose of study interventions. Local
guidance should be consulted to determine the
acceptable timeframe for vaccine administration
following chemotherapy

Immunosuppressive medications including. butnot | Should not be given concomitantly or used for
limited to, systemic corticosteroids at physiological | premedication prior to the I-O mfusions. The following

doses exceeding 10 mg/day of prednisone or are allowed exceptions:
equivalent. methotrexate. azathioprine, and tumour | = Use of immunosuppressive medications for the
necrosis factor-a blockers management of study inferventions-related AFs

= Short-term premedication for patients receiving
chemotherapy or Dato-D¥d where the
prescribing information for the agent requires the
use of steroids for documented hypersensitivity
reactions or major toxicities management

= Use in patients with contrast allergies.

- Use of intranasal, inhaled, topical steroids, or
local steroid injections (eg, infra articular
injection) is permitted.
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Prohibited medication/class of drug/therapy Usage

= A temporary period (< 14 days) of steroids will
be allowed if clinically indicated and considered
to be essential for the management of non-
imrmmnotherapy related events experienced by the
patient (eg, chronic obstructive pulmonary
disease, radiation, nansea® efc.)
Herbal and natural remedies that may have Should not be given concomitantly unless agreed by
immune-modulating effects the Sponsor
2 Note: Alternative anti-emetic pre-medication should be prioritised in place of steroids (eg, 5-HT3 inhibitors,
neurokinin inhibitors). Where steroid pre-medication is ufilised, steroid doses should be administered in line
with the Multinational Association of Supportive Care in Cancer guidelines (Roila et al, 2016) or according
to local guidelines.
Note: Use of phenytoin and fosphenytoin is not recommended in conjunction with carboplatin, according to
carboplatin summary of product characteristics.
Abbreviations: ADC: antibody-drog comjugate; AE: adverse event; CD73: cluster of differentiation 73;
CTLA-4: Cytotoxic T-lymphocyte-associated antigen 4; Dato-DXd: datopotamab denmtecan; HLA-F- HL.A
class I histocompatibility antigen_ alpha chain E; I-0: immumne-oncology; LIF: leukaemia inhibitory factor;
NEG2a: natural killer group 2a; PD-1: programmed cell death 1; PD-1.1: programmed cell death ligand-1; TOP1:
topoisomerase 1; TROP2: human trophoblast cell-surface antigen 2; SHT-3: 5-hydroxyiryptamine 3.

Permitted Concomitant Medications

Investigators may prescribe concomitant medications or treatments deemed necessary to
provide adequate prophylactic or supportive care except for those medications identified as
prohibited mn Table 16.

For patients i the volrustonug or nilvegostonug arms, Investigators may prescribe
premedication for prevention of IRRs in patients who have Grade 2 or recurrent Grade 1 IRRs
related to study treatment. Such premedication may include a combination of acetaminophen,
H1 blocker (eg, diphenhydramine, chlorphemiramine) and H2 blocker (eg, famotidine,
cimetidine). If necessary, a steroid premedication may be added (eg, dexamethasone 8 to

20 mg by mouth or IV, weak potency steroids such as hydrocortisone should be avoided).

Premedication 1s required prior to any dose of Dato-DXd and must include antihistamines and
antipyretics, preferably acetamunophen, with or without glucocorticoids. If there are any signs

or symptoms of a Grade 1 or 2 IRR, the infusion of Dato-DXd must be either slowed down or

mterrupted based on severity of the IRR. If the IRR 1s Grade 3 or 4, or if there are any signs of
anaphylaxis, the mfusion of Dato-D3{d must be discontinued.

Colony-stimulating factors are pernutted at the discretion of the Investigator based on ASCO
(Roila et al, 2016, Smuth, et al. 2006) and ESMO (Crawford, et al 2010) gmdelines. G-CSF or
sinular agents are recommended as pnimary prophylaxs to chemotherapy agents and are
strongly recommended following Grade 3 or 4 neutropenia of duration > 5 days or following
any mcidence of febrile neutropema.
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Antiemetic therapy 1s permutted and 1f admimistered should follow the Multinational
Association of Supportive Care in cancer and ASCO, or mstitutional gmdelines.

Per the paclitaxel label, caution should be exercised when paclitaxel 1s admimstered
concomitantly with known substrates or inhibitors of the cytochrome P450 1soenzymes
CYP2C8 and CYP3A4.
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Appendix I Clavien-Dindo Classification of Surgical Complications

Clavien-Dindo assessment will be utilised for grading post-operative complications for
collection of AEs. AEs will be reported by the patient (or, when appropnate, by a caregiver,
surrogate, or the patient’s legally authorised representative).

The Investigator and any designees are responsible for detecting, documenting, and recording
events that meet the defimtion of an AE or SAE. The following classification will be used:

Table 17 Classification of Surgical Complications
Grade Definitions
1 Any deviation from the normal post-operative course without the need for pharmacological

treatment or surgical, endoscopic, and radiological interventions.

Allowed therapeutic regimens are: dmgs as anfiemetics, antipyretics, analgesics, dnretics,
electrolytes, and physiotherapy. This grade also includes wound infections opened at the
bedside.

2 Requiring pharmacological treatment with drgs other than such allowed for grade 1
complications. Blood transfusions and total parenteral nutrition are also included.

3 Requiring surgical. endoscopic, or radiological intervention
= 3a: Intervention not under general anaesthesia.
= 3b: Intervention under general anaesthesia.

4 Life threatening complications (including CNS complications®) requiring intensive
care/intensive care unit management

= 4a: Single organ dysfunction (including dialysis).

= 4b: Multiorgan dysfunction.

5 Death of a patient.

2 Brain haemorrhage, ischemic stroke, subarrachnoidal bleeding, but excluding transient ischaemic attacks.
Abbreviations: CNS: central nervous system; IC: intermediate care; ICU: intensive care umit.
Source: Dindo et al, 2004

I1 References

Dindo et al, 2004
Dindo D, Demartines N, Clavien P. Classification of surgical complications: a new proposal

with evaluation in a cohort of 6336 patients results of a survey. Ann Surg 2004;240(2):205-
213
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Appendix J Changes related to mitigation of study disruptions due to
cases of civil crisis, natural disaster, or public health crisis

Note: Changes below should be implemented only during study disruptions due to any of or a
combination of civil erisis, natural disaster, or public health crisis (eg, during quarantines and
resulting site closures, regional travel restrictions, and considerations if site personnel or study
patients become infected with SARS-CoV-2 or stmilar pandemic infection) during which
patients may not wish to or may be unable to visit the study site for study visits. These
changes should only be implemented 1f allowable by local/regional guidelines and following
agreement from the Sponsor.

J1 Reconsent of Study Patients During Study Interruptions

Duning study mterruptions, it may not be possible for the patients to complete study visits and
assessments on-site and alternative means for carrying out the visits and assessments may be
necessary, eg, remote visits. Reconsent should be obtained for the alternative means of
carrying out visits and assessments and should be obtained prior to performing the procedures
described 1n Sections J 2 to J 8. Local and regional regulations and/or pumidelines regarding
reconsent of study patients should be checked and followed. Reconsent may be verbal if
allowed by local and regional gmdelines (note: in the case of verbal reconsent the informed
consent form should be signed at the patient’s next contact with the study site).

Visiting the study sites for the sole purpose of obtaiming reconsent should be avoided. Refer to
the Study Instruction Manual for Mitigation Due to Civil Crisis, Natural Disaster, or Public
Health Crisis for step-by-step puidance.

Refer to the Study Instruction Manual for Mitigation Due to Civil Crisis, Natural Disaster, or
Public Health Crisis for step-by-step guidance.

J2 Rescreening of Patients to Reconfirm Study Eligibility

Additional rescreening for screen failure due to study disruption can be performed in
previously screened patients. The Investigator should confirm this with the designated Study
Physician/Medical Scientist.

In addition, during study disruption there may be a delay between confirming eligibility of a
patient and either enrolment into the study or commencing of dosing with study interventions.
If this delay 1s outside the screeming window specified in Section 5.1, the patient will need to
be rescreened to reconfirm eligibility before commencing study procedures. This will provide
another opportunity to re-screen a patient in addition to that detailed in Section 5.1. The
procedures detailed in Section 5.1 and Section 5.4 must be undertaken to confirm eligibility
using the same randonusation number as for the patient.
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J3 Home or Remote Visit to Replace On-site Visit (where applicable)

A qualified HCP from the study site or TPV service may visit the patient’s home or other
remote location as per local SOPs, as applicable. Supplies will be provided for a safe and
efficient visit. The qualified HCP will be expected to collect information per the CSP. If
applicable, assessments may be performed according to the revised SoA in the Study
Instruction Manual for Mitigation Due to Civil Crisis, Natural Disaster, or Public Health

J4 Telemedicine Visit to Replace On-site Visit (where applicable)

In this appendix and the associated Study Instruction Manual for Mitigation Due to Civil
Crnisis, Natural Disaster, or Public Health Crisis, the term telemedicine visit refers to remote
contact with the patients using telecommunications technology including phone calls, virtual
or video visits, and mobile health devices.

During a civil crisis, natural disaster, or public health cnisis, on-site visits may be replaced by
a telemedicine visit if allowed by local/regional gmidelines. Having a telemedicine contact
with the patients will allow AEs, concomitant medication, add other information including
efficacy data where relevant to be collected according to study requirements to be reported
and documented. If applicable, safety procedures and blood sample collection may be
performed according to the revised SoA in the Study Instruction Manual for Mitigation Due to
Civil Crisis, Natural Disaster, or Public Health Crisis.

JS5 At-home or Remote Location Study Intervention Administration
Instructions

If a site visit 15 not possible, at-home or remote location adnimstration of study mterventions
may be performed by a qualified HCP, provided this 1s acceptable within local
regulation/guidance, or by the patient or his/her caregiver. The option of at-home or remote
location study mterventions admimistration ensures patients safety in cases of a pandemic
where patients may be at increased nisk by traveling to the site/clinic. This will also miminise
mterruption of study interventions administration duning other study disruptions, eg, site
closures due to natural disaster.

Jo6 At-home or Remote Location Study Intervention Administration
by a Qualified HCP or TPV Service

A qualified HCP from the study site or TPV service may admimster the study mterventions at
the patient’s home or other remote location according to the CSP and the Study Instruction
Manual for Mitigation Due to Civil Crisis, Natural Disaster, or Public Health Cnisis, and if
allowed by local SOPs, as applicable. All necessary supplies and instructions for
adnunistration and documentation of study interventions admimstration will be provided.
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Additional information related to the visit can be obtained via a telemedicine or home visit.

J7 At-home or Remote Location Study Interventions Administration
by the Patient or His/her Caregiver

Prior to at-home or remote location study interventions admimistration, the Investigator must
assess the patient or hus/her caregiver to determine whether they are appropnate for at-home
or remote location adnunistration of study interventions. Once the patient or hus/her caregiver
15 deemed appropniate for at-home or remote location admimstration, he/she must receive
appropriate traimng_ All necessary supplies and instructions for admuinistration and
documentation of study interventions admimstration will be provided. More information
related to the visit can be obtained via a telemedicine or home/remote visit.

J8 Data Capture During Telemedicine or Home/remote Visits

Data collected during telemedicine or home/remote visits will be captured by the qualified
HCP from the study site or TPV service in the source documents or by the patient themselves.

Refer to the Study Instruction Manual for Mitigation Due to Civil Crisis, Natural Disaster, or
Public Health Crisis for step-by-step guidance.

CONFIDENTIAL AND PROPRIETARY 171 of 349



Clinical Study Protocol - 8.0 AstraZeneca
Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDIS752), Dato-DXd, AZD0171, Rilvegostomig -

D9077C00001
Appendix K Arm 1: Oleclumab + Durvalumab + Platinum Doublet

Chemotherapy (Neoadjuvant Treatment) Followed by
Oleclumab + Durvalumab (Adjuvant Treatment)

This appendix provides information for patients randonmused to Arm 1.
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K1 Schedule of Activities
Table K18 Schedule of Activities for Neoadjuvant Treatment for Patients Randomised to Arm 1
Cl c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1t q2ld + 3 days® of study Appendix
interventions
Study procedures
Physical examination (full) X Section 82.2
Targeted physical examination . . L .
(based on symptoms) X X X Section 82.2
Vital sigms © X X X X Section 82.3
ECHOMUGA As climically indicated Section 82.5
ECGH As clinically indicated X Section 8.2 4
Concomitant medications X X X X Section 6.5
Contrast-enhanced CT/MEI X Section 6.1.3
scan of the chest and abdomen CT onlv at X and
(incinding adrensl plands) and ( p s
PET scan ycle 2) '
Pulmonary fimction testing £ L .
and cardiac nisk assessment X Section 8.2.7
. . - Section 5 and
Eligibility criteria X (pre-surgery conditions) Section 6.1.3
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Cl c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1b q2ld + 3 days*® of study Appendix
interventions
Laboratory assessments
Clinical chemistry # Xe X X X Section 8.2.1
Cortisol # X Section 8.2.1
Haematology & Xk X X X Section 8.2.1
aPTT and INE As climically indicated X Section 8.2.1
TSH (reflex free T3 or Total . .
) i 4 4 ' 2
T3, or free T4): X X X Section 8.2.1
Urnmnalysis As climically indicated Section 8.2.1
Hepatitis B and C As climically indicated Section 8.2.1
Pregnancy test & X X X X Section 8.2.1
Pharmacokinetics
X X (C4)
Ducvahmnsh PK ! (pre-dose) X (pre-dose) Section £.5.1
urvalumal sample X (pre-dose) X (C4) ection .5.
(post-dose) (post-dose)
X X (C4)
-di X d
Oleclumab PK sample ! (pre-dose) (pre-dose) Section 8.5.1
X (pre-dose) X (ChH
(post-dose) (post-dose)
Monitoring
WHO/ECOG performance X X X X Section 8.2.6
status
AE/SAE assessment X X X Section 8.3
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Cl c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1b q2ld + 3 days*® of study Appendix
interventions
Pre-treatment medication
Folic acid/vitamin B12 = Continue in line with local practice Section 6.1.1
Study interventions administration ®
Oleclumab ° X X X Section 6.1.1
Durvalumab X X X Section 6.1.1
Chemotherapy? X X X Section 6.1.1
Other assessments and assays
Durvalumab immunogenicity
gsses.smmt (ADA sa.mpll..ug to (CH Section £ 5.2
identify ADA responses in (pre-dose) (pre-dose) (pre-dose)
patient circulation]) !
o i(ﬂDA ngflwt X X X Section 8.3.2
assessmen sampling to ection 8.3.
identify ADA responses) ! (pre-dose) (pre-dose) (pre-dose)
ctDNA! X X X X SETEH ?123
(pre-dose) (pre-dose) (pre-dose) an 8 ; cl .
Mandatory tomour and lymph X 5ecn;:-:1d3.6.1
nodes specimen Section 8.6.2
J X X
Whole hflaufi for Gene X Section 8.6.3
Expression (pre-dose) (pre-dose)
Serum samples for circulating X X _

X Section 8.6.3
soluble factors! (pre-dose) (pre-dose) echon
Plasma samples for circulating X X _

X Section 8.6.3
soluble factors! (pre-dose) (pre-dose) echon

CONFIDENTIAL AND PROPRIETARY 175 of 349



Clinical Study Protocol - 8.0 AstraZeneca
Durvalumab, Olechimab, Monalizumab, Volmstomig (MEDIS752), Dato-D3d, AZD0171, Rilvegostomig - DS077C00001

Cl c2 | C3 and C4 Pre-surgical assessments Surgery
- - - For details,
Week 0 QIW +3days* Within 40 dayvs see CSP
Within 30 days before surgery of the last [?IJSE Section or
Day 1b q2ld + 3 days*® of study Appendix
interventions
J X
Wheole bl;:md for DNA Section 8.6.3
analyses (pre-dose)
X X .
Wheole blood for PEMC ! X Section 8.6.3
(pre-dose) (pre-dose)
B i< optional, Section 8.7.2
efxplumtory- blood X and
sample 1 Appendiz D
Efficacy evaluation
mPR and pCR determined by X Section 8.1
central pathology review
EECIST 1.1 tumour i i . Section 8.1.1
asses < on CT and/or A BRECIST 1.1 tumour assessment is pe:rfn.mid aftﬂ; Cycle 2 and upon completion of the neoadjuvant and
Tiod, prior to surgery.
MET scans pe P 24 Appendix F

*  Subsequent time between 2 consecutive doses cannot be less than 21 days, based on the half-life of durvalumab.

®  Every effort should be made to minimise the time between randomisation and starting treatment (ie, within 1 day and not more than 3 days of

randomisation).

Body weight is recorded at each wisit along with vital signs.

Any clinically significant abnormalities detected require triplicate ECG results.

A CT and PET scan should be performed pre-surgery.

Pulmonary function testing may be repeated at Investigator’s or surgeon’s discretion prior to surgery to inform fitness for surgery.

Serum or plasma clinical chemisiry (including LFT monitoring) and haematology may be performed more frequently based on the local clinical practice or

the Investigator’s discrefion, or if clinically mdicated. Results for LFTs, electrolytes, full blood count, and creatinine nmst be available before commencing

an infission (within 3 days) and reviewed by the treating physician or Investigator prior to dosing. Corfisol testing should be performed at the pre surgical

visit.

Y If screening clinical chemistry and haematology assessments are performed within 3 days prior to Day 1 (first infusion day), they do not need to be repeated
onDay 1.

i Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AFE related to the endocrine system.

i If TSH is measured within 14 days prior to Day 1 (first infusion day), it does not need to be repeated on Day 1.

mmoFh M R A
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¥ For women of childbearing potential only. A urine or serum pregnancy test is acceptable. Women of childbearing potential are required to have a pregnancy
test within 3 days prior to the first dose of study interventions and then Q3W prior to study interventions. Pregnancy test may occur on Day 1, but results
must be available and reviewed by the treating physician or Investigator prior to commencing an infiision.
! Pre-dose collection: within 60 mimutes prior to administration of any study intervention. Post-dose collection (durvalumab, oleclimab): end-of-infiision
collection to be taken within 5 hours after the end of the respective study intervenfions infiision.
®  To be administered in line with local practice for patients with non-squamouns tumours who will receive pemetrexed.
I The following sequence should be used for treatment administration in days when all or more than one agent is administered: Oleclumab = durvalomab =
platinum doublet chemotherapy.
Oleclumab will be administered at 3000 mg IV, Day 1 of each 21-day cycle. Refer to Section 8.3.15 for TMGs.
Platinum doublet chemotherapy (Investigator's choice of one of the regimens listed in Section 6.1.1).
1 The sample for research will be obtained on Day 1 pre-dose (at or after randomisation). If. for any reason, the sample is not drawn on Day 1. it may
be taken at any wisit unfil the last sudy visit. Only 1 sample should be collected per patient for analysis during the study.
Note: Each cycle during the nepadjuvant treatment is 21 days (3 weeks) in duration, unless dosing n to be held for toxicity reasons.
Note: All assessments on treatment days are to be performed prior to infusion, unless otherwise indicated.
Note: Surgery is expected within 40 days from the last dose of study interventions. Cases where surgery cannot be completed within 40 days from the last dose of
study interventions should be discussed with the Study Physician.
Abbreviations: ADA: Anti-drug antibody, AE: Adverse event; aPTT: Activated partial thromboplastin time; C: Cycle; CSP: Clinical study protocol; CT:
Computed tomography; ctDNA: Circulating tumour DNA; DNA- Deoxyribonucleic acid; ECG Electrocardiogram; ECHO: Echocardiogram; ECOG: Eastern
Cooperative Oncology Group; INR- International normalised ratio; IV: Intravenous; LFT: Liver function test; mPR- Major pathological response; MRI- Magnetic
resonance imaging: MUGA: multigated acquisition scans; PBMC: Peripheral blood mononuclear cells; pCR: Pathological complete response; PET: Positron
emission tomography; PK- Pharmacokinetic(s); q21d: Every 21 days; Q3W: Every 3 weeks; RECIST: Response Evalnation Criteria in Solid Tumours; SAE:
Serious adverse event; T3: Tniodothyronine; T4: Thyroxine; TMGs: Toxicity management guidelines; TSH: Thyroid-stimulating hormone; WHO: World Health
Organisation.
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Table K19 Schedule of Activities for Adjuvant Treatment for Patients Randomised to Arm 1
Post-surgery,
rier to
Etarﬁ.ng c « oL For details, see
freatment CSP Section or
Week Within 0 14 Q4W = 3 days Appendix
10 weeks of
Day surgery * 1 pLUER q28d = 3 days
Study procedures
Physical examination (full) X Section .22
;%E;y;ical examination (based X X Section §.2.2
Vital signs X X X Section 82.3
ECHOMUGA As clinically indicated Section 8.2.5
ECG* X As clinically indicated Section 8.2.4
Concomitant medications X X X X Section 6.5
Post-surgery conditions X Section 6.1.3
Laboratory assessments
Clinical chemistry ¢ x4t x4 x4t Section 8.2.1
Haematology ¢ x4d x4 x4d Section 8.2.1
aPTT and INE. As clinically indicated Section 8.2.1
E:I;Eiiex free T3 or Total T3, or X X X Section 821
Unnalysis X As clinically indicated Section 8.2.1
Hepatitis B and C As clinically indicated Section 8.2.1
Pregnancy test £ X X X Section 8.2.1
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Post-surgery,
prior to
. Cl C2 C3 o C12
starting For details, see
freatment CSP Section or
Week Within 0 14 Q4W = 3 days Appendix
10 weeks of
> ad -
Day surgery * 1 103 q28d £ 3 days
Pharmacokinetics
X
(pre-d X X (C4
Durvalumab PK sample & ose) S Section 8.5.1
X (pre-dose) (pre-dose)
(post-dose)
X
(pre-dose X X (C4,C8 and C12
Oleclumab PE sample & ) (. ) Section 8.5.1
X (pre-dose) (pre-dose)
(post-dose)
Monitoring
WHO/ECOG performance status X X X Section 8.2.6
AF/SAF assessment Xt X X X Section 8.3
Study interventions administration
Oleclumab i X X X Section 6.1.1
Durvalumab X X X Section 6.1.1
Other assessments and assays
Dmﬂmﬁwa ng’h—:;ti identify X X ¥ (C4 and C12) Section 8.5.2
assessmen samp I ection 8.3.
ADA responses in patient circulation) & (pre-dose) (pre-dose) (pre-dose)
Oleclumab immunogenicity .
X X X (C4, C8 and C12
assessment (ADA sampling to identify . ) Section 8.5.2
ADA responses) # (pre-dose) (pre-dose) (pre-dose)
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Post-surgery,
prior to
. Cl C2 C3 o C12
starting For details, see
freatment CSP Section or
Week Within 0 1 Q4W = 3 days Appendix
10 weeks of
Day surgery * 1 103 q28d £ 3 days
X X X i
DNA & SE{!tI.D:I.l 2.6.3 and
(pre-dose) (pre-dose) (pre-dose) Section 8.7.1
Serum samples for circulating soluble X X .} Section 8.6.3
factors ® (pre-dose) (pre-dose) -
Plasma samples for circulating soluble X ). Section 8.6.3
factors & (pre-dose) (pre-dose) o
X
Wheole blood for PBMCs = ). Section 8.6.3
(pre-dose) (pre-dose)
. . . Section 8.6.1 and
k
Optional tumour biopsy specimen X Section 8.6.4
Efficacy evaluation
Follow-up scans are acquired Q12W = 1 week (relative to the date of surgery) until week 48;
Q24W=2 weeks (relative to the date of surgery) until week 192 (approximately 4 years); and
then Q48W = 2 weeks (relative to the date of surgery) thereafter until RECIST 1.1-defined Sect;
tumo tion 2.1.1 and
RECIST 1.1 T assessments Xti= radiclogical PD, consent withdrawal, death, or study completion as determined by Sponsor. senen .

{adjuvant period and beyond)

This on-stady schedule MUST be followed regardless of any delays in dosing and regardless
of tumour margins. These follow-up scans will use the original necadjuvant screening scan as
a baseline scan for EECIST 1.1 assessments.

Appendix F

Patients will start treatment as soon as clinically feasible and within 10 weeks from surgery (except for patients receiving PORT, which mmst be started

within 8 weeks after surgery).

Body weight is recorded at each wisit along with vital signs.

Any clinically significant abnormalities detected require triplicate ECG results.
Samples for laboratory assessment (serum or plasma clinical chemistry [including LFT monitoring] and haematology) may be obtained more frequently
based on the local clinical practice or the Investigator’s discretion Results for LFTs, electrolytes, full blood count, and creatinine mmst be available before
commencing an infusion (within 3 days) and reviewed by the treating physician or Investigator prior to dosing.
Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AFE related to the endocrine system.
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f  For women of childbearing potential only. A urine or serum pregnancy test is acceptable. Women of childbearing potential are required to have a pregnancy
test within 3 days prior to the first dose of study intervention and then Q4'W prior to study interventions administration. Pregnancy test may occur on Day 1,
but results must be available and reviewed by the treating physician or Investigator prior to commencing an infusion.

£ Pre-dose collection: within 60 mimites prior to administration of any study intervention. Post dose collection {durvalumab and oleclumab): end-of-infusion
collection to be performed within 5 hours after the end of the respective study interventions infusion.

L Must include all AFs that occur after surgery regardless of decision to start adjuvant treatment.

i The following sequence should be used for treatment administration in days when more than one agent is administered: Oleclumab > durvalumab

i Oleclumab will be administered at 3000 mg IV, Day 1 of each 28-day cycle, unless dosing needs to be held for toxicity reasons.

¥ Itis strongly recommended/encouraged to collect additional tumour biopsies, if they become available at disease progression or unscheduled procedures
durning the study.

! A first post-surgical CT/MRI scan of the chest and abdomen (including the entire liver and both adrenals) must be acquired 5 weeks = 2 weeks after surgery
and prior to, but as close as possible to, the start of adjuvant treatment. This scan is used to determine eligibility to receive adjuvant treatment.

® A pew primary malignancy confirmed by pathology is not considered an FFS or DFS event.

Note: All assessments on treatment days are to be performed prior to infision unless otherwise indicated.

Note: Patients should be able to start study interventions following surgery as soon as clinically feasible (unless PORT is given) and within 10 weeks from

SULZery.

Abbreviations: ADA- Anti-dmg antibody; AE: Adverse event; aPTT: Activated partial thromboplastin time; C: Cycle; C5P: Clinical study protocol;

CT: Computed tomography; ctDNA: Circulating tumour DFS: disease-free survival; DNA; DNA: Deoxyribonucleic acid; ECHO: Echocardiogram;

ECG: Electrocardiogram; ECOG: Eastern Cooperative Oncology Group; EFS: Event-free survival; INR- International normalised ratio; IV: Intravenous;

LFT: Liver function test; MUGA: mmltigated acquisition scans; MRI- Magnefic resonance imaging; PBMC: Peripheral blood mononuclear cells; PD: Progression

of disease; PK- Pharmacokinetic(s); PORT: Post operative radiation therapy; Q12W: Every 12 weeks; Q24W: Every 24 weeks; q28d: Every 28 days;

Q4W: Every 4 weeks; RECIST: Response Evaluation Criteria in Solid Tumours; SAE: Serious adverse event; T3: Triiodothyronine; T4: Thyroxine;

TSH: Thyroid-stimulating hormone; WHO: World Health Organisation.
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K2 Disease Target
K21 Programmed Cell Death Ligand-1

Programmed cell death protein-1, PD-L1, and PD-L2 are part of a complex system of
receptors and higands that control T cell activation. Programmed death-higand 1 expression
helps tumours evade detection and elinmination by the immune system (Chen and Mellman,
2013, Juneja et al, 2017, Keir et al, 2008, Ohaegbulam et al, 2015). The binding of PD-L1 to
PD-1 on activated T cells delivers an mhibitory signal preventing T cells from killing tarpet
tumour cells (Ohaegbulam et al, 2015, Okazaki et al, 2013, Pardoll, 2012, Wu et al, 2020, Yu
et al 2009

Yu X, Harden K, Gonzalez LC, Frencesco M, Chiang E, Irving B, et al. The surface protein
TIGIT suppresses T cell activation by promoting the generation of mature immunoregulatory
dendritic cells. Nat Immunol. 2009;10(1):48-57.

Zou and Chen, 2008, Zou et al, 2016).

K22 CD73

Adenosine 1s a regulatory autocrine and paracrine factor that accumulates in the tumour
microenvironment, influencing immune activity, angiogenesis, and metastasis. Upon apoptotic
or necrotic cell death, tumour cells release ATP into the extracellular space. Adenosine
triphosphate has been shown to lead to a pro-inflammatory response. To prevent an immune
overactivation, tissues express CD39 and CD73 to enzymatically convert ATP to adenosine,
which induces a localised immunosuppressive response through multiple immune cell types.
One mechanism by which tumours may have evolved to evade the immune system 1s via
overexpression of CD73. Overexpression of CD73 has been associated with poor prognosis in
mulfiple cancer types (Inoue et al, 2017, Turcotte et al, 2015, Vijayan et al, 2017). Notably,
high CD73 expression n NSCLC was associated with poor OS and recurrence-free survival in
a multivariate analysis (Inoue et al, 2017). It 1s hypothesised that blocking CD73 activity will
reduce adenosime production, thus augmenting host and/or immunotherapy response to
tumour.

K3 Background for Study Interventions used in Arm 1: Durvalumab
and Oleclumab

K3l Durvalumab

Durvalumab 1s a human mAb of the IgG kappa subclass that blocks the interaction of PD-L1
(but not PD-L2) with PD 1 on T cells and CD80 (B7.1) on immune cells. It 1s being developed
by AstraZeneca for use in the treatment of cancer. Blockade of PD-L1/PD 1 and PD-L1/CD80
mteractions releases the inhibition of immune responses, including those that may result in
tumour elnunation.
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Durvalumab (Imfinzi®) has been approved in the US and EU to treat unresectable Stage ITI
NSCLC, and extensive-stage small cell lung cancer in combination with etoposide and either
carboplatin or cisplatin in first-line treatment. Durvalumab in combination with tremelimumab
and platmum-doublet chemotherapy 1s approved by the FDA for treatment of patients with
metastatic NSCLC. Refer to the durvalumab IB and to the package insert (or label) for your

specific country, as applicable.

K32 Oleclumab

Oleclumab (MEDI9447) 1s a human IgG1 lambda mADb that selectively binds to CD73 and
mhibits enzyme activity, as well as leads to a reduction in CD73 expression through
mternalisation, thus contributing to decreased adenosine production (Geoghegan et al, 2016,
Hay et al, 2016). It contains a triple mutation in the heavy chain constant region for reduced
effector function. Decreased adenosine production by binding of oleclumab to CD73 may lead
to increased antitumour immunity. Refer to the current oleclumab IB for a complete summary
of preclimical and chinical information including safety, efficacy, and PK.

K4 Rationale for Combining Durvalumab with Chemotherapy and
Oleclumab

The NeoCOAST study (NCT03794544) evaluated one cycle of durvalumab alone or in
combination with oleclumab or monalizumab as neoadjuvant treatment in patients with
resectable, early-stage NSCLC. Sixty-eight patients were enrolled. Major pathological
response was demonstrated 1 3 of 27 (11.1%), 4 of 21 (19.0%), and 6 of 20 (30.0%) patients,
n the durvalumab monotherapy, durvalumab + oleclumab, and durvalumab + monalizumab
arms, respectively. Pathological complete response was aclieved m 1 (3.7%), 2 (9.5%), and

2 (10.0%) patients, in the durvalumab monotherapy, durvalumab + oleclumab, and
durvalumab + monalizumab arms, respectively. Grade = 3 TEAEs occurred 1 5 (19.2%),

3 (14.3%), and 2 (10.0%) patients, in the durvalumab monotherapy, durvalumab + oleclumab,
and durvalumab + monalizumab arms, respectively. Grade = 3 TRAESs occurred 1 1 (4.8%)
patient in the durvalumab + oleclumab arm_ One patient each expenienced a serious TRAE in
the durvalumab arm (immune-mediated arthritis) and durvalumab + oleclumab arm (diabetic
ketoacidosis). One patient each experienced a TEAE leading to treatment discontinuation in
the durvalumab + oleclumab arm (4.8%) and durvalumab + monalizumab arm (5.0%). The
most common TEAE in all arms was fatigue and the most common TRAEs were fatigue
(11.5%), asthema (14.3%), fatigue and pruritus (each 10.0%), in the durvalumab monotherapy,
durvalumab + oleclumab, and durvalumab + monalizumab, respectively (Cascone et al, 2022)_
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K3 Justification for Dose for Study Interventions Used in Arm 1:
Durvalumab and Oleclumab

K51 Durvalumab

This study will utilise durvalumab (1500 mg Q3W) for 4 cycles prior to surgery, followed by
durvalumab (1500 mg Q4W) for an additional 12 cycles after surgery.

Rationale for proposed 3 weeks fixed dosing pre-surgery:

The proposed dosing schedule 1s aligned with the standard fixed dosing of 1500 mg
durvalumab for 4 cycles, which 1s supported by efficacy and safety as well as tolerability data
across multiple studies i multiple tumour types. The 1500 mg Q3W for the first 4 cycles
(prior to surgery) 1s selected to conform to the platinum doublet chemotherapy schedule in the
study. Based on simulated durvalumab PK profiles, the overall distribution of durvalumab
exposure at 1120 mg Q3W was expected to be consistent with the predicted levels at 1500 mg
Q4W. Although predicted exposures of 1500 mg Q3W were predicted to be shightly higher
compared to 1120 mg Q3 W, the relative increase in dose density of durvalumab (1e, 1500 mg
Q3W mstead of Q4W or 1120 mg Q3W) 1s supported by the fact that durvalumab has a flat
exposure-response (safety) relationship with chinically used dose levels, and PK modelling
reveals no climcally meaningful differences in drug levels.

Rationale for proposed 4 weeks fixed dosing post-surgery:

Durvalumab dosing regimen of 1500 mg Q4W 1s the approved dosing regimen in different
mdications including unresectable Stage INII NSCLC.

For additional details on the nonclimical and clinical data that informed durvalumab dose
selection, see the durvalumab IB.

K52 Oleclumab

The selected dose for oleclumab 1n this study 1s 3000 mg Q3W for 4 cycles prior to surgery,
followed by 3000 mg Q4W for an additional 12 cycles post-surgery.

The safety and efficacy of the oleclumab dose of 3000 mg Q2W for 4 doses, followed by
3000 mg Q4W, in combination with durvalumab, with or without chemotherapy has been
demonstrated 1n multiple ongoimng chinical studies. This dose was selected based on available
clhimical safety, tolerability, efficacy and PK data from the Phase I Study D6070C00001. In this
study, oleclumab doses of 5, 10, 20, and 40 mg/kg Q2W were examined both as a
monotherapy and in combination with durvalumab 10 mg/kg Q2W. Oleclumab was well
tolerated and there were no observed DLTs either as monotherapy or in combination with
durvalumab. The oleclumab 40 mg/kg Q2W dose (equivalent to the oleclumab 3000 mg Q2W
fixed dose for a 75 kg individual) was selected for evaluation with durvalumab 10 mg/kg
Q2W m the dose expansion phase of that study.
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The loading dose of 3000 mg Q2W for 4 doses was chosen with the intent to achieve
exposures for the initial 70 days simular to those observed at 40 mg/kg Q2W dose in Study
D6070C00001 where clinical activity has been observed and CD73 1s expected to have been
mhibited maximally. Subsequently, a Q4W schedule at 3000 mg 1s predicted to result in a
trough concentration that 1s above the estimated CD73 saturating concentration, 1e, 1s able to
maintain optimal CD73 saturation throughout the dosing interval at steady state.

To conform to the platmum doublet chemotherapy schedule, 3000 mg Q3W, a dose that will
generate exposure in between that of 3000 mg Q2W and 3000 mg Q4W, 1s selected as the
dose for oleclumab in neo-adjuvant setting. After the surgery, the dose will be 3000 mg Q4W.

For additional details on the nonclinical and climcal data that informed oleclumab dose
selection, see the oleclumab IB.
K6é6 Study Intervention

Ké6.1 Treatment Regimen
Patients will receive treatment as shown below.

Adjuvant
Neoadjuvant treatment/Pre-Surgery (4 cycles) treatment/Post-Surgery
(1 year)
Oleclumab + durvalumab + platinum doublet
Arm1 Oleclumab + durvalb
chemotherapy (Q3W) QW)

No specific premedication 1s required for durvalumab or oleclumab.

Premedication for chemotherapy should be adnunistered according to the local label and
guidelmes. Details of any premedication or concomitant medication given to manage or
prevent AEs should be recorded on the eCRF.

A physician must be present at the site or immediately available to respond to emergencies
duning all adnumistrations of study mterventions. Fully functional resuscitation facilities
should be available.

K6.2 Storage of Investigational Products

Oleclumab and durvalumab wvials are stored at 2°C to 8°C (36°F to 46°F) and must not be
frozen. The investigator, or an approved representative (eg, pharmacist), will ensure that all
study interventions are stored in a secured area and in accordance with applicable regulatory
requirements. A temperature log will be used to record the temperature of the storage area.
Temperature excursions outside the pernussible range listed in the clinical supply packaging
are to be reported to the monitor upon detection. A calibrated temperature-monitoring device

CONFIDENTIAL AND PROPRIETARY 185 of 349



Clinical Study Protocol - 8.0 AstraZeneca
Durvalumab, Oleclumab, Monalizumab, Volmstomig (MEDIS752), Dato-DXd, AZD0171, Rilvegostomig -
Do0T77C00001

will be used to record the temperature conditions in the drug storage facility. Storage
conditions stated in the IB may be superseded by the label storage.

Study interventions must be kept in oniginal packaging until time of preparation to prevent
prolonged light exposure.

K6.3 Investigational Product Preparation and Administration

K6.3.1  Preparation

Each wial selected for dose preparation should be inspected. If there are any defects noted with
the Investigational Product, the investigator and site momitor should be notified immediately.

The use of elastomeric pumps and pneumatic tube transport with oleclumab and durvalumab
and have not been studied, and AstraZeneca must be contacted prior to potential usage.

Doses of oleclumab and durvalumab for admimistration must be prepared by the Investigator’s
or site’s designated investigational product manager using aseptic techmque in comphiance
with local regulations and site requirements.

The total time from needle puncture of the oleclumab and durvalumab vial to the start of
adnunistration must not exceed 24 hours.Of this time, not more than 4 hours may be at room
temperature, with the remaining time at 2°C to 8°C (36°F to 46°F), otherwise a new dose must
be prepared from new wials.

Oleclumab and durvalumab vials do not contain preservatives; any unused portion of the vial
must be discarded immediately after use.

Oleclumab doses will be prepared using an IV bag containing 0.9% sodium chlonde for
mjection.

Durvalumab doses will be prepared using an IV bag containing 0.9% sodium chlonde for
mjection or 5% dextrose for mjection.

Refer to the Pharmacy Manual for detailed information about preparation of oleclumab and
durvalumab.

K6.3.2 Administration

Oleclumab and durvalumab infusions are to be administered through an IV adnunistration set
with a 0.2- or 0.22-pum filter; acceptable configurations include an IV set contaimning an in-line
filter or the attachment of a separate filter to the distal end of the IV tubing_

The oleclumab and durvalumab infusion time 1s 1 hour + 10 minutes; however, if there are
mterruptions, the total allowed time must not exceed 8 hours with the infusion bag kept at
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room temperature, otherwise a new dose must be prepared from new wials.
Do not co-administer other drugs through the same infusion line.

The IV line will be flushed with a volume equal to the IV line volume, according to local
practices, to ensure the full dose 1s adninistered. Infusion time does not include the final flush
fime.

K7 Adverse Events of Special Interest Associated with Oleclumab

Cardiac Chest Pain, Transient Ischemic Attack, and Thromboembaolism

Adverse events of cardiac chest pain, transient 1schaemuc attack, and thromboembolism are of
special mterest due to oleclumab potential risks of arterial 1schemic disorder, and thrombosis.
Because of this potential risk, potential patients with a history of myocardial infarction or any
other arterial thrombotic event within 6 months before study enrolment are not eligible (see
Section 5.2). These events require urgent medical management, which should be performed
according to consensus guidelines developed by the American Heart Association or
appropriate local SoC.

Oedema

Oedema (eg, pulmonary or peripheral) 1s regarded as an AESI due to oleclumab potential risks
of increased microvascular permeability. For patients who develop = Grade 2 pulmonary
oedema or = Grade 3 peripheral cedema after treatment with durvalumab plus oleclumab,
doses of the agent causing the AE should be omutted (TMGs, Section 8.3.15) and may be
discontinued at the discretion of the Investigator.
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Appendix . Arm 2: Monalizumab + Durvalumab + Platinum Doublet

Therapy (Neoadjuvant Treatment) Followed by
Monalizumab + Durvalumab (Adjuvant Treatment)

This appendix provides information for patients randomused to Arm 2.
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L1 Schedule of Activities
Table L20 Schedule of Activities for Neoadjuvant Treatment for Patients Randomised to Arm 2
Cl c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1t gq21d + 3 days® of study Appendix
interventions
Study procedures
Physical examination (full) X Section 82.2
Targeted physical examination . . L .
(based on symptoms) X X X Section 82.2
Vital sigms © X X X X Section 82.3
ECHOMUGA As climically indicated Section 82.5
ECGH As clinically indicated X Section 8.2 4
Concomitant medications X X X X Section 6.5
Contrast-enhanced CT/MEI X Section 6.1.3
scan of the chest and abdomen CT onlv at X and
(incinding adrensl plands) and ( p s
PET scan ycle 2) '
Pulmonary fimction testing £ L .
and cardiac nisk assessment X Section 8.2.7
. . - Section 5 and
Eligibility criteria X (pre-surgery conditions) Section 6.1.3
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Cl c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1b q2ld + 3 days*® of study Appendix
interventions
Laboratory assessments
Clinical chemistry # Xe X X X Section 8.2.1
Cortisol # X Section 8.2.1
Haematology & Xk X X X Section 8.2.1
aPTT and INE As climically indicated X Section 8.2.1
TSH (reflex free T3 or Total . .
) i 4 4 ' 2
T3, or free T4): X X X Section 8.2.1
Urnmnalysis As climically indicated Section 8.2.1
Hepatitis B and C As climically indicated Section 8.2.1
Pregnancy test & X X X X Section 8.2.1
Pharmacokinetics
X X (C4)
Ducvahmnsh PK ! (pre-dose) X (pre-dose) Section £.5.1
urvalumal sample X (pre-dose) X (C4) ection .5.
(post-dose) (post-dose)
X X (C4)
-di X d
Monalimumab PE sample ! (pre-dose) {PI_E_ ose) Section 8.3.1
X (pre-dose) X (ChH
(post-dose) (post-dose)
Monitoring
WHO/ECOG performance X X X X Section 8.2.6
status
AE/SAE assessment X X X Section 8.3
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Cl c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1b q2ld + 3 days*® of study Appendix
interventions
Pre-treatment medication
Folic acid/vitamin B12 = Continue in line with local practice Section 6.1.1
Study interventions administration ®
Monalizumab ® X X X Section 6.1.1
Durvalumab X X X Section 6.1.1
Chemotherapy? X X X Section 6.1.1
Other assessments and assays
Durvalumab immunogenicity
gsses.smmt (ADA sa.mpll..ug to (CH Section £ 5.2
identify ADA responses in (pre-dose) (pre-dose) (pre-dose)
patient circulation]) !
MMT:EDTmaglm:@f X X X (C4) Gection s 5
assessmen sampling to ection 8.3.
identify ADA responses)’ (pre-dose) (pre-dose) (pre-dose)
ctDNA! X X X X SETgn ?st
(pre-dose) (pre-dose) (pre-dose) an 8 ; cl .
Mandatory tomour and lymph X 5ecn;:-:1d3.6.1
nodes specimen Section 8.6.2
J X X
Whole blood gCCl X Section 8.6.3
Expression (pre-dose) (pre-dose)
Serum samples for circulating X X _

X Section 8.6.3
soluble factors! (pre-dose) (pre-dose) echon
Plasma samples for circulating X X _

X Section 8.6.3
soluble factors! (pre-dose) (pre-dose) echon
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Cl c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last [?IJSE Section or
Day 1b q2ld + 3 days*® of study Appendix
interventions
J X
Whole blood | Section 8.6.3
analyses (pre-dose)
X X .
Wheole blood for PEMC ! X Section 8.6.3
(pre-dose) (pre-dose)
[ESI 1uitiative optional, Section 8.7.2
efxplumtory- blood X and
sample 1 Appendiz D
Efficacy evaluation
mPR and pCR determined by X Section 8.1
central pathology review
EECIST 1.1 tumour i i . Section 8.1.1
asses < on CT and/or A BRECIST 1.1 tumour assessment is pe:rfn.mid aftﬂ; Cycle 2 and upon completion of the neoadjuvant and
Tiod, prior to surgery.
MET scans pe P 24 Appendix F

a
b

mmoFh M R A

Subsequent time between 2 consecutive doses cannot be less than 21 days, based on the half-life of durvalumab and monalizumab.

Every effort should be made to minimise the time between randomisation and starting treatment (ie, within 1 day and not more than 3 days of
randomisation).

Body weight is recorded at each wisit along with vital signs.

Any clinically significant abnormalities detected require triplicate ECG results.

A CT and PET scan should be performed pre-surgery.

Pulmonary function testing may be repeated at Investigator’s or surgeon’s discretion prior to surgery to inform fitness for surgery.

Serum or plasma clinical chemisiry (including LFT monitoring) and haematology may be performed more frequently based on the local clinical practice or
the Investigator’s discrefion, or if clinically mdicated. Results for LFTs, electrolytes, full blood count, and creafinine nmst be available before commencing
an infission (within 3 days) and reviewed by the treating physician or Investigator prior to dosing. Corfisol testing should be performed at the pre surgical
visit.

If screening clinical chemistry and haematology assessments are performed within 3 days prior to Day 1 (first infusion day), they do not need to be repeated
onDay 1.

Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AFE related to the endocrine system.

If TSH is measured within 14 days prior to Day 1 (first infusion day), it does not need to be repeated on Day 1.
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q

For women of childbearing potential only. A urine or serum pregnancy test is acceptable. Women of childbearing potential are required to have a pregnancy
test within 3 days prior to the first dose of study interventions and then Q3W prior to study interventions. Pregnancy test may occur on Day 1, but results
must be available and reviewed by the treating physician or Investigator prior to commencing an infiision.

Pre-dose collection: within 60 minutes prior to administration of any study intervention. Post-dose collection (durvalumab, monalizumab): end-of-infusion
collection to be taken within 5 hours after the end of the respective study interventions infusion.

To be administered in line with local practice for patients with non-squamouns fumours who will receive pemetrexed.

The following sequence should be used for treatment administration in days when all or more than one agent is administered: Monalizumab > durvalumab =
platinum doublet chemotherapy.

Monalizumab will be administered at 1500 mg IV, Day 1 of each 21-day cycle. Refer to Section 8.3.15 for TMGs.

Platinum doublet chemotherapy (Investigator's choice of one of the regimens listed in Section 6.1.1).

The sample for research will be obtained on Day 1 pre-dose (at or after randomisation). If, for any reason, the sample is not drawn on Day 1. it may
be taken at any wisit unfil the last sudy visit. Only 1 sample should be collected per patient for analysis during the study.

Note: Each cycle during the nepadjuvant treatment is 21 days (3 weeks) in duration, unless dosing n to be held for toxicity reasons.

Note: All assessments on treatment days are to be performed prior to infusion, unless otherwise indicated.

Note: Surgery is expected within 40 days from the last dose of study interventions. Cases where surgery cannot be completed within 40 days from the last dose of
study interventions should be discussed with the Study Physician.

Abbreviations: ADA: Anti-drug antibody, AE: Adverse event; aPTT: Activated partial thromboplastin time; C: Cycle; CSP: Clinical study protocol; CT:
Computed tomography; ctDNA: Circulating tumour DNA; DNA- Deoxyribonucleic acid; ECG Electrocardiogram; ECHO: Echocardiogram; ECOG: Eastern
Cooperative Oncology Group; INR- International normalised ratio; IV: Intravenous; LFT: Liver function test; mPR- Major pathological response; MRI- Magnetic
resonance imaging: MUGA: multigated acquisition scans; PBMC: Peripheral blood mononuclear cells; pCR: Pathological complete response; PD-1.1:
Programmed cell death ligand-1; PET: Positron emission tomography; PE: Pharmacokinetic(s); q21d: Every 21 days; Q3W: Every 3 weeks; RECIST: Response
Evahation Criteria in Solid Tumours; SAE: Serious adverse event; T3: Triiodothyronine; T4: Thyroxine; TMGs: Toxicity management guidelines; TSH-
Thyroid-stimulating hormone; WHO: World Health Organisation
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Table L21 Schedule of Activities for Adjuvant Treatment for Patients Randomised to Arm 2
Post-surgery,
rier to
Etarﬁ.ng c « oL For details, see
freatment CSP Section or
Week Within 0 14 Q4W = 3 days Appendix
10 weeks of
Day surgery * 1 pLUER q28d = 3 days
Study procedures
Physical examination (full) X Section .22
;%E;y;ical examination (based X X Section §.2.2
Vital signs X X X Section 82.3
ECHOMUGA As clinically indicated Section 8.2.5
ECG* X As clinically indicated Section 8.2.4
Concomitant medications X X X X Section 6.5
Post-surgery conditions X Section 6.1.3
Laboratory assessments
Clinical chemistry ¢ x4t x4 x4t Section 8.2.1
Haematology ¢ x4d x4 x4d Section 8.2.1
aPTT and INE. As clinically indicated Section 8.2.1
E:I;Eiiex free T3 or Total T3, or X X X Section 821
Unnalysis X As clinically indicated Section 8.2.1
Hepatitis B and C As clinically indicated Section 8.2.1
Pregnancy test £ X X X Section 8.2.1
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Post-surgery,
prior to
. Cl C2 C3 o C12
starting For details, see
freatment CSP Section or
Week Within 0 14 Q4W = 3 days Appendix
10 weeks of
Day surgery * 1 103 q28d £ 3 days
Pharmacokinetics
X
(pre-d X X (C4
Durvalumab PK sample & ose) S Section 8.5.1
X (pre-dose) (pre-dose)
(post-dose)
X
(pre-d X X (C4, C8 and C12
Monsliznmab P sample 5 ose) (. ) Section 8.5.1
X (pre-dose) (pre-dose)
(post-dose)
Monitoring
WHO/ECOG performance status X X X Section 8.2.6
AF/SAF assessment Xt X X X Section 8.3
Study interventions administration
Monalimimab i X X X Section §.1.1
Durvalumab X X X Section 6.1.1
Other assessments and assays
Dmﬂmﬁ@a ng‘hi:giti identify X X ¥ (C4 and C12) Section 8.5.2
assessmen samp I ection 8.3.
ADA responses in patient circulation) & (pre-dose) (pre-dose) (pre-dose)
Monalizumab mmunogenicity .
X X X (C4, C8 and C12
assessment (ADA sampling to identify . ) Section 8.5.2
ADA responses) # (pre-dose) (pre-dose) (pre-dose)
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Post-surgery,
prior to
. Cl C2 C3 o C12
starting For details, see
freatment CSP Section or
Week Within 0 1 Q4W = 3 days Appendix
10 weeks of
Day surgery * 1 103 q28d £ 3 days
X X X i
DNA & SE{!tI.D:I.l 2.6.3 and
(pre-dose) (pre-dose) (pre-dose) Section 8.7.1
Serum samples for circulating soluble X ). Section 8.6.3
factors ® (pre-dose) (pre-dose) -
Plasma samples for circulating soluble X ). Section 8.6.3
factors & (pre-dose) (pre-dose) o
X
Wheole blood for PBMCs = ). Section 8.6.3
(pre-dose) (pre-dose)
. . . Section 8.6.1 and
k
Optional tumour biopsy specimen X Section 8.6.4
Efficacy evaluation
Follow-up scans are acquired Q12W = 1 week (relative to the date of surgery) until week 48;
Q24W=2 weeks (relative to the date of surgery) until week 192 (approximately 4 years); and
then Q48W = 2 weeks (relative to the date of surgery) thereafter until RECIST 1.1-defined Sect;
tumo tion 2.1.1 and
RECIST 1.1 T assessments Xti= radiclogical PD, consent withdrawal, death, or study completion as determined by Sponsor. senen .

{adjuvant period and beyond)

This on-stady schedule MUST be followed regardless of any delays in dosing and regardless
of tumour margins. These follow-up scans will use the original necadjuvant screening scan as
a baseline scan for EECIST 1.1 assessments.

Appendix F

Patients will start treatment as soon as clinically feasible and within 10 weeks from surgery (except for patients receiving PORT, which must be started

within 8 weeks after surgery).

Body weight is recorded at each wisit along with vital signs.

Any clinically significant abnormalities detected require triplicate ECG results.
Samples for laboratory assessment (serum or plasma clinical chemistry [including LFT monitoring] and haematology) may be obtained more frequently
based on the local clinical practice or the Investigator’'s discretion. Results for LFTs, electrolytes, full blood count, and creatinine mmst be available before
commencing an infusion (within 3 days) and reviewed by the treating physician or Investigator prior to dosing.
Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AF related to the endocrine system.
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f  For women of childbearing potential only. A urine or serum pregnancy test is acceptable. Women of childbearing potential are required to have a pregnancy
test within 3 days prior to the first dose of study intervention and then Q4'W prior to study inferventions administration Pregnancy test may occur on Day 1,
but results must be available and reviewed by the treating physician or Investigator prior to commencing an infusion.

£ Pre-dose collection: within 60 minutes prior to administration of any study intervention. Post dose collection (durvalumab and monalirnmab):
end-of-infusion collection to be performed within 5 hours after the end of the respective study interventions infirsion.

L Must include all AFs that occur after surgery regardless of decision to start adjuvant treatment.

i The following sequence should be used for treatment administration in days when more than one agent is administered: Monalizumab > durvalimab.

i Monalizumab will be administered at 1500 mg IV, Day 1 of each 28-day cycle, unless dosing needs to be held for toxicity reasons.

¥ Itis strongly recommended/encouraged to collect additional tumour biopsies, if they become available at disease progression or unscheduled procedures
durning the study.

! A first post-surgical CT/MRI scan of the chest and abdomen (including the enfire liver and both adrenals) nmst be acquired 5 weeks = 2 weeks after surgery
and prior to, but as close as possible to, the start of adjuvant treatment. This scan is used to determine eligibility to receive adjuvant treatment.

® A pew primary malignancy confirmed by pathology is not considered an FFS or DFS event.

Note: All assessments on treatment days are to be performed prior to infusion, unless otherwise mdicated.

Note: Patients should be able to start study interventions following surgery as soon as clinically feasible (unless PORT is given) and within 10 weeks from

SULZery.

Abbreviations: ADA- Anti-dmg antibody; AE: Adverse event; aPTT: Activated partial thromboplastin time; C: Cycle; CSP: Clinical study protocol; CT:

Computed tomography; ctDNA: Circulating tumour DFS: disease-free survival, DNA; DNA: Deoxyribomucleic acid; ECHO: Echocardiogram; ECG:

Flectrocardiogram: ECOG: Eastern Cooperative Oncology Group; EFS: Event-free survival; INR: International normalised ratio; IV: Intravenous; LFT: Liver

function test; MUGA - multigated acquisition scans; MRI- Magnetic resonance imaging; PBMC: Peripheral blood mononuclear cells; PD: Progression of disease;

PE: Pharmacokinetic(s); PORT: Post operative radiation therapy; Q12W: Every 12 weeks; Q24W: Every 24 weeks; q28d: Every 28 days; Q4W: Every 4 weeks;

RECIST: Response Evaluation Criteria in Solid Tumours; SAE: Serious adverse event; T3: Triiodothyronine; T4: Thyroxine; TSH: Thyroid-stinmlating

hormone; WHO: World Health Organisation.
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L2 Disease Target
L21 Programmed Cell Death Ligand-1

Programmed cell death protein-1, PD-L1, and PD-L2 are part of a complex system of
receptors and higands that control T cell activation. Programmed death-higand 1 expression
helps tumours evade detection and elinmination by the immune system (Chen and Mellman,
2013, Juneja et al, 2017, Keir et al, 2008, Ohaegbulam et al, 2015). The binding of PD-L1 to
PD-1 on activated T cells delivers an mhibitory signal preventing T cells from killing tarpet
tumour cells (Ohaegbulam et al, 2015, Okazaki et al, 2013, Pardoll, 2012, Wu et al, 2020, Yu
et al 2009

Yu X, Harden K, Gonzalez LC, Frencesco M, Chiang E, Irving B, et al. The surface protein
TIGIT suppresses T cell activation by promoting the generation of mature immunoregulatory
dendritic cells. Nat Immunol. 2009;10(1):48-57.

Zou and Chen, 2008, Zou et al, 2016).

L22 NKG2a

Major histocompatibility complex E 1s a non-classical major histocompatibility complex class
I molecule, over-expressed by malignant cells in a variety of tumour types. Major
histocompatibility complex E can present antigens to the CD94/NKG2a receptors on the
surface of some types of lymphocytes. Activation of CD94/NKG2a receptors induces
mhibitory signals that suppress cytokine secretion and direct cytotoxicity of cytotoxic

T Iymphocytes or NK cells against stressed, infected, or “transformed™ cells. Such activity has
been described as a possible mechanism 1n immune escape of cancer cells (Awad et al, 2023

Awad MM, Forde PM, Girard N, Spicer JD, Wang C, S. Lu S, et al. Neoadjuvant mvolumab
(N) + ipithmumab (I) vs chemotherapy (C) in the phase ITI CheckMate 816 trial. Annals of
Oncology. 2023;34(2):731.

Available at: https://doi.org/10.1016/j.annonc.2023.09.739.

Bai et al, 2020, Bradbury et al, 2017, Braud et al, 1998). Conversely, the blockade of
CD94/NEK.G?2a by an antagonist mAb restores the response of NK cells, enhancing notably
their cytotoxicity against tumour cells expressing HLA-E.

L3 Background for Study Interventions Used in Arm 2: Durvalumab
and Monalizumab
L31 Durvalumab

Durvalumab 1s a human mAb of the IgG kappa subclass that blocks the interaction of PD-L1
(but not PD-L2) with PD 1 on T cells and CD80 (B7.1) on immune cells. It 1s being developed
by AstraZeneca for use in the treatment of cancer. Blockade of PD-L1/PD 1 and PD-L1/CD80
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mteractions releases the inhibition of immune responses, including those that may result in
tumour elnunation.

Durvalumab (Imfinzi®) has been approved in the US and EU to treat unresectable Stage ITI
NSCLC, and extensive-stage small cell lung cancer in combination with etoposide and erther
carboplatin or cisplatin in first-line treatment. Durvalumab in combination with tremelimumab
and platmum-doublet chemotherapy 1s approved by the FDA for treatment of patients with
metastatic NSCLC. Refer to the durvalumab IB and to the package insert (or label) for your

specific country, as applicable.

L32 Monalizumab

Monalizumab (IPH2201) 1s a humanised mAb of the IgG-4 subtype produced in Chinese
hamster ovary cells. It has a non-depleting and purely blocking activity directed with high
affimty and specificity against the NKG2a subunit of the heterodimernic inhibitory
CD94/NEK.G?2a receptor expressed by subsets of NK cells, activated af CD8+ T cells and

70 T cells. By suppressing the mhibitory signal transduced by CD94/NKG2a, monalizumab
enhances the antitumour functions, including cytolytic activity of these immune effector cells.
Refer to the current monalizumab IB for a complete summary of prechinical and clinical
mformation mcluding safety, efficacy, and PE.

L4 Rationale for Combining Durvalumab with Chemotherapy and
Monalizumab

The NeoCOAST study (NCT03794544) evaluated one cycle of durvalumab alone or in
combination with oleclumab or monalizumab as neoadjuvant treatment in patients with
resectable, early-stage NSCLC. Sixty-eight patients were enrolled. Major pathological
response was demonstrated 1 3 of 27 (11.1%), 4 of 21 (19.0%), and 6 of 20 (30.0%) patients,
n the durvalumab monotherapy, durvalumab + oleclumab, and durvalumab + monalizumab
arms, respectively. Pathological complete response was aclieved i 1 (3.7%), 2 (9.5%), and

2 (10.0%) patients, in the durvalumab monotherapy, durvalumab + oleclumab, and
durvalumab + monalizumab arms, respectively. Grade = 3 TEAEs occurred 1 5 (19.2%),

3 (14.3%), and 2 (10.0%) patients, in the durvalumab monotherapy, durvalumab + oleclumab,
and durvalumab + monalizumab arms, respectively. Grade = 3 TRAESs occurred 1n 1 (4.8%)
patient in the durvalumab + oleclumab arm_ One patient each expenienced a serious TRAE in
the durvalumab arm (immune-mediated arthritis) and durvalumab + oleclumab arm (diabetic
ketoacidosis). One patient each experienced a TEAE leading to treatment discontinuation in
the durvalumab + oleclumab arm (4.8%) and durvalumab + monalizumab arm (5.0%). The
most common TEAE in all arms was fatigue and the most common TRAEs were fatigue
(11.5%), asthema (14.3%), fatigue and pruritus (each 10.0%), in the durvalumab monotherapy,
durvalumab + oleclumab, and durvalumab + monalizumab, respectively (Cascone et al, 2022)_
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LS Justification for Dose for Study Interventions Used in Arm 2
L51 Durvalumab

This study will utilise durvalumab (1500 mg Q3W) for 4 cycles prior to surgery, followed by
durvalumab (1500 mg Q4W) for an additional 12 cycles after surgery.

Rationale for proposed 3 weeks fixed dosing pre-surgery:

The proposed dosing schedule 1s aligned with the standard fixed dosing of 1500 mg
durvalumab for 4 cycles, which 1s supported by efficacy and safety as well as tolerability data
across multiple studies i multiple tumour types. The 1500 mg Q3W for the first 4 cycles
(prior to surgery) 1s selected to conform to the platinum doublet chemotherapy schedule in the
study. Based on simulated durvalumab PK profiles, the overall distribution of durvalumab
exposure at 1120 mg Q3W was expected to be consistent with the predicted levels at

1500 mg Q4W. Although predicted exposures of 1500 mg Q3W were predicted to be slightly
higher compared to 1120 mg Q3W, the relative increase in dose density of durvalumab

(1e, 1500 mg Q3W instead of Q4W or 1120 mg Q3W) 1s supported by the fact that
durvalumab has a flat exposure-response (safety) relationship with climecally used dose levels,
and PK modelling reveals no climcally meaningful differences in drug levels.

Rationale for proposed 4 weeks fixed dosing post-surgery:

Durvalumab dosing regimen of 1500 mg Q4W 1s the approved dosing regimen in different
mdications including unresectable Stage INII NSCLC.

For additional details on the nonclimical and clinical data that informed durvalumab dose
selection, see the durvalumab IB.

L52 Monalizumab

In the proposed study, monalizumab will be dosed, mn the neoadjuvant setting, at 1500 mg
Q3W m combination with durvalumab 1500 mg Q3W and platinum doublet chemotherapy for
4 cycles and, in the adjuvant setting, at 1500 mg Q4W in combination with durvalumab

1500 mg Q4W up to 12 cycles.

Monalizumab i combination with durvalumab 1s supported by the available clinical safety,
tolerability, efficacy, and PK data from the ongoing Phase I Study D419NC00001 in patients
with metastatic or recurrent solid tumours. In that study, monalizumab doses of 22 5, 75, 225,
and 750 mg Q2W and 750 mg Q4W were examined in combination with durvalumab

1500 mg Q4W. Monalizumab was well-tolerated 1n all dose escalation cohorts and no DLTs
were observed. The monalizumab 750 mg Q2W dose was 1dentified for evaluation with
durvalumab 1500 mg Q4W 1n the dose expansion phase of the study.

The safety of the combination of monalizumab (750 mg Q2W) and durvalumab (1500 mg
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Q4W) 1s further supported by data from the COAST study in patients with unresectable stage
T NSCLC. The combination treatment was well-tolerated, and no safety concerns were
highlighted. The treatment-related Grade > 3 rate was 27.9% with the combination compared
to 32.2% with durvalumab alone. Study intervention-related SAEs occurred m 6.6% of
patients with the combination vs 9.1% of patients with durvalumab, with discontinuations
occurring 1 13.1% vs 16.7% of patients.

The safety of the higher monalizumab dose (ie, [Billl mg) is based on study IPH2201-203
which evaluated durvalumab [l mg[8ll in combination with monalizumab and cetuximab
m patients with 1L recurrent or metastatic SCCHN. One study Arm enrn]_led.patients who
recerved monalizumab at a dose c-f- mg- In this cohort, a tolerable safety profile was
observed. Grade 3-4 freatment-emergent AEs occurred in.%_ Most frequently Grade 3-4
AFs were mcreased amylase and lipase .%)? dermatitis acneifarmisl%), diarthoea,
vomiting and dyspnoeal% each). No fatal events occurred 1n this treatment arm.

Pharmacokinetic simulations (n=- for each cohort) were conducted using the monalizumab
population PK model to predict and compare the PK exposure following . mg

n]g- - n]g- aﬂd- mg These simulations suggested that mg

would yield a similar AUC (Day 0-168) to mg- while the AUC o mg

15 predicted to be higher than that of the other regimens as expected. Predicted median
Cmax at steady state (Cmax ss, at month 6) following mg 15 oﬂly.% higher than
that nf- n]g- ancil% higher than that o mg The himited mcrease in
monalizumab exposure at mg- (proposed dosing regimen 1n neoadjuvant setting) 1s
not expected to affect the safety profile of monalizumab compared to the- mg -
dosing regimen that was showed to be tolerable in study IPH2201-203.

The PK simulations suggested that all regimen would maintain a trough concentration
(Ctrough) above the target concentration (2 pg/mL) in most of the patients, where nonlinear
clearance 1s expected to be fully saturated.

Taken together, available safety data and PK simulations support the use of monalizumab at a
dose of 1500 mg Q3W (neoadjuvant setting) and 1500 mg Q4W (adjuvant setting).

For additional details on the nonclinical and climcal data that informed monalizumab dose
selection, see the monalizumab IB.

L6 Study Intervention

L 6.1 Treatment Regimen
Patients will receive treatment as shown below.
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Adjuvant
Neoadjuvant treatment/Pre-Surgery (4 cycles) treatment/Post-Surgery
(1 year)
\rm 2 Monalizumab + durvalumab + platinum doublet Momnalizumab + durvalumab
o chemotherapy (Q3W) (Q4W)

No specific premedication 1s required for durvalumab or monalizumab.

Premedication for chemotherapy should be adnunistered according to the local label and
guidelmes. Details of any premedication or concomitant medication given to manage or
prevent AEs should be recorded on the eCRF.

A physician must be present at the site or immediately available to respond to emergencies
duning all adnumistrations of study mterventions. Fully functional resuscitation facilities
should be available.

L62 Storage of Investigational Products

Monalizumab and durvalumab wvials are stored at 2°C to 8°C (36°F to 46°F) and must not be
frozen. The investigator, or an approved representative (eg, pharmacist), will ensure that all
study interventions are stored in a secured area and in accordance with applicable regulatory
requirements. A temperature log will be used to record the temperature of the storage area.
Temperature excursions outside the permissible range listed i the clinical supply packaging
are to be reported to the monitor upon detection. A calibrated temperature-monitoring device
will be used to record the temperature conditions in the drug storage facility. Storage
conditions stated in the IB may be superseded by the label storage.

Study interventions must be kept in oniginal packaging until time of preparation to prevent
prolonged light exposure.

L63 Investigational Product Preparation and Administration

Monalizumab will be supplied by AstraZeneca as etther a lyophilised product or a hqmd
product. These dosage forms are clinically interchangeable; the end user adninistering the
product and the patient will not be aware of any differences in the dosage form presentation.

Refer to the Pharmacy Manual for more detailed information about the lyophilised or liqud
monalizumab product.

Preparation

Each wial selected for dose preparation should be inspected. If there are any defects noted with
the Investigational Product, the investigator and site momitor should be notified immediately.

The use of elastomeric pumps and pneumatic tube transport with monalizumab and
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durvalumab have not been studied, and AstraZeneca must be contacted prior to potential
usage.

Doses of monalizumab and durvalumab for adninistration must be prepared by the
Investigator’s or site’s designated investigational product manager using aseptic techmque in
compliance with local regulations and site requirements.

The total time from needle puncture of the monalizumab and durvalumab wial to the start of
adnunistration must not exceed 24 hours. Of this time, not more than 4 hours may be at room
temperature, with the remaining time at 2°C to 8°C (36°F to 46°F), otherwise a new dose must
be prepared from new wials.

Monalizumab and durvalumab vials do not contain preservatives; any unused portion of the
vial must be discarded immediately after use.

Monalizumab and durvalumab doses will be prepared using an IV bag containing 0.9%
sodium chlonde for injection or 5% dextrose for mjection.

Refer to the Pharmacy Manual for detailed information about preparation of monalizumab
(lyophilised and liquid product) and durvalumab.
L6.3.1 Administration

Monalizumab and durvalumab infusions are to be admimstered through an IV administration
set with a 0.2- or 0.22-pum filter; acceptable configurations include an IV set containing an
m-line filter or the attachment of a separate filter to the distal end of the I'V tubing_

The monalizumab and durvalumab infusion time 1s 1 hour + 10 minutes; however, if there are
mterruptions, the total allowed time must not exceed 8 hours with the infusion bag kept at
room temperature, otherwise a new dose must be prepared from new wials.

Do not co-adminmister other drugs through the same infusion line.

The IV line will be flushed with a volume equal to the IV line volume, according to local
practices, to ensure the full dose 1s adninistered. Infusion time does not include the final flush
fime.

L7 Adverse Events of Special Interest Associated with Monalizumab

There are no AESIs identified for monaliznumab.
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Appendix N Arm 4: Dato-DXd + Durvalumab + Single Agent Platinum

Chemotherapy (Neoadjuvant Treatment) Followed by
Durvalumab Alone (Adjuvant Treatment)

This appendix provides information for patients randonmused to Arm 4.
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N1 Schedule of Activities
Table N26 Schedule of Activities for Neoadjuvant Treatment for Patients Randomised to Arm 4
Cl1 c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1® q2ld + 3 days*® of study Appendix
interventions
Study procedures
Physical examination (full) X Section .22
Targeted physical examination . . L .
(based on symptoms) X X X Section 82.2
Oral lan © Daily oral care plan before Dato-DXd administration and Appendix
ralcarep maintained throughout Dato-DXd treatment N 6.1
Ophthalmologic assessment As chinically indicated Section 8.2.8
Vital signs * X | X X X Section 82.3
ECHOMUGA As clinically indicated Section 82.5
ECG® As chinically indicated X Section 8.2.4
Concomitant medications X X X X Section 6.5
Contrast-enhanced CT/MPEI .
X ecti
scan of the chest and abdomen X s 5ecn::dﬁ.l.3
(including adrenal glands) and (CT only at ) N
PET scan Cycle ) ection 8.
Pulmonary fimction testing B L .
and cardiac nisk assessment X Section 8.2.7
Eligibility critesia X (quoe-aarpery condifions) 22“;“’;:”;

CONFIDENTIAL AND PROPRIETARY 227 of 349




Clinical Study Protocol - 8.0
Durvalumab, Oleclumab, Monalizumab, Volrustomig (MEDIS752), Dato-DXd, AZD0171, Rilvegostomig - D9077C00001

AstraZeneca

Cl1 c2 | C3 and C4 Pre-surgical assessments Surgery .
Week 0 QIW +3days* Within 40 dayvs F::fdét;;kr
Day . (21443 days* Within 30 days before surgery of ﬂ:: :::ig““ 5:; ::;1.110;
interventions

Laboratory assessments
Clinical chemistry ! X X X X Section 8.2.1
Cortisol* X Section 8.2.1
Haematology i X X X Section 8.2.1
aPTT and INE. As chinically indicated X Section 8.2.1
giﬁ:ﬁ?ﬁ T3 or Total X! X X Section 8.2.1
Urnmnalysis As chinically indicated Section 8.2.1
Hepatitis B and C As chinically indicated Section 8.2.1
Pregnancy test ™ X X X X Section 8.2.1
Pharmacokinetics

X X (C4)
Durvalumsb PK sample® (pre-dose) X (pre-dose) Section 8.5.1

X (pre-dose) X (ChH

(post-dose) (post-dose)

X X (C4)

Dato-DXd PK sample * @m;’m} (Fmise} (F;“;ETJ Section 8.5.1
(post-dose) (post-dose)
Monitoring
:;i?mcoe performance X X X X Section 8.2.6
AE/SAE assessment ° X X X X Section 8.3
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Cl1 c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1® q2ld + 3 days*® of study Appendix
interventions
Pre-medication for Date-DXd
Antihistamines and
acetammophen with or L
without glucocorticoids. X Section 6.1.1
Prophylactic anti-emetics P
Study interventions administration 9
Dato-DXd * X X X Section 6.1.1
Durvalumab X X X Section 6.1.1
. . . Section 6.1.1
Chemotherapy X X X and Table 6
Other assessments and assays
Durvalumab immunogenicity
gsses.smmt (ADA sa.mpli..ug to X X X(C4) Section £.5.7
identify ADA responses in (pre-dose) (pre-dose) (pre-dose)
patient circulation)
Dato-DXd mmmagemc:.lty X X X (C4) . )
assessment (ADA sampling to Section 8.5.2
identify ADA responses) ® (pre-dose) (pre-dose) (pre-dose)
ctDNA= X X X X Sec:;n iﬁj
(pre-dose) (pre-dose) (pre-dose) an 8 ?ec ) on
Mandatory tomour and lymph X 5ecn::d3.6.1
nodes specimen Section 8.6.2
Whole blood fi X X
I CC! X Section 8.6.3
Expression ® (pre-dose) (pre-dose)
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Cl1 c2 | C3 and C4 Pre-surgical assessments Surgery
For details,
Week 0 QIW + 3 days * Within 40 davs see CSP
Within 30 days before surgery of the last ense Section or
Day 1® q2ld + 3 days*® of study Appendix
interventions
Serum samples for circulating X Section 8.6.3
soluble factors » (pre-dose) (pre-dose)
Plasma samples for circulating X Section 8.6.3
soluble factors® (pre-dose) (pre-dose)
Whole blood for [Rilll X Section 8.6.3
analyses ® (pre-dose)
Whole blood for PBMC = X Section 8.6.3
(pre-dose) (pre-dose)
B 1nitiative optional, Section §.7.2
expluratory- blood X and
sample t Appendiz D
Efficacy evaluation
mPE. and pCR. determined by :
central pathology review X Section 8.1
Section 8.1.1
RECIST 1.1 tumour A RECIST 1.1 tumour assessment is performed after Cycle 2 and upon completion of the necadjuvant ection
assessments on CT and/or riod, prior to and
MRI scans periof. prior o sirgen- Appendix F

*  Subsequent time between 2 consecutive doses cannot be less than 21 days, based on the half-life of durvalumab.

®  Every effort should be made to minimise the time between randomisation and starting treatment (ie, within 1 day and not more than 3 days of

randomisation).

¢ Asper mvestigator judgment, a dental evaluation before sudy intervention initiation and dental treatment if indicated, may reduce the nisk of local and
systemic infections from odontogenic sources. Participants will be provided an oral care plan prior to and during study treatment.

¢ Ophthalmologic assessments including

f  Any clinically significant abnormalities detected require triplicate ECG results.

visnal acuity testing, slit lamp examination intraocular pressure measurement, fundoscopy, and
fluorescein staining will be performed at screening by an ophthalmologist, or if unavailable, another licensed eye care provider. Please refer to the
Dato-DXd Ophthalmologic Assessment Manual for further details.
®  Body weight is recorded at each wisit along with vital signs.

& A CT and PET scan should be performed pre-surgery.
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h

i

Pulmonary function testing may be repeated at Investigator’s or surgeon’s discretion prior to surgery to mform fitness for surgery.

Serum or plasma clinical chemisiry (including LFT monitoring) and haematology may be performed more frequently based on the local clinical practice or
the Investigator’s discrefion, or if clinically mdicated. Results for LFTs, electrolytes, full blood count, and creatinine must be available before commencing
an infirsion (within 3 days) and reviewed by the treating physician or Investigator prior to dosing. Cortisol testing should be performed at the pre surgical
visit.

If screening clinical chemistry and haematology assessments are performed within 3 days prior to Day 1 (first infusion day), they do not need to be repeated
onDay 1.

Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AF related to the endocrine system.

If TSH is measured within 14 days prior to Day 1 (first infusion day), it does not need to be repeated on Day 1.

For women of childbearing potential only. A urine or serum pregnancy test is acceptable. Women of childbearing potential are required to have a pregnancy
test within 3 days prior to the first dose of study interventions and then within 3 days prior to subsequent study inferventions. Pregnancy test may occur on
Day 1, but results nmst be available and reviewed by the treating physician or Investigator prior to commencing an infiision.

Pre-dose collection: within 60 minutes prior to administration of any study intervention Post-dose collection (durvalumab, Dato-DXd): end-of-infusion
collection to be taken within 5 hours after the end of the respective study interventions infusion.

For AFs/SAFs reported duning screening, additional information such as medical history and concomitant medications may be needed.

Premedication is required prior fo any dose of Dato-DXd and mmst include antihistamines and anfipyretics, preferably acetaminophen with or without

ghicocorticoids to mitigate infiusion reaction. Additionally, prophylactic anti-emetics are recommended prior to Dato-DXd dosing and on subsequent
days.

The following sequence should be used for treatment administration in days when all or more than one agent is administered: Dato-DXd = durvalumab =
single agent platimim chemo

Dato-DXd will be administered atﬁmgf‘kgw (Q3W on Day 1 of each 21-day cycle Refer to Section 8.3.15 for TMGs.

Single agent platinum chemotherapy (physician choice of carboplatin or cisplatin).

The sample for research will be obtained on Day 1 pre-dose (at or after randomisation). If, for any reason, the sample is not drawn on Day 1, it may
be taken at any visit until the last study visit. Only 1 sample should be collected per patient for [l anatysis during the study.

Note: Each cycle during the neoadjuvant treatment is 21 days (3 weeks) in duration, unless dosing needs to be held for toxicity reasons.

Note: All assessments on treatment days are to be performed prior to infision unless otherwise indicated.

Note: Surgery is expected within 40 days from the last dose of study interventions. Cases where surgery cannot be completed within 40 days from the last dose of
study mterventions should be discussed with the Study Physician

Abbreviations: ADA: Anti-drug antibody, AE: Adverse event; aPTT: Activated partial thromboplastin time; C: Cycle; CSP: Clinical study protocol; CT:
Computed tomography; ctDNA: Circulating tumour DNA; DNA: Deoxyribonucleic acid; ECG Electrocardiogram; ECHO: Echocardiogram; ECOG: Eastern
Cooperative Oncology Group; INR- International normalised ratio; IV: Intravenous; LFT: Liver function test; mPR- Major pathological response; MEI: Magnetic
resonance imaging: MUGA: multigated acquisition scans; PBMC: Peripheral blood mononuclear cells; pCR: Pathological complete response; PET: Positron
emission tomography; PK- Pharmacokinefic(s); q21d: Every 21 days; Q3W: Every 3 weeks; RECIST: Response Evaluation Criteria in Solid Tumours; SAE:
Serious adverse event; T3: Triodothyronine; T4: Thyroxine; TMGs: Toxicity management guidelines; TSH: Thyroid-stimulating hormone; WHO: World Health
Organisation.
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AstraZeneca

Table N27 Schedule of Activities for Adjuvant Treatment for Patients Randomised to Arm 4
Post-surgery,
prier (o c c C3to C12
starang For details, see
ireatment CSP Section or
Week Within 0 14 Q4W = 3 days Appendix
10 weeks of
Day surgery * 1 pLUER q28d = 3 days
Study procedures
Physical examination (full) X Section .22
;%E;y;ical examination (based X X Section §.2.2
Vital signs X X X Section 82.3
ECHOMUGA As clinically indicated Section 8.2.5
ECG* X As clinically indicated Section 8.2.4
Concomitant medications X X X X Section 6.5
Post-surgery conditions X Section 6.1.3
Laboratory assessments
Clinical chemistry ¢ Xt x4 x4t Section 8.2.1
Haematology ¢ Xd x4 x4d Section 8.2.1
aPTT and INE. As climically indicated Section 8.2.1
E:I;Eiiex free T3 or Total T3, or X X X Section 821
Unnalysis X As clinically indicated Section 8.2.1
Hepatitis B and C As clinically indicated Section 8.2.1
Pregnancy test £ X X X Section 8.2.1
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AstraZeneca

Post-surgery,
prior 1o c c C3to C12
starang For details, see
treatment CSP Section or
Week Within 0 14 Q4W = 3 days Appendix
10 weeks of
3 2 r
Day surgery * 1 103 q28d £ 3 days
Pharmacokinetics
X
(pre-do X X (C4
Durvalumab PK sample & se) S Section 8.5.1
X (pre-dose) (pre-dose)
(post-dose)
Monitoring
WHO/ECOG performance status X X X Section 8.2.6
AE/SAE assessment Xt X X X Section 8.3
Study interventions administration
Durvalumab X X X Section 6.1.1
Other assessments and assays
Durvalumab mmmunogenicity .
X X X (C4 and C12
assessment (ADA sampling to identify o 3 (€4 an ) Section 8.5.2
ADA responses in patient circulation) & (pre-dose) (pre-dose) (pre-dose)
DNA = X X X SE?IJ.D:I.I 8.6.53 and
(pre-dose) (pre-dose) (pre-dose) Section 8.7.1
Serum samples for circulating soluble X X- Section 8.6.3
factors ® (pre-dose) (pre-dose) -
Plasma samples for circulating soluble X X- Section 8.6.3
factors & (pre-dose) (pre-dose)
X X
Wheole blood for PBMCs = - Section 8.6.3
(pre-dose) (pre-dose)
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Post-surgery,
priar to 1 c2 C3 to C12
starang For details, see
treatment CSP Section or
Week Within 0 1 Q4W = 3 days Appendix
10 weeks of
Day surgery * 1 03 q28d = 3 days
) ) ) ; Section 8.6.1 and
Optional tumour biopsy specimen X Section 8.6.4
Efficacy evaluation
Follow-up scans are acquired Q12W + 1 week (relative to the date of surgery) until week 48;
Q24W=2 weeks (relative to the date of surgery) until week 192 (approximately 4 years); and
then Q48W = 2 weeks (relative to the date of surgery) thereafter until RECIST 1.1-defined .
tumour i Section .1.1 and
(RaiilfaTutl-l od a.udml ﬁs;:;ms Kik radiological PD, consent withdrawal, death, or study completion as determined by Sponsor. EA on i ;ﬂ
! pert This on-study schedule MUST be followed regardless of any delays in dosing and regardless PP
of tumour margins. These follow-up scans will use the original necadjuvant screening scan as
a baseline scan for RECIST 1.1 assessments.

*  Patients will start treatment as soon as clinically feasible and within 10 weeks from surgery (except for patients receiving PORT, which must be started

within 8 weeks after surgery).
Body weight is recorded at each wisit along with vital signs.

¢ Any clinically significant abnormalities detected require triplicate ECG results.

4 Samples for laboratory assessment (serum or plasma clinical chemistry [including LFT monitoring] and haematology) may be obtained more frequently
based on the local clinical practice or the Investigator’s discretion Results for LFTs, electrolytes, full blood count, and creatinine mmst be available before
commencing an infusion (within 3 days) and reviewed by the treating physician or Investigator prior to dosing.

®  Free T3 or Total T3, or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AFE related to the endocrine system.

f  For women of childbearing potential only. A urine or serum pregnancy test is acceptable. Women of childbearing potential are required to have a pregnancy

test within 3 days prior to the first dose of study intervention and then Q4'W prior to study inferventions administration Pregnancy test may occur on Day 1,
but results must be available and reviewed by the treating physician or Investigator prior to commencing an infusion.

Pre-dose collection: within 60 mimutes prior to administration of any study intervention. Post dose collection (durvalumab): end-of-mfirsion collection to be
performed within 5 hours after the end of the respective study interventions infusion

Must include all AFs that occur after surgery regardless of decision to start adjuvant treatment.

It is strongly recommended/encouraged to collect additional tumour biopsies, if they become available at disease progression or unscheduled procedures
durning the study.

A first post-surgical CT/MRI scan of the chest and abdomen (including the enfire liver and both adrenals) nmst be acquired 5 weeks = 2 weeks after surgery
and prior to, but as close as possible to, the start of adjuvant treatment. This scan is used to determine eligibility to receive adjuvant treatment.

A new primary malignancy confirmed by pathology is not considered an FFS or DFS event.
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Note: All assessments on treatment days are to be performed prior to infision unless otherwise indicated.

Note: Patients should be able to start study interventions following surgery as soon as clinically feasible (unless PORT is given) and within 10 weeks from
SULZery.

Abbreviations: ADA- Anti-dmg antibody; AE: Adverse event; aPTT: Activated partial thromboplastin fime; C: Cycle; CSP: Clinical study protocol; CT:
Computed tomography; ctDNA: Circulating tumour DFS: disease-free survival, DNA; DNA: Deoxyribomucleic acid; ECHO: Echocardiogram; ECG:
FElectrocardiogram: ECOG: Eastern Cooperative Oncology Group; EFS: Event-free survival; INR- International normalised ratio; LFT: Liver function fest;
MUGA: multigated acquisition scans; MRI: Magnetic resonance imaging; PBMC: Peripheral blood mononuclear cells; PD: Progression of disease; PK-
Pharmacokinetic(s); PORT: Post operative radiation therapy; Q12W: Every 12 weeks; Q24W: Every 24 weeks; q28d: Every 28 days; Q4W: Every 4 weeks;
RECIST: Response Evaluation Criteria in Solid Tumours; SAE: Serious adverse event; T3: Triiodothyronine; T4: Thyroxine; TSH: Thyroid-stinmlating
hormone; WHO: World Health Organisation
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N2 Disease Target
N21 Programmed Cell Death Ligand-1

Programmed cell death protein-1, PD-L1, and PD-L2 are part of a complex system of
receptors and higands that control T cell activation. Programmed death-higand 1 expression
helps tumours evade detection and elinmination by the immune system (Chen and Mellman,
2013, Juneja et al, 2017, Keir et al, 2008, Ohaegbulam et al, 2015). The binding of PD-L1 to
PD-1 on activated T cells delivers an mhibitory signal preventing T cells from killing tarpet
tumour cells (Ohaegbulam et al, 2015, Okazaki et al, 2013, Pardoll, 2012, Wu et al, 2020, Yu
et al 2009

Yu X, Harden K, Gonzalez LC, Frencesco M, Chiang E, Irving B, et al. The surface protein
TIGIT suppresses T cell activation by promoting the generation of mature immunoregulatory
dendritic cells. Nat Immunol. 2009;10(1):48-57.

Zou and Chen, 2008, Zou et al, 2016).

N22 TROP2

Human trophoblast cell-surface antigen-2 1s a transmembrane glycoprotem that was first
discovered in human trophoblast cells, which are highly mvasive cells that oniginate from the
outer layer of the blastocyst and develop mto a large portion of the placenta. It was later
rediscovered as a tumour-associated calcium signal transducer-2 and found to be encoded by
the TACSTD?2 gene (Goldenberg et al, 2015, Goldenberg et al, 2018).

Although the role of TROP? 1s not yet fully understood, 1t 1s thought to participate in growth
and proliferation of carcinoma cells. It 1s also believed to be a true oncogene mvolved 1n
mitiating signalling mechanisms that can result in increased tumoungenicity, aggressiveness,
and metastasis (Cubas et al, 2009). Human trophoblast cell-surface antigen-2 1s highly
expressed on several epithelial tumours including NSCLC, making 1t a promising molecular
target for therapeutic development.

N3 Background for Study Intervention

N3l Durvalumab

Durvalumab 1s a human mAb of the IgG kappa subclass that blocks the interaction of PD-L1
(but not PD-L2) with PD 1 on T cells and CD80 (B7.1) on immune cells. It 1s being developed
by AstraZeneca for use in the treatment of cancer. Blockade of PD-L1/PD 1 and PD-L1/CD80
mteractions releases the inhibition of immune responses, including those that may result in
tumour elnunation.

Durvalumab (Imfinzi®) has been approved in the US and EU to treat unresectable Stage ITI
NSCLC, and extensive-stage small cell lung cancer in combination with etoposide and either
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carboplatin or cisplatin in first-line treatment. Durvalumab in combination with tremelimumab
and platmum-doublet chemotherapy 1s approved by the FDA for treatment of patients with
metastatic NSCLC. Refer to the durvalumab IB and to the package insert (or label) for your

specific country, as applicable.

N32 Dato-DXd

Dato-DXd (DS-1062a) 1s an ADC comprised of a recombinant humanised anti-TROP2 IgGl
monoclonal antibody, MAAP-9001a, which 1s covalently conjugated via a cleavable drug
linker, MAAA 1162a (the complex of MAAA- 1181a and a maleimide tetrapeptide linker),
using thioether bonds to the topoisomerase I mhibitor MAAA-1181a. This tumour selective
cleavable drug-linker 15 stable in the systemic circulation. Dato-D3d binds to the
transmembrane glycoproten TROP? (also known as TACSTD?), which 1s hughly expressed
on the cell surface of epithelial tumours mcluding NSCLC and 1s mternalised. The drug
component of Dato DXd, MAAA 1181a (a DNA topoisomerase I inhibitor), 1s released by
enzymatic processes after internalisation, leading to inhibition of tumour growth and apoptosis
of the target tumour cells and neighbouring tumour cells via the inlibition of DNA
topoisomerase 1. Further details of the non-clinical and climical expenience with Dato-DXd are
provided m the IB.

N4 Rationale for Combining Dato-DXd with Durvalumab and Single
Agent Platinum Chemotherapy

Pre-chinical studies evaluating the combination of the ADC trastuzumab deruxtecan contaming
topoisomerase 1 payload sinular to Dato-DXd with an anti-PD-1 antibody demonstrated better
antitumour activity than admimistered as monotherapy, possibly due to increased T-cell
activity and upregulation of PD-L1 expression induced by the ADC.

In addition, the clinical safety and efficacy of Dato-DXd 1s currently being evaluated in a
Phase Ib study of patients with advanced or metastatic NSCLC (TROPION-Lung04).
Preliminary safety data (TROPION-Lung04 study) support the evaluation of Dato-DXd

6 mg/'kg i combination with durvalumab and carboplatin in further clinical trials. As of

28 September 2022, 35 patients received treatment with Dato-DXd + durvalumab, with 11 of
the patients also recerving carboplatin. Overall, no new safety signals were observed and the
AF profile of the Dato-DXd and durvalumab doublet, and Dato-DXd and durvalumab plus
carboplatin triplet therapy was as expected relative to Dato-D3d monotherapy

(Study DS1062 A J101) and the safety profiles of the individual treatments. Furthermore,
when compared to the mitial results of the TROPION Lung02 study (a study of doublet and
triplet treatment with Dato-DXd plus pembrolizumab, with or without platinum-based
chemotherapy m patients with advanced NSCLC [NCT04526691]), the safety profile
observed was generally comparable in terms of the nature and frequency of TEAESs (Levy et
al 2022).
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It 15 expected that combining 2 DNA damage agents (topoisomerase I inhibitor payload from
Dato-DXd and platmnum) could have a synergistic tumour killing effect, and together, these
data support that Dato-DXd in combination with durvalumab and carboplatin has the potential
to provide meamingful clinical benefit to patients with NSCLC.

NS5 Justification for Dose for Study Interventions Used in Arm 4
N51 Durvalumab

This study will utilise durvalumab (1500 mg Q3W) for 4 cycles prior to surgery, followed by
durvalumab (1500 mg Q4'W) for an additional 12 cycles after surgery.

Rationale for proposed 3 weeks fixed dosing pre-surgery:

The proposed dosing schedule 1s aligned with the standard fixed dosing of 1500 mg
durvalumab for 4 cycles, which 1s supported by efficacy and safety as well as tolerability data
across multiple studies i multiple tumour types. The 1500 mg Q3W for the first 4 cycles
(prior to surgery) 1s selected to conform to the platinum doublet chemotherapy schedule in the
study. Based on simulated durvalumab PK profiles, the overall distribution of durvalumab
exposure at 1120 mg Q3W was expected to be consistent with the predicted levels at 1500 mg
Q4W. Although predicted exposures of 1500 mg Q3W were predicted to be shightly higher
compared to 1120 mg Q3 W, the relative increase in dose density of durvalumab (1e, 1500 mg
Q3W mstead of Q4W or 1120 mg Q3W) 1s supported by the fact that durvalumab has a flat
exposure-response (safety) relationship with chinically used dose levels, and PK modelling
reveals no climcally meaningful differences in drug levels.

Rationale for proposed 4 weeks fixed dosing post-surgery:

Durvalumab dosing regimen of 1500 mg Q4W 1s the approved dosing regimen in different
mdications including unresectable Stage INII NSCLC.

For additional details on the nonclimical and clinical data that informed durvalumab dose
selection, see the durvalumab IB.

NS52 Dato-DXd

The selected dose for Dato-DXd in thus study 1s 6.0 mg/kg Q3W based on Dato-DXd
preliminary results of an ongoing Phase 1 study (DS1062-A-J101 [TROPION-PanTumor01];
NCT03401385) m patients with solid fumours. In this study, Dato-DXd showed a tolerable
safety profile across a dose range of 0.27 mg/kg to 8.0 mg/kg Q3W. Durning the dose
escalation phase, the non-tolerated dose for Dato-DXd was 10.0 mg/kg. The maximum
tolerated dose (8.0 mg/kg) was determined during the dose escalation phase.

Substantiating the use of the 6 mg/kg dose level, Dato-DXd has an important 1dentified risk of
ILD/pneumonitis that can have a life threateming or fatal outcome. As of the IB DCO date of
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16 November 2023, a total of 27 (5.6%) patients expenienced ILD/pneumonitis of any grade.
Dato-DXd-related ILD/pneumonitis with a fatal outcome was reported in 4 (0.8%) patients in
Study DS1062-A-J101 (TROPION-PanTumor01, Garon et al, 2021), and 3 out of the 4
patients recerved 8.0 mg/kg. A total of 219 (45.1%) patients experienced = Grade 3 TEAEs.
The most commonly (> 3% of patients) reported > Grade 3 events were anaemma (5.8%),
lymphocyte count decreased (4.1%), and stomatitis (4.1%). Toxicity management guidelines
are in place to address toxicity.

Dose-dependent effects and trends were observed, with a larger proportion of patients in
higher dose groups expeniencing TEAES that were severe, serious, and which resulted i dose
mterruption, reduction, and discontinuation (particularly stomatitis), compared with patients in
lower dose groups.

In addition, an exposure-response analysis of the DS1062-A-J101 (TROPION-PanTumor(1)
study data, including response, sum of diameters, PFS and key AE (eg, stomatitis/mucosal
mflammation) endpomts, suggested that the 6.0 mg/kg Q3W dose had better efficacy than the
4.0 mg/'kg Q3W dose of Dato-DXd. At the 8.0 mg/kg Q3W dose, additional safety liability
with no significant improvement i efficacy relative to the 6.0 mg/kg Q3W dose of Dato-DXd
was observed. Overall, based on preliminary safety and efficacy data, the 6.0 mg/kg dose was
considered better tolerated than the 8 0 mg/kg dose. Hence, 6.0 mg/kg 1s the optimal dose for
further development of Dato-DXd in chinical studies.

The mean terminal half-life of Dato-DXd was 4.62 days at the 6.0 mg/kg dose and 4.51 days
at the 4.0 mg/kg dose, which supports the Q3W dosing schedule chosen.

For additional details on the nonclinical and climcal data that informed Dato-DXd dose
selection, see the Dato-DXd IB.

N6 Study Intervention

Né6.1 Treatment Regimen
Patients will receive treatment as shown below.

Adjuvant
Neoadjuvant treatment/Pre-Surgery (4 cycles) treatment/Post-Surgery
(1 year)
Dato-DXd + durvalumab + single agent platinum
Arm 4 Durvalumab
chemotherapy (Q3W) QW)

Premedication 1s required prior to any dose of Dato-DXd, that must include antihistammnes
and antipyretics, preferably acetaminophen, with or without glucocorticoids. Based on
currently available clinical data, it 15 highly recommended that patients recerve prophylactic
anti-emetic agents prior to mfusion of Dato-DXd and on subsequent days as needed.
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Antiemetics such as 5-HT3 antagonists and steroids (eg, dexamethasone) should be
considered and adnmimistered in accordance with the prescribing information or mstitutional
guidelimes. Neurokinin-1 receptor antagonists can be used, if needed. Patients should remain
at the site for at least 30 nunutes post mfusion of every dose of Dato-DXd for close
observation for possible allergic reaction and IRR

To mutigate ocular surface events (eg, dry eye, decreased or blurred vision, photophobia,
keratitis, corneal ulcer), patients should be advised to use artificial tears 4 times daily as
preventative measures and up to 8 fimes daily as climically needed and to avoid the use of
contact lenses. The use of other eye medications (eg, topical corticosteroids) for prophylaxis
should be at the discretion of an ophthalmologist, or if unavailable, another licensed eye care
provider.

Oral mucositis/stomatitis prophylaxis 1s also required prior to Dato-DXd dosing and during
the duration of treatment. Participants will be provided an oral care kit prior to and during
study treatment. It 1s recommended that patients randonused to Arm 4 should adhere to the
following oral care plan gmdance:

e  Gently brush their teeth after meals and at bedtime using a soft or ultra-soft toothbrush (or
swab) and a bland-flavoured fluonde-contaiming toothpaste.
e  Floss their teeth every day, if able to do so without pain or causing gingival bleeding.

e  Daily use of prophylaxis with a steroid-containing mouthwash (eg, dexamethasone oral
solution 0.1 mg/mL 10 mL 4 times daily swish for 1 to 2 nunutes then spit out; or a
similar mouthwash regimen using an alternative steroid advocated by mstitutional/local
gmdelines) 1s highly recommended. Note: Patients are allowed to take oral nystatin
suspension or other topical antifungal agents after the beginning steroid-containing
mouthwash according to clinician preference based on institutional/local gmidelines.

e In the absence of a prophylactic steroid-contaiming mouthwash, daily use of inert, bland
mouth ninses (eg, with a non-alcoholic and/or bicarbonate-containing mouthwash, 4 to
6 times a day) 1s recommended.

e Prophylactic cryotherapy (ice chips or ice water held in the mouth throughout the
infusion) should also be considered.

e  The following algorithm to be followed from steps 1 to 4, may be used as a gmdance to
select an appropnate prophylaxis mouthwash:

(b) Dexamethasone mouthwash formulated at 0.5 mg/5 mL. If not available, then use
(c) Dexamethasone mouthwash compounded at site/locally. If not available, then use
(d) Other steroid-based mouthwash available at site/locally. If not available, then use
(e) Non-steroid mouthwash or other local mouthwash.
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Further recommendations for preventing and treating oral mucositis and stomatitis are
available mn the TMGs.

Premedication for chemotherapy should be adnunistered according to the local label and
guidelmes. Details of any premedication or concomitant medication given to manage or
prevent AEs should be recorded on the eCRF.

A physician must be present at the site or immediately available to respond to emergencies
duning all adnumistrations of study mterventions. Fully functional resuscitation facilities
should be available.

N6.2 Storage of Investigational Products

Dato-DXd and durvalumab vials are stored at 2°C to 8°C (36°F to 46°F) and must not be
frozen. The investigator, or an approved representative (eg, pharmacist), will ensure that all
study interventions are stored in a secured area and in accordance with applicable regulatory
requirements. A temperature log will be used to record the temperature of the storage area.
Temperature excursions outside the permissible range listed i the clinical supply packaging
are to be reported to the monitor upon detection. A calibrated temperature-monitoring device
will be used to record the temperature conditions in the drug storage facility. Storage
conditions stated in the IB may be superseded by the label storage.

Study interventions must be kept in oniginal packaging until time of preparation to prevent
prolonged light exposure.

N6.3 Investigational Product Preparation and Administration

N6.3.1  Preparation

Each wial selected for dose preparation should be inspected. If there are any defects noted with
the Investigational Product, the investigator and site momitor should be notified immediately.

The use of elastomeric pumps and pneumatic tube transport with Dato-DXd and durvalumab
have not been studied, and AstraZeneca must be contacted prior to potential usage.

Doses of Dato-DXd and durvalumab for admunistration must be prepared by the Investigator’s
or site’s designated investigational product manager using aseptic technique in compliance
with local regulations and site requirements.

Total time from needle puncture of the Dato-DXd wial to the start of adnumistration must not
exceed 24 hours at 2°C to 8°C (36°F to 46°F), otherwise a new dose must be prepared from
new vials.

The total time from needle puncture of the durvalumab wial to the start of adnumistration
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must not exceed 24 hours. Of this time, not more than 4 hours may be at room temperature,
with the remaming time at 2°C to 8°C (36°F to 46°F), otherwise a new dose must be prepared
from new vials.

Dato-DXd and durvalumab vials do not contain preservatives; any unused portion of the vial
must be discarded immediately after use.

Following preparation and during admimistration, the prepared Dato-DXd I'V bag must be
covered by a light protection cover; the cover must be applied immediately after dose
preparation and remain on throughout the admimistration time.

Dato-DXd doses will be prepared using an I'V bag contaiming 5% dextrose for mnjection.

Note: Dato-DXd is incompatible with 0.9%6 sodium chloride for injection and this must
not be used.

Durvalumab doses will be prepared using an IV bag containing 0.9% sodium chlonde for
mjection or 5% dextrose for mjection.

Refer to the Pharmacy Manual for detailed information about preparation of Dato-DXd and
durvalumab.

N6.3.2 Administration

Dato-DXd and durvalumab infusions are to be administered through an IV admimistration set
with a 0.2- or 0.22-pum filter; acceptable configurations include an IV set contaimning an in-line
filter or the attachment of a separate filter to the distal end of the IV tubing_

The Dato-DXd infusion tume 1s approximately 90 minutes + 10 nunutes for the first infusion.
If the first infusion 1s well tolerated and the patient does not experience an infusion related
reaction, then the mimimum infusion time for subsequent cycles 1s 30 minutes. However, if
there are interruptions, the total cumulative time from needle puncture of the vial to end of
administration must not exceed 4.5 hours with the infusion bag kept at room temperature,
otherwise a new dose must be prepared from new vials.

The durvalumab mfusion fime 1s 1 hour + 10 minutes; however, 1f there are mterruptions, the
total allowed time must not exceed 8 hours with the infusion bag kept at room temperature,
otherwise a new dose must be prepared from new vials.

Do not co-adminmister other drugs through the same infusion line.

The IV line will be flushed with 5% dextrose injection according to local practices to ensure
the full dose 1s administered. Infusion time does not include the final flush time.
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N 6.4 Dose Reduction

Up to 2 dose reductions will be permutted for patients recerving Dato-D3{d. Once the dose of
Dato-DXd has been reduced because of toxicity, all subsequent cycles should be admimistered
at that lower dose level unless further dose reduction 1s required (Table N28). Once the dose
of Dato- DXd 1s reduced, no dose re-escalation will be pernutted. More than 2 dose reductions
are not allowed, and Dato-DXd will be discontinued if further toxicity that meets the
requirement for dose reduction occurs.

Table N28 Dose Reduction Levels of Dato-DXd
Starting Dose Dose Level 1 Dose Level 2
6.0 mg/kg 40mgkg 3.0mgkg

Dato-DXd: datopotamab deruxtecan

Investigators should consider dose reductions or discontinuations of Dato-DXd according to
the patient’s condition and after discussion with the Study Physician (see Dato-DXd TMGs).

Dose will need to be recalculated if patient weight falls below 30 kg (durvalumab) or if weight
changes by = + 10% (Dato DXd) (see Pharmacy Manual). After the recalculation, the updated
patient’s weight will be used as the new baseline weight. The site may follow local
mstitutional policy for recalculating dose based on weight changes less than 10%.

N7 Adverse Events of Special Interest Associated with Dato-DXd

For the Dato-DXd clinical program, based on the available pre-clinical data, current clinical
developmental program, review of the cumulative literature, reported toxicities for drugs with
similar monoclonal antibody and payload as Dato-DXd, and biological plausibility, interstitial
lung disease (ILD)/pneumomitis, oral mucositis/stomatitis, mucosal inflammation other than
oral mucositis/stomatitis, and ocular surface events are considered to be AESIs.

Refer to the current IB for a summary of preliminary clinical study data.

All AESIs, regardless of severity or seriousness, must be followed until either event
resolution, end of study including any post-treatment follow-up, trial termination, withdrawal
of consent, or patient death.

ILD/pneumonitis
Interstitial lung disease/pneumonitis 1s considered an important identified nsk of Dato-DXd.

Interstitial lung disease/pneumonitis should be ruled out if a patient develops radiographic
changes potentially consistent with ILD/pneumonitis or develops an acute onset of new or
worsening pulmonary or other related signs/symptoms such as dyspnoea, cough, or fever.
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If the AFE 1s suspected to be ILD/pneumonitis, freatment with Dato-DXd should be delayed
pending further evaluations as described in the Dato-DXd TMGs. Evaluations should include
high-resolution CT, pulmonologist consultation (infectious disease consultation as climically
mdicated), bronchoscopy and bronchoalveolar lavage 1f clinically indicated and feasible,
pulmonary function tests (including forced vital capacity and carbon monoxide diffusing
capacity) and pulse oxumetry (SpO2), clinical laboratory tests (arterial blood gases if clinically
mdicated, blood culture, blood cell count, differential white blood cell count, C-reactive
protein, COVID-19 test) and one blood sample collection for PK analysis as soon as
ILD/pneumonitis 1s suspected, if feasible.

All events of ILD/pneumonitis, regardless of severity or seriousness, will be followed until
resolution mcluding after Dato-DXd discontinuation.

An autopsy m cases of Grade 5 ILD/pneumonitis 1s encouraged.

Recommendations for treating IL.D/pneumonitis are available in the Toxicity Management
Guidelines.

An mdependent ILD Adjudication Comnuttee 15 responsible for reviewing all cases of
potential ILD/pneumonitis (see Section 9.7). To ensure adequate and relevant independent
evaluation, systematic additional data collection will be conducted for all cases that will be
brought for adjudication. These additional data collections will cover a more in depth relevant
medical history (eg, smoking, radiation, COPD, and other chronic lung conditions), diagnostic
evaluation, treatment and outcome of the event. This data collection will be triggered based on
a pre-defined list of PTs eligible for adjudication as described mn the Event Adjudication Site
Manual. Further details can be found in the ILD Adjudication Charter."

Oral Mucositis/stomatitis

Oral mucositis/stomatitis AEs are considered as identified nisks associated with Dato-DXd
treatment. Oral mucositis/stomatitis 1s considered as a separate AESI from mucosal
mflammation other than oral mucositis/stomatitis. Recommendations for preventing and
treating oral mucositis/stomatitis are available in the TMGs.

Mucosal Inflammation Other Than Oral Mucositis/stomatitis

Mucosal inflammation AEs are considered as potential nisks associated with Dato-DXd
treatment. Mucosal inflammation other than oral mucositis/stomatitis 1s considered as a
separate AESI from oral mucositis/stomatitis. Recommendations for preventing and treating
mucosal inflammation other than oral mucositis/stomatitis are available in the TMGs.

Ocular Surface Events
Ocular surface events (eg, dry eye, decreased or blurred vision, photophobia, keratitis, corneal
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ulcer) 1s considered an AESI associated with Dato-DXd treatment. Dry eye 1s considered as an
identified nsk and keratitis as an important identified-risk within this AESI. Patients are
advised to use artificial tears 4 times daily as preventative measures and up to 8 times daily as
chimically needed and to avoid the use of contact lenses. Recommendations for preventing and
treating ocular surface events are available in the TMGs.

N7.1 Adverse Event Reporting Requirements for Dato-DXd

All II.D/pneumonitis events regardless of severity, Grade = 3 ocular surface events, Grade = 2
keratitis events (mcludes keratitis, punctate keratitis, and ulcerative keratitis), and Grade = 2
oral mucositis/stomatitis and mucosal inflammation (other than oral mucositis/stomatitis)
should be reported beyond the safety follow-up penod.

The following types of events should be reported by the mvestigator in the EDC within
24 hours of awareness:

e All potential ILD/pneumonitis cases, including both serious and non-serious potential
ILD/pneumonitis cases. Additionally, all events of [LD/pneumonitis should be reported
beyond the 90 day safety follow-up period.

e Hepatic events (both serious and non-serious) which meet the potential Hy's Law critenia
defined as an elevated ALT or AST = 3 x ULN and an elevated TBL. = 2 x ULN,
regardless 1f 1t 15 due to disease progression per investigator assessment, that may occur at
different time pomts during the study conduct should always be reported to the Sponsor.
These events must be reported within the eCRF with the mvestigator’s assessment of
seriousness, seventy, causality, and a detailed narrative. If the patient discontinues
Dato-DXd due to liver enzyme abnormalities, the patient will have additional clinical and
laboratory evaluations as described in Appendix E of the protocol in order to determine
the nature and severity of the potential liver injury.

# Grade > 3 ocular surface events

e  Grade > 2 keratitis events (mncludes keratitis, punctate keratitis, and ulcerative keratitis)
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Appendix R Country Specific Amendment

In accordance with local regulatory requirements, Arms 4 and 5 will not open for enrolment in
Belgium, thus all details i this CSP that pertain specifically to treatment Arm 4 and Arm 5 do

not apply to any site located in Belgium.
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Appendix S Abbreviations

Abbreviation or Special Explanation
Term

ADA anti-drug antibody

ADC antibody-drug conjugate

AF adverse event

AFSI adverse event of special interest

AICC American Joint Committee on Cancer

ATE anaplastic lymphoma kinase

ATP alkaline phosphatase

ALT alanine aminotransferase

aPTT activated partial thromboplastin time

AST aspartate aminotransferase

AUC area under the curve

BIPR Blinded Independent Pathology Review

BOR best objective response

BP Blood pressure

CcD cluster of differentiation

CFR Code of Federal Regulations

CI confidence inferval

CL clearance

Cmax maximum observed serum concentration

cN1 clinical N1

COVID-19 Coronavirs disease 2019

COPD chronic obstructive pulmonary disease

CPI Checkpoint inhibition

CR complete response

CRO confract research organisation

CrCL calculated creatinine clearance

CSP Clinical Study Protocol

CSR Clinical Study Report

CT computed tomography

CTCAE Common Terminology Critenia for Adverse Events

CTIS Clinical Trial Information System

CTLA4 cytotoxic T-lymphocyte-associated antigen-4

ciDNA circulating tumour DNA
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Abbreviation or Special Explanation
Term

CTX platinum doublet chemotherapy

CYP cytochrome P450

Dato-DXd datopotamab denuxtecan

DCO data cut-off

DES Data Entry Site

DF5 disease-free survival

DILI dmg-mduced liver injury

DLCO diffusing capacity of the lungs for carbon monoxide

DLT dose limiting toxicity

DNA deoxyribonucleic acid

DNAM-1 DNAX accessory molecule-1

EBUS endobronchial ultrasonography

EC Ethics Committee, synonymous to Institutional Review Board (IRB) and
Independent Ethics Committee (IEC)

ECG electrocardiogram

ECHO Echocardiogram

ECOG Eastern Cooperative Oncology Group

eCRF electronic Case Report Form

EDC electronic data capture

EFS event-free survival

EGFR epidermal growth factor receptor

EOs end of study

EOT end of treatment

ESMO Furopean Society for Medical Oncology

EU Furopean Union

EUS oesophageal ultrasonography

FAAN Food Allergy and Anaphylaxis Network

Fc fragment crystallizable

FDA Food and Drug Administration

FDG 18F-Fluoro-deoxyglucose

FEV1 forced expiratory volume in 1 second

FNA fine-needle aspiration

FTIH first time in human

GCP Good Clinical Practice

GGT gamma ghitamy] transferase
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Abbreviation or Special Explanation
Term

HBsAg hepatitis B surface antigen

HBV hepatitis B virus

HCV hepatitis C virus

HIV lmman immunodeficiency virus

HL Hy’s Law

HLA-E HLA class I histocompatibility antigen, alpha chain E

HR hazard ratio

HRECT High resolution computed tomography

IASIC International Association for the Study of Lung Cancer

IATA International Airline Transportation Association

1B Investigator’s Brochure

ICF informed consent form

ICH International Council for Harmonisation

IEC Independent Ethics Committee

International If a study 15 conducted in several countries the international co-ordinating

co-ordinating investigator | investigator is the investigator co-ordinating the investigators and/or activities

internationally.

Ig immunoglobulin

on interstitial lung disease

imAE immune-mediated adverse event

P Investigational medicinal product

IMRT intensity-modulated radiation therapy

INR International Normalised Ratio

IRB Institutional Review Board

IRR infusion-related reaction

IRT Interactive Response Technology

I immunoreceptor tyrosine-based inhibitory motif

ITT Intent to treat

v intravenous

ILDH lactate dehydrogenase

LIF leukaemia inhibitory factor

LVEF Left ventricular ejection fraction

mAb monoclonal antibody

mPDAC metastatic pancreatic duct adenocarcinoma

mPE. major pathological response
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Abbreviation or Special Explanation
Term
MRI magnetic TeSONANce imaging
MUGA mulfigated acquisition scans
mENA messenger ENA
NC not calculated
NCCN National Comprehensive Cancer Network
NCI National Cancer Institute
NECL nectin-like
NIAID National Institute of Allergy and Infectious Diseases
NIMP non-investigational medicinal product
NK natural kaller
NEG2a natural killer group 2a
NR not reached
NSCLC non-small cell lung cancer
NTL non-target lesion
OR odds ratio
ORR objective response rate
05 overall survival
PBMC peripheral blood mononuclear cells
pCER. pathological complete response
ED progression of disease
PD-1 programmed death-1
PD-1.1 programmed death-ligand 1
PD-1.2 programmed death-ligand 2
PET positron emission tomography
PFS progression-free survival
PHL Potential Hy’s Law
PK pharmacokinetic
PORT post-operative radiation therapy
PR partial response
PT preferred term
PVR poliovims receptor
PVRIG poliovims receptor-related immmunoglobulin domain protein
PVRL2 poliovims receptor-related 2
Q12w every 12 weeks
Q24w every 24 weeks
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Abbreviation or Special Explanation
Term
Q3w every 3 weeks
Q4w every 4 weeks
Q2w every 2 weeks
QTcF QT interval corrected by Fridericia’s formmla
RANEL receptor activator of miclear factor kappa-B ligand
RECIST 1.1 Response Evaluation Criteria in Solid Tumours, Version 1.1
ENA ribonucleic acid
RO receptor occupancy
RP2D recommended Phase IT dose
RTSM Randomisation and Trial Supply Management
SAE serious adverse event
SAP Statistical Analysis Plan
sD stable disease
SLFN11 Schlafen 11
SoA Schedule of Activities
SoC Standard of care
S0P Standard Operating Procedure
Sp02 saturation of peripheral oxygen
SRC Safety Review Committee
SUSAR suspected unexpected serious adverse reaction
STAT3 signal transducer and activator of transcription 3
TACSTD2 tumour-associated calcium signal transducer 2
TACTILE T cell activation, increased late expression
TBL total bilirubin
TEAE treatment-emergent adverse event
TIGIT T cell immumoreceptor with Ig and ITIM domains
TIL tumour-infilirating lymphocytes
TL target lesion
T™B tumour mutational burden
™G toxicity management guideline
TOP1 topoisomerase 1
TPS tumour proportion score
TPV third party vendor
TRAE treatment-related adverse event
TROP2 lmman trophoblast cell-surface anfigen 2
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Abbreviation or Special Explanation
Term

ULN upper limit of normal

Us United States

VEGF vascular endothelial growth factor

wiv weight/volume

WHO World Health Organisation

WT Weight

1L first line
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Appendix T Protocol Amendment History

The Protocol Amendment Summary of Changes Table for the current amendment 1s located
directly before the Table of Contents.

Amendment 1 (19 August 2021)

This amendment 1s considered to be non-substantial based on the criteria set forth m Article
10(a) of Directive 2001/20/EC of the European Parliament and the Council of the European
Union because it neither significantly impacts the safety or physical/mental mtegrity of
patients nor the scientific value of the study.

Overall Rationale for the Amendment:

This protocol was amended in response to information requests received by the FDA on the
30 July 2021 and 06 August 2021.

Section # and Description of Change Brief Rationale Substantial Non-
Name substantial
Section 1.1 Definition of the FDA information request. Non-substantial

Synopsis and 4.1 unacceptable delay to
Overall Design surgery and update to
stopping rules added.

Section 1.3 Cortisol testing added. FDA information request. Non-substantial
Schedule of
Activities, 82.1
Clinical Safety
Laboratory
Assessments

Section 6122 Clarification added to FDA information request Non-substantial
Chemotherapy, dosing of carboplatin,
6.5 Concomitant | pemetrexed and cisplatin.
Therapy, 6.6
Dose
Modification

Section 8 5.1 Clarification of inclusion FDA information request Non-substantial
Pharmacokinetics | of PK data analysis plan.

Amendment 2 (24 August 2022)
Overall Rationale for the Amendment:

This protocol was amended to incorporate a new study arm 1n addition to clarifications and
updates on the chimical study protocol (CSP). This amendment mncludes patients with stage
1B disease (ILA-IIIB), based on latest version of American Joint Commuittee on Cancer
(version 8) which reassigns T3 tumours with N2 lymph node mnvolvement (T3N2MO0) from
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stage ITIA to stage IIIB. The updates are summarised below. Other minor editonial updates
were made throughout. Admimistrative changes, such as formatting, updates to abbreviations,
and punctuation corrections, are not presented in this summary.

Section 3 Objectives and
Endpoints; Section 8.1

Section Number and Description of Change Brief Rationale
Name
Throughout the document Addition of MEDI5752 arm Updates to | To evaluate the safety and efficacy
reflect this have been made to all of MEDI5752 in combination with
relevant sections of the CSP. platinum doublet chemotherapy in
early-stage resectable NSCLC.
Throughout the document Update of chemotherapy language to To clanfy chemotherapy regimens.
platinum doublet chemotherapy.
Throughout the document Updated target population to mclude To allow for inclusion of patients
stage ITIB (TIA-TITB). with N2 mmltistation disease and to
account for changes m the latest
version of AJCC (version 8) which
reassigns T3 tumours with N2
lymph node involvement
{T3N2MO) from stage ITTA to stage
IIB.
Section 1.1 Synopsis; Updated event-free survival definition Alipnment with the FDA's

event-free survival definition.

Efficacy Assessments;

Section 9.4 2 2 Secondary

Endpoints

Section 1.1 Synopsis; Removed “median of the overall Median overall survival may not be
Section 3 Objectives and survival”, and updated to reflect, “If reached at study close-out given the
Endpoints; Section 9422 reached by the end of the study, the expected duration of survival time
Secondary Endpoints median 05 will also be of mterest. in this disease setting
Section 1.1 Synopsis; New table was added, including To add clarity in description of
Section 4.1 Overall Design description of treatments arms. treatment arms.

Synopsis 1.1 Synopsis;

Details about the Follow-up of patients

Clarification on follow-up period

Section 1.3 Schedule of after completion/discontinuation of study | after completion/discontinuation of
Activities; Section 7.1 interventions were updated. study intervention.
Discontinuation of Study

Interventions

Synopsis 1.1 Synopsis

Specified that patients will be followed
up for survival status, unfil death,
withdrawal of consent or the end of the
study.

To collect more mature data from
time to event endpoints such as
overall survival.

Section 1.2 Schema,
Figure 1

Added PD-11 stratification to schema.

For clarification.
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Section 1.2 Schema; Addition of language clarifymng To allow for changes in the
Section 6.3 3 Methods for randomisation method with dynamically | treatment allocation ratio over the
Assigning Treatment changing allocation ratio of treatment course of the study.
Groups assignment.
Section 1.3 Schedule of Update of table titles and inclusion of To provide clarity and to

Activities — Table 1,
Table 2, Table 3, and

separate tables for MEDIS752 treatment
{(neoadjuvant and adjuvant treatment),

accommodate new arm.

PBMC's samples were added. Table 6 for

Table 4, Table 5 and respective details were updated.
Section 1.3 Schedule of Addition of ECHO/MUGA assessment | To ensure inclusion of patients with
Activities; Section 8.2.5 during screening and “as clinically adequate cardiac function and
Echocardiogram™UGA. indicated” during treatment. to align with Section 8.2.5 of the
CSP.
Section 1.3 Schedule of Hepatitis B and C assessment was For clarification.
Activities updated to reflect “as clinically
indicated” during treatment.
Section 1.3 Schedule of In Table 3, clarification of timepoints for To provide clarity on ctDNA
Activities ctDNA collection (from Cycle 4 to collection.
cycle 12), and in Table 5 and the
foommote g, timepoint was clarified for
the EOS visit.

Section 1.3 Schedule of Added total T3 to TSH assessments in Total T3 is added to allow
Activities; Section 8.2.1 Tables 1 and 2, Tables 3,4, 5, and 9. and | flexibility for conducting thyroid
Clinical Safety Laboratory relevant footnote was updated. testing per local guidelines and test
Assessments availability.
Section 1.3 Schedule of Collection of serum and plasma samples To provide information on
Activities; Section 8.6.3 for circulating soluble factors were exploratory translational analyses
Blood Sample Collections added in Table 1, Table 2. Table 3. and for the study interventions.
for Exploratory Biomarker Table 4, and whole blood sample for
Analysis; Section 8.7.1 analyses were added to Table 1
Blood Samples for [l | and Table 2, and details were clarified in
Analyses the respective sections of the CSP.
Section 1.3 Schedule of Whole blood for flow cytometry To provide information on
Activities; Section 3 analyses was added. Subsequently, exploratory translational analyses
Objectives and Fndpoints; exploratory analysis details related to the for MEDIS752.
Section 8.6.3 Blood Sample flow cytometry in patient receiving
Collections for Exploratory MEDI5752 were updated.
Biomarker Analysis
Section 1.3 Schedule of In Table 1 and Table 2, additional To provide information on
Activities; Section 3 collection of whole blood for gene exploratory translational analyses
Objectives and Endpoints; expression was updated and for the study interventions.
Section 8.6.3 Blood Sample subsequently text was added in
Collections for Exploratory exploratory analysis endpoint. In
Biomarker Analysis Table 1, Table 2, Table 3, Table 4
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the exploratory analysis related to
PBMC sample was updated.

Section 1.3 Schedule of Increased PET scan window To allow the use of PET scan done
Activities; Section §.3.1 acceptability to 42 days prior as per standard practice to be part of
Patient Enrolment and randomisation . In Table 1 and Table 2, the screeming procedures.
Randomisation respective footnotes were updated.
Section 1.3 Schedule of Table 1 and Table 2, footnote ¢ was For clarification.
Activities updated fo reflect subsequent time

between 2 consecutive doses duration for

monalizumab and MEDIS752,
respectively. Additionally, footnote 1 was
updated fo reflect the assessment of anti-
thyroid antibodies.

Section 1.3 Schedule of In Table 1 and Table 2, footnote d To allow flexibility on the

Activities

language related to fine needle aspiration

requirements for the collection of

was updated. tomour biopsy, and for alignment
with laboratory and pathology
manual.
Section 1.3 Schedule of In Table 1 and Table 2. footnote related For clarification and assessments
Activities; Section 8.2.1 to clinical chemistry and haematology for MEDI5752 were added to
Clinical Safety Laboratory were updated. Subsequently Table 9 perform weekly monitoring of
Assessments footnotes related to clinical chemistry safefy laboratories.
and haematology were clarified for the
respective arms.
Section 1.3 Schedule of Footnote “q’ of Table 1 and Table 2 were | To capiure the end of infusion PK
Activities updated fo specify that post-dose point for each of the intervention.
collection is after the end of each study
imtervention mnfusion.
Section 1.3 Schedule of Updated language related to bone General update.
Activities (Table 3 and scinfigraphy.
Table 4); Appendix F:
Appearance of New Lesions
Section 1.3 Schedule of In Table 3, It was specified that follow- To clarify RECIST assessments
Activities up scans during adjuvant treatment and after surgical resection are used
beyond will be used for assessing disease primarily to monitor disease
TECUITENCE. TECUITENCES.
Section 1.3 Schedule of In Table 5, removed weight evaluation General update.
Activities from Month 6.
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Section 1.3 Schedule of
Activities; Section 8.6
Human Biological Sample
Biomarkers; Section 3.6.1
Baseline Tumour Samples

Section 8.6.4 Collection of
Optional On-Treatment
Tumour Tissue Samples or
Biopsy at Progression

for Biomarker Assessments;

In Table 3 and Table 4, optional tumour
biopsy specimen collection was added,
according to footnote n of the tables. In
Table 5, footnote h was clarified.
Subsequently, Section 8.6.1 and
Section 8 6.4 were updated with a
language on the tumour biopsy
requirements and flexibility with respect
to needle gange for sample collection.

To allow flexibility on the
requirements for the collection of
tomour biopsy, and for alignment

with laboratory and pathology
manual.

Section 1.3 Schedule of

In Table 3. Table 4. and Table 5,

To extend imaging follow-up to

Daose

studies with MEDI5752.

Activities; Section 4.1 RECIST 1.1 tumour assessment and capture EFS events based on
Overall Design imaging related language was updated. emerging data.
Section 1.3 Schedule of In Table 5, ADA samples for all situdy | General update and for clanfication.
Activities interventions were added for EOT wisit.
In the same table, footnote “a” was
removed
Section 2 Introduction; Inclusion of additional literature To add more background to the
Section 4 2 Scientific references and according to updated study.
Rationale for Study Design study population and study treatment
arm (Arm 3), details were updated.
Section242.1 New risk added: thyroiditis, encephalitis, To align with updates in
Durvahimab; meningitis. durvalumab IB.
Section 8.3.10.1 AESIs for
Durvalumab Containing
Regimens
Section 3 Objectives and Updates in tertiary/exploratory To reflect addition of collection of
Endpoints endpoints. serum samples for circulating
soluble factors and PBMCs
samples.
To reflect addition of collection of
flow cytometry samples.

Section 4.3 Justification for Inclusion of further information from To support selected dose.
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Section 4 4 End of Study Specified that end of study refers to To clarnify the follow-up for survival
Definition; Section 6.7 completion of last scheduled wvisit or and/or disease recurrence is longer
Intervention after the End of procedure. than 12 months after
the Study completion/discontimation of the
study treatment.
Section 5.1 Inclusion Removed language specifying patients This protocol version allows N2

Criterion #5

must have 1 single nodal station <3 cm.
Also, text included to reflect exclusion

disease regardless of extension of
nodal station involvement. Hence

Appendix G- Contraception
requirements

of patients with N3 disease. this language has been updated.
Section 5.1 Inclusion Updated eligibility criteria to inclhude To align with safety requirements
criterion #7 LVEF and TroponinIor T related to MEDIS752
Section 5.1 Inclusion Text related to contraception, General update to reflect
criterion #10; Section 5.2, breastfeeding and ova donation was contraception requirements with the
Exclusion criterion 22; updated for all study interventions. study interventions.
Section 8.3.13 Pregnancy;
Appendix A3 Informed
Consent Process;

Section 5.1 Inclusion In inclusion criterion #12, tumour For clarification and general update.
criterion #12; Section 6.3.1 sample requirements for the new or
Patient Enrolment and archival fumour tissue were added.
Randomisation; Criterion #12 (b) language related to
Section 8.6.1 Baseline EGFE. mmutation and ALK rearrangement
Tumour samples for was updated and requirement of patients
Biomarkers Assessments; with documented ERAS mutation with
Section 1.3 Schedule of EGFR/ALK status was removed.
Activities Accordingly, Table 1 and Table 2,
footnotes related fo KRAS mutation
were updated and in Section 6.3.1
respective defails were updated and a
statement about obtaining the tumour
biopsy sample prior to the 28 days
screening window in order to permit
analysis was removed.
Section 5.1 Inclusion Inclusion criterion #14 related to surgery | General update with respect to the
criterion #14 eligibility (pnenmonectomy, exclusion criterion 10.
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segmentectomies, or wedge resections)

alternate anticancer therapy and blood
donations updated to reflect the study

was updated.

Section 5.2 Exclusion Wegener syndrome was removed. General update.
criterion #3
Section 5.2 Exclusion Updated to include patients with other To align with the FDA guidance.
criterion #5 primary malignancies treated with

curative intent for =3 years.
Section 5.2 Exclusion Added guidance for evaluating eligibility To provide clarity
criterion #8 in the presence of mfections.
Section 5.2 Exclusion Patients receiving anti-HIL.A-F agents are To reflect exclusion of prior
criterion #18. excluded. therapies targeting ligand of

monalizumab.

Section 5.2 Exclusion Current or prior use of systemic Steroid adjustment to match with
criterion #19; Appendix H: corticosteroids dose was updated to new arm (MEDI5752) requirement.
Prohibited = 10 mg/day of prednisone or ifs
medications/therapies equivalent.
Section 5.3 Lifestyle Number of days between receipt of the Align CSP with exclusion criteria.
Considerations final dose of study mterventions or until

intervention’s requirements.
Section 6.1.1 Investigational Updated chemotherapy section from Typo update.
Products — Table 8 IMP to NIMP designation.
Section 6.1.1 Investigational | Updated to allow chemotherapy dosing To allow flexibility and align with
Products — Table 8 to be rounded up to 10% at mvestigator the clinical practice.
discretion and institufional guidelines.
Section 6.1.1 Investigational | Updated carboplatin maximum dosing Alipnment with FDA’s
Products — Table 8. for AUCE or AUCS. recommended maxinmm dose for
Section 6.122 carboplatin AUC calculations.
Chemotherapy
Section 6.1.1.1 Study All study interventions supply, For alignment with the CSP update.
Interventions packaging and preparation details were
updated.
Section 6.1.1 2 Storage of Updated to include safe storage, To provide clarity.
Study Interventions handling, and monitoring guidance.
Section 6.1.1.3 Study Update on oleclumab concentration and Concentration and bag size were
Intervention Preparation and IV bag size. updated based on endotoxin
Admimistration (Oleclumab considerations.
Infusion Preparation)
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Section 6.1.1.3 Study Oleclumab infusion preparation details For clarification.
Intervention Preparation and | were updated to reflect weight cut-off of
Admimistration (Oleclumab I5kg
Infusion Preparation)
Section 6.1.1.3 Study Total allowed infirsion bag stability To extend the allowed time of
Intervention Preparation and | increased from 4 to 8 hours and infusion infusion to a total of 8 hours.
Admimistration (Oleclumab time changed from 1 hour = 15 minutes
Administration and to 1 hour + 10 minutes.
Monalizumab
Administration)
Section 6.1.1.3 Study Updated Monalizumab dose from Correct an error on monalizumab
Intervention Preparation and | 750 mg to 1500 mg and updated infusion dosing and alignment with
Administration preparation instructions to align with established study procedures.
{(Monalizumab Infusion 1500 mg dose.
Preparation)
Section 6.122 Updated chemotherapy language to General update. According to FDA
Chemotherapy allow Day 1 dose modifications. Also, guidance, details were updated.
language related to maximum dosing
details were added.
Section 6.1.3 Surgery Addition of €N2. Per NCCN guidelines and inclusion
of study population.
Section 6.3 2 Procedures for Lanpuage related to the procedures in For clarification.
Handling Incorrectly case of incorrectly randomised patients
Randomised Patients; was updated.
Section 6.3.3 Methods for
Assigning Treatment
Groups
Section 6.5.1 Rescue Rescue medication, dose delays, and To provide clarity.
Medications; Section 6.6 dose modifications details were updated.
Dose modification; Section
6.6.1 Dose Delays
Section 8.1 Efficacy Removal of “EFS event of PD General update.
Assessment discovered during surgery will be
determined by the Investigator™.
Section 8.2.1 Clinical Safety | Addition of glycated haemoglobin and To mchude additional laboratory
Laboratory Assessments ferritin in Table 9, and WBC in tests.
Table 12.
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Section 8 2 2 Physical Text was updated to include *mouth’ for For clarification and flexibility.
Examination full physical examination and “Sp0:” for
Section 8.2.3 Vital Signs vital sign evaluation. Timepoint for
collection of blood pressure and pulse
reading was updated to 60 minutes
+ 10 minutes at the end of the infusion.
Section 8.3.15 Toxicity Details related to TMGs for each study For clarification.
Management Guidelines mterventions were clarified.
Section 8.5.1 Addition of “plasma’ samples. General update.
Pharmacokinetics
Section 8.6.1 Baseline Tumour samples for exploratory To provide information on
Tumour Samples for biomarker assessment was updated to exploratory translational analyses.
Biomarker Assessments mchide “HLA-F’| “proteogenomic
profiling’, and “development of
algorithms to predict pCR’.
Section 8.6.2 Surgical New language added to exploratory To provide information on
Tumour Samples for biomarkers. exploratory translational analyses.
Assessments
Section 8.6 Human Section fitle updated. To clarify that these are mandatory
Biological Sample samples.
Biomarkers; Section 3.6.3
Blood sample Collection of
Mandatory Samples for
Biomarker Analysis
Section 8.6.6 Sample storage duration was updated to General update.
15 years from the CSE_
Section 9.2 Sample Size Typo update.
Determination
Section 9.3 Populations for Interim safety population removed. To reduce redundancy with the
Analysis safefy population language.
Section 94 2.1 Primary To clarnify how certain endpoints
Endpoint; Section 9.4.2.2 (mPE. pCR. and ORR) will be
Secondary Endpoints; summarised.

Section 9.4 4.2 Biomarkers
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Section 9.5 Futility criteria for number of pCRs The decision framework at the TA
changed from [l patients. has been adjusted based on
emerging data.
Appendix H1 Note has been added, reflecting use of For clarification.
phenytoin and fosphenytoin according to
carboplatin summary of product
characternistics.
Appendix J7 Lanpuage about patient’s caregiver General update.
training and needed supplies and
instruction for administration and
documentation of study intervention was
updated.

Abbreviations: ADA- anti-dmg antibody; AFs: adverse events; AESI- adverse event of special interest; BIPR:
blinded independent pathologist review; CD: cluster of differentiation; CI: confidence interval; CE- complete
response; CSP: clinical study protocol; CSE: clinical study report; ctDNA- circulating tumour DNA; DFS:
disease-free survival; EFS: event-free survival, EOT: end-of-treatment; FOS: end of study; FDA: Food and Dmug
Admimstration; HLLA® human lenkocyte antigen serotype; IASLC: International Association for the Stdy of
TLung Cancer; IA: interim analysis; IMP: investigational medicinal product; mPR- major pathological response;
NIMP: non-investigational medicinal product; NSCLC: non-small cell hing cancer; OS: overall survival; ORR-
objective response rate; PBMC: peripheral blood mononuclear cells; pCE- pathological complete response; PET:
positron emission tomography; PD: progression of disease; PD-L1: programmed cell death ligand-1; PE-
pharmacokinetics; pCR: pathological complete response; PR- partial response; RECIST: Response Evaluation
Criteria in Solid Tumours; Sp0;,: saturation of peripheral oxygen; TMB: tumour mutational burden; TMG:
toxicity management guideline; TSH: thyroid-stimulating hormone; T3: triiodothyronine; WBC: white blood
cells.

Amendment 3 (16 December 2022)
Overall Rationale for Amendment

This protocol was amended to incorporate 2 new study arms in addition to clanfications and
updates on the chimical study protocol (CSP). The structure of the protocol has also been
reorgamsed by adding agent specific appendices to provide easier access to relevant
mformation for each treatment arm i order to facilitate review by the Investigators. The
updates are summarnised below. Other minor editonial updates were made throughout.
Admmistrative changes, such as formatting, updates to abbreviations, and punctuation
corrections are not presented in this summary.
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Section Number and Name

Description of Change

Brief Rationale

Throughout the document.

Addition of Arms 4 and 5. Updates
to reflect this have been made to all
relevant sections of the CSP.

To evaluate the safety
and efficacy of
Dato-DXd +
durvalumab + single
agent platinum
chemotherapy in a
neoadjuvant setting
followed by durvalumab
in an adjuvant setting in
early stage resectable
NSCLC. To evaluate the
safefy and efficacy of
AZD0171 + durvalumab
+ platimum doublet
chemotherapy in a
neoadjuvant setting
followed by AZD0171 +
durvalumab in an
adjuvant setting in
early- stage resectable
NSCLC.

Re-organisation of information into | To facilitate review by
treatment arm specific appendices. Investigators.
Sections 1.1 Synopsis. Sample size has been amended from | To account for potential
Section 4.1 Overall Design. 70 patients per arm to up to 70 changes in the final
Section 92 Sample Size Determination. patients per arm. The overall sample size based on
mmber of patients has been emerging safefy and
increased to 350. efficacy data.
Table 1 Schedule of Activities for the Text added to table footnote to state | Update and clarification.
Screening Period: All Patients. that pulmonary function fest done as
Section 8.2.7 Pulmonary Function part of clinical practice within
Assessment. 42 days prior to randomisation is
acceptable and doesn’t need to be
repeated during screening.
Text added to table footnote to
clarify that ECHO/MUGA is
mandatory for Arm 3 and all
patients must be assessed at

screening when Arm 3 is open for
enrolment. When Arm 3 is not open
for enrolment, ECHO/MUGA can
be done at the Investigator’s
discretion.
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Section Number and Name Description of Change Brief Rationale

Table 1 Schedule of Activities for the Change in time that women of Updated for all arms in

Screening Period: All Patients. childbearing potential are required order to match

Schedule of Activities tables for Arms 1-5. | to have a pregnancy test to the first | requirement for Arm 4.

dose of study intervention — reduced
from within 7 days fo within 3 days.

Table 1 Schedule of Activities for the Ophthalmological assessments To include and provide

Screening Period: All Patients. added to Schedule of Activities. details on the

Table 2 Schedule of Activities for Patients | New section added to describe ophthalmological

who have Completed/Discontimed ophthalmological assessments. assessments that are

Treatment: All Patients. required for Arm 4.

Section 8.2 8 Ophthalmological

Aszessments.

Section 3 Objectives and Endpoints. Tertiary/exploratory endpoints Update.

updated fo amend description of
serum protein levels (renamed as
circulating soluble factors from
plasma and serum).

Biomarker expression updated to
include LIF and TROP2.

Section 4 4 End of Study Definition. FEnd of study dates defined. In accordance with
updates to CSP
template.

Section 5.1 Inclusion Criteria. Updated inclusion criteria to clarify | Clarification.

eligibility based on T4 fumours.

Addition of the following wording Required following
to inclusion criterion 7: red blood addition of Arm 4.
cell’plasma transfusion is not

allowed within 1 week prior to

SCTeening assessment.

Section 5.1 Inclusion Criteria. Change in contraception Initial confraception

Section 5.2 Exclusion Critenia. requirements after stopping requirements set to align

Section 8.3.13.2 Paternal Exposure. MEDI5S752. with FDA guidance for

Appendix A3 Informed Consent Process. genotoxic

Appendix G Contraception Requirements. pharmaceuticals have
been updated based on
confirmation that
MEDI5752 is
non-genotoxic.
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Section Number and Name

Description of Change

Brief Rationale

Section 5.2 Exclusion Critenia.

Addifion of autoimnmne
poeumonifis and autoimmune
myocarditis as examples of active or
prior documented autoimnmme or
inflammatory disorders.

Addition of bleeding diseases as
example of uncontrolled
intercurrent illness.

Clarification that a major surgical

procedure includes highly invasive

dental procedures (note added that

this only applies if Arm 5 is open

for enrolment).

Addition of the following new

exclusion criteria:

= History of non-infections
II.D/pnenmonitis that required
steroids, has current
II.D/pnenmonitis, or has
suspected IL.D/pneumonitis
that cannot be mled out by
Imaging at screening.

= History of allogeneic organ
transplant.

= Patients with a history of
severe hypersensitivity
reactions to other monoclonal
antibodies.

= Patients with clinically
significant corneal disease
{Note that this exclusion
criterion only applies if Arm 4
1s open for enrolment).

= Patients who have received
previous freatment with a
TROP?2 targeting ADC or with
another ADC containing a
chemotherapy agent that
inhibits TOP1 activity.

= Patients who have received
previous Dato-D3d or
AZDO0171 assignment in the
present study.

Clarification and update
for new treatment arms.
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Section Number and Name Description of Change Brief Rationale
Section 6 Study Intervention. Table 5 Investigational Products Updated information
updated with additional
information.
Addition of separate columns to
Table 6 Chemotherapy for single
agent chemotherapy (required for
Arm 4).
Section 6.3.1 Patient Enrolment and Text added to clarify that with the Clarification.
Randomisation. exception of patients with squamous
Section 8.6.1 Baseline Tumour Samples for | cell carcinoma, all patients will be
Biomarker Assessments. tested for ALK
Section 8 2 5 Echocardiogram/MUGA. Information added to state that any | Update and clarification.
Section 8.6.3 Blood Sample. Collections blood samples for flow cytometry
for Biomarker Analysis. should be collected either before the
Appendix M1 Schedule of Activities. MUGA scan or at least 2 days after
the MUGA scan has been
performed. Note added that
ECHOMUGA assessments are only
required at screening if Arm 3
containing MEDI5752 is open for
enrolment.
Section 8.3.10.1 Adverse Events of Special | Updates made to list of adverse Clarification and update
Interest for Durvalumab-containing events of special interest for to align with latest
Regimens. durvalumab. durvalumab IB.
Section 8.3 14 Medication Frror Definition of medication error Updated following
updated. change to CSP template.
Section 8.5 2 Immmmnogenicity Assessments | Clarification added that blood Clarification.
samples for determination of ADA
will be taken as serum or plasma.
Section 8.5 3 Storage and Destruction of Text added to amend the time Update and clarification.
Pharmacokinetic/ADA samples. period that PE samples will be kept
from 15 years to 6 months of
finalisation of the bioanalytical
report and to clarify that any
residual back-up PK samples may
be used for future exploratory
biomarker research only if firture
use consent has been provided.
Section 8.6.1 Baseline Tumour Samples for | LIF and TROP2 added to List of Update for addition of
Biomarker Assessments. biomarkers. Arms 4 and 5.
Section 1.1 Synopsis. Text added to clarify definition of Clarification.
Section 3 Objectives and Endpoints. EFS events.
Section 8.1 Efficacy Assessments.
Section 94 2 2 Secondary Endpoints.
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Section Number and Name

Description of Change

Brief Rationale

Appendix Al Regulatory, Fthical, and
Study Oversight Considerations.

Appendix A6 Dissemination of Clinical
Study Data

Addition of requirements for
reporting serious breaches.

Addition of text relating to the
timing of the submission of results
from the trial

Updated following
change to protocol

template.

Appendix H1 Prohibited and Permitted
Concomitant Medications/Therapies.

Text added to exclude anti-HLA-E
and anti-1.IF agents, treatment with
a TROP?2 targeting ADC or with
another ADC containing a
chemotherapy agent that inhibits
TOP1.

Required for new
treatment arms.

Appendix H1 Prohibited and Permitted
Concomitant Medications/Therapies.

Deleted the following wording from
Table 16 Prohibited
medications/therapies: local
treatment of isolated lesions,
exchiding TLs, for palliative mtent
is acceptable [eg. by local surgery
or radiotherapy]).

Deleted paragraph allowing
palliative therapy.

Change made to provide
clarity and streamline
allowed therapies in the
study.

Appendix K1 Schedule of Activities.
Appendix L1 Schedule of Activities.

ECHO/MUGA assessments added
to nepadjuvant tables.

aPTT and INR added to adjuvant
table.

Update and clarification.

Appendix M1 Schedule of Assessments.

Clarification added to state that CT
is only after Cycle 2.

Clarification added to state the visit
days at which clinical chemistry
tests will be required during the first
0 weeks (Day 1, Day 8, Day 15 of
Cycle 1, 2, and 3).

pIT and INR. added to adjuvant
table.

Clarification.

Appendix M4 Rationale for Combining
MEDI5752 with Chemotherapy.

Updated with latest data from
ongoing study D7980C00001.

Update.
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Section Number and Name Description of Change Brief Rationale
Minor updates and clanifications Text updated in Synopsis, Minor updates and
throughout the document Introduction, and Benefit Risk clarifications.

Assessment sections.

Deletion of “approximately™ i
requirement for surgery to be
performed within “approximately™
40 days from last dose of study
infervenfions.

Clarification to add missing
wording (“and continues fo have
clinical bengfit”) from the
nepadjuvant treatment period that
treatment will be stopped at
RECIST 1.1-defined radiological
PD or clinical progression unless it
is confirmed by the Investigator in
agreement with the Stdy
Physician/Medical Scientist that the
patient continues to have a
resectable tumour and continues to
have clinical benefit.

Text added to state that for patients
receiving more than one study
intervention, the longest washout
period must be followed after the
last dose of study interventions (text
already stated in other sections).
Text added to clarify the visit days
at which specified laboratory
parameters should be measured
during the first 9 weeks for patients
receiving MEDIS752.

Text added to clarify that the
updated patient weight will be used
as the new baseline weight in any
dose recalculations.

Text added to clarify that in
situations where the assessment
qualifies multiple agents’ TMGs for
a particular toxicity, the more
conservative TMG should be
applied.

Clarification added that the ctDNA
sample will be used to obtain buffy
coat layers.
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Abbreviations: ADA- anti-dmg antibody; ADC: antibody-drug conjugate; ALK anaplasfic lymphoma kinase;
aPTT: activated partial thromboplastin time; CSP: clinical study protocol; CT: computed tomography; ctDMNA-
circulating tumour DNA; Dato-DXd: datopotamab demmxtecan; ECHO: echocardiogram; FDA: Food and Dmg
Admimstration; HLA-5: HLA class I histocompatibility antigen, alpha chain E; ILD: interstitial lung disease;
INE- International Normalised Ratio; LIF: lenkaemia inhibitory factor; MUGA: multigated acquisition scans;
NSCLC: non-small cell lung cancer; PD: progression of disease; PK- pharmacokinetics; RECIST: response
evaluation criteria in solid tumours; TL.: target lesion; TMG: toxicity management guideline; TOP1:
topoisomerase 1; TROP2: human trophoblast cell-surface antigen 2.

Amendment 4 (28 November 2023)
Overall Rationale for Amendment

This protocol was amended to incorporate 2 additional study arms (3B and 3C) m addition to
clanfications and updates on the climical study protocol (CSP). The updates are summansed
below, and details are provided in Appendix M. Other minor editorial updates were made
throughout. Admimstrative changes, such as formatting, updates to abbreviations, and
punctuation corrections are not presented in this summary.

List of Substantial Modifications

Section Number and Description of Change Brief Rationale
Name

Section 1.1 Synopsis, Addition of two new treatment arms 3B and 3C
Section 1.2 Schema, (neoadjuvant/adjuvant treatment with volmstomig),
Section 4.1 Overall with the re-naming of Arm 3 fo Arm 3A

Design = Arm 3A (previously Amm 3): Neoadjuvant:
Section 6.1.1 volmstomi, mg + CTX Adprvant:
Investigational volmstomi mg

Products Arm 3B: Neoadjuvant: volrustomig
Appendix M

For details see
Appendix M 5.
Updated sample size from 350 to 490, details of
treatment modalities in treatment Arms 3A. 3B and 3C.
List of Non-substantial Modifications
Section Number and Description of Change Brief Rationale
Name
Throughout the CSP Naming for MEDIS752 used in previous CSP versions | Update following the
has been updated to volmstomig. finalization of
MEDI5752°s INN.
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Section Number and Description of Change Brief Rationale
Name
Section 1.1 Synopsis Discrepancies in EOT wisit window clarified Aligned | Clanification
to "30 days +/- 3 days since last dose or last study
mtervention (including surgery)".
Table 1 Schedule of Footnote added for Dato-DXd to refer to Clanification.
Activities for the Ophthalmologic Assessment Mamal for details. Updated in response to
Screening Period Rationale for change in pregnancy test prior to dosing | an Ireland Health
from within 7 days to within 3 days was updated. Authority request.
Table 2 Schedule of Minor updates in footnote a to add clarifications for Clarification
Activities for Patients mitial EQOT wisits done outside the protocol specified
who have window.
Completed Discontinued
Treatment
Section 2.1 Disease Update from results of recently conducted clinical Update of background
Background, Section 2.3 | trials for treatment for resectable, early stage NSCLC. | information.
Study Rationale, Section
2.4 1 Potential Benefits
Section 2421 Additional risks for durvalumab monotherapy added Update.
Durvalumab {uveitis and imnmne-mediated arthritis).
Section2 4272 Addition of the 2 most relevant risks considered for Update.
Combination Therapy the benefit/nisk assessment for durvalumab
with Durvalumab Plus combination therapy (important identified risk of
Oleclumab, II.D/pnenmonitis and idenfified nsk of IRE). Embryo-
Monalizumab, Dato- foetal toxicity added as an important potential risk.
DXd or AZD0171
Section 4 4 End of Defined that arm-specific CSRs may be produced as Clarification on the
Study Definition each of the arms complete. A final integrated CSE. will | reporting of study
be written containing all arms. results.
Section 5.1 Inclusion Updated inclusion criterion #7 (LVEF = 50% as Update.
Criteria assessed by echocardiogram or MUGA scan). Added
that this criterion only applies if Arms 3A 3B, and 3C
are open for enrolment.
Section 5.2 Exclusion Updated exclusion criterion #0b (Enown HIV Update.

Criteria

mfection that 15 not well controlled). Added that if an
HIV infection meets the defined criteria, monitoring of
viral RNA load and CD4+ count is recommended. If
Arm 4 is open for enrolment, all participants must be
tested for HIV during the screening period if
acceptable by local regulations or an IRB.

Updated exclusion criterion #%¢ (it) (Active or
uncontrolled HBV or HCV, patients are eligible if they
have normal transaminase values). Removed the
previously defined criteria for patients with metastatic
disease as they are not eligible for this study.
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Section Number and Description of Change Brief Rationale
Name
Section 6.6.1 Dose Additional guidance provided: if dosing must be Guidance on delays not
Delays delayed for reasons other than treatment-related due to toxicity.
toxicity, dosing will resume as soon as feasible.
Section 6.7 Continmed Updated with further mformation regarding post-trial | Updated following
Access to Study access to study intervention. change to protocol
Intervention After the template.
End of the Study
Section 7.1 Additional instructions added. Any subject seeking to | Update and clanfication.
Disconfinuation of enrol in any form of trial while on study should
Study Intervenfions consult and obtain approval from AZ prior.
Section 8.2 3 Vital Signs | Added clarification that for neocadjuvant Cycle 1, Clarification
where pre, 30 min post, and end of infusion vital signs
are required, this applies to the 1st administered IMP
only and does not include chemotherapy or
durvalumab.
Section 8.2 4 Clarification of discordance in QTcF interval cutoff Clarification
Electrocardiograms between Section 8.2 4 and exclusion criterion #12.
Aligned to QTcF interval = 470 ms.
Section 8 2 8 Addition of referencing to the Dato-DXd Clarification
Ophthalmological Ophthalmologic Assessment Mamual for further
Assessments details.
Section 8.2 9 Other Further instruction for patients with new or worsening | Update and clanification.
Safety Assessments pulmonary symptoms or radiological abnormality
suggestive of pneumonitis/TL.D added: troponin
measurements will be done to rule out cardiac
aetiology.
Further information for pnenmonitis (ILID)
mvestigation added: High Resolution CT if feasible,
otherwise non-contrast chest CT is also acceptable.
Section §.3.14 and Further updates of the definition of medication error Updated following
Appendix B4 and new subsections added to provide additional change to protocol
Medication Error, Drug | mformation on drug abuse and drmg misuse. template.
Abuse, and Dmig Misuse
Section 9 2 Sample Size | Text updated to consider the new treatment Arms 3B Update.
Determination and 3C to enrol 35 patients per arm to evaluate
tolerability of alternate dose regimens, with a potential
to increase to 70 patients per arm.
Section 9 3 Populations | The analysis set “Interim pathological response This originally defined
for Analysis evaluable™ was removed. interim pathological
response evaluable
analysis set is not of
interest in the interim
analysis.
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Section Number and Description of Change Brief Rationale
Name
Section 94272 Surgery-related statistical analysis updated: the rate Update and clarification.
Secondary Endpoints and outcomes of surgical complications will also be
summarised.
Section 971D Section added. An independent IL.T} Adjudication Update.
Adpdication Committee | Committee is responsible for reviewing all cases of
and Appendix N 7 potential IT.DVpnenmonitis on arm 4 as part of the
Dato-DXd programme requirements.
Appendix Al Update of AstraZeneca standard text. Updated following
Regulatory and Ethical | New subsection added on “Regulatory Reporting change to protocol
Considerations Requirements for Serious Breaches™. template.
Appendix A6 Website address for study disclosure updated Update.
Dissemination of following latest Transcelerate CSP update (version 9).
Clinical Study Data
Appendix AT Data Bullet point added to confirm that AstraZeneca or Updated following
Quality Assurance designee 15 responsible for medical oversight change to protocol
throughout the conduct of the study. template.
Appendix B4 New mandatory subsection on drug abuse and dmg Updated following
Medication Error, Drug | misuse added. change to protocol
Abuse and Dmug Misuse template.
Appendix G Update.
Contraception
Requirements
Appendix G1 Female Additional guidance provided. Preservation of ova
Patients should be considered prior to enrolment in this study.
Appendix G2 Male Additional guidance provided. Total sexual abstinence
Patients with a Female 1s an acceptable method provided it is the usual
Partner of Childbearing | lifestyle of the patient.
Potential
Appendix H1 Prohibited | Addition to Table 16 Prohibited medications/therapies: | Update and clanfication
and Permitted Use of intranasal, inhaled, topical steroids, or local
Concomitant steroid injections (eg, intra arficular injection) is
Medications/Therapies | permitted.
Appendix M Arm 3A, This appendix provides information for patients Update. Changes made
3B, and 3C: randomised to Arm 3A, 3B, and 3C. following the addition of
Volmustomig + Platinum new treatment arms
Doublet Chemotherapy {Arm 3B and 3C).
{Neoadjuvant
Treatment) Followed by
Volmstomig Alone
{Adjuvant Treatment)
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Section Number and Description of Change Brief Rationale
Name
Appendix M1 Schedule | Update of Table M22 Schedule of Activities for Update.
of Acfivities Neoadjuvant Treatment for Patients Randomised to

Amm 3A 3B, or 3C. Additional time points added for

flow cytometry and PBMC.
Appendix M4 Rationale | Information from results of recent studies with Update.
for Combining with combination therapy added.
Chemotherapy
Appendix M5 Rationale added for additional volmstomig treatment | Updates following the
Rationale for Additional | arms 3B and 3C. introduction of new
Volmstomig Treatment treatment arms using
Amms 3B and 3C. volmstomig.
Appendix M6 Justification added for doses used in treatment arms Updates following the
Justification for Dose 3A 3Band 3C . introduction of new
for Study Interventions treatment arms using
Used in Arms 34 3B volmstomig.
and 3C.
(Appendix M6.1.
Appendix M6.2 and
Appendix M6.3)
Appendix M733 New section with guidelines for dose reductions Update.
Volmstomig added, applicable to Arm 3A only.
Intrasubject Dose
Reduction (Arm 3A
only)
Appendix N1 Schedule | Additional instructions added in footnotes for Update and clarification.
of Acfivities Table N25 Schedule of Activities for Neoadjuvant

Treatment for Patients Randomised fo Arm 4:

Footnote c: recommendation of professional dental

evaluation before study intervention initiation and

dental treatment if indicated. Patients will be provided

an oral care plan prior to and during study treatment.

Footnote d: Ophthalmologic assessments inchiding

visual acuity testing, slit lamp examination, intraocular

pressure measurement, fundoscopy, and fluorescein

staining will be performed at screening by an

ophthalmologist, or if unavailable, another licensed

eye care provider.
Appendix N6.1 Minor updates. Patients should remain at the site for at | Update and clanfication.
Treatment Regimen least 1 hour post infusion of every dose of Dato-DXd

for close observation for possible allergic reaction and

IRR_ Participants will be provided an oral care plan

prior to and during study freatment.
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Section Number and Description of Change Brief Rationale
Name

Appendix N7 Adverse Updates for I D/Pnenmonitis. If the AFE 15 suspected Updates and

Events of Special to be ILD/pnenmonitis, freatment with Dato-DXd is fo | clanification
Interest Associated with | be delayed pending further evaluations as described

Dato-D3Xd in the Dato-DXd TMGs. Added information on the

mdependent ILD Adjudication Committee responsible
for reviewing all cases of potential ILD/pneumonitis.
Updates for infusion related reaction. Infirsion-related
IRF. is an identified risk associated with Dato-DXd
treatment (no longer classified as important identified
risk).

Abbreviations: CD: cluster of differentiation; CSP: clinical study protocol; CSR- clinical study report; CT3:
double platinum chemotherapy; CT: computed tomography; Dato-DXd: datopotamab deruxtecan: EOT: end of
treatment; HIV: human immmunodeficiency virus; HBV: hepatitis B vims; HCV: hepatitis C virus; TLD:
interstitial lung disease; IMP: mvestigational medicinal product; INN: International Nonproprietary Name; IRB:
Institutional Review Board; IRR- infusion-related reaction; LVEF: left ventricular ejection fraction; MUGA:
mulfigated acquisition scans; NSCLC: non-small cell ing cancer; PMBC: Peripheral blood mononuclear cells;
QTcF: QT interval corrected by Fridericia’s fornmla; Q3W: every 3 weeks; RNA- ribonucleic acid; TEAE:
treatment-emergent adverse event; TMG: toxicity management gnideline.

Amendment 5 (06 Mar 2024)
Overall Rationale for Amendment

This protocol was amended to include the monalizumab hiquid drug product presentation. The
updates are summarnised below. Other minor editonial updates were made throughout.
Admimistrative changes, such as formatting, updates to abbreviations, and punctuation
corrections are not presented in this summary.

List of Substantial Modifications

Section Number and Description of Change Brief Rationale
Name
Section 6.1.1 Addition of liquid product presentation of A second presentation of
Investigational monalizomab (750 mgfvial, 50 mg/ml.). monaliznmab is being
Products, Table 5, added to the study. Sites
Appendix 1. 6.3 may receive either the
Investigational Product lyophilised product or the
Preparation and liqud product. Over
Administration time, sites will switch
completely to the liquid
product as the
manufacture of the
lyophilised product will
be discontinued.
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List of Non-substantial Modifications
Section Number and Description of Change Brief Rationale
Name
Section 6.1.1 Footnote h added to clarify the monalimamab dmg Clarification
Investigational Products, | products that are available.
Table 5
Section 9 5 Interim The text “Analyses will be based on the interim Clarification fo align
Analyses analysis set as defined in Section 93" was replaced with previous C5P
with ‘Analyses will be based on several internim amendment update to
analysis sets, which are defined in the SAP°. analysis sets.
Appendix () Protocol Text states “This protocol was amended to incorporate | Correction of
Amendment History, 2 additional study arms (3A and 3B)". Thisis a typographical error.
Amendment 4, Overall typographical error and was updated to say (3B and
Rationale for 3Cy.
Amendment

Amendment 6 (22 May 2024)
Overall Rationale for Amendment

This protocol was amended following a review c-f- safety data from the volrustomig
chimical programme. As a result of this review, AstraZeneca 1s implementing additional
preventative safety measures including changes to the- monitoring schedule and toxicity

management guidelines.
List of Substantial Modifications
Section Number and Description of Change Brief Rationale
Name
8.2.1 Clinical Safety Addition of text to specify that clinical laboratory safety Implementation of
Laboratory Assessments | test results must be promptly reviewed by the Investigator. | additional
8.2.1 Clinical Safety Table footnotes amended to clarify when preventative safety
Laboratory Assessments, measures including
Table 7: Appendix M 1 changes to the [JiRl
Schedule of Activities, monitoring schedule
Table M22 and and toxicity
Table M23 management
: guidelines,

‘&;_ﬁmfm ;S::ledlﬂe following review of
o vities, Table M22 safety data

replaced with a footnote to clarify when each clinical %he

chemistry parameter will be measured. volrustomig clinical
Appendix MQ- Appendix added to clarify th.E- monitoring programme.
Safety Monitoring measures in place for patients receiving volrustomig.
Strategy for Participants
Assigned to Volmstomig
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