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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

Abbreviation or Explanation

special term

NSCLC Non-Small Cell Lung Cancer

ADR Adverse Drug Reaction

AE Adverse Events

AESI Adverse Event of Special Interest

ALK Anaplastic Lymphoma Kinase

APTT Activated Partial Thromboplastin Time
cCRT concurrent chemoradiotherapy

CDSCO Central Drugs Standard Control Organisation
CRO Clinical Research Organization

CTLA-4 cytotoxic T Lymphocyte-Associated antigen 4
DC Dendritic Cell

ECOG Eastern Cooperative Oncology Group

eCRF electronic Case Report Form

EGFR Epidermal Growth Factor Receptor

FDA Food and Drug Administration

GCP Good Clinical Practice

GPP Good Pharmacoepidemiology Practice

HIV Human Immunodeficiency Virus

ICF Informed Consent Form

ICH International Council for Harmonisation

ICI Immune Checkpoint Inhibitors

IEC Independent Ethics Committee

IgG1 Immunoglobulin G1

INR International Normalized Ratio

IRB Institutional Review Board

ISPE International Society for Pharmacoepidemiology
LFT Liver Function Test
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Abbreviation or Explanation

special term

NCCN National Comprehensive Cancer Network
NK Natural Killer

NSCLC Non-Small Cell Lung Cancer

PD-1 Programmed cell Death protein-1
PD-L1 Programmed Death-Ligand 1

PMS Post Marketing Surveillance

PT Preferred Term

q3w once every 3 weeks

g4w once every 4 weeks

SAE Serious Adverse Events

SAP Statistical Analysis Plan

sCRT sequential chemoradiotherapy

SOC System Organ Class

SoC Standard of Care

TEAE Treatment Emergent Adverse Event
TSH Thyroid Stimulating Hormone

Observational Study Protocol Form
Version 5.0

Form Doc ID: TMP-0010230
Parent Doc ID: SOP-0063365



Observational Study Protocol
Study Code D9106R00007
Version 1.0

Date 22 December 2024

RESPONSIBLE PARTIES

Name Professional Title Role in Study Affiliation Email Address

Dr Hardik Director- Medical Study Director AZ India Hardik.Vasnawala@astrazen

Vashawala Affairs eca.com

Dr Shashank Medical Therapy Area Medical Lead & AZ India drshashank.srinivasan@astra

Srinivasan Lead Study Physician zeneca.com

Dr Shweta Shah Medical Affairs Manager Co-Study AZ India shweta.ramakantsurve@astra
Physician zeneca.com

Dr Bharath H S Trials, Publications & Study Delivery AZ India bharath.hs@astrazeneca.com

Medical Excellence Lead Team Leader

Observational Study Protocol Form
Version 5.0

Form Doc ID: TMP-0010230
Parent Doc ID: SOP-0063365


mailto:Hardik.Vasnawala@astrazeneca.com
mailto:Hardik.Vasnawala@astrazeneca.com
mailto:drshashank.srinivasan@astrazeneca.com
mailto:drshashank.srinivasan@astrazeneca.com
mailto:shweta.ramakantsurve@astrazeneca.com
mailto:shweta.ramakantsurve@astrazeneca.com
mailto:bharath.hs@astrazeneca.com

Observational Study Protocol
Study Code D9106R00007
Version 1.0

Date 22 December 2024

PROTOCOL SYNOPSIS

A Prospective, observational, multicenter, post marketing surveillance study to assess
safety of durvalumab in Indian adult patients with resectable Non-Small Cell Lung
Cancer (NSCLC)

Background/Rationale:

Lung cancer is the leading cause of cancer-related deaths worldwide with non-small cell lung cancer
(NSCLC) accounting for 85% of all lung cancers. Surgery is the most effective treatment for patients
with resectable NSCLC. However, only 20% to 35% can be treated through resection. 1 Peri-operative
immunotherapy has the potential benefits of both neoadjuvant & adjuvant therapy and helps to improve
survival outcomes as well as reduce micrometastases.Recently, immunotherapy has also been
established as a valuable component of treatment for resectable NSCLC with pembrolizumab,
atezolizumab, and nivolumab all approved by the US FDA for use in this setting. Of these, neoadjuvant
nivolumab has received approval from CDSCO for use in India. Perioperative immunotherapy has been
incorporated into the NCCN Clinical Practice Guidelines for Oncology (NCCN Guidelines) and is
categorized into adjuvant and neoadjuvant immunotherapy approaches [2,3].

Neoadjuvant immunotherapy aims to enhance systemic immunity against tumour antigens, eliminating
micrometastatic tumour deposits that would otherwise be the source of postsurgical relapse.
Furthermore, while the primary tumour is in place, neoadjuvant therapy leverages higher levels of
endogenous tumour antigen present in the primary tumour to enhance T cell priming [4]. Adjuvant
therapy plays an important role in eliminating micrometastases and preventing recurrence [5].

The Indian Health Authority has granted conditional approval of durvalumab in combination with
chemotherapy as neoadjuvant therapy followed by durvalumab monotherapy after surgery for use in
patients with resectable (tumors > 4 cm and/or node positive) NSCLC and no known EGFR mutations
and ALK rearrangements

AstraZeneca is mandated to conduct a study evaluating the safety of durvalumab in patients with
resectable NSCLC, as administered by physicians in standard clinical practice settings as per the CDSCO
approval. This study aims to confirm the known safety profile and identify previously unrecognized
adverse reactions of durvalumab in the treatment of resectable NSCLC among Indian patients, in
compliance with the requirements of the Indian Health Authority.

Objectives:
Primary objective Outcome measure
To assess the safety of Durvalumab (IMFINZI) |-  Frequency and proportion of patients with
in resectable non-small cell lung cancer Grade 3/4 possibly related adverse events
(NSCLC) patients in India (PRAES)*
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- Frequency and proportion of patients with
treatment emergent adverse events & serious
adverse events (SAEs) and , mortality

- Time to occurrence of first AEs and first SAEs

* PRAES as assessed per the WHO-UMC
criteria

Methods:
Study design:

This will be a single-arm, multicenter, prospective, observational, real-world study and the data source
is the patients’ medical record at each site. A total of 78 patients will be enrolled in the study.

Eligible patients with newly diagnosed, previously untreated, resectable NSCLC (tumors > 4 ¢cm and/or
node positive) and no known epidermal growth factor receptor (EGFR) mutations or anaplastic
lymphoma kinase (ALK) rearrangements will be included.

This study will be conducted according to each site's routine clinical practice for the treatment of
resectable NSCLC. Patients will undergo routine biopsies and staging investigations; and will be offered
durvalumab as neoadjuvant and/or adjuvant therapy in accordance with the approved prescribing
information and as per the institutional standard at the discretion of the Investigator. Patients accepting
this treatment approach will be offered enrolment into this study. Patients will be made aware that their
therapy and subsequent management will not be impacted as a result of their enrolment. Patients will be
provided with an informed consent form (ICF) that describes the data to be collected, and the purpose
of the study. There will be no protocol-mandated procedures in the present study.

The treatment period for an individual patient will be calculated from the date of the first dose of
durvalumab until:

- Date of last dose of durvalumab + 90 days or
- Date of first dose of subsequent anti-cancer therapy; whichever is earlier

Patient data will be gathered for about 90 days for safety assessment since the last dose of the study drug,
until withdrawal of consent, lost to follow-up, or death, whichever comes first. The enrolled patients
should be followed up at least once after taking the study drug. Safety follow-up will be conducted for
all AEs occurring during the study period.

The total number of visits and the visit time will be determined at the discretion of the investigator based
on the patient’s condition. Patients’ demographic, disease status, investigations, durvalumab dosing and
other treatment data at baseline and throughout the study period will be collected and recorded in eCRF,
along with outcome measures such as incidence of TEAE including SAEs and death (Refer Since this is
an observational study, there will be no protocol-mandated investigations.Data related to the
below mentioned assessments (if available) will be collected at the following timepoints
corresponding to treatment schedule:

Table 1).
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Data Source(s):

The data source of this study is the patient’s medical records in each site and collected data will be
recorded and gathered in case report form (eCRF). Participation in this study is not intended to change
the routine treatment patients receive, as determined by their prescribing physicians (Investigators); all
treatment decisions, type and timing of disease monitoring are at the discretion of treating physician and
patient.

Study Population:
Inclusion criteria

1. Patients with newly diagnosed previously untreated resectable NSCLC (tumors > 4 cm and/or
node positive) and no known EGFR mutations or ALK rearrangements prescribed with
durvalumab as per local prescriber information.

2. Provision of signed, written and dated informed consent

3. Male or female patients aged 18 years or older

Exclusion criteria

Presence of unresectable or metastatic disease.

Prior treatment with durvalumab for any other indications

Requires concurrent treatment for cancers other than resectable NSCLC

Concurrently participating in any other clinical trial

Patients with active or prior autoimmune disease or with medical conditions that required
systemic corticosteroids or immunosuppressants

6. Any condition that, in the opinion of the investigator, would interfere with the patient’s
participation in the study.

gk wd -

Exposure(s):

Patients who fit the eligibility criteria and are assessed by their physicians as qualifying for therapy
with durvalumab and have not received any previous treatment for their NSCLC will be considered for
enrolment in the present study. Durvalumab will be administered as per each site's routine clinical
practice and in accordance with the approved prescribing information.

Exposure will be defined in terms of total and actual exposure. The total exposure (duration of treatment)
will be calculated using the start and stop dates of Durvalumab and the intended dosing interval (or
intervals if dosing is not regular

Dose interruptions and dose reductions will also be monitored and captured in the eCRF.

Outcome(s):
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Frequency and proportion of patients with treatment emergent adverse events (AEs) (Grade 3/4 PRAEs
& all-grade AEs) including immune mediated adverse events& treatment emergent serious adverse
events (SAESs), and deaths. The AEs will be characterised based on the time point of occurrence- before
& after surgery. Additionallytime to occurrence of first AEs and first SAEs will also be noted.

Sample Size Estimations:

The primary endpoint of the trial is to demonstrate the safety profile of durvalumab in routine clinical
practice as assessed by the incidence of Grade 3/4 possibly related AEs observed during the trial.

Based on the durvalumab data generated from the results of AEGEAN trial [18], the incidence rate of
Grade 3/4 AEs which were at least possibly related, is 33%. A sample size of 70 will be needed to
estimate a 33% AE rate (grade 3 or 4, possibly related) with 11% margin of error leading to a 95%
confidence interval of 22% to 44%. With a dropout rate of 10%, the total sample size is 78.

Statistical Analysis:

Statistical software SAS® version 9.4 or higher (SAS Institute Inc, Cary, North Carolina) will
be used for the analyses. The safety analysis population will include all patients who sign the ICF and
receive at least one dose of durvalumab.

In general, the variables will be summarized by using standard descriptive statistics. Continuous
variables will be summarized with the number (n) of non-missing observations, mean, standard
deviation, median, and minimum and maximum, unless otherwise specified. For categorical data,
descriptive statistics will be presented with the number and percentage of subjects in the various
categories of the endpoint. Detailed methodology for summary and statistical analyses of data collected
in this study will be documented in the SAP, which will be dated, filed and maintained by the sponsor.
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1. BACKGROUND AND RATIONALE

1.1 Background

According to GLOBOCAN 2022, lung cancer was the most frequently diagnosed cancer in
2022, responsible for almost 2.5 million new cases, or one in eight cancers worldwide (12.4%
of all cancers globally) and is also the leading cause of cancer death (18.7% of the total cancer
deaths). Lung cancer is most frequent cancer in men (both cases and deaths). Biologically, lung
cancers are a group of heterogenous diseases categorically divided into non-small cell lung
cancer (NSCLC) and small cell lung cancer (SCLC). NSCLC is predominant, representing 85%
of the cases, while SCLC comprises 15% of total lung cancer cases. Furthermore, depending on
the cell of origin, lung cancers of NSCLC histology are classified into two major subtypes: lung
adenocarcinoma and lung squamous carcinoma [7]

For lung cancer, as in any other cancer, an accurate diagnosis is crucial to provide the patients
with the best possible treatment. Lung cancer staging is necessary to determine the prognosis,
to evaluate the available treatment options, and to allow accurate representation in clinical trials
[8].

Surgery is the most effective treatment for patients with resectable NSCLC. However, only 20%
to 35% can be treated through resection [1]. In addition to TNM staging, the presence of driver
mutations [such as alterations in the epidermal growth factor receptor (EGFR) gene and
anaplastic lymphoma kinase (ALK) rearrangements] is another important factor to be considered
during treatment selection. In patients with no known driver mutations, immunotherapy with
checkpoint inhibitors has revolutionized the treatment [8].

Immunotherapy in cancer

Recently, immunotherapy has been established as a valuable component of treatment for
resectable NSCLC. Perioperative immunotherapy has been incorporated into the NCCN
Clinical Practice Guidelines for Oncology (NCCN Guidelines) and is categorized into
neoadjuvant and adjuvant immunotherapy approaches [2]. Neoadjuvant immunotherapy aims
to enhance systemic immunity against tumor antigens, eliminating micrometastatic tumor
deposits that would otherwise be the source of postsurgical relapse. Furthermore, while the
primary tumor is in place, neoadjuvant therapy leverages higher levels of endogenous tumor
antigen present in the primary tumor to enhance T cell priming [4]. Adjuvant therapy plays an
important role in eliminating micrometastases and preventing recurrence [5]. The huge number
of genetic and epigenetic changes that are inherent to most cancer cells provide plenty of
tumour-associated antigens that the host immune system can recognize, thereby requiring
tumours to develop specific immune resistance mechanisms. An important immune resistance
mechanism involves immune-inhibitory pathways, termed immune checkpoints, which
normally mediate immune tolerance and mitigate collateral tissue damage [10].

Immune Checkpoints and Immune Checkpoint Inhibitors (ICIs)

Immune checkpoints regulate immune activation, preventing autoimmunity and limiting tissue
damage. Tumors exploit these mechanisms to evade immune responses by suppressing tumor-
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specific lymphocyte activation. Blocking these inhibitory signals reactivates antitumor
immunity, forming the basis of modern immunotherapies using monoclonal antibodies or
recombinant receptors. While effective, this approach may trigger autoimmune reactions [11].

PD-1, an inhibitory receptor, regulates T-cell responses and is expressed on various immune
cells in the tumor microenvironment (TME), including monocytes, dendritic cells, NK cells, T
cells, and B cells. Its ligands, PD-L1 and PD-L2, are expressed by tumor and immune cells. PD-
L1 suppresses T-cell migration and proliferation by binding PD-1 and B7.1, hindering tumor
cell killing and facilitating immune escape [12, 13, 14].

Antibodies targeting immune inhibitory receptors, such as CTLA-4, PD-1, and PD-L have been
the most widely used immunotherapeutic agents in the last decade. An increasing number of
studies report that immune checkpoint inhibitors may be of significant therapeutic value.

After the FDA's 2011 approval of the CTLA-4 inhibitor (ipilimumab), six additional ICls have
received FDA clearance, including 3 PD-1 inhibitors (nivolumab, pembrolizumab, and
cemiplimab) and 3 PD-L1 inhibitors (atezolizumab, avelumab, and durvalumab). Oncologists
frequently use these ICls in their routine treatment for about 15 different tumor types, and they
have demonstrated impressive success [14]. Durvalumab, one such novel antibody against PD-
L1, is currently being evaluated in the present study.

Durvalumab

On February 16, 2018, the Food and Drug Administration approved durvalumab (Imfinzi,
AstraZeneca Inc.) for patients with unresectable stage I11 non-small cell lung cancer (NSCLC)
whose disease has not progressed following concurrent platinum-based chemotherapy and
radiation therapy. Durvalumab is a human immunoglobulin G1 (IgG1) monoclonal antibody
and is a highly selective PD-L1 blocking antibody. It is highly selective for PD-L1 and does not
bind to PD-L2, which plays a role in controlling inflammation in normal tissue, and which might
potentially decrease the immune-related toxicity associated with the PD-L2 interaction. When
used in conjunction with chemotherapy and radiation treatment, durvalumab is an appealing
new approach to targeting the immune system pre- and post-surgery, thus enhancing survival
rates [15].

In the phase 111, placebo-controlled PACIFIC trial of patients with unresectable, stage 111 non—
small-cell lung cancer (NSCLC) whose disease had not progressed after platinum-based CRT,
administration of durvalumab for up to 12 months improved overall survival and progression-
free survival. The degree of benefit with durvalumab versus placebo remained consistent at
subsequent updates. Furthermore, durvalumab exhibited a manageable safety profile and did
not detrimentally affect patient-reported outcomes compared with placebo. Durvalumab
received global approvals on the basis of these findings, establishing consolidation durvalumab
after CRT (the PACIFIC regimen) as standard of care (SoC) for patients with unresectable,
stage 11l NSCLC [16].

In the recent AEGEAN trial, perioperative durvalumab plus neoadjuvant chemotherapy was
associated with significantly better results with regard to the two primary end points of event-
free survival and pathological complete response. Regarding resectable NSCLC, findings from
the AEGEAN trial and other recent trials (i.e., CheckMate-816, IMpower010, KEYNOTE-091,
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Neotorch, and KEYNOTE-671) have confirmed the benefits of immunotherapy given as
neoadjuvant treatment in combination with chemotherapy, as adjuvant treatment, or both [17,
1817].

1.2 Rationale

This will be an observational post-marketing study of durvalumab (IMFINZI®) to be conducted
in compliance with a condition of approval specified by the Indian Health Authority.

Approval in India has been granted for the use of durvalumab in combination with
chemotherapy as neoadjuvant therapy followed by durvalumab monotherapy after surgery for
use in patients with resectable (tumors > 4 cm and/or node positive) NSCLC and no known
EGFR mutations and ALK rearrangements. As a condition of approval, AstraZeneca is
mandated to conduct a study evaluating the safety of durvalumab in patients with resectable
NSCLC, as administered by physicians in standard clinical practice settings.

This study aims to confirm the known safety profile and identify previously unrecognized
adverse reactions of durvalumab (if any) in the treatment of resectable NSCLC among Indian
patients, in compliance with the requirements of the Indian Health Authority.

2. OBJECTIVES

2.1 Primary Objective

To assess the safety of Durvalumab (IMFINZI) in resectable non-small cell lung cancer
(NSCLC) patients in India

3. METHODOLOGY

3.1 Study Design — General Aspects

This will be a single-arm, multicenter, prospective, observational, real-world study and the data
source 1is the patients’ medical record at each site. A total of 78 patients will be enrolled in the
study.

Eligible patients with previously untreated resectable NSCLC (tumors > 4 cm and/or node
positive) and no known epidermal growth factor receptor (EGFR) mutations or anaplastic
lymphoma kinase (ALK) rearrangements.

This study will be conducted according to each site's routine clinical practice for the treatment
of resectable NSCLC. Patients will undergo routine biopsies and staging investigations; and
will be offered Durvalumab as neoadjuvant and/or adjuvant therapy in accordance with the
approved prescribing information and as per the institutional standard at the discretion of the
Investigator. Patients accepting this treatment approach will be offered enrolment into this
study. Patients will be provided with an informed consent form (ICF) that describes the data to
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be collected, and the purpose of the study. There will be no protocol-mandated procedures in
the present study.

The treatment period for an individual patient will be calculated from the date of the first
dose of durvalumab until:

- Date of last dose of Durvalumab + 90 days or
- Date of first dose of subsequent anti-cancer therapy; whichever is earlier

Patient data will be gathered for about 90 days for safety assessment since the last dose of the
study drug, until withdrawal of consent, lost to follow-up, or death, whichever comes first. The
enrolled patients should be followed up at least once after taking the study drug. Safety follow-
up will be conducted for all AEs occurring during the study period.

Duration of exposure before & after surgery, dose reduction & dose interruption will also be
monitored

The total number of visits and the visit time will be determined at the discretion of the
investigator based on the patient’s condition. Patients’ demographic, disease status,
investigations, durvalumab dosing and other treatment data at baseline and throughout the study
period will be collected and recorded in CRF, along with outcome measures such as incidence
of TEAE, SAEs and mortality All AE which are not treatment emergent will also be captured
in the CRF and listed as part of the study reporting.(Refer Since this is an observational study,
there will be no protocol-mandated investigations.Data related to the below mentioned
assessments (if available) will be collected at the following timepoints corresponding to
treatment schedule:

Table 1).
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Figure 1 Study Design
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Safety Follow-up
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Edition
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Cisplatin/Gemcitabine, Pemetrexed/Cisplatin, Pemetrexed/Carboplatin
¢ Safety follow-uptill either 90 days after last dose of durvalumab OR first
dose of subsequent anti-cancer therapy, whichever is earlier

3.1.1 Data Sources

All data collected in this study is intended to capture the real-world treatment patterns and
outcomes of patients with resectable NSCLC. An electronic case report form (eCRF) will be
used for data collection. The eCRF must be signed by the investigator. The signature serves to
attest that the information contained on the eCRF is true. At all times, the investigator has the
final responsibility for the accuracy and authenticity of all clinical and laboratory data entered
into the eCRFs.

The investigator or authorized medical staff will record clinical and treatment data from
patients’ existing medical records into an eCRF following each patient’s standard of care clinic
visit.

3.2 Study Population

Indian patients with previously untreated resectable (tumors > 4 ¢m and/or node positive)
NSCLC and with no known epidermal growth factor receptor (EGFR) mutations or anaplastic
lymphoma kinase (ALK) rearrangements will be enrolled from a geographically
representative population from clinics/ hospitals across the country. Resectable NSCLC
patients whose treatment decision with Durvalumab has been made by their treating physician
and meet the eligibility criteria will be invited to participate in the study.

3.3 Inclusion Criteria

Patients must meet all of the following inclusion criteria to be eligible for enrolment into the
study:
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1. Patients with newly diagnosed previously untreated resectable NSCLC (tumors > 4 cm
and/or node positive) and no known EGFR mutations or ALK rearrangements
prescribed with durvalumab as per local prescriber information.

2. Provision of signed, written and dated informed consent

3. Male or female patients aged 18 years or older

3.4 Exclusion Criteria

Patients meeting any of the following criteria will not be included in the study:

Presence of unresectable or metastatic disease.

Prior treatment with durvalumab for any other indications

Requires concurrent treatment for cancers other than resectable NSCLC

Concurrently participating in any other clinical trial

Patients with active or prior autoimmune disease or with medical conditions that required
systemic corticosteroids or immunosuppressants

6. Any condition that, in the opinion of the investigator, would interfere with the patient’s
participation in the study.

DA

3.5 Participant Follow-up

Patient data will be collected for safety assessment for 90 days since the last dose of the study
drug, until start of new therapy, until withdrawal of consent, lost to follow-up, or death,
whichever comes first. The enrolled patients should be followed up at least once after taking the
study drug. Safety follow-up will be conducted for all AEs occurring during the study period.

Patients are free to discontinue the study at any time without giving their reasons. Already
collected data will be analyzed for this study unless patients refuse.

A patient must be withdrawn in the event of any of the following:

e Newly diagnosed malignant neoplasm other than resectable NSCLC to be treated during
prospective data collection

e Administrative or other reasons

4. VARIABLES AND EPIDEMIOLOGICAL MEASUREMENTS
Objectives:

The present study will confirm the known safety profile or identify previously unrecognized
adverse reactions of Durvalumab for the treatment of resectable NSCLC in Indian patients in
accordance with the requirements of the Indian Health Authority.
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Primary objective Outcome measure

To assess the safety of Durvalumab - Frequency and proportion of patients with
(IMFINZI) in resectable non-small cell Grade 3/4 possibly related adverse events
lung cancer (NSCLC) patients in India (PRTEAES)*

- Frequency and proportion of patients with
treatment emergent adverse events (TEAE)
& serious adverse events (SAESs), ,
mortality.

- Time to occurrence of first AEs and first
SAEs

- *PRAEs as assessed per the WHO-UMC
criteria

All those AEs which are not treatment emergent will be listed as part of the study reporting.As
this is a single arm study, the obligations to assess confounders or effect modifiers as in
comparative studies is not required.

4.1 EXxposures

Patients who fit the eligibility criteria and are assessed by their physicians as qualifying for therapy
with durvalumab and have not received any previous treatment for their NSCLC will be considered for
enrolment in the present study. Durvalumab will be administered as per each site's routine clinical
practice and in accordance with the approved prescribing information

For adult patients with previously untreated resectable NSCLC and no known EGFR
mutations and ALK rearrangements, durvalumab is indicated for use in combination with
platinum-containing chemotherapy as neoadjuvant treatment, followed by durvalumab
continued as a single agent as adjuvant treatment after surgery. Off-label use of durvalumab is
not permitted for patients in the present study.

Exposure (i.e. duration of treatment) will be defined as follows:

Total (or intended) exposure

The total (or intended) exposure (i.e. duration of treatment) of a patient to Durvalumab is
calculated using the start and stop dates of Durvalumab and the intended dosing interval (or
intervals if dosing is not regular). For a dosing period, the total (or intended) exposure is
calculated as the number of days from date A to date B (i.e. B-A+1) where

e A s the date of first dose of Durvalumab in the dosing period.
e Bis the earliest of:
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e the date of death,

e the date of discontinuation, and

e the date when the last non-zero dose of Durvalumab was received (e.g. > 0 mg of
durvalumab or > 0 Gy of a radiation therapy) plus C, where C is equal to the scheduled
number of days between doses minus one.

Actual exposure

Actual exposure will be measured by the number of cycles received. A cycle corresponds to a
period of 3 weeks in neoadjuvant period, and 4 weeks in the adjuvant period. If acycle is
prolonged due to toxicity, this should still be counted as one cycle. A cycle will be counted if
treatment is started even if the full dose is not delivered.

Missed doses
Missed doses will be recorded in the eCRF as a dose interruption.

Patients who permanently discontinue during a dose interruption

If a patient permanently discontinues study treatment during a dose interruption, then the date
of last administration of study medication recorded on eCRF.

4.2 Outcomes

- Frequency and proportion of patients with Grade 3/4 possibly related adverse events
(PRAES)

- Frequency and proportion of patients with treatment emergent adverse events (TEAES)
including immune mediated adverse events & serious adverse events (SAEs) Reactions), ,
mortality The AEs will be characterised based on the time point of occurrence- before & after
surgery. Additionally time to occurrence of first AEs and first SAEs will also be noted.

4.3 Other Variables and Covariates

Age, sex and other baseline characteristics may be considered as covariates.

S. STATISTICAL ANALYSIS PLAN

51 Statistical Methods — General Aspects

The safety analysis population will include all patients who sign the ICF and receive at least
one dose of durvalumab.

In general, the variables will be summarized by using standard descriptive statistics.
Continuous variables will be summarized with the number (n) of non-missing observations,
mean, standard deviation, median, and minimum and maximum, unless otherwise specified.
For categorical data, descriptive statistics will be presented with the number and percentage of
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subjects in the various categories of the endpoint. Detailed methodology for summary and
statistical analyses of data collected in this study will be documented in the SAP, which will
be dated, filed and maintained by the sponsor.

Statistical software SAS® version 9.4 or higher (SAS Institute Inc, Cary, North Carolina) will
be used for the analyses.

511 Primary Objective

Safety and tolerability will be assessed in terms of AEs (including SAESs), deaths, laboratory
data, vital signs, ECGs and exposure. Data from all cycles of treatment will be combined in the
presentation of safety data. For AEs, on treatment (or treatment-emergent AES) will be defined
as any AEs that started after dosing or prior to dosing and which worsens following exposure
to the treatment.

Adverse events observed up until 90 days following discontinuation of the last dose of study
intervention or until the initiation of the first subsequent therapy following discontinuation of
treatment (whichever occurs first) will be used for the reporting of the AE summary tables. AE
summary tables will also be presented by treatment period- neoadjuvant, surgery, post-surgery
and adjuvant periods.

Safety data will be summarised descriptively by MedDRA by system organ Class and preferred
term, by seriousness, by causality, and by maximum NCI CTCAE Grade (v5.0).

The frequency and proportion of patients with Grade 3/4 possibly related adverse events
(AEs) will be presented, along with the 95% confidence interval, using the Clopper—Pearson
method.

The frequency and proportion of patients with AEs(including PRAEs, TEAE, SAE including
immune mediated adverse events and deaths will also be presented along with the 95%
confidence interval using the Clopper—Pearson method.

Detailed tables will be prepared on the AEs with reference to their seriousness and grades
(CTCAE v5.0), the SOCs and PTs involved, causal relations actions takenLaboratory data,
data on vital signs and ECGs and duration of treatment exposure will be tabulated and
presented.

5.2 Time to occurrence of AEs and SAESs: Time to occurrence of first AEs
and first SAE will be estimated using Kaplan-Meier method. Median time to the
events will be estimated and presented for each type of AE included under the set
of primary endpoints. In the present context, the median time to an AE will be
interpreted as the time at which 50% of the patients have experienced their first
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AE. The presentation will also include a graphical display of the time-to-event
probability.Bias

5.2.1 Methods to Minimize Bias

This post-marketing surveillance study is a non-interventional study in patients who initiated
durvalumab in usual clinical practice. Given the conditions where additional tests and
questionnaires cannot be performed, the type of safety data available for collection may be
limited, compared with other non-interventional clinical trials where additional assessment is
available. There might be information bias by extracting data from medical records, missing
data, and risk selection bias by loss to follow-up. Moreover, reporting bias (more severe AEs
are recorded in the medical data), treatment bias (sicker patients get newer treatments), no
control group to compare and contextualize against background events in similar patients, lack
of actual medication adherence measurements, unmeasured confounding that affects safety
other than durvalumab will also be limiting factors of this study.

To minimize any biases involved, careful study design, standardized monitoring and reporting
procedures will be undertaken.

5.2.2 Adjustment for Multiple Comparisons
Not applicable for this observational safety study protocol.
523 Strengths and Limitations

Single-arm studies are simpler to design, and conduct compared to randomized controlled trials
(RCTs). They are typically faster and less resource-intensive since they do not require a control
group. Single-arm studies can make use of historical control data to provide a contextual
understanding of safety and adverse event rates. However, such studies are beset with certain
limitations, which must be guarded against.

The absence of a control group makes it harder to contextualize and interpret the findings.
Selection bias could occur if the patients enrolled in the study are not representative of the
broader population. This can lead to an underestimation or overestimation of the frequency of
AEs, as the selected population may not reflect how the treatment would perform in a more
general population. In single-arm studies, there may be a tendency to either under-report or
over-report AEs, especially if participants or investigators have preconceived expectations
about the treatment's safety. Absence of a control group to compare the incidence of AEs, makes
it difficult to determine whether the observed AEs are due to the intervention or part of the
natural course of the disease or other external factors.

Without a control group, any observed AEs might be attributed to the treatment even when they
could have occurred independently, or baseline incidence rates for certain AEs are not properly
accounted for. Attrition bias (censoring) arises if patients drop out of the study or are lost to
follow-up before experiencing an AE, and their data are excluded from the analysis. The Kaplan
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Meier estimator proceeds under the assumption of non-informative censoring. Failure to
account for changes over time such as advancements in patient management, detection
techniques, or the natural progression of the condition can introduce bias.

The source data described in this protocol contain the inherent limitation of any current NIS,
real world study. These studies have the potential for missing, inaccurate, or incomplete data.
The limitations of the observational nature can result in methodological challenges in attributing
causality to outcomes. The patient selection and the diagnostic or monitoring procedures are
those applied per the usual treatment paradigm of the treating physician and not dictated by the
protocol. Heterogeneous patient populations could make the interpretation of the outcomes
difficult.

5.3 Interim Analyses

No Interim Analyses are planned for this study.

54 Sample Size Calculations

The primary endpoint of the trial is to demonstrate the safety profile of durvalumab in routine
clinical practice as assessed by the incidence of Grade 3/4 possibly related AEs observed
during the trial.

Based on the durvalumab data generated from the results of AEGEAN trial [8], the incidence
rate of Grade 3/4 AEs which were at least possibly related, is 33%. A sample size of 70 will
be needed to estimate a 33% AE rate (grade 3 or 4, possibly related) with 11% margin of error
leading to a 95% confidence interval of 22% to 44%. With a dropout rate of 10%, the total
sample size is 78.
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6. STUDY CONDUCT AND REGULATORY DETAILS

6.1 Study Conduct
6.1.1 Study Flow Chart and Plan

Since this is an observational study, there will be no protocol-mandated investigations.Data
related to the below mentioned assessments (if available) will be collected at the following
timepoints corresponding to treatment schedule:

Table 1 Data Entry Schedule

Baseline/ Neoadjuva Pre- Post- Adjuvant Follow-up
Data Collection and Entry* : nt therapy Surgery therapy period
Screening . Surgery Surgery :
period period
End of
Visits Visity ~CltoC4 L Y
(q3weeks) (q4weeks) o
EOS
Informed Consent X
Inclusion/ Exclusion Criteria X X
Patient Demographics, Medical X X
History
Disease medical history &
Baseline disease status
(including X
EGFR/ALK status)
Concomitant Medications X X X X X X X
Physical examination and Vital
. X X X X
signs
ECOG Performance Status X X
Clinical & Radiological
X X X X X X
Assessments®
RECIST 1.1 assessment X X X X X
ECG* As clinically indicated
Laboratory assessments® X X X X
NSCLC Treatment details® X X X
AE and SAE Reporting’ X X X X X X X

1 Datais collected in accordance with normal SoC visits, enter all data available per Data Entry Schedule into
the eCRF. Any information collected between treatment cycles (e.g. AE/ SAE reporting) can be entered
under ‘Unscheduled visit’.

2  Enter data at SoC visits where any subsequent NSCLC therapy is prescribed, and at End of Study (EOS),
where EOS is defined as:

a. 90 days from last dose of durvalumab OR
b. first dose of subsequent anti-cancer therapy; whichever is earlier

3 Clinical & Radiological assessments: overall clinical response as judged by Investigator, at intervals per
standard of care schedule: imaging assessment (e.g., MRI/CT/ PET scans), clinical progression, and clinical
biomarkers.
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4 ECG: any ECG assessments done at baseline and during durvalumab treatment as per SoC will be entered in
the eCRF

5 Laboratory assessments: any laboratory assessments performed at baseline and during durvalumab treatment
as per SoC, including but not limited to c clinical chemistry, haematology, APTT and INR, TSH, Urinalysis,
Hepatitis B&C, HIV, Pregnancy tests etc will be noted in the eCRF.

Laboratory tests for liver enzymes, creatinine, and thyroid function at baseline and periodically during
treatment will be taken as per Investigator’s discretion.

6 NSCLC Treatment: all treatments given in line with SoC including surgery, radiation and systemic
chemotherapy in both neoadjuvant/adjuvant settings, prior to, during, and post durvalumab treatment. Also
include any other additional medications such as Folic acid/ Vitamin B12.

7  AE/SAE reporting: begins when the patient signs the informed consent form (ICF) till up to 90 calendar days
following the last administration of durvalumab, or till first dose of subsequent anti-cancer therapy,
whichever is earlier. All AEs that occur after surgery regardless of decision to start adjuvant treatment must
be reported.

No drug will be provided as part of the study.

6.1.2 Procedures

Since this is a post marketing, real-world observational study, there will be no protocol-
mandated assessments or procedures for the entire duration of the study. The investigator or
authorized medical staff will record clinical and treatment data from patients’ existing medical
records into an eCRF following each standard of care clinic visit.

6.1.3 Procedures for Voluntary withdrawal/discontinuation

The reason(s) for discontinuation will be recorded for all patients who wish to discontinue,
and they will be assessed by the Investigator according to current practice.

Patients who discontinue durvalumab, withdraw consent, or cannot be followed up prior to the
visit schedule outlined in Table 1 will be considered lost to follow-up from the PMS after at
least 3 attempts are made to contact the patient.

Patients who do not follow the treatment guidelines as per the durvalumab product label will
be discontinued from the PMS. Patients who restart treatment will not be eligible to be re-
enrolled in the PMS.

6.1.4 Procedures for early termination of study

Should AstraZeneca decide to discontinue the study prior to what was established in this
protocol, the investigator, and relevant authorities should receive written notice describing the
reasons why the study was terminated at an earlier date. The investigator will immediately
notify the patients taking part in the study; they will continue to receive their treatment
according to usual clinical practice.

6.1.5 Data Collection
The following data will be used for analysis in this PMS study.
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Patient Demographics & Medical History

Patient's date of birth, gender, height, weight, presence of pregnancy and breastfeeding in case
of female patients as well pregnancy status of female partners in case of male patients.

Medical history, concurrent disease, and date and type of anti-meningococcal vaccination
including boosters.

Disease medical history & Baseline disease status (including EGFR/ALK status)

Patient’s disease history such as staging information, ECOG performance status and
EGFR/ALK status (if known), will be collected from their medical records.

Concomitant Medications

Information about any concomitant medications taken by the patients will be recorded,
including drug name, daily dose, route and indication. Any data available regarding Pre-
randomization medications such as Folic acid or Vitamin B12 will also be noted in the eCRF.

Physical examination and Vital signs

Any results of physical examinations conducted, or vital signs recorded (especially body
weight) as per Table 1 will be noted in the eCRF.

ECG

ECG readings taken over the duration of the study, especially at baseline, pre-surgery and
post-surgery will be noted from the patient medical records.

Clinical & Radiological Assessments

All clinical and radiological assessments performed to evaluate the disease status or overall
clinical response as judged by Investigator, at intervals per standard of care imaging
assessment (e.g., MRI/CT/ PET scans) on clinical progression, and clinical biomarkers will be
noted in the eCRF according to the research visit schedule outlined in Table 1.

Laboratory assessments

Results of any laboratory tests performed at baseline and during durvalumab treatment as per
SoC, including but not limited to clinical chemistry, haematology, APTT and INR, TSH,
Urinalysis, Hepatitis B&C, HIV, Pregnancy tests etc will be noted in the eCRF.

Results for clinical chemistry tests such as LFTs, electrolytes, full blood count, and creatinine
must be available before commencing an infusion and reviewed by the Investigator prior to
dosing. Laboratory tests for liver enzymes, creatinine, and thyroid function at baseline and
periodically during treatment will be taken as per Investigator’s discretion.

NSCLC Treatment details
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All treatments given in line with SoC including surgery, radiation and systemic chemotherapy
in both neoadjuvant/adjuvant settings, prior to, during, and post durvalumab treatment. Details
to be noted include total dose, total duration of treatment, ongoing or discontinuation status of
treatment, reason for discontinuation of treatment/ reason for change dose of treatment.

AE and SAE Reporting
The following items will also be collected for patients enrolled in the PMS:

Occurrence of adverse events for patients on durvalumab will be assessed by the Investigator.
When an adverse event (see Section 6.3) occurs, information on the following items will be
collected; adverse event term, onset date, resolution date, seriousness, severity, causal
relationship with the study drug, action taken for the study drug, outcome, action taken for
adverse event, doctor’s comment, etc.

All patients enrolled in PMS will be followed up as per the visit schedule outlined in Table 1,
or withdrawal from the PMS (see Sections 6.1.3 and 6.1.4). Appropriate follow up
information will be sought to determine outcome of safety events.

6.1.6 Quiality Control

Data Entry

Data will be entered in the eCRF system at the Investigator’s site. The Investigator will be
responsible for entering data into the eCRF and according to the Investigator Instructions
Manual. The Investigator Instructions Manual will also provide the site with data entry
instructions.

Data entered in the eCRF will be immediately saved to a central database and changes tracked
to provide an audit trail. All data collected via the eCRF will be reviewed by remote data
monitors for clarity and completeness. Missing or unclear data will be queried according to
the approved specifications. When data have been entered reviewed and edited, the
Investigator will be notified to sign the eCRF electronically as per the agreed project process
and data will be locked to prevent further editing. A copy of the eCRF will be archived at the
Investigator’s site.

Monitoring

This study will be monitored according to the SOPs and study’s monitoring plan. The
Investigator will allocate adequate time for such monitoring activities. The Investigator will also
ensure that the monitor or other compliance or quality assurance reviewer is given access to all
the above noted study-related documents and study related facilities (e.g. pharmacy, diagnostic
laboratory, etc.), and has adequate space to conduct the monitoring visit.

Contacts with the sites to:

e Provide information and support to the investigator(s)
e Confirm that the research team is complying with the protocol and that data are
recorded in the eCRFs
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e Ensure that the subject informed consent forms are signed and stored at the
investigator’s site
e Ensure that the eCRFs are completed properly and with quality compliance.

Signals like a high rejection rate at a site can indicate low protocol compliance by
investigators. If such signals appear, or if CRO or sponsor representative suspects suboptimal
protocol compliance by a site investigator, specific steps would be taken to assess the situation
and implement corrective action plans.

Training of Study Site Personnel

The Principal Investigator will ensure that appropriate training relevant to the Observational
Study is given to investigational staff, and that any new information relevant to the
performance of this Observational Study is forwarded to the staff involved.

6.2 Protection of Human Subjects

The PMS study will be performed in accordance with ethical principles that are consistent
with the Declaration of Helsinki, ICH GCPs, ISPE GPP and the applicable legislation on Non-
Interventional Studies and/or Observational Studies.

The Investigator will perform the study in accordance with the regulations and guidelines
governing medical practice and ethics in the country of the study and in accordance with
currently acceptable techniques and know-how.

The final protocol and the final version of the Informed Consent Form must be approved or
given a favourable opinion in writing by the Institutional Review Board (IRB)/Independent
Ethics Committee (IEC).

The Ethics Committee/IRB/IEC must also approve any amendment to the protocol according
to local regulations.

6.2.1 Subject Informed Consent

The Investigator at each site will ensure that the subject is given full and adequate oral and
written information about the nature, purpose, possible risk and benefit of the study. Subjects
must also be notified that they are free to discontinue from the study at any time. The subjects
should be given the opportunity to ask questions and allowed time to consider the information
provided.

The signed and dated subject informed consent must be obtained before any specific
procedure for the study is performed, including:

o Interview with the investigator
o Fulfil the questionnaires
o CRFs completion.
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The Investigator must store the original, signed ICF. A copy of the signed ICF must be given
to the subject.

6.2.2 Confidentiality of Study/Subject Data

The ICF will incorporate wording that complies with relevant data protection and privacy
legislation. Pursuant to this wording, subjects will authorise the collection, use and disclosure
of their personal data by the Investigator and by those persons who need that information for
the purposes of the study.

The ICF will explain that study data will be stored in a computer database, maintaining
confidentiality in accordance with the local law for Data Protection.

The ICF will also explain that for quality check purposes, a monitor of AstraZeneca or a
monitor of company representing AstraZeneca, will require direct access to the signed subject
informed consent forms. In case source data verification will be planned as quality check, the
ICF will explain that for data verification purposes, monitor of AstraZeneca or a monitor of
company representing AstraZeneca may require direct access to source documents that are
part of the hospital or practice records relevant to the study.

6.3 Collection and Reporting of Adverse Events/Adverse Drug
Reactions/Special Situations

6.3.1 Definition of Adverse Events (AE)

An AE is the development of any untoward medical occurrence in a patient or clinical study
participant administered a medicinal product, and which does not necessarily have a causal
relationship with this treatment. An AE can therefore be any unfavourable and unintended
sign (e.g., an abnormal laboratory finding), symptom (for example nausea, chest pain), or
disease temporally associated with the use of a medicinal product, whether it’s considered
related to the medicinal product. The term AE is used to include both serious and non-serious
AEs.

6.3.2 Definition of Serious Adverse Events (SAE)
A serious adverse event is an AE occurring during any study phase, that fulfills one or more of
the following criteria:

e Results in death

e s immediately life-threatening (life-threatening in this context refers to a reaction in
which the participant was at risk of death at the time of the reaction; it does not refer
to a reaction that hypothetically might have caused death if more severe)

e Requires in-patient hospitalisation or prolongation of existing hospitalisation
e Results in persistent or significant disability or incapacity
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e Isacongenital anomaly or birth defect

e s an important medical event that may jeopardise the participant or may require
intervention to prevent one of the outcomes listed above. Medical and scientific
judgement should be exercised in deciding whether other situations should be
considered an SAE.

Any suspected transmission via a medicinal product of an infectious agent is also considered
an SAE and may be subject to expedited reporting requirements in some countries. Any
organism, virus or infectious particle (for example Prion Protein Transmitting Transmissible
Spongiform Encephalopathy), pathogenic or non-pathogenic, is considered an infectious
agent.

Comment to Seriousness Assessment for Invasive and Malignant Cancers:

The above instruction applies only when the malignant tumour event in question is a new
malignant tumour (i.e., it is not the tumour for which entry into the study is a criterion and that
is being treated by the IP under study and is not the development of new or progression of
existing metastasis to the tumour under study). Malignant tumours that — as part of normal, if
rare, progression — undergo transformation (e.g., Richter's transformation of B cell chronic
lymphocytic leukemia into diffuse large B cell lymphoma) should not be considered a new
malignant tumour.

6.3.3 Definition of Adverse Drug Reactions (ADR)

An Adverse Drug Reaction (ADR) is an Adverse Event suspected to be causally related to the
medicinal product.

When assessing causality consider the following factors when deciding if there is a
‘reasonable possibility’ that an AE may have been caused by the medicinal product.

e Time Course. Exposure to suspect drug. Has the participant received the suspect
drug? Did the AE occur in 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 its 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.

Observational Study Protocol Form
Version 5.0

Form Doc ID: TMP-0010230
Parent Doc ID: SOP-0063365



Observational Study Protocol
Study Code D9106R00007
Version 1.0

Date 22 December 2024

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 investigation (if performed) has confirmed the
relationship.

In difficult cases, other factors could be considered such as:

e Isthis a recognised feature of overdose of the drug?
e Isthere a known mechanism?

6.4.4 PRAE (Possibly Related Adverse Event)

o A possibly related adverse event (PRAE) is defined as an AE (excluding any AE
occurring after initiation of subsequent anti-cancer therapy and also excluding AE
which occur more than 90days after the last dose of study treatment), where the
WHO UMC causality assessment will be used.

Table 2 Causality assessment

Causality term Assessment criteria*

Certain Event or laboratory test abnormality, with plausible time
relationship to drug intake

Cannot be explained by disease or other drugs

Response to withdrawal plausible (pharmacologically,
pathologically)

Event definitive pharmacologically or phenomenologically (i.e. an
objective and specific medical disorder or a recognized
pharmacological phenomenon)

Rechallenge satisfactory, if necessary

Probable/ Likely Event or laboratory test abnormality, with reasonable time
relationship to drug intake

Unlikely to be attributed to disease or other drugs
Response to withdrawal clinically reasonable
Rechallenge not required

Possible Event or laboratory test abnormality, with reasonable time
relationship to drug intake

Could also be explained by disease or other drugs
Information on drug withdrawal may be lacking or unclear
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Causality term

Assessment criteria*

Unlikely Event or laboratory test abnormality, with a time to drug intake
that makes a relationship improbable (but not impossible)
Disease or other drugs provide plausible explanations

Conditional/ Event or laboratory test abnormality

Unclassified

More data for proper assessment needed, or
Additional data under examination

Unassessable/
Unclassifiable

Report suggesting an adverse reaction.

Cannot be judged because information is insufficient or
contradictory.

Data cannot be supplemented or verified

*All points should be complied with reasonably

Severity/ Grades

Severity of AEs will be assessed by using the CTCAE v5.0 grading system. The CTCAE

displays Grades 1 through 5 with unique clinical descriptions of severity for each AE based on
this general guideline:

Grade 1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations
only; intervention not indicated.

Grade 2 Moderate; minimal, local or noninvasive intervention indicated; limiting
ageappropriate instrumental ADL?,

Grade 3 Severe or medically significant but not immediately life-threatening;
hospitalization or prolongation of hospitalization indicated; disabling; limiting self-

care ADL#,

Grade 4 Life-threatening consequences; urgent intervention indicated.

Grade 5 Death related to AE.

Notes:

A Semi-colon indicates ‘or’ within the description of the grade.
Grade 5 (Death) is not appropriate for some AEs and therefore is not an option.

Activities of Daily Living (ADL)
*Instrumental ADL refer to preparing meals, shopping for groceries or clothes, using the
telephone, managing money, etc.

#Self-care ADL refer to bathing, dressing and undressing, feeding self, using the toilet, taking

medications, and not bedridden.
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6.3.4 Collection of Adverse Events
All AEs, including those with a fatal outcome MUST be recorded in the eCRF.

For each AE, the following variables will be collected;

e AEterm

e The date when the AE started and, if available, when the AE stopped

e Intensity

e CTCAE grade

e Whether the AE is serious or not

e Investigator causality rating against the medicinal product (yes or no)

e Action taken with regard to medicinal product

e Whether the AE caused participant’s withdrawal from the study (yes or no)?
e Qutcome

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

Date AE met criteria for SAE

Date investigator became aware of SAE
AE description

AE is serious due to

Date of hospitalisation

Date of discharge

Probable cause of death

Date of death

Autopsy performed

Causality assessment in relation to study procedure(s)
Causality assessment to other medication

It is important to distinguish between serious and severe AES. Severity is a measure of
intensity whereas seriousness is defined by the criteria in Sections 6.3.2. An AE of severe
intensity need not necessarily be considered serious. For example, nausea that persists for
several hours may be considered severe nausea, but not a SAE unless it meets one of the
criteria shown in Section 6.3.2. On the other hand, a stroke that results in only a limited degree
of disability may be considered a mild stroke but would be a SAE if it satisfies one of the
criteria shown in Section 6.3.2.

Any ADR which is not required to be collected, as specified in this protocol, may be reported
according to local regulations including the study protocol number.

Time period for collection of adverse events

Adverse Events will be collected from the time of starting Durvalumab therapy throughout the
treatment period until
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i) 90 days after the last dose of Durvalumab, OR
i) Date of first dose of subsequent anti-cancer therapy; whichever is earlier

6.3.5 Collection of Special Situations

Special situations are situations of relevance for monitoring the safety of AstraZeneca
products and which may or may not be associated with an AE. In general, special situations
must be collected and reported, even if no AE occurred.

Exposure to product during pregnancy
Exposure to product via breastmilk
Overdose
Medication error and potential medication error
Off label use
Drug Abuse
Drug Misuse
Occupational exposure
e Lack of efficacy and disease progression
Special situations will be collected on the AE page or on event specific forms in the eCRF.
ICSRs with special situations are to be collected even in the absence of an AE, to ensure
regulatory reporting and surveillance requirements.

Reporting of Adverse Events

The Investigators or other site personnel will inform the appropriate AstraZeneca
representatives within one day i.e., immediately but no later than 24 hours of when he or she
becomes aware of:

e All AEs with a fatal outcome

e All other serious adverse events

e All non-serious ADR (related non-serious AEs as assessed by the reporter)
e Special situations

The designated AstraZeneca representative works with the Investigator to ensure that all the
necessary information is provided to the AstraZeneca Patient Safety data entry site within 2
calendar days of initial receipt for fatal and life-threatening events, within 2 calendar days
of initial receipt for all other serious AEs and within 5 calendar days for special situations
without AE and non-serious ADRs.

For all collected AEs and special situations, where important or relevant information is
missing, active follow-up is undertaken immediately. Investigators or other site personnel
inform AstraZeneca representatives of any follow-up information within the same timeframe
as the original report.

All collected adverse events will be summarised in the final study report.
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Tata Medical Center
14 Major Arterial Road (EW)

Newtown, Rajarhat, Kolkata - 700 160 TATA MED|CA|-CENTER
Tel.: + 91 33 66057000, Email : info@tmckolkata.com
www.tmckolkata.com *cleasante®

toge®

Date :31-Jan-2026
To,
Dr. Bharat HS
(Study Delivery Team Leader) Lead-Trials,
Publications & Medical Excellence,
AstraZeneca Pharma India Ltd.
Block N1, 12th Floor, Manyata Embassy Business Park
Rachenahalli, Outer Ring Road,
Bangalore- 560045

Sub: Consent for Participation in Study

Study Title: A Prospective, Observational, Multicenter, Post Marketing
Surveillance Study To Assess Safety Of Durvalumab In Indian Adult Patients
With Resectable Non-Small Cell Lung Cancer (NSCLC)

Study Code: D9106R00007
Dear Dr. Bharat,

I have reviewed the above-mentioned study protocol and I do hereby agree to participate
in the study, subject to fulfilment of all required terms and conditions.

The study will be conducted at Tata Medical Center, 14 MAR(E-W)Newtown, Rajarhat,
Kolkata-700160 under my supervision.

With regards,

Dr Somnath Roy

Tata Medical Center,

14 MAR(E-W) Newtown, Rajarhat
Kolkata-700160
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Tata Medical Center

14 Major Arterial Road (EW)

Newtown, Rajarhat, Kolkata - 700 160

Tel.: + 91 33 66057000, Email : info@tmckolkata.com
www.tmckolkata.com

To,

The Drug Controller General (India)
Directorate General of Health Services,
FDA Bhavan, CHEB Campus

Kotla Road, New Delhi-110002

Subject: Declaration regarding the site facilities for the conduct of study

Study Title: A Prospective, Observational, Multicenter, Post Marketing Surveillance Study To
Assess Safety Of Durvalumab In Indian Adult Patients With Resectable Non-Small Cell Lung
Cancer (NSCLC)

Study Code: D9106R0O0007
Dear Sir,

1 would hereby like to declare that at Tata Medical Center, 14 MAR(E-W) Newtown, Rajarhat, Kolkata-
700160, the following facilities are available to conduct the above-mentioned study.

Type
of
ICU
No. of & | p nzlirH:zc Type of Address of Ethics
Beds in | Hospital Details No. it Ethics committee
: Department :
Hospital of : committee & Reg. Number
Available
Beds
in
ICU
Address:
Tata Medical Center,
Phase 2, 1® Floor
ICU e 14 MAR(E-W) Newtown,
Institutional :
437 Private e Aes Review Raig et
HDU; o Kolkata-700160
2y Reg.Number:
ECR/269/Inst/'WB/2013/RR-
19
Other Facilities available for conduct the clinical study at the site
e [P storage facility
e Trained & dedicated staff for the conduct of trial
e ~Archival facility

Yours [{rul :

o

Dr Somnath Roy

Tata viedicdl Center,

14 MAR(E-W) Newtown, Rajarhat
Kolkata-700160
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Tata Medical Center

14 MajSr Arterial Road (Ew) : SRR
Newtown, Rajarhat, Kolkata - 700 169 TATAMEDICALCENTER
Tel.: +91 33 66057000, Emajl : info@tmckolkata.com ..:.:_:::..;...;.-.-.:':_.
www.tmckolkata.com R e

Date: 14-Feb-2026

Undertaking by the Investigator

Investigator]

Full Name: Dr. Somnath Roy

Title: Senior Consultant of Medial Oncology

Address: 14 MAR(E-W), Newtown, Rajarhat, Kolkata-700160

2. Name and address of the medical college, hospital or other facility where the clinical trial will De

conducted:

Name: Tata Medical Center
Address: 14 MAR(E-W), Newtown, Rajarhat, Kolkata-700160

Education, training and experience that qualify the Injkestigator for the clinical trial (attach details

including Medical Council registration number, or any other statement(s) of qualification(s).

Qualifications: CV Enclosed
MRC No: WB-61923

3. Name and address of all clinical laboratory facilities to be used in the study;
Local Laboratory Name and address: Department of Laboratories(North & South Lab)
Address: 14 MAR(E-W), Newtown, Rajarhat. Kolkata-700160

4. Name and address of the Ethics Committee that is responsible for approval and continuing review of the
study.

Name: Institutional Review Board
Address: Tata Medical Center, Phase 2; 1st F loor;14 MAR(E-W), Newtown, Rajarhat, Kolkata-700160,

ECR Number: ECR/269/Inst/WB/201 3/RR-19
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5. Names of the other members of the research team (Co- or sub-Investigators) who will be assisting the
’ Investigator in the conduct of the investigation(s):

En ; Name: Dr. Prashant Pandey

’ # Role: Sub Investigator

/ Designation: Consultant Of Medical Oncology

’ 6. Protocol Title and Study number (if any) of the clinical trial to be conducted by the Investigator:

Protocol Title: A Prospective, Observational, Multicenter, Post Marketing Surveillance Study
To Assess Safety Of Durvalumab In Indian Adult Patients With Resectable Non-Small Cell
Lung Cancer (NSCLC)

/ Protocol Code/ No.: DI106R 00007

Version and date: Version 1.0 dated 22 December 2024

i 7. Commitments:

J L TIhave reviewed the clinical protocol and agree that it contains all the necessary information to

j conduct of the study. I will not begin the study until all necessary Ethics Committee and regulatory

approvals have been obtained,

Il.  Iagree to conduct the study in accordance with the current protocol. I will not implement any
deviation from or changes of the protocol without agreement by the Sponsor and prior review and
documented approval or favorable opinion from the Ethics Committee of the amendment, except
where necessary to eliminate an immediate hazard(s) to the trial Subjects or when the change(s)
mvolved are only logistical or administrative in nature,

OI  Tagreeto personally conduct or supervise the clinical tria] at my site.

IV. Tagree to inform all trial Subjects that the drugs are being used for investigational purposes and [
will ensure that the requirements relating to obtaining informed consent and ethics committee
review and approval specified in the New Drugs and Clinical Trials Rules, 2019 and Good Clinical
Practices guidelines are met.

V. I agree to report to the Sponsors all adverse experiences that oceur in the course of the
investigation(s) in accordance with the regulatory requirements and Good Clinical Practices
guidelines.

VI Ihave read and understood the information in the Investigator’s brochure, including the potential

risks and side effects of the drug.
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mecting their commitments in the trial.

Tagree to maintain adequate and accurate records and to make those records available for audit or
inspection by the Sponsor, Ethics Committee, Central Licensing Authority or their authorized
representativeé, in accordance with regulatory provisions and the Good Clinical Practices
guidelines. I will fully cooperate with any study related audit conducted by regulatory officials or
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STUDY INFORMATION AND INFORMED CONSENT

Investigator:

FORM
Study Code: D9106R00007 Site No:
Sponsor: AstraZeneca Pharma India Limited | Subject Id:
Principal

Study Title:

A prospective, observational, multicenter, post marketing surveillance
study to assess safety of Durvalumab in Indian adult patients with
resectable Non-Small Cell Lung Cancer (NSCLC)

There are [3] parts to this document:

Part I: the “Study Information” essential to your decision to take part in the clinical

study,

Part Il: your “Consent Form” which summarises what you may agree to,

Part lll: supplementary information in the “Additional information for patients”
Section, including a glossary.
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PART I: STUDY INFORMATION
D9106R00007, Durvalumab Post Marketing Safety Study

Observational Study to Assess the Safety of Durvalumab in Indian Adults with
Removable Lung Cancer

Dear Madam/Sir,

You are invited to take part in this study because you have recently been diagnosed
with a type of lung cancer called resectable (removable) non-small cell lung cancer
(NSCLC). You have accepted the recommended treatment approach, which includes
durvalumab in combination with chemotherapy as pre-operative therapy, followed by
durvalumab monotherapy after surgery. This treatment is designed to help shrink the
tumour and reduce the risk of cancer from returning.

We are conducting this study to evaluate the safety of durvalumab in patients with
resectable NSCLC. In this post-marketing study, your treatment will continue as
decided by your doctor, and we will only collect your data. Participation requires your
written consent. Before you decide whether you want to participate in this study, you
will be given an explanation about what the study involves.

The overall description of this study, including the collection, storage, and use of your
data and documentation, etc. has been reviewed in your country by an independent
Ethics Committee to ensure that the rights, safety, and well-being of study patients are
protected.

Your condition may or may not improve if you join the study. However, the information
we get from this study might help other patients with the same condition in the future.
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1 What is this study about?

Durvalumab is a type of medicine known as immunotherapy. It works by helping your
body’s immune system recognize and attack cancer cells. Some cancer cells protect
themselves by using a signal called PD-L1 which “switch off” the immune system.
Durvalumab blocks this signal, helping your immune system find and destroy the
cancer cells.

We are doing this study to learn more about how safe durvalumab is when used for the
treatment of removable NSCLC, a type of lung cancer. This type of cancer occurs when
uncontrolled cells multiply in your lungs and form a tumour. Pre-operative therapy, like
the combination of durvalumab and platinum chemotherapy, is given before surgery to
help shrink the tumour and enhance the body’s defence. After surgery is done to
remove a tumour, some small cancer cells that are too small to be detected by MRI,
CT, or PET scans may remain. These residual cells can sometimes survive and cause
the cancer to return later. After surgery, durvalumab monotherapy is given to
strengthen the body's ability to fight against residual cancer cells and to reduce the risk
of cancer from coming back.

The aim of the study is to make sure that durvalumab is safe, as shown in earlier
studies, while also looking out for any new or unexpected side effects. Durvalumab has
been in the market since 2017 and is approved by the United States Food and Drug
Administration (USFDA). .

About 78 patients will participate in this study. The total duration of the study will be
from the date of the first dose of durvalumab until the date of the last dose of
durvalumab +90 days or the date of the first dose of subsequent anti-cancer therapy,
until withdrawal of consent, lost to follow-up, or death, whichever is earlier.

2 Do | have to take part?

You have a choice whether or not you would like to participate.

Please take as much time as you need to decide whether or not you would like to
participate in this study. It may be helpful to talk with your friends and family as you
make this decision.

If you join the study, you can leave it at any time (see “section 14” for more details).
Leaving will not affect your care. If you choose to leave the study, please let your study
doctor know as soon as possible.

Please consider the study time commitments and responsibilities as a research patient
when you are deciding to take part.
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If you don't join the study, you will continue to receive care for your lung cancer. Your
study doctor or treating physician will talk to you about other possible drugs, their risks,
and benefits.

3 What will happen if | join the study?

Because this is an observational study, no medications or other treatments are
provided to you by the Sponsor as part of this study.

You will be required to continue with your routine doctor’s appointments and to take
your regular medication as prescribed by your doctor.

Before you join the study drug you will undergo a series of tests. This is called
screening. If you meet the screening criteria, you may enter the study. If you don’t meet
the screening criteria, the reasons will be explained. Your study doctor or treating
physician will talk to you about other possible treatments/options.

You will undergo routine biopsies and staging investigations and will be offered
durvalumab as pre-operative and post-operative therapy in accordance with the
approved prescribing information by your doctor. We will collect your data throughout the
study. You will be in the study from the date of the first dose of durvalumab until the date
of the last dose of durvalumab +90 days or the date of the first dose of subsequent anti-
cancer therapy, until the withdrawal of consent, lost to follow-up or death, whichever is
earlier. Your participation in the study may need to be longer to get better answers to the
study questions.

The total number of visits and the visit time will be determined at the discretion of the
investigator based on the patient’s condition.

During the routine visits, information will be collected for the study, and this might add
some extra time to your routine visit.

If you cannot come to a visit, you must tell your study doctor.

Please note that the study, and your participation in the study, may be stopped earlier
than expected, for example for scientific or safety reasons (see “Section 9” for more
details).

4 What are the required tests and procedures?

While you are on the study, we will need to take your medical data from your records.
As part of the standard of care examinations, the data from the following tests and
procedures will be recorded:

CONFIDENTIAL AND PROPRIETARY 4 of 23 Template Doc ID: TMP-0010261
Template Version Number 15.0




Adult Study Participant Master Information and Consent Form AstraZeneca
Study Code: D9106R00007
Version Number 1.0 Version Date 9 Mar,2026

Patient Demographics & Medical History

Your date of birth, gender, height, weight, presence of pregnancy and breastfeeding in
case of female patients, and pregnancy status of female partners in case of male
patients will be collected. Also, medical history of any other disease and date and type
of anti-meningococcal vaccination, including boosters, will be collected. Disease
medical history & baseline disease status (including EGFR/ALK status). Your disease
history, such as staging information, ECOG performance status (your ability to function
in daily life), and EGFR/ALK status (to check for the presence of change in the gene),
if available, will be collected from your medical records.

Concomitant Medications
Information about any ongoing medications you have been taking will be noted from
your medical records, including drug name, daily dose, route, and indication.

Physical examination and Vital signs
Any results of physical examinations conducted, or vital signs (especially body weight)
recorded by your study doctor will be noted.

ECG
ECG readings taken over the duration of the study, especially at baseline, pre-surgery,
and post-surgery, will be noted from your medical records.

Clinical & Radiological Assessments

All clinical and radiological assessments, such as MRI/CT/PET, performed to evaluate
the disease status or overall clinical response, and RECIST 1.1 assessments, which
assess the response of the tumour to treatment in clinical trials, whenever available,
will be recorded for the study.

Laboratory assessments

Results of any laboratory tests performed at baseline and during durvalumab treatment
as per prescribed treatment, including but not limited to clinical chemistry,
haematology, kidney function test, liver function test, thyroid levels, urinalysis, Hepatitis
B and C, HIV, pregnancy tests, etc., will be noted.

NSCLC Treatment details

All treatments given in line with the prescribed treatment, including surgery and
chemotherapy before and after surgery, will be recorded. Details to be noted will
include the total dose, total duration of treatment, ongoing or discontinuation status of
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treatment, and reason for discontinuation of treatment/ reason for changing the dose
of treatment.

Safety assessment

The occurrence of any side effect you might be experiencing, however small it may be,
will be assessed by your study doctor. When a side effect occurs, information on the
following items will be collected: what the side effect is, when it started and ended, how
serious it is, how bad it felt, whether it is related to the study drug, what is done about
the drug because of the side effect, what happened afterwards, what steps were taken
regarding the side effect, and any comments from the doctor.

The complete list of study tests and procedures, including their detailed schedule is
available in the “Part Ill: Additional information for patients”.

5. What are the optional tests and procedures?

Since this is an observational study, we will only collect data from your medical records.
There will be no additional or optional tests or procedures.

6. What are the risks of joining the study?

This study will only capture the routine medical treatment provided to you by your
doctor. There is no immediate clinical benefit for you. However, the information we get
from this study may help us to describe how lung cancer patients are managed in real-
life practice and to increase our knowledge about the disease and its symptoms. This
will hopefully help us to better treat patients with lung cancer in the future.

Since Durvalumab is an immunotherapy that helps the immune system fight cancer.
Since it activates the immune system, it may sometimes cause the immune system to
affect normal organs and may cause some unwanted effects.

Common Side Effects

* Low red blood cell count (anaemia)
* Nausea

* Constipation

* Tiredness

* Muscle or bone pain

* Skin rash

Possible Imnmune-Related Side Effects
Durvalumab may cause inflammation in different organs, including:
* Lungs (cough, shortness of breath)
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* Liver (yellowing of skin/eyes, abnormal liver tests)

* Intestines (diarrhea, stomach pain)

* Hormone glands (thyroid or adrenal problems causing fatigue, dizziness, or weight
changes)

* Kidneys

+ Skin

These side effects may occur during or after treatment. Most can be treated if detected
early, but some may be serious and require hospitalization or stopping treatment.
Rarely, severe complications may be life-threatening.

Side Effects of Other Treatments

If you receive chemotherapy, surgery, or radiation therapy as part of routine care, these
treatments may cause additional side effects such as nausea, hair loss, infections,
bleeding, pain, breathing problems, or fatigue. Your doctor will explain these risks
separately.

Risks of Routine Tests

Routine blood tests may cause mild pain or bruising. ECG may cause mild skin
irritation. No major risks are expected from these procedures. There is a risk that your
lung cancer will not get better or even get worse during the study.

It's important to note that any side effects you experience may be related to the
treatment you have chosen and are not a result of participating in this study. This study
is purely observational and involves only recording your routine medical data provided
by your doctor. Also, since the study is non-interventional, it will not change how your
doctor manages your treatment.

To read more about risks, turn to the additional risk information provided in the
“Additional information for patients”.

7. Are there any other considerations or risks | need to know
about?

Special Warnings
» Durvalumab may cause immune-related side effects that can affect organs such as
the lungs, liver, intestines, kidneys, hormone glands, skin, heart, or nervous system.

* These reactions can occur during treatment or even after treatment has stopped.

* Some side effects may become serious if not treated early.
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* You should inform your doctor immediately if you experience new or worsening
symptoms such as breathing difficulty, persistent diarrhea, yellowing of the skin/eyes,
severe fatigue, chest pain, confusion, or severe rash.

Other Medicines, Food, and Drinks
* You should inform your doctor about all medicines you are taking, including
prescription drugs, over-the-counter medicines, herbal products, and supplements.

» Some medicines (especially steroids or medicines that affect the immune system)
may need medical supervision while you are receiving durvalumab.

* Do not start any new medicine without discussing it with your doctor.

» There are no specific food or drink restrictions, but you should follow your doctor’'s
dietary advice during treatment.

Driving, Machinery, Sports, and Activities
* Durvalumab may cause tiredness, dizziness, or weakness.

* If you feel unwell, tired, or dizzy, you should avoid driving, operating machinery, or
performing activities requiring full alertness.

» There are no specific restrictions on sports or activities, but you should follow your
doctor’s advice based on your condition and overall health.

Pregnancy, contraception, and breast-feeding
Because the effects of durvalumab on an unborn child or infant are not known you (or

your female partner if you are a male) must not get pregnant or breastfeed a child
during the study.

The study doctor can discuss acceptable birth control methods with you.

For female patients:

If you become pregnant, you must tell the study doctor straight away. You will have to
stop taking the study drug immediately until you have spoken to your study doctor. You
will be asked to provide information about you and your baby. This may involve a
separate consent to allow us to monitor your baby’s health and development.

For male patients whose partners become pregnant:

If your partner becomes pregnant, you must tell the study doctor immediately. Your
partner will be asked, under a separate consent, to provide information about their
health and your baby’s health.
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Fasting

No specific fasting is required for participation in this study unless advised by your
treating doctor for routine medical tests or procedures.

Vaccinations
* Inform your doctor before receiving any vaccine.

* Live vaccines should generally be avoided during treatment with durvalumab and for
a period after treatment, as advised by your doctor.

* Inactivated (non-live) vaccines may be given if recommended by your doctor.

Blood Donation
You should not donate blood or blood products during treatment and for a period after
the last dose of durvalumab, as advised by your doctor.

8. What are the possible benefits of taking part?

The information the study Sponsor receives from this study may help to better treat
patients with lung cancer in the future.

It is not certain that you will directly benefit from the participation in the study. Your
participation may, however, help other patients in the future by improving the
knowledge of disease and improving medical care. We do not know if taking part will
help your condition, but we hope that it will.

9. What happens if something changes while | am in the study, e.g. if
new information is found?

Changes may happen in the study that could make you change your mind about
continuing to take part in the study. If something changes, we will tell you as soon as
possible.

You can choose to leave the study at any time. For more details, see section 14 below.

The study doctor can also choose to take you out of the study if they believe that it is
best for you.

Your participation in the study also stops when the Sponsor, Indian health authorities,
the ethics or regulatory agencies decide that the study must be stopped.
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10. What happens if | am harmed or injured during the study?

Since this is an observational study, it does not involve any experimental treatments or
procedures beyond the routine medical care provided by your doctor. Therefore, the
risk of harm or injury from participating in the study is extremely low. Your doctor will
continue to provide the necessary care and manage your treatment as usual. If you
have any concerns, you can contact the study team or your doctor for further
assistance.

If there is an emergency, call your study doctor as soon as you can. All relevant contact
details can be found in part lll: “Additional information for patients”.

If you become ill or are injured while you are in this research study, you must tell your
study doctor straight away.

Injuries that have been caused by the study drug, tests, or procedures are called
‘research injuries’. Injuries caused by your usual medical care or your lung cancer are
not research injuries.

If you have medical insurance, please check with your insurance company that taking
part in this research study will not affect your coverage.

By signing this form, you do not give up any legal right you may have.

11. What will happen to my data gathered in the study?

a. Which data are collected?

To conduct the study, the Study site will have to collect and register information about
your identity, such as your medical condition and medical history (this may include
information from your physicians / available in your medical records), your lifestyle, your
demographics (age, gender, ethnic and racial background), clinical chemistry,
haematology, kidney function test, liver function test, thyroid levels, urinalysis, Hepatitis
B&C, HIV, pregnancy tests etc will be noted along with the medicines you are taking
for any other disease. Also, ECG and data generated from the imaging techniques like
MRI/PET/CT will be collected. The treatment you will receive, along with your response
to the treatment and side effects or any discomfort you may have, will be collected.

b. What is my data needed for?

Your data is needed for the Sponsor to generate post-marketing safety evidence on the
use of durvalumab to fulfil the post-approval regulatory commitment to the Indian Health
Authority. Therefore, the data will be used as planned in this study as well as within
related research activities necessary for the drug development programme in to better
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understand the studied disease and associated health problems. They may further be
used to publish research results in scientific journals or use them for educational
purposes.

c. Who can access my data?

Only at the study site, your name and contact details will be accessible to the study
doctor and the study team to conduct the study. Non-medical personnel acting on
behalf of the Sponsor and being bound by a duty of confidentiality as well as Health
authorities and Ethics Committees may also be given access to this data only to verify
that the study is carried out in compliance with legal and quality requirements. Some of
your data may be accessed remotely, where allowed.

The study site will share your data with the Sponsor but only after they have been
coded (which means that your name, contact details or health insurance number, have
been replaced by a code. For more information about coding, see details at the end of
this document in part Ill: “Additional information for patients”.

The Sponsor may share your coded data with its Research partners and Service
providers for the purposes of the drug development programme.

In order to ensure proper conduct and accurate results of the study and to get
permission to market the drug, the Sponsor will share your coded data with authorities
and possibly with Ethics Committees. They may also be shared with scientific journals,
so the study results can be reviewed by independent scientists and to ensure the
accuracy of results.

In none of these cases your identity will be revealed.

Some of the above-mentioned persons may be located outside your country. If this
other country does not have equivalent personal data protection standards as your
country, appropriate Safeguards (such as contracts and technical Security measures)
will be adopted to protect and maintain the confidentiality of your data as further
described at the end of the document in part lll: “Additional information for patients .

In case another organisation takes over development or commercialisation of the study
drug, your coded data may be transmitted to them. They will then have to protect your
data in the same way as described herein.
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d. Who else may have access to my contact information and why?

Your name or contact details may be shared with service providers to collect information
on your survival status.

The service providers must keep your name or contact details private and will NOT
share any information that can directly identify you with the Sponsor.

e. How long will my coded data be kept?

The study site and the Sponsor are obliged to keep all study data for 15 years after the
end of the study, to comply with study sites and Sponsor’s legal obligations. You can find
out more about how the sponsor keeps personal information at
www.astrazenecapersonaldataretention.com. Your coded data will then be deleted or
anonymised.

For more details about anonymizing, see part 1 section 11g: What does anonymised
data mean?”.

f. What are my rights under data protection law?

You have the right to review which of your data is collected and being used; you can
also ask for a copy of this data, ask for restriction of use of this data, or ask to have
incorrect data rectified.

To ensure the scientific integrity of the study, you will not be able to review some of the
data or receive a copy of it until the study ends.

To exercise these restricted rights, please contact preferably the study doctor.

g. What does anonymised data mean?

Health authorities as well as pharmaceutical companies believe that access to clinical
studies data advances clinical science and medical knowledge and is in the best
interest of patients and public health, provided that patient privacy is protected.
Therefore, the Sponsor may generate and share internally or with other researchers an
anonymised set of your data collected in the study (e.g., on www.vivli.org). This means
your coded data will be stripped of your Patient code as well as of any other information
that could reasonably be used to identify you, such as your date of birth.

12. What are the costs of taking part?

Participating in this study will not cost you anything more than the costs related to your
routine appointments with your doctor. You will not be paid for being in this study. The
cost of the study drug and lab investigations will not be covered through the study.
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13. How to find out more after the study?

Trial Result Summaries are a short and easy to understand summary of the results of
this study. These will be added to www.trialsummaries.com within 1 year of the last
study patients last site visit. You can visit www.trialsummaries.com website anytime to
sign up to be notified via email when the trial results summary of your study is
available. Or please let your study doctor know if you need a printed copy of the
document.

Information in technical language related to study protocol and the results will be posted
on http://astrazenecaclinicaltrials and http://www.clinicaltrials.gov. A description of this
study is also available on http://ctri.nic.in. These websites do not contain any
information about you.

14. What will happen if | want to quit the study?

Your participation in the study is voluntary which means you can stop your participation
at any time. If you want to stop taking the study drug, want to have a modified visit
schedule or if you want to stop your participation, you should tell the study doctor and
discuss available options.

If you stop participating in the study be aware that this is a “study discontinuation”, and
not a withdrawal of / objection to consent for processing personal data, the study doctor
will stop the collection of your data, but your previously collected data will be kept and
used to guarantee the validity of the study and to comply with regulatory requirements,
as allowed by law. The study doctor will then invite you to have an end of study
examination to check your wellbeing. If you don’t show up at a planned visit, the study
doctor will try to reach you. This is important for study results. It is not mandatory but
would be helpful for the study if you explain to your study doctor why you wish to stop
your participation, in particular if you have experienced discomforts.

We will continue to use your data and collected samples as originally consented, unless
you would like your data not to be used after you quit the study. In such a case, you
must inform the study doctor, but your coded data previously collected will be kept as
required by clinical regulations.

15. Who can answer any questions | may have?

Remember, there are no silly questions! Feel free to ask at ANY TIME! It is your right
to be fully informed before deciding to take part in this study. You can contact the study
doctor at any time at the address indicated in part Ill: “Additional information for patients”.
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PART II: CONSENT FORM
D9106R00007, Durvalumab

A prospective, observational, multicenter, post marketing surveillance study to
assess the safety of Durvalumab in Indian adult patients with resectable Non-
Small Cell Lung Cancer (NSCLC)

Subject’s Initials:

Subject’s Name:

Date of Birth Age (years):
(dd-mm-yyyy):

Address of the Subject:

Qualification:

Occupation:

(Please tick as Student O Self-Employed O Service O Housewife OJ
appropriate) Others

Annual Income of the
subject:

Name and address of the
nominee(s) and his/her
relation to the Subject:

Please sign this consent form only after you have had a chance to ask questions and have
received acceptable answers to all of your questions. By signing this page, you will be
confirming the following statements:
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Sl. No | Please provide your initials (short signature or signature) or thumb impression
(as applicable) against each one of the following statements to confirm your
consent to these statements.

(i) | confirm that | have read and understood the Study Information
and Informed Consent Formdated ......................... , Version
Number ....... for the above study and have had the opportunity
to ask questions.

(i) | understand that my participation in the study is voluntary and
that | am free to withdraw at any time, without giving any reason, | [ ]
without my medical care or legal rights being affected.

(iii) | understand that the Sponsor of the clinical trial, others working
on the Sponsor's behalf, the Ethics Committee, and the
regulatory authorities will not need my permission to look at my
health records both in respect of the current study and any
further research that may be conducted in relation to it, even if
| withdraw from the trial. | agree to this access. However, |
understand that my identity will not be revealed in any
information released to third parties or published.

(iv) | agree not to restrict the use of any data or results that arise
from this study, provided such a use is only for scientific | [ ]
purpose(s)

(V) | agree to take part in the above study. [ ]

INFORMED CONSENT FORM

Signature (Or Thumb impression) of the Date of Signature subject/Legally
Acceptable Representative (LAR)

Signatory’s Name (Name of the subject or LAR who has signed)
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Where a subject is not able to give informed consent (e.g., an unconscious person or a minor or
those suffering from severe mental illness or disability), the same may be obtained from a legally
acceptable representative (a legally acceptable representative is a person who is able to give
consent for or authorise an intervention in the patient as provided by the law(s) of India).

Relationship of legally acceptable representative to subject

Signature of the Investigator Date of Signature

Study Investigator's Name

If the Subject or his/her legally acceptable representative is unable to read/write - an impartial witness
should be present during the entire informed consent process who must append his/her signatures to
the consent form.

Impartial witness is a person who is independent of the trial, who cannot be unfairly influenced by
people involved with the trial, who attends the informed consent process if the subject or the
subject’s legally acceptable representative cannot read, and who reads the informed consent form,
and any other written information supplied to the subject.

Signature of Impartial Witness Date of Signature

Name of Impartial Witness

Copy of the Patient Information Sheet (Adult Study Participant Master Information)
and duly filled Informed Consent Form shall be handed over to the subject or his/her
legally acceptable representative.
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PART III: ADDITIONAL INFORMATION FOR PATIENTS

1. Contact details
Study doctor Study Coordinator (e.g. nurse appointed
to the study)
Phone No. Phone No.
Address Address
Email address Email address

Name of EC Member Secretary

Phone No. of EC Member Secretary

2. Detailed list of visits and Test/Procedures

There is no protocol mandate in the present study, so you will not have any separate
investigation apart from the treatment you are undergoing. We will collect information
about your health from the first dose of durvalumab until the date of the last dose of
durvalumab + 90 days or the date of the first dose of subsequent anti-cancer therapy,
until withdrawal of consent, loss to follow-up, or death, whichever is earlier. During the
study, we will record any side-effects you may have, like fatigue, musculoskeletal pain,
constipation, decreased appetite, nausea, peripheral oedema, urinary tract infection,
or any unknown side effects. The number and timing of visits will depend on the
doctor’s judgment based on the patient’s condition. Information such as the patient’s
age, disease status, test results, durvalumab doses, and other treatments will be
collected at the start and throughout the study.

3. Detailed Study Tests and Procedures Schedules
Here is the outline of what to expect at

Baseline/Screening

At the baseline, you will undergo the initial procedures to assess your eligibility for the
study. This includes signing the informed consent form, verifying inclusion/exclusion
criteria, and recording details about demographics, medical history, and the medicines
you are taking will be recorded, and the patient will have a physical examination, vital
sign checks, ECOG performance status assessment, and baseline clinical and
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radiological imaging. Initial tumour measurements will be documented according to
RECIST 1.1 guidelines, which provide a standardized set of rules for response
assessment of the treatment, and necessary laboratory assessments will be
conducted.

Neoadjuvant Therapy Period

Regular assessments will include recording concomitant medications, recording
physical examinations, and vital sign checks. Clinical and radiological assessments will
be performed to monitor treatment response, and laboratory assessments will help
track therapy-related changes. Any adverse events (AEs) or serious adverse events
(SAEs) will be carefully documented.

Pre-Surgery Phase

In preparation for surgery, eligibility criteria may be rechecked if necessary. Updated
records of concomitant medications and clinical/radiological assessments, including
RECIST 1.1 evaluations, will be recorded. The pre-surgery phase will focus on ensuring
the patient is optimally prepared for the surgical procedure. Safety monitoring for AEs
and SAEs continues during this phase.

Surgery Phase

The surgery phase involves the actual surgical intervention to remove the tumour.
During this time, any necessary perioperative medications will be documented. Safety
monitoring will focus on identifying surgery-related AEs or SAEs.

Post-Surgery Phase

Post-surgery, patients will undergo health monitoring to assess recovery and surgical
outcomes. This includes recording concomitant medications, conducting physical
examinations, and performing vital sign checks. Clinical and radiological assessments
will evaluate the surgical success and any residual disease, while RECIST 1.1
evaluations and laboratory tests will provide further insights. Monitoring for AEs and
SAEs remains a priority during this phase.

Durvalumab monotherapy Period

The adjuvant therapy period focuses on reducing the risk of disease recurrence.
Patients will continue to receive treatment with regular evaluations, including updates
on concomitant medications, physical examinations, clinical and radiological
assessments, RECIST 1.1 tumour evaluations, and laboratory monitoring. Safety
monitoring remains critical, with detailed documentation of any AEs or SAEs.

Follow-Up Period
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In the follow-up period, patients will be monitored long-term to detect any recurrence
or late complications. Clinical and radiological assessments, along with RECIST 1.1
evaluations, will continue. Concomitant medication updates and AE/SAE reporting will
also be done throughout this phase till 90 days after the last dose of the treatment or
the first day of the start of another treatment, until the withdrawal of consent, loss to
follow-up, or death, whichever is earlier.

The table describing what to expect at each visit:

Neoadjuvant
therapy
period

Adjuvant | Follow-up
therapy period
period

Pre- Post-

Baseline/ Surge
Surgery gery Surgery

Data Collection and Entry Screening

Informed Consent X

Screening

X
Pregnancy test? X
X

Patient Demographics and
Medical History

Disease medical history &
Baseline disease status
(including

EGFR/ALK status)
Medicine you are taking.

x

Physical examination and
\Vital signs

ECOG Performance
Status

Clinical & Radiological
IAssessments

RECIST 1.1 assessment

X X

X[ X | X | X |X
X[ X | X | X |X

X

ECG As clinically indicated
Laboratory assessments X X X

NSCLC Treatment details
IAE and SAE Reporting X X X X X X X

x

x
X
x

a Women of childbearing potential only

4. Complete List of Risks, Side Effects, and Discomforts

Since this is an observational study, there are no side effects or risks directly
associated with participation in this study.

Durvalumab is an immunotherapy that helps the immune system fight cancer. Because
it activates the immune system, it may sometimes cause the immune system to affect
normal organs.

Common Side Effects
* Low red blood cell count (anemia)
* Nausea
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+ Constipation

* Tiredness

* Muscle or bone pain
+ Skin rash

Possible Immune-Related Side Effects

Durvalumab may cause inflammation in different organs, including:

* Lungs (cough, shortness of breath)

* Liver (yellowing of skin/eyes, abnormal liver tests)

* Intestines (diarrhea, stomach pain)

* Hormone glands (thyroid or adrenal problems causing fatigue, dizziness, or weight
changes)

* Kidneys

* Skin

These side effects may occur during or after treatment. Most can be treated if detected
early, but some may be serious and require hospitalization or stopping treatment.
Rarely, severe complications may be life-threatening.

Side Effects of Other Treatments

If you receive chemotherapy, surgery, or radiation therapy as part of routine care, these
treatments may cause additional side effects such as nausea, hair loss, infections,
bleeding, pain, breathing problems, or fatigue. Your doctor will explain these risks
separately.

Risks of Routine Tests

Routine blood tests may cause mild pain or bruising. ECG may cause mild skin
irritation. No major risks are expected from these procedures.

5. Complete List of Personal Data collected
All data, as described in Part | Section11a, will be collected during the study.
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6. Glossary

Your coded data

All your data collected at the study site, with your name and
contact details, have been replaced by a code. This is done
by the study doctor who keeps the link between your name/
contact details and the code to ensure your safety and
confidentiality.

Coded information cannot identify you unless your study
doctor provides your name or contact details, where
allowed by applicable law.

Sponsor details

Sponsor: AstraZeneca Pharma India Ltd.

The sponsor has the overall responsibility for a clinical
study.

Study site details

The place where the clinical study is taking place and where
you will have to go for the planned visits.

Health authorities

Authorities who supervise the study, who approve the
commercialisation of the drug or who receive the adverse
events reporting, whether in your country or in other
countries.

Research partners

Any organisation which collaborates with the sponsor within
the drug development programme or for future research.

Service providers

Any organisation bound to the sponsor by a contract, which
may conduct activities on behalf of the sponsor under its
strict instructions. This may include other researchers
including so- called “contracted research organisations”
(CROs) and IT companies hosting clinical data or providing
IT services including developing new systems and services.
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Safeguards

Appropriate safeguards will be implemented to protect
coded data during and after the study and may include that:

— Access to the coded data will be limited to specific
individuals subject to confidentiality obligations (including
the obligation to not attempt to re-identify
individuals/decode the clinical data).

— The coded data will be protected with security measures
to avoid data alteration, loss and unauthorised accesses
and further de-identification techniques may be applied.

— A data protection impact assessment (DPIA) will apply to
identify and mitigate privacy risks, if any, associated with
each scientific research.

— When required by applicable law, scientific research is
subject to the approval of Ethics Committees.

— The coded data will not be shared for direct marketing
purposes or other purposes that are not legal duties or are
not considered scientific research according to the
applicable data protection legislation. In particular, it will not
be used to make decisions about future services available
to you, such as insurance.

Security measures:
How is my data
protected in other
countries?

The processing of your data starts at the study site. Your
data will then be transferred to several data experts to be
verified and for results to be calculated. In addition to having
your data coded, your data is also protected by high
standard technical security means such as strong access
control and encryption.

Within the sponsor group, your coded data are protected by
Binding Corporate Rules (BCR). You can find more
information  about the Sponsors BCRs here:
www.astrazenecabindingcorporaterules.com.

You may obtain further information as well as a copy of
these measures by asking your study doctor.
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Restricted rights

Please note that the rights provided by the GDPR and UK
Privacy Law to get data discarded (i.e., the right to be
forgotten) do not apply to such studies.

Scientific research

Scientific research includes technological development and
demonstration, fundamental research, applied research
and privately funded research as well as studies conducted
in the public interest in the area of public health. This means
that we may use the data to advance our understanding of
how to make new medicines, medical devices, diagnostic
products, tools and/or other therapies, to treat diseases. We
may also use this data to improve the design and execution
of future clinical studies, services and drugs, for outcome
research activities and to aid in pricing and reimbursement
activities.

Deposit in scientific
databases

To do more powerful research, it is helpful for researchers
to share data by placing data into one or more scientific
databases. Researchers can then study the data combined
from several research projects and learn even more about
health and disease.

Researchers with an approved scientific research project
may be able to see and use your coded data, along with
that from many other people.

Your name and other information that could directly identify
you (such as address or social security number) will never
be placed into such a scientific database. Researchers will
always have a duty to protect your privacy and to keep your
information confidential.
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Hegge SRR AR R wEAfa goT
IETTA HIs: | 391063100007 ST HeATh:
Tt CUICTIE]
TSl AT Sf3ar fafaes
TSN

AT FT | RAFeTd (BT I9Y) IR-BIC HITAHT dTel B & HhaX (TATHATAET) o
oS- ST HRAT ag&h AN A FATATT HI FI&T HT IHTholel el & [T Th
HHATA, 3idelichel Hell, Sgehar, fAqur-gRara fAaRmeh sreage|

$H GEAAS & [3] T &

AT | oifae IETTT H HET o & 9 AT & [T 39ede "] TR,

qeT Il 39eRT "HeAa g9 SO 98T H Sarr = § F 39 e §1dt ) ggAd @

Thd g,

aeEr QI & for AfaRed SRR IHET A @ SEer & a8 g, oA
grserdell &Y enfAe gl
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T |: 31T SATARRT

$1910631R00007, FaTe[ATd G ARKIAIT F&TT IHeadl

&gl & FR A N AR qaEnt & ZalAET A1 GEET M el e & faw
3qellshel 3T

o sredr / S,

O 3 AT H HAWT ol & folv AT Rar Srar § F3ifh gt & & 39l hhs
F W $ TH YR A e g3 ¢ T8 Raweaer (et ava) R-oiC FIfRST arel
Bhs T HET (TATHHT) el SIar gl 30 R 3UaR Fgfd &l FT&hR X
forar & TS aeg Rfecar-& 9ged 3TUR & &7 A HARSRET & QI gdTAE &
AT 3R T & e AT Aliafhear anffor &1 58 3UUR & 32T TgER &l
f@ehrseT 3R $E & SR Bl & SITEH H FH HA H Hag SN ¢l ZATAT

§H RAFCTT TATHETERT arel AT & SIXATAT T FI&T T FHodiehel el & folT Tg
AT R @ &1 5T NTC-ARKEI 3EIIA H, 3T 3TaR 39F Rfvcas & Ao &
3N SIRY TGN, 3R §H shael 3MTUhT ST Tehd Hial|

HEMERT & forw 3nudr @ Tgafa 3maegs g1 50 3T & H6T o & o o &
g, U 3T 3TETAT H FIAT-AT A g, SHb dR H SIeIhRT o STuaf|

3T AT H AT R0, TEH HOeh 3T H HIE, HERUT HR IgAnT, AR
GEATASRUT G oA §, 39 & & U Tadd IR afafa ganr g &1 a5 ¢
i T8 giaRead fhar oM @ & emws A anffe AR & sfEeRi, geer iR
AL T /T & S0

AT F A gl W 39l Fufd & gur gl o Fevar & 3R =Er o) greliien, 5@
HEFGT F gH St Sy fAel, a5 #fasy & st Bufa @ o1 w© 39 At & fav
HEGIR AT & Hhal &l
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1 I% 3ngaT P IR F &2

gaTelATT Uesh YehR 1 &al & 9@ Wer-ufaenfafhear & 1| & e Sidr g1 I8 R &
gfaRer gumell & FET HIfASBT F ggaeds 3R 39 W gHT T H A Fah A
A &1 PO HAT PP NEN-TA1 AR Teh Hehcl I 3TN HXeh Ge HI ol §, it
IcRET JUllell &1 "de" &Y &l gl ZaATAT $H Hohd &l Ia%g Xl ¢, Torad 3Muchr
FTARET JOTell & HE FIRAAHT T goet 3R T A H Acg Aol g

§H I§ 3eTTA SHAIT X @ § dfh Ig oA TF 5 Hhsl & FI & Th IR, el
AT TATHHTA & 3TAR A FaTo[AT 1 39T fhaar gUidd 81 38 g &1 Faw
a9 g § 9 st # Hffd AR O g I FOFT o ol §1 AT
3R wifeaw FARFEr & TEea 3@ ao RfFA-F g ol § ugd & S §
difer TgAT @l fAhisa AR R T IfAKeT Yolell &l Holdd & H Hag A &l
CgFR F geA & [T ToRl fhU S & §1e, $T OIS HI SN E Fevell § ST
THIRIE, e 1 N5 Fhed GaRT gdl ool %ﬁ'ﬁfﬁgﬁ?ﬂﬁ?ﬁ-ﬁ%l ¥ 3rafse
HITAAIT hefl-hsfll SfdT 7§ Fehell ¢ 3R dc # HFI & Yoaclal I HROT &1 Hehell 8|
Tl & d16, IR AT HARAST FET HIRABIT § o5 T &THAT AT AT el T FIW
F TRIEAT & SNEA F &7 & & fov galeHAe Aafhaar & S g

SH HEATA 1 32T g FARTd R § & gopAe @whard &, siar & ggd &
3T & @ aar g, @ g e off Av A1 IR gevea W e FoR I@eT Bl
gAeATT 2017 @ SOR A § AR 38 TIFd TsT IANFT & Tieg vd 3N gomae
(JUETHIT) caRT AT fohar I g

SO MEATA H oTer 78 M HWT ofdl| H HeTYA H Fel Al FaToAE HI Tl
U #I feeieh @ ol ZaTolATe & 3ifcie g & feelioh +90 et I ae v el
fafehcar & ggell Treh &1 i T, WeATd a9d o, Bidl-3T @ ST g AT Hg
g aF, ST O S o 9ger &, aF gl
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2 T AR SHA SET o gHE?
3% 99 Ig fAdhed § F 39 STH $06T o1 IIgd & AT 50|

FUAT FH IEYAT H N1 o g/ § I AE, g Ao o & v Saen aag
3TaTSH g, of| I8 AU od §FY 39« A 3R 9RaR & @1y a1 e @ge @
eI

afe 3T Iegg # enffAd g €, o 39 3 R o wHY ol ged/dr § (e
SR & AU IgHET 147 &H)| HEFTA DISA A AR SWHTE W HIS I AL
TS| 3PN 3T IETTT DISAT TEA/l &, A FUAT 9= eqTql Rfhcas F S @
Sog Jad

AT A I & T F eqAT o fAT aegs da@g 3R SEAaRE w faar #¥ o«
3T SEA AT ol H7 0T o @ &

gfg T 3eTTT H AT AgT gra/ar g, ar Y 9T Bhs H hak & foIw 3Taent
caaTer fAedr Wl 3ae 3rtggs Rfhcas I 3TAR ™ arer [Afecasd 3maer 3T
gaTfad a3, 3% QAT 3R T & IR H Fargar|

3 gfg & vgya 7 afAa & S5 o =41 gen?
Yfeh I Teh HellehollcHs HEATT §, SHIT SH IHEAA & HET & &I H Yrleleh GaRT
3TYT P &al AT 3T 3YAR Vel 8T fohdr Siram Bl

g fafAd ¥ @ Rfecas & od Ser gen 3R Rfecas garr sag 718 afaa
gaTg olelr giaf|

AT H el AT A T Tgel TR g TN F IoReAT g 58 Hhifelal g ¢
IR 31T R & AT @l QU A/l §, dl 31T AT H AR g Feha/c §1 Iie
3T BRI AREST T QU AT HIA/AT §, T BROT Id@ AT | 39 Ieqael Rfhedh
T 3UAR e dlel Rfehcds U8 3T AT 3UAIRI/fGhedl & IR # a1 S|
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e AAfAd areel 3R sreeur S B Sree 3R nus RfecEs R sEgAfed &
IS SR & 3TER TRl e Ffhed- qgel 3R ed Rfhcar- arg & Ffhear
r Rfehcar & &7 & FaTo[ATT S QDA AT ST | §H HEATA & GRIeA HTIhT ST Teh
Y| 3T ZATCIATT S Tgell GAIeh HT eieh @ oI ZaToldAT &l 3fad g & feeih
+90 feat o1 S1g dr HER-AH Fafhear &1 ggel e T i d, HgAlT amd o,
BIA-3T & dEY Bl AT HcG Bl deh, S48 & S o ugel @1, HeuyT # iAW
T & TR h SR ek WIS el o folv 31ETTT H 39ehT ARMERT Fr 3afer o«
g "ehell &

Wl AT & IUR R 3edweh & [IdHETAR FoAehral I FHol H&AT 3R HeAhre
qHg e fear s

fFafAd Aol & e, 3WETTT & T TRl ThT # Sl AR EE 3maehT
fAaffa Horhd & Fo AfARFT THT 01 T gl

Ife 3 FAhid & fAT A& 3 Fehd/ch 8, a6 Ul 39a 31eag=l Rfhcds 1 gad
AT B

FOAT A & O 3reaae, 3R 3reaae # e Hefig, 3deT ¥ uger UehT ST Hehdl B,
310 & T deArfeleh I1 GIET RO & (e SRy & AT “Iegemr 9”7 &)l

4  3rEeEE qdETor 3T gfhae = §?

I 3T 3T 37eTIT H iR g9, O §H 39dh AR Rbis T 39T AfSFHoT 3T ol v
3TAThar gl Al SEHT el Sl & HeT & &9 &, Feafafaa ademoit 3R gt
T 9T 32T H Reprs fmar e

el & Srerairead AR RAfecar sfaga

IR AT, foer, a8, aoie, Afger ARNIT F AT H THGEAT 3R T Hr Fufa,
3R e AFRT & A 7 Afger TRAT A awdr & T & F@Rd ATERr HT
Seeft| 3T 3ramar, fRar 3w SR &1 Rfecaa sfag iR AfAMere O ST
$r Oy iR veR, SEd greX gue o i g, & Sy U T Seelr| 9w

afecdr sfaew 3R aRfds o7 Fr Tufa (G Seivwm/ures fufa anfde §)1 3mas
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Rfpcar 3fAoEl I 3mghr SFRY 1 sfagE, ST F AT & WOT i RN, SEINST FeiT
Rufa CAe Shaa & a7 e &7 J9dr gq73dn), IR seivwsm/ures afa @ &
gRads T 3ufEyfa i ST == & ), Jfe 3gase g, ar ThaT S Sreaf|

g H off STeT drel &dre

3y RAfercar fFe@l & 3o garT o o W et off gar & IR A AR gor dr
Seatt, Torea gar &1 =1, Sfdieh Tureh, dael o adier AR Feohel AT &

IR G107 3R FAgca ol Tehdl
HIF 31T RAfhcas @t fhe are fRar off e aletor & afton#, a1 gof foru oo

FAgcaquT Hehall (TAAT § F 2R 1 Tolel) A Al Fhar Swem|

sael
I AT AT F SR, AT T T TS, Fol F Ugol 3R ol & a1 off I

ST QST 1 3mus Afswar Rapis & Ae fmar smeem|

CEICE R INERIC I i e G
W i Fafa ar gxg Aafas gfafear @1 geaiea & fav fFe v a@fr Ao
IR AT 3THhas, o & TEneRm/aAd/dsd, 3k IRSAMSTEE 1.1 3MHd,
St Aerfae adieron # 3war & 9fa cgER B afafhar &1 e X 8, S o 3Ty
81, 3eqAT & fAv gaf fahw e

ST FHediehal

fAURa 3R % IFER ZATAW 3TAR & R 3R 3TUR YE g & Jgo fhu aw
fonelt oft srgererrenr qdetor & gRoTHE, A Aelise W A9, W a9, T w
T&T0T, Ihd HR GUETUT, URNISS TR, HF faeelwor, guesfew & 3 &, wasme,
arstiaear gfteor 3nfe enfer €, Afeet st o @A =& &, Aie fve smean

TATIETHT 3UaR faaxor
fAUTRE 3R & 3aR U aiv @3l 3TeR, fod §oil 3R qor’l @ ggd 3R e &
HrAfafhcar arfAe g, Rers fhu smear| S fevol w eae oar Ser wifev 3ad e
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gy, 39AR HT Fel A, TR i SRR a1 gaifed & Bufd 3R 3wER 6w
FT HRUT/ZTAR I gh H dcolld &l SRUT ATTAST gIam|

RETT FoATha
3M9eh €aRT 3gera T S 3@ fonely of goverma, =g @@ fovcam of amepel &t &1 &1,
Hedishd U e TAfhedd g frar STwem| Si9 dig geuwE glar & dr

fAFfafad St o e Tsha & Seel: gusa A §, TE P YF g AN F
Wgaﬂ,a?ﬁmm#m%,sﬂ@r%mwgaﬂ,wugmwamﬁmﬁ%,
GEIIT & FRUT gal & Y & FA7 Fkalg Hi 75, 36k d FAT I, g9 & G &
FAT FeH 3a0 a1, iR Rfvcgs fr :15 feogof)

Ireage qdefon 3T giskans i qfr g2, 5@ 3o faeqa srisA o anffer §, "
l: AT & v FAfAReEd JHEER" & 39 gl

5 defeas qdigror AR gfshae =r g7

Fifeh TG Teh 3fdcliehel Gt ETAT &, ST §H ahdel 39 Rfehcar R & & 3er
ThT 31| 3TH s JfaRkeaa ar defegs gdietor ar gikar anfde a8 gl

6 3"t # afAe @ & Fr AT 2

g T hadl 3T Afhcde @RI 3MIHT & 318 FAfAT 3waR &1 & gfwem| 3
foT sEeT S dowrdl el o o8l g, IR 33 reuys ¥ g S ey ured
gef, 98 §H I el H A I dohdl ¢ foh dRdideh oildel # $BHhs & HaX o AT
&1 gaueT fhd SR fRar Srar g, 3R o1 3R s aon & IR A AR SEeRRT dete
H A & Tahdl &l 37 & & o0 g ooy F $ws & Fwe U @1 SgR
Sollol el & Fcg Aol

Faifeh gaTelATd Teh Aer-gfaetiafehear § S TfckeT Jomell & 8T ¥ oS & #Hag Al
gl Fgifh Ig UTRET YUTlell &l AfhT T g, AT Fheil-dhsll Ig UTcRETT YoTlell &l
AT 301 T FHIAT el I HROT &1 Fehell § IR $O HaIST Jo7d YT X Fehell

gl
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AT T
o TeT I&d PIMADIIN I TEAT A glell (TAITAAT)
o H
e cheal
o Yohled
o FEORAT IT gsfRAT 7 &
o TIUT W g

gaTeAe fafdiest 379 # gotel YeT o Fohell 8, Sae emfde g:

o Uz (W, A ol # dhallth)

o I (caUN/INE! HT UIellUl, Tohel FaLh HAHY TIET0)

o 3d (3Fd, 9T &T)

o AT ARAT (IRRISS AT H{Ageah ATYAT HT FATIW SeTeh HROT AT, Tereh]

AT AT TofeT H SGolld gl TohdT &)

.

o aal
Y YT 3TAR F SR AT d1e A g1 Fohd &1 TG FeTohl Sfeal Il el ST 3T
T gl Hd §, Afdhel Fo 18R g1 Tohd & 3R gotoh fAT 3ETcrel & ot gl a1 3T
Aehel T HTTIHAT IS Wehell &1 GoIH AHeA H, MR AT SAreTelar o g Fevell &
3 3UERT & g

Ifg 37 FUfAT 3R & REd & & & fmRfercr, goir ar [fEor R aea
A &, d 3T 3UURI & AN, STell HI ST, THAUT, FdFE, &, TH ol F dehelh
T Tl S JfARerd gouera & Fhd &1 3Mash Rifshcqs 5 Sf@AT & TR # el &
STIRRT 3T
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fafaa o & sSfes

faf@a Fa ST A goaT &€ AT Al IS ohdl gl SIS & cgdar H gohl STolel 8l Gehall
g1 3T Ufham3T & IS F37 @A 81 HI THTGT a6l &l g, TJg QA & 5 3reaasr
& NI 39 Bohsi & HER @ FUf & Gur 7 g1 ar g AR o fders gahehr B

Ig €I WAl Hecaqul § o 3Mueht glet arel fonell off gowema & Heer 3Mueh garT goF
AT IYAR F 8 GohdT § 3R Ig 3T 3T H 0T i FT GRUMH 81 g1 Ig JHeqIqA
T G ¥ 3dellehed W INURT § AR 387 Fael 39 Rfhcasd g@mr dest $r 715
e afAd Rfecar ot sreawlt gof & el ary @, 9f% 9 reaae gedei
R &, 3T 300 39 RAfFcds garT 3% 3TAR F JeUT & ads H F$ dgeld
oTel 3Taa|

SIEAT & IR & #OF o= & fag, AP & v dfaled Sl & & 78
sfaRea Af@w =l ¢g|

7 = HS I S A A § T aR T qY S Hae>yF g7

faRly Aaafaar
AT, cadT, TG IT dTFPl dF S 390 I YHITAT P Tohd gl
o I 9fAfFATT 39aR & SR IT 3TAR &g gl & a1 T g Fohell gl
o T GOYHT YFIA 3TN o fAerr o M & Thd ¢
o I 3NTIFT TW oA H HISAS, TEMAR &&d, ad1/3@I FHI Gellr IST, Jcafth
gehlel, Hiel 7 &¢, oH AT 78R Tehed S AT AT {918 18701 HEEE &, dl et
N 39 Fafhcden o FRId wer iRyl
3 garsdl, Wie Yary AN 97 qerd
o 3IMYH U RAfFcos FF 37 Tl gani F IR F Fa=r TWRT I 3T F W} E,
S Rfecas & 9 W Aeaa arell gad, e of & fAea arelr gad, gad
3¢9 3R |oellde AR gl
o T canil (A ®7 & TS AT GIARET Jomell I AT e drell gdiv) &
fore gaToAe dd TaY Rfhcqehid CT@ &I 3aegehdr & Fhdl ¢l
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o I RIfhcas & Gorg v o= #I$ o 7 gar & o H|
o AN W HIS AV yfdsyr 78 &, fhad 3TaR & e e 3 Rfecas
$I IR Gl oI FT ITeled =T IR
areeT Terre, e, @ 3k afafafear

o SATAE & Y, TFH AT AT HAAN & Fhell

o I T 3FGEY, Uk U AT TFR FAEHH HA &, Al 9PN dTged Tellod, FMY
oIl AT QU Hclehcll I HTARIHAT dlell ATATATEAT s el § F<=TT ARV

o Tell I sfAfAfet W 15 [ gfasy a8 §, dAfra 3muer s3oeh Rufa 3k
AT TIELT & MR W 394 RAfhcds 1 T &7 ITddd T Igu|

arsiae, A AR weAae

FifF 3oeA T A1 VY RN gATqAE F 9omal & aR F ASNT 767 §, FAAT T
@ afE 39 gy § o 3ah Afger @l ) A & SR e g g wnf ar
I T TITUTT Al HAT AMRT|

T # fAd Rfercgs 39 AFRT & T adier W =T R TFhd B

afger VIt & fow

afg 39 fach & S € a e srtEee A arfRe Rffcas & qid gRd wer
BT 39! 39T 3(eadel fafhcdd & o1 oel o HeTT HT gar & Jad T dq
HAT R HTIH 9% 3R 3T §Td & TR FH SATPRT ¢l & [T FHglr S0em| T
39 Sed & T AR A & fRET e f 3egafd & & v weh et dgafa
g7 enfAe g dehdl Bl

T v QAR B wferar i @ S ¥

afe ey |t efach g Smeh §, @ e qa ewds A afRe Rifeces @ gEa
FAT R 3T TN F T 9T TgATd U5 & ded, 30 O 3R 3us 9= &
IR & a1 H SeTepiy Al Srwaf|
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394ard

SH EUTA H HT ol & fov har AW 3qarg Fr 3Maegehdr 16 &, ST oo o 3qh
gollol &el arel FAfehcds garT AafAd Rifescar odetor ar gfshansit & fav dar s &
gellg o &I S|

Cicacaul
o Hg ¥ O A ¥ Ugel I RifhcHs A giaa w1

o TAGAW & WY 3YAR & &N IR 3UAR & dlc $& THAI o, ihcdsn &
HAE & ITAR, SN &l ¥ HHAAN R F=ar a1y

o IfE 3us Rifrcas ganrt sadr Fag & S ¢ ar [AfSeT @R-aifaa) d% feu
ST g &l

J&ccled

MU FAT[AT & 39aR & R R A QU & dl & AT dh & AT Fd
3cUTE, Gl o6l delT aifey, oram foh 3maeh Rifshcas o dog & g1

8 A HIT o & HHITAT et AT g2
3T EUTT ¥ IETTT YRS I It SIThRT Aasy H Bhal & FaX & At &

dgaX 399R H Jgrde & dhar gl

T g &gt § &6 3euasd & &1 ol & 3M9Hr @ o TR gTeliioh, 3mdehr
HENERT ufasy & 37 AT & W & TR H AGFRT Fo= dR Afhcar carer #
FUR A H Hee B Tohcl g1 §H 8T 9o foh 5@ 6097 ol & v f&ufa # gur
B9 AT =Te, offchet A 3+lg § b ¢@m g
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9 I I3TTA & SR T IRaTT & ST, S F 7S SR A ST Ar = gen?
YT H FT deod g Tohd & [Slelsh HROT AT 3T & T ofell IR WA & aR
H 39T fAUR gee Fehd/dl §1 3R IS Seelld giaT §, A §H I Soa @ SToa A
S|

39 T o AT T BISA HT Ahod Tol Fehol/cl 81 3T8h Sl & fow
3T 14 3F|

e Rfercas, Ife 30¢ o9ar § & Ig 3uss v gafcaw & ar 33U 3eaws O
e A &l [&aehed o I Fha/dr &

IEITA FH IR ARNERT dd 3 T Al § o9 iels; ART TaEeT WIieRT, 3[R
a7 frarAe weifaar ag Ay ot § & 3regas & e fgar Ser anfgu)

10 3 3w & GReT HF IS Jehdrer A1 e Tgae & o = gam?

Yfeh Ig Ueh 3Idcilehel HaHl HEATA §, TGV SHA 30 Rfehcder GaRT Ye=l &1 =
arell afaa Rfecar @ & 3oEr $1S YARNcAS 39aR a1 ufhar enfAe 780 &1
5afdT, ETTA H AT O @ A I AUlC W H OSIEH dgg HA gl IJTh
Rfrcaes 3T @I 3R 3TUR T g Hr Rg TR WA I 3 A [ar §,
ar 3T 3 Y FEIAT F T 3T AF AT 39 RAfRcHR F TUS I Thd L

afe A% 3mura T &), A asr STedr & I 37U 3regga Rfecas T dus HL| asi
grafae T9e faaRor 6T Il & 910 7 d@hd & RN & o sfafked SeeRy|

IfE 3T 58 MY AT & SR NAR g S § A7 a9l & o g, ar el /e
3 3ea RAfehcasd Fr garr arfgu|

3EAT gaT GG AT URhABT & HROT gl dlell Tl I HTHURT DNEHET SATel gl

IR AT Rfhear mmmma:amaswmmmm

ME LT &l
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ofg 3o ara Rfecar AT §, a Far 3oe ST Sl & S o fF w vy sy
H AT J ¥ IR dHalsT FHITST er grenl

SH BIH W FEAER e @ 3T 3791 fordll 81 Fiefell TSR AT A8 oisd &

11 39 7 whRT A 32T FT AT gRP?
U. pleT T 3T UhT fhar Srar 82

YT I & AU, YA TS I HGh! Ggalel § Hed SATAhRT Tehd R Goftehed
N gl S TR v Rifecdr Rufa ik Rfscar sfagm @@ 3mos Rfscas &
gred SARRT / 3% Rfecar Rels & 3gaey SRy eMfAd & Hhdl §), 3T
Saerdlell, 3yl Seraifeasr (3ng, for, Sda AR awdia gsesfd), Aefas @
faeret, Tod faeel, T #d Geior, Fhd w qlET, YRRISS ER, HA faRevor,
gucrsfed & 3R Y, vasnsd, srdTawer gdetor 3nfe & arg-ary 39 fhelr 37 S &
T St caw o @ & I M A FIr Swem s@E dmEn,  sEer 3R
THARITS/ASE/AET T SAGRT ddeliepr & wied 3er off Teha fham Smuem| 3aeRr &t
39AR fear Srvem, 3§ W gfafhar, gsvera a1 IS o Irgiaur S 39 gr Hehclr
g, ag 99 #f v fohar Suem|

. A o1 Y =T TRIFAT §?

IRISTeh 1 AT & 3UANT W fAuueilcd GRET AIET 3cheed A & T 39 Ser
B IaRTRAT § AIfh HRAT Faeeg wifteRor & 9fd 3efHlee & de B s
gfdegar & @ fFar o1 | safaw, s@ 3reada # doeeg dle @ R @ € gar
faehre HRHA & AU aegs Feaftid 3gaee afafafedl & fiaw Ser &1 39T fhar
SEI difeh 3eThel i o W Sl 3R 36 ST Taeeg AT & 95k &7 &
THAST ST Toh| SoIahT 3UANT dafash g3t & ever aRomat & gamfia wa ar dfers
3237 & AT off fovar S ghar B

mmgaﬁﬂaqgam%’?

$ad YT TAT W & TRl AT 3R Fus [Faor g Rifercgs 31K 3ieaaa
FI 3T BT UrRSld T 3N & FRT Fla ard IR MuIar & ciifica ¥ 99 k-
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Rfrcar FEA F Try-ary Taeey IffeERAl 3R 3R afafaat & s 53 e O
W%WW%WQ@&WW%%H@'&H*M@W3ﬂTd_|’U|ch|'\'1Tq;?-ﬁ
MARISAIIN & eurelel A AT a7 g1 STgT A g1, 98T MU FT el dsh &Y &Y
@raﬁqgu TS ST Gehal &

IEITT TIT Uk 3T I YRiloleh & T ATSIT M, offched VAT shael dofT fohar Srwem
S 35¢ P F fear swanm (Sgerr 37T § & 3M9er A1, 9 f@avor ar sy i T
HeY, HIS AR FAEAAd A &A1 a1 §)| HIfSar & IR # 3H¥F SRl & v, 36
GEAAST & 3Hd H AT Il # fGeror ¢ “griieer & fav 3ifaRed Seier) |

IRiTS &aT faema FREH & Fioe & T 39s Ffsd a7 a1 370 JegaenT srefert
3R Qa1 veran3it & A g9 ¥ Hahdr B

YA & 3T FeA AR w8 gRomHAT B gAREd e WX gar & fague @
AT gIod el & fAT, giee 3Ye HIfSd Ser d TRl 3R @ad: R
gfAfaat & Ty G FEM Seg dAMAS TiFAHRT & iy iy Iem fRIr S gedr g,
aifer 3reTaer & IROTAT I FHIEGT FTaAT JATeIh @Rl HI o Toh AR aRomAT H
TRl ARG Hr ST T |

ST O fohdl off ATFe & 3TIShT gl 399K sTel I ST

39gFd AFAIT H F FT ATk & & FTeY TUd g7 Tohd &1 I 50 37 g 7 39
R & FHWT AT ST GI&T HAlelh =gl &, ol 3MUeh ST T MUAIAT S & IR 38
IAC @ & AU 3UYFd GRAT 3UM (o 3o AR Feheilehl AT 3UM) 3H9ATT ST,
ST foh eEaTds & 3T H T Il A I afod & A & fow sfaRed Sreerr|

Ife FIS 3T TIST IETIA &al & dhr IT IATARIHIOT HI HRIAR THTAAT &, ar
3TYHT RIS T 3eg I fhaT ST Thell &1 I 3o¢ 3T 3T HT FI&T AT JhR FIeAl
erlr Srar T Tel afvia &
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3mahr Sfaa RUfd & IR F TR e sy & T 39T 17 a1 g9 f§avor Far
YeTdr3il & Irr gt fRar ST gehar gl

JaT Yerar3ft &l 3T9erl AT I7T TUah Qa7 MU @1 ghem 3 3 grdiies & Iy
YT UgATT gl arel g Y FTASRT TS 8T HIE|

$. T FST 3T FF dF Q@M SATTIN?

eI TS 3N URieTeh, eI 1 HANCT & a1 15 It deh |l eyl ser @i
WA & fav ey §, difch el ¥l AR Ul & Flelell Glidcal i dlelel fohar ST
Heh| 3T www.astrazenecapersonaldataretention.com WX ST ST Hehdl g & e
IR AFAT ATHASPRT FH T@AT &l 9% dI¢, 39T Hifsd 3er ger AT SATeem a7
IAATH AT ez seam|

AR & aR A 33O AR F AT, 07 1 rgemer 1167 <W: 311 SeT &1 F41
379 g7

TW. ST HETT Fefel & gl A AUHR =T 82

YR Tg TANET T Al JAFR & fF UhT ST AT 22T Tha 7 aar § 3R 39ar
39T TRAT ST @T §; 39 39 3T &l Uah gfafalid 8 AT Iha/dr 8, 39 3T & 39967
W 9faeer o9y & foT g Ga/dl &, T ITad 22T Hl S i & [T &g Foha 2l

GG dY d3AMAeh WSl FARYT el & AT, 3T eyl FACT gl doh $o el
$r gHEYET FAST HT YT AT AT Tk Ufd Ied gl T raar|

5T AT HRASRT T JAET T & AT, Fyar eag RAfercas § d96 |
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Y. 3feTHiepe ST # T Iy §7?

Fareey AR & ATY-T1Y gar FFIfAdAl F ATAT ¢ foh Aqifeles 3eTqTeT & Hiehal
a% 9ET § el faere 3R Rfecw J= # gfg @ § 3R I7 I IR aaetas
ey & Hafead fed A B, sercd &6 Qolr & aMueigar gei@d @1 safaT, gries
ETYA H Teh{Ad 3HT9eh ST &l Teh IATH UC IR T Fohell & 3 3T HdRS §7 4§ A7
3 MUHART F AT TS FT ThaT & (3807 & T, www.vivli.org TR)| ST 31T
T8 & & 3mue FIfsd a1 & 39T I A R AT E IIHT GgAe & v SEAATS
T ST Hehol dTell AT SABRT 1 foh 39T FeAfeain i ger & smual|

12 @# H9T dx fr deld &= 872

S AETYT H AT o R IR 394 Rifhcas & @y Hafad geredt @ @sftd
Tl & J7eldl $o o U gl BT TS| FH AT H 9T ol & AT 3muehr 18
AT e fohar STwa| AT H Ggdd gar R GIERIET Sidl T @Y IeqqT &
HETH | dgeT 181 foham SreeT|

13 3emya & 91 310 FTER FJ qod w2

gfreTor ORUTH AR 58 eI & GRUMAT &1 @f&cd 3T 3mae ¥ gHs A9 GRi
gl ¢ IITT H A ifaw W F ifawm dEe R F 1 W F AR
www.trialsummaries.com W a3 & &A1 Swem| 3T 39N IreddT Ruie & aRomAr
&I ARIA 3Tl Blel W SH SN HIT Wod el & [T www. trialsummaries.com
dedrge W HI o GofeRtoT aX Fhd 1 I1 IR MU eEdde @ Afed gfa
IRl §, Al HUAT 39 AT Fafhems # giaa |

YIS Gl AR aRomAr & Ffd deelldr s H O SIEeRy
http://astrazenecaclinicaltrials 3{X http://www.clinicaltrials.gov WX 9¥e &Hr W 39
3T F fAaR0T http//ctri.nic.in WX ¥t 3Ueey §| 37 d9@Scl H AUH IX H FIS
STy 7181 B
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14 ofe # eI DI A A A GaN?

AT H 3o ARMERT Efees €, 3T 39 fFa off 9T 3oel #efiey O dahd
g1 Ffe 3T AT Ear ofell dg AT WEA/Ar §, HAMUT Hellehle Hrdshe AEA/AT & AT
39 RN VehadT TEA/AYT &, dF 39l 32T Rfhcass & Id=m a1few 3R 3uerser
faedl o Tat FE arfgul

IfE AT IETTT H HET ofell §¢ X qa/dr g, df & W@ & Ig v "3reaaa foacsea”
g, 3R afFdera sar & gEEwor & fovu wgAfa & auer / 3mfed 6T §, EIIA
Raficas 39 3eT 1 HIE dg I I, olfched HTTSh Ygol & Tehd fhU 1T 3T &l @M
ST 3R 3ETGeT T Gl &l ARE A AR Hlefed GaRT A AT aeThd3it H1
Il e & ToIU 3T T SITVen| 38 Sle, 3eaael fafshcds 3Mueh! 39! #7ers
T ST & AU egger gATea qdel & fav ARG w6 afe g @URa Ferwa J
3uffud g @id € df eI Rifecas 398 96 e 99 @ JHEIIT F
qRuTHAT & foT JE Fgcaqul 1 FE A 7@ €, dAfh reEdsd & fav ag 3wl gemw
Ife 3T 379a7 eI RAfhchs o a0 & 3T 379 Jefiely =t Nehvar aea &, [y
w7 ¥ IfE 3moer srghar & sepE R g

BH 3T HT HEHATT o AN 3T 3T 3R UhAd FAefe T 3UANT ST W, ST dh
fF 3T I8 7 I T TS BIST & §I¢ HUSh 3eT P 3YAT o fohar 0| T AT
H, YT YT e drel RAfhcas S GiRAd T gem, dfdhed 30 gaRT dgel Tehe
foram arar ifsd ser sterfeis FgAT & TaR FIierd @r S|

15 AT TFAr o wReT & e} Sl & HehaTl &2
e I, Hig T FaTer ST w61 g At F30 o o Fohd &1 59 LT H AT o
& A0 9 @ 9gel QU SRR WIS AT 9l A™AR &1 319 #er (1l QfIEt &

for 3foRea s § R v ga v Rl off oo v Rifvcas ¥ dus &<
gHha/dr gl
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T |I: FgAfT o
$1910631R00007, ZaTelA

RAFeTaT (et A9T) RO FNF arer FHs & FA (TATTHTeRN) ¥ 3T AaRAT
qqEh M A AT Hr TR H 3holet el & AU v Fonfad, el daeh,
agé@w,ﬁw-mamﬁmﬁﬁaﬁml

iFdarT & IRiAS:

SATFTITT T ATH:

oA ST 34 (drel):

(SE-THTH-TTgATSaTS):

SITFTITT T I

<qqATy:
(93T 39GFd faFeq ¥ f7err=| faeardl 0 TasHIR 0 @ar 0 Jfeolt 0 3=
&)

fFqury i a1 3T

AtAIfRT IiFa/aFaar &1
AT UG AT 9T IfeduarT J
3oThT G
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FUAT 39 HeAld 79 W Aol FHIER A ST IR YT YO & Iaw) Aer gar
& 3R IF W WAl F FAVSHR 3R Wod & F &l 3 J56 W g
e, Y AT Fu=t fr gie FEr

%.9.

g1 HYAT & Ui 9=l FgATT i gfte e & AT Fuar Aefaf@d 93+ Fu0 & aHa
IO URTAE  (HRICd gEATER AT FEAER) AT T[S T AT (ST @mef @) wiareT &l

(i)

# gfte FArHR § & dAd 3R 3T & AT RaA e,
TTIROT TET . & g GO FgEer AR FgATT 99T H g AR || ]
qAST T § aUT HH UReT YO AT A Ao g

(ii)

# wEsdEAAN § B 50 eEEa # Al selielr wWafos & AR A
fder 1 #RoT Faw, TR o THT sEE ged & AU T@aw g, 3| | ]
ST AY Rfca HRFRT a1 F HFRT | A g & I397|

(iii)

A gAAdEAAN g 6 Aqifas qlieor & grisie, grisin B 3R A
FH H drad g ohel, Afawar afafa 3R FamHs gfteot &
JIAT 3T AR a9 defad sdfasy & fhr S arer foRelt off e
& FaY # W W RS dua & o Al sepaAfa & smaeasar a6 | [ ]
g, ol & # wlieror A ge S| # 39 ugY & AU WeAd g1 greiteh,
# wAgArEAAd € B AL ggae Rl o e wer @ & g W
YeRITAT T 5 SATThRT H Yehe Il I SATUIT|

(iv)

H 57 3regga @ uread R o ser a1 aRome & 3udier & ufasea
A & AT FeAd g, aurd 6 Ar 3uAeT Fae deAfAS 39 & v | [ ]
gl

v)

#H 3WFd T F 907 A & AT A g [ ]

CONFIDENTIAL AND PROPRIETARY 19 of 31 Template Doc ID: TMP-0010261

Template Version Number 15.0

Translated from English to Hindi Version 1.0 Dated 16 Mar 2026




Adult Study Participant Master Information and Consent Form AstraZeneca
Study Code: D9106R00007
Version Number 1.0 Version Date 9 Mar,2026

EEAERBA/ Bt &G & Fflehrd GIAATEr (VoIU3R) & GEIER (AT TS #T [o7lle]) FFARR
FI fasTi#

gEdaRadr &1 a1 (fF safFa a1 weph gfafafer 3 geanr e § 3@ am)
ST U SgfFaqrT

glaa TeAlT a7 # (3aTe3T & folv, v JFhr S, v AEfeldT, AT THN ARAGF HART
I RFAIIAr & AT SAfFd]) qaH afed, FeEHr w7 & Fherd giabae & & awar &
(et &G & Fiprd GiAAE a5 eqiFd lar & S SR & Flefed @ AR 9 A fad
EETEIT & [610 HeAHlG det IT 37 IfAPT el H TEH &)/

STIFAGIT & I Flfed] G & Flprd GidlAfer a7 daer

3IedYe & gEAER EETTER bl fas71

FETTT edTh HT FATH

Jia ST AT FHHT Flfet] &7 & Al GiAlAEr qga/ferda # a7 8, a @@ glaa dgAta
GIFAT F GRTT UF fTSTET TaE IR FAT AR, fFE FEAlT T7 W I GEAER e §17

faswer aale ag qF gl & S GHEOT & TEAT §IT &, [ X qleror & F e # sigrad

g1 TG G5 HHT &, S GlAd HgAld GFAT H 39T Fir § Afa SAfFTIT AT SqFAGT FHT

Flfed! &7 & FFd G 95 T8 HHl & IR S AT FeAld 97 IR 7T # & a5
134t ot 317 flf@c TR &I 98T &1
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g TarE 3 FEIER EEAER #T fasTi

fasger araig Fr ATH

o FIAT T (TIFF IHEFHA Gl AFCY A1) N [FfAad [T g3 AT TeAlT T9T
P FITeT #I SFIFTITT T 3HF Flafedl &G & Fiprd qicl-11er s T faar e/
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AstraZeneca

arer Il AT F e sfAfea S

1 95 9% o & QAaRor

D

g Rfecas T FHATS (P 3eIad & fou
P

qa qa

Al T SHel T

3O gerg afag &r A

st TerT afvg &1 B @R

2 Ao 3R eIt AT
I TETTT H RIS Welhiad FAaT g1 §, ST 3MTah Il § 3TAR & 3erdr
MY IS 37T ST gt AT Seel| §H gATA I Tgell TAeh { AR FaTeaa
3o g &1 oAt + 90 foaT a1 are & Hax-ehr Rifshear # gge guen H feeTh
o, TEATT aTaH A, Blel-31T H Al a7 Fcg, 397 @ S o ggel g1, T IUh WY
& IR H SThRT Tehd | HEATA & GNIA, §H 3T GaRT 3613 fohu St arel fendly
A goosra @ RS ), S T gelel, ATEURIAT 3R gsf3at # &8, #ea1, @ & &,

Acloll, AR AN, FT 99 F FhAUT, AT HIs 3 e gegenra| Rifercas W A Fufa
& AUR W AN & fIU HAhdl H &1 IR AT TT S| 3T S @3 A
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IR QAT & R W B 3Ry, Aer dr FUfA, gleTor gRonH, gaToHAT H g
3R 3T 3TERT SE SR THT i Frwa|

3 fawqgd sremger qderor 3R gfskar e
TeT ST IT § T U ggT FAr @ B A

TR I/Ehrfter

URfAs WOT H, 3ETTT & AT 39H 9=Far FT 3hdd S & v g aRfAw
UThATT 1 SMUM| SHH FaT FgATT JuT W GEART e, FATARA/FRSHIOT AlGst
T T AT IR FAATETRT STy, Rfhcar sfagra 3 3m9% g@rr o o &
gar3t & aR A fIeRor gof e enfAer g1 Qo v AIRE S, Agcaqut Fhdl dHr S,
SIS yadiel RUfd Hediehs 3 MR sAcifars 3R USANeliiotener SATSET $r Srwef|
IRTAS AT AT A IR SAIMSTEET 1.1 feenfaded & @R Jof@a fhar seem, s
3UAR HT GfAfhaT & eheled & faU AT &1 U AThpd < Ya W §, 3R
H1ETH TRl Hediehel AN fhT ST |

frusde Rfscar saf

fafaa Aeare & wrr 7 o o W gansit & Rers @er, kiR e Reis e
3R HAGeaqOl Hehcll T ST AT AT glam| 3TAR T gfafhar W 7R WA & faw
Aered 3R MAeiorma ek o e, 3R SRR deaw Afecr & geftd
aRadel & & Fel H A Har| fRer o gidepel wear (T8) ar 1N gfager aear
(THTS) 1 HEauEgEas gafld R smee|

Tl & qd &l =TT

T T IR & SR, TTHRAT TS W ITFAT AFGST HT GaRT S T AT Thell gl
T A o I arel ganit 3R AgiasABaAiSwa e, T 3R saRmETad 1.1
Hedichel o enfAST §, & el Repl$ gof v SMwer| ereafsar qg =wor # gg giaread
A R A Hfgd fhar smwen fF Wi ereafrar & v gdfcam & @ R & =9
TOT & NI U8 3R waes & et PR S el

eI fehaT =TT
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Fol TWOT # TR A gl & U aafds ereafrar i Sl 81 30 e, 3maeas
reAfHATRTeN Garst 1 davor gof fhar Sirwer| geaT FeREh @1 qew 3297 aeafwar
o afdd v$ ar vavs  fr gt T g

T & &G I AROT

ol & 91, FRT fir Tarey FAIREr T e arfe 396 oy o 3R afeied
gROTTAT FT 3Mheled fRAT ST Toh| SHH AT H off ST T garit & Reprs e, aiile
qQEToT e AR Fgcaqul Hahdl f S wE A g1 SAaree 3R WA
eholel e RAfhcar &1 dherar 3R fhdr s srafse Al @1 Fediwa s, sEfe
HRSHIETHE 1.1 Hediehed 3R G GHETOT & T AFRN YeTeT HET| FH =0T
& e 15 3R taus fr FIREr SR UrAfASdr S« gl

gaToHT AlfafRear rafer

qergeh Ffehcar 3afer &1 327 A1 T Goigicad & SIT@HA H HFA A g AFAT
fAafAd Hedida & Ay IR fASdr o, 5@ @y # off S W@ ganit W 3vse,
iRe odaor, Aarfe 3R IRAEET 3Ees, IRSERMSTES 1.1 TR FAediae
ﬁ?qmmnwﬁmﬁﬁ%nﬁmﬁlﬁ?maﬂuéaﬂiwéwﬁﬁamﬁmmgu
& FAIRTA e Fgeaqur S+ §5 &l

3fefarct foaRmeR srafer

3efadt 3l & oive, AR & o FeReEh & Selt arfs fRdr o g
qeRigicd a1 faeifad SAfEerda 1 acfl 9T ST Th| sAerfas 3R WA 3Meher,
Y & RSB 1.1 FHediched ST WG| W H & ST arelr gardt & aR 7 39se
3R v /rHTg @ RAféar off g0 =T & SR 3TuR AT 3ifdH g & 90 e a1g dh
a1 R 3T TR & YE B & gl & dd, HEA A9H ofet, Bioll-31T 7 FAr AT
A & @k, I o aEe g, B S
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Ycdeh HAThIT & SGRIT T 3FHG HTell §, HRI fdaR0T el arell ATfelehr:

[GRIES WerlF | Iegadt
ST g IR wfafe memwparehfeen  Rfec “12@ mﬁfraiia;ﬁﬁwa?ﬂaé
I 3 3
gfad wgafd X
EhifeeT X X
ATeTaTAT TIEToTY X
Rl fr SR iR X X
fehcar sfaea
1T 1 R sfasm
3R gRfAE Ao Fufa X
(T E# $NUHAR/TTASH
eafa eanfAe §)
3T S gar of @ ol X X X X X X X
RIS T670T 3R x x X X
HECaqUT Hehcl
I3 vede fufa X X
Herfas 3R
. - X X X X X X
é. : 11 X X X X X
Hedidhet
Eair) S F RfFcada ¥ & Fhg far mar &
SREYITRITelT FHedTehel X X X X
X X X
el faaRor
8 SRR X X X X X X X
3R TaTs dr Raifér

U hdd Yolelel &THAT arell Afgely
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4 e, goermEt 3R gaemit fr g
ieh TE Teh Hdciehel HEH 3T §, ST 38 LTI & #0977 § AT Ak W 3
hIg GEUHTT IT SIHTEH wTET 8|

gaToATe U kel fafehcar § St 9foRet gumel & S8 & o5 # #Heg Ll gl dih
Ig IfcRET YOTell &I AThT Rl g, ST He-hsll Ig IaRET Jollell & ATAT 391
A A gefad X Tl gl

AT ST
o Il & DIADIAT T FE&IAT H FHAT (IFATeTdN)
o HJST
e cheal
o Ydhldd

o FOURMT I gsfRAt # g
o TIAT W AT dohed

ST Feeh FenR gesTa

gaTorAS faffiest 379 # gotel YeT a Fohell 8, S=1e emide g

o T3 (THI, HH ol H dhallh)

o IS (caUN/3NE HT Ulell TS, Foh Hth IHATATT GLEToT)

o 3d (&, UT &35)

o A TRAA (UIRRZS AT Ul IVIAT Hr FATIV Telh FROT YFHA, TIFm

3T AT TofeT H SGolld gl TohdT &)

. T

o ogdm
Y YT 3UAR & SRIT AT 91 A g1 Fohd &1 TG SeTohl Sfeal Il ool ST 318y
T gl HTd &, Afhel $o 18R g1 Tohd & 3R gotoh fAT 3ETarel & ot gl a1 3T
Aehel T HTETRIAhT IS Hehell §| GoIH HAHeA H, IR AT SileTelar 8 & Fevell &
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I 3YART & TS

gfe 30 FEfAT 3R & RE & & &7 ffRfear, ol a1 [_feRer RfFaar grea
TS §, df 37 3YART & HAdel, dTeil HT STSeT, HhHAUT, IFJFE, &c, g o H dhellb
A YTl S ARFT TSI 87 Fhd &1 39 RAfhcdsd g1 SN@AT & aR # 3701 4
SRR &t

fafaa st & sifes

fafaa @a S @ gobT & AT il US ThdT & ST § cddaT # godhl ofoled & Tohall
g1 3T Ufharst @ FIS g7 ANTQA gl T AT T8f 2l

5 wHha f I IR SRRy Ol g
T | @3 11F & aftid I3l Sl 3reaae & SR Thiad v s

6 UsEIY

T TIT W HOH A7 IR @96 TRor afgd twhHa aaf
ST H TH HIS AN Uawdd FX GAr mm g I@ I
egye Rafhcas c@arr fRar Siar & S MU gRem 3R
T GRAREE F & T HH AT R A #S
& €I Y AT @ B

9T HIfST Ser
Ig NeITA wA Rfhcds ary fhar aar § S 3ok geam
IR grenm gAaad a0 & fav e Am/ETs @eor ik
FIS & T FEY AT @A gl

URiteTeh: TECToleT BrAT Sf3ar fafAes|
Rt faor
YRSl & U1 Jeiiaeh 3egd i gHT foFAeHY adr &1
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ITTT T faavor

g TUTH 8T aiciad JHeTTT 8 @ & 3R gl 3mgar Fafea
HATRIA & T Sr g

ey e

g yfder S eI A IR ad g, S &dr &
SATTHETATOT &l FHo[{l & & AT ST 3M9eh A 3 AT 37 St #
wfdierer a3t dr Raiféar greq wa gl

AT SRR

9

Hrs o Fires S N faehre HRisha o1 HfAST & U H
T gt & AT TEANT HAT B

Har JeIar3t

Fg Y HIroa S UGS a:muaﬂa‘uayma‘mgm g, N
gl & "ed Al & dgd 3adr IR ¥ afafafet w1 dares
X Fhl &1 A ARARAT "Il qaur Faroa" (33N
3R 3mSSr Swuferar anfAer g dhdr § S Aaifad ser gRe Xl o
a7 7 yonforal 3R qant A PFefa o afea s Jarm
YTl FC &
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YT & SN HR 3§ dE HIfSd Ser f geen & A
SRIT WA 3T G R STEA A sE PR A
g @ &

FBT SeT dh ugd IMuAAAr ¥l & ehT fafise
afFdat de @fad gelt (Ged afFaat & oo ggae
FA/ACIAE 3eT H BHS A F T o Il I gl
oY enfAer @)

FIST ST 1 3T IRAcHA, I IR IAFT TgT § 59 &
fow geem surd & @y wfea fhar Swen 3R 3w s
TEaT-IRd A aTel ddhellenl Y o] fRaT ST Ehar ¥
I Al Ee ¥ S5 Muehaar shf@aAr (afe #1$ i)
Fr UgalT I 3R o FH A & U 32T TETOT 9T
Hodishel (SNHTST) fre] famar Sreem|

SIS SIle] @lefel GaRT 31T &1, ol dellicleh HeJHUT 3TaR
AT & 3fefatest & el giar Bl

FIfSA SeT A Hedel fauule 329aT AT 3 32AT & faT
WS A& fRar Swem S FeE @l dE § AT W] Ser
LTI &l & IR d+AfAh U 78 A AT 2
Y ¥ @, sHHT 3UANT Hiasy A 3P AU IuAsy Jara,
S fo @, & SR F AU o & fow Agr R smee

T 33U 3 R A

39S ST T FHEROT 3T U W Y& g g1 e 3mass
3T A ga9sT 3R aRomaEr $ o F o #5 3er [AwaAr Fi
EAART fFaT STUam| 3M9F SeT T FIfsd e & I,

N TIHT 3T 3T HAlelsh dehoiich T Feal S & FAtgd Tga
farzor 3R viesheer ganT o e &
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TSt WHE & $IcR, 39 S ST aregshr) Hdne fagat
(FRAIR) carT FIET &1 Idistl & SWIN & TR A 3w
SIGEIR 39 gl qr Hohd &

www.astrazenecabindingcorporaterules.com|

AT IO IeqT Rfehcds & qoat 318 SeaRT & |-
AT 37 39T Fr T ufa off gred R T@ehd g

wioefad sfowR

Fuar e & f SR 3R gF AuedIdr @l gErn
Yecd SCT @ oS¢ FAl W HUSR (IATA, Hel S HM
HRFR) WA YA W o] A& BT &

CEIGERK OO

dalfih  IETEYUT A Tt faerE 3R wede,  Hifow
ITEUA, IAUIFA IFEU R S Ak W feaaf¥a
ITEY & HY-ATY WTAliolh TARLT & &F H Fldoliaih &
H fhT 9T 3egge iAo g15aer 3T Ig & TR gF 3T &
39T ARAT & gatel & AU 78 gare, Rfecar 3uaor,
Aelfeieh 3cdTe, 3YSROT 3R/AT 3T ITAR el & IIX 7 3791
GAST & d¢T1 & fIT T Hohod §I8H 3T ST &I 3TN Hiasy
& slaleidh ETTAT, [T IR ganstt & fBomsa AR forsues
A FUR A, RO Igau afafafedt & fov 3R geg
faeiRor 3k wfagfed aifafafe=t F wgrrar & faw o &0 d@ea
gl
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3O geTTaeiell THY el & T, eepaisi & faw ser
F TH I 30 dFAE ST H @I ST FAT FEH
2T §158F 91 MuSaT S A gAY ¥ vHiAG st
F TGS F Hohdl ¢ 3N FEELY g AT & IR H 3R o
37 FTASNT IIed HT Tohd 2l

Fenfas STy 7 ST W .
AT AMMiateh JHTHUT TRASTAT dTel ARl 3HTh HifS

3T & GIY-TG1Y F$ 3T oA F 3eT & 8 @ 3R 39T =
Thd 13T A1H HR 3T AFRRT T 3o Y ggar
g Thr & (GRY U a1 Ao {RaT den) e o o
dafas Sered H AL srelr Swely| eftrhaiait & gHT Ig
ST EOT T & ET Suear & T FY IR 3o
STRRT Bl NI I |
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AT T8 oFf A2 FdfZe THfe TN

THTT @IS D9106R00007 TRE
AT R

EEES SFEEEES] HE1 XA FRGS i3

I SUBFIAL:

JCAPHRETST AT-T T FIET S (AFIIT) AFE SFSIT AT @M @@
TGIE FEAR. | rerpne-a5 Fryser JHEEs 7wy a9t T, @S, 3-@Fhe 3 TSEeTT-THTe!

2 JRwe [3]F w7 FEE:

a7 | AT IHIE AT TR @TF TN AISAT "THIT TRFE oW,

e Il arEE e B o arfE § A e T e TERET W F,

a7 I “@rfiem s afefre o e TEF o, IF Ty 936 RN I M 0ge TE@®|

a7 | o RFE ovy

D9106R00007, TaerpmR-aa ISEFAT- 6! fFarier fFAgs e

TSR RO HEE JFE SR AFINICH @@ GROFPHE-I7 el JFEes S 9376
TTHRFTS TNTIT
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foy SEmE/IEvy,

AFANE 9B NI RIS AHIT T IR, FRA e SANT SIS (STETEIET T
SIS ) AA-T (T TR FIEF (9T ) THF 9F AT FIHOIF FENE NF AER| Al o91fe
T mfeft o= FERT ITF T TWYe A@ JAPEES FIe! BRFIN RE FenmafE My QRerpnE-
A7 AT g AT TRIGN® AGEPHIES T4 @ QRSFPIE-17 EERAR 93 s avmerm e

AR, Te A6 BSNET AFE @6 Fa© 97 TN 7 BE AN & FA0e F2Tel FE|

ST ACFTCERET AFINTIT-@ MF@ @NCE @@ GFOFPHE-I7 a6l FHEEs Smen 93 JHTn

AACET FAf| IEEFFA-TIFS! 92 ANI@, IrE BfFw arEE ffFTEs fae IqEER ve IFE 9%
AT @I AP Gb] WA FAQAT AB@ AAImeF ST A e Tfed @S @1 At a3 e

TR FAEA fFAT (R A . @R 7, axFaiod [FuiRe Ay e Srtans [ e FA 2G|

R INIEF TEEF {FET, I T IOYE FAR AAF (GGT 8 ARNTA WER, MFFHAT 9} XA FovG, I
AEAE @7 AF6 TR WfoFel FHG FeF THENEA F T@®R IR 97 ST T AHIE IRATTIFA @ENES

afEE, [grer a3z Fme [Gfce 317

e I A2 AT RITRT FEA, OF APHNFE I oA @8 AME, AT M8 @ NI ©F, 92 ANIT
@@ APE] @ ©F ANE], ©f SfEFe 433 WAWE SFE TN @EEE TR FEe 3|
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1 % ommafs §t wwe?

TRSIPNE 3 9% §F¢E 8y, I WeEa™ Ro@ =fftel aft sram Hew @ afemy =70 R
@RS e FAE 9 CHFTH ST SIHA BFe WRFel FAE N I @I g FymE @w 'PD-L1
TEF 936 MEFS ITREF IAE (TOEF FTH FEF, I @ ISEY FFNE FRe "[AEI" FE 6T QRSN 3

REOHE AITG I OF, TF HE AEE @S AoE@N [T FHE ERFE & @ FA© I FRT FA©
SN 2

SIAT A3 IHIAG RO FAMR Yoo e ST Tl @, FIHEH 9F AT TS TN SATHIRAIST A5

T IfEfee, ofoa BRlMT GFerpnE Fobr farm 13 4FeE FEE o d @ GF, I IO ASTVH
R FfFfFeed EE FE 4R 23T oM Ba F@ JEPHER T TF-I@rnE SRl fRow

TASFNE 3 BN @ENAFE e @S g F1 2, I S0 3 GO RFhe FI@ T2Tel
FA1 AR @A fNGT @ ASEN FHONE ST FH| TONEAT AATRER Tely AT T 28T NS,
3y ofe §u F=E EF T/ A9 @@F @© AE, T agergenz, W fHar R wEs mee e Fa
8T 2T A1 9% IR EEFT FAAS FAAS @F VF AR TAToNe HPNET JFHSOF qole M| AATEIES
TAFS! @, TAF SRR NFT T FEYFTE [Fq@m TR FAF FAeI@E T FA© 97 FET JAAT
@ e fF FN© QHSFERE T a9 FH 2

9% NG TH T A6 TATHR @A @] 6%, (B AW SR @ fogrm, o fffce Fa1, o

PR @IET Tga AT SIenfe smeafefFar @ @x ), (s doF arm gEerpnE 2017 e @@ IsmE
gpfe FA® A3 A6 JFAEF AW 3 8FW T (RTANABTa) FgF SAenive|

R I AT (8 o @R SRR FARA| ALAGH @6 THIPTT GIASFPNR- 7 FH A[@AT SRCF NN QAE .
FE QFOIPTR (¥ @ axed eifed s@Ist 90 fiw, san smast Fena-aEd ffls g wam ofFy; &
RS TOTRE, HET-9 @@ [ 7@ I8, AT g, FNF NE @ A6l 6@, GRSl 738 7T

2 @ & SRIIRd TS AT
SEfe RN FAEN fFA ©F ATNT FR @R @STF ST 9=

A TR IR FAEA [Fa] © AE FIR Ty ez FE@ Jobl Y TFOF orelbl  faq 92 e @83F
S SN TRH-TFT AR AFANET T FY T I Vo A

e I I @ FEA, ORE A @@ T AT @© @@ NET ([ [TWTe AT G Aoy
14" @@) | IFa’ @© 5@ 6 ¢ AFEE AF6E 877 @Al J817 &A@ a1 A 30 I3 @ @©

B, OREA o BIoeIG Y8 AFEE AT SIGIH& o6 S|

STERTT RTIT FAE TG @S T, TST FE Ao  STAFA SRATTFA @ BT I wT Sy
TIGAT I Fforpfe 93 TRTER [{Eea FaEa|

IEfe TG 9% ANI@ ITIRA AT FEA, 998 AR FTHHOIF FHET BN I7Re AFE| AT 7T

fflse srEr arem fFIFE Ter arEE T S WeRS oFY, o a3 SreifEer e
S FAE |
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STUDY INFORMATION AND INFORMED CONSENT

Investigator:

FORM
Code of D9106R00007 Site No:
Study:
Sponsor: AstraZeneca Pharma India Limited Subject Id:
Principal

Title of the
Study:

A prospective, observational, multicenter, post marketing surveillance study to
assess safety of Durvalumab in Indian adult patients with resectable Non-Small
Cell Lung Cancer (NSCLC)

There are [3] parts to this document:

Part I:  the “Study Information” essential to your decision to take part in the clinical study,

Part Il:  your “Consent Form” which summarises what you may agree to,

Part I1l: supplementary information in the “Additional information for patients” Section,
which includes a glossary.
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PART I: STUDY INFORMATION

D9106R00007, Durvalumab Post Marketing Safety Study

Observational Study to Assess the Safety of Durvalumab in Indian Adults with
Removable Lung Cancer

Dear Madam/Sir,

You are invited to take part in this study because you have recently been diagnosed with a type
of lung cancer called resectable (removable) non-small cell lung cancer (NSCLC). You have
accepted the recommended treatment approach, which includes durvalumab in combination
with chemotherapy as pre-operative therapy, followed by durvalumab monotherapy after
surgery. This treatment is designed to help shrink the tumour and reduce the risk of cancer from
returning.

We are conducting this study to evaluate the safety of durvalumab in patients with resectable
NSCLC. In this post-marketing study, your treatment will continue as decided by your doctor,
and we will only collect your data. Participation requires your written consent. You will be
provided an explanation regarding what the study involves prior to you decide whether you
want to take part in this study.

The overall description of this study, which includes the collection, storage, and use of your
data and documentation, etc. has been reviewed in your country by an independent Ethics
Committee to ensure that the rights, safety, and well-being of study patients are protected.

If you join the study your condition may or may not improve. Although, the information we get
from this study might help other patients with the same condition in the future.
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1 What is this study about?

Durvalumab is a type of medicine known as immunotherapy. It works by helping your body’s
immune system recognize and attack cancer cells. Some cancer cells protect themselves by
using a signal called PD-L1 which “switch off” the immune system. Durvalumab blocks this
signal, helping your immune system find and destroy the cancer cells.

We are doing this study to learn more regarding how safe durvalumab is when used for the
treatment of removable NSCLC, a type of lung cancer. This type of cancer occurs when
uncontrolled cells multiply in your lungs and form a tumour. Pre-operative therapy, like the
combination of durvalumab and platinum chemotherapy, is provided prior to surgery to help
shrink the tumour and enhance the body’s defence. After surgery is done to remove a tumour,
some small cancer cells that are too small to be detected by MRI, CT, or PET scans may remain.
To return, later these residual cells can sometimes survive and cause the cancer. After surgery,
durvalumab monotherapy is provided to strengthen the body's ability to fight against residual
cancer cells and to reduce the risk of cancer from coming back.

The aim of the study is to make sure that durvalumab is safe, as shown in earlier studies, while
also looking out for any new or unexpected side effects. Durvalumab has been in the market
since 2017 and is approved by the United States Food and Drug Administration (USFDA). .

In this study regarding 78 patients will take part. The total duration of the study will be from the
date of the first dose of durvalumab until the date of the last dose of durvalumab +90 days or
the date of the first dose of subsequent anti-cancer therapy, until withdrawal of consent, lost to
follow-up, or death, whichever is earlier.

2 Do I have to take part?

To take part, you have a choice whether or not you would like to.

To take part in this study, kindly take as much time as you need to decide whether or not you
would like to. It may be helpful to talk with your friends and family as you make this decision.

If you join the study, you can leave it at any time (see “section 14” for more details). Leaving
will not affect your care. Kindly let your study doctor know as soon as possible if you choose
to leave the study.

Kindly consider the study time commitments and responsibilities as a research patient when
you are deciding to take part.

You will continue to receive care for your lung cancer if you don’t join the study. Your study
doctor or treating physician will talk to you regarding other possible drugs, their risks, and
benefits.
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3 What will happen if | join the study?

Because this is an observational study, no medications or other treatments are provided to you
by the Sponsor as part of this study.

By your doctor, you will be needed to continue with your routine doctor’s appointments and to
take your regular medication as prescribed.

Prior to you join the study drug you will undergo a series of tests. This is called screening. You
may enter the study. If you meet the screening criteria. If you don’t meet the screening criteria,
the reasons will be explained. Your study doctor or treating physician will talk to you regarding
other possible treatments/options.

You will undergo routine biopsies and staging investigations and will be offered durvalumab as
pre-operative and post-operative therapy in accordance with the approved prescribing information
by your doctor. We will collect your data throughout the study. You will be in the study from the
date of the first dose of durvalumab until the date of the last dose of durvalumab +90 days or the
date of the first dose of subsequent anti-cancer therapy, until the withdrawal of consent, lost to
follow-up or death, whichever is earlier. Your participation in the study may need to be longer to
get better answers to the study questions.

The total number of visits and the visit time will be determined at the discretion of the
investigator based on the patient’s condition.

During the routine visits, information will be collected for the study, and this might add some
extra time to your routine visit.

You must tell your study doctor if you cannot come to a visit.

Kindly note that the study, and your participation in the study, may be stopped earlier than
expected, for example for scientific or safety reasons (see “Section 9 for more details).

4 What are the needed tests and procedures?

While you are on the study, we will need to take your medical data from your records. As part
of the standard of care examinations, the data from the below mentioned tests and process will
be recorded:

Patient Demographics & Medical History

Your date of birth, gender, height, weight, presence of pregnancy and breastfeeding in case of
female patients, and pregnancy status of female partners in case of male patients will be
collected. Also, medical history of any other disease and date and type of anti-meningococcal
vaccination, which includes boosters, will be collected. Disease medical history & baseline
disease status (which includes EGFR/ALK status). Your disease history, like staging
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information, ECOG performance status (your ability to function in daily life), and EGFR/ALK
status (to check for the presence of change in the gene), if available, will be collected from your
medical records.

Concomitant Medications
Information regarding any ongoing medications you have been taking will be noted from your
medical records, which includes drug name, daily dose, route, and indication.

Physical examination and Vital signs
Any results of physical examinations performed, or vital signs (especially body weight)
recorded by your study doctor will be noted.

ECG
ECG readings taken over the duration of the study, especially at baseline, pre-surgery, and post-
surgery, will be noted from your medical records.

Clinical & Radiological Assessments

All clinical and radiological assessments, like MRI/CT/PET, performed to evaluate the disease
status or overall clinical response, and RECIST 1.1 assessments, which assess the response of
the tumour to treatment in clinical trials, whenever available, will be recorded for the study.

Laboratory assessments
Results of any laboratory tests performed at baseline and during durvalumab treatment as per
prescribed treatment, which includes but not limited to clinical chemistry, haematology, kidney
function test, liver function test, thyroid levels, urinalysis, Hepatitis B and C, HIV, pregnancy
tests, etc., will be noted.

NSCLC Treatment details

All treatments provided in line with the prescribed treatment, which includes surgery and
chemotherapy prior to and after surgery, will be recorded. Details to be noted will include the
total dose, total duration of treatment, ongoing or discontinuation status of treatment, and reason
for discontinuation of treatment/ reason for changing the dose of treatment.

Safety assessment

The occurrence of any side effect you might be experiencing, although small it may be, will be
evaluated by your study doctor. When a side effect occurs, information on the below mentioned
items will be collected: what the side effect is, when it started and ended, how serious it is, how
bad it felt, whether it is associated with the study drug, what is done regarding the drug because
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of the side effect, what happened afterwards, what steps were taken regarding the side effect,
and any comments from the doctor.

The complete list of study tests and procedures, which includes their detailed schedule is
available in the “Part 111: Additional information for patients”.

5. What are the optional tests and procedures?

Since this is an observational study, we will only collect data from your medical records. There
will be no additional or optional tests or process.

6. What are the risks of joining the study?

By your doctor this study will only capture the routine medical treatment provided to you. There
is no immediate clinical benefit for you. Although, the information we get from this study may
help us to describe how lung cancer patients are managed in real-life practice and to increase
our knowledge regarding the disease and its symptoms. This will hopefully help us to better
treat patients with lung cancer in the future.

Since Durvalumab is an immunotherapy that helps the immune system fight cancer. Since it
activates the immune system, it may sometimes cause the immune system to affect normal
organs and may cause some unwanted effects.

Common Side Effects

* Low red blood cell count (anaemia)
* Nausea

+ Constipation

* Tiredness

* Muscle or bone pain

* Skin rash

Possible Immune-Related Side Effects

Durvalumab may cause inflammation in various organs, which includes:

* Lungs (cough, shortness of breath)

* Liver (yellowing of skin/eyes, abnormal liver tests)

* Intestines (diarrhea, stomach pain)

* Hormone glands (thyroid or adrenal problems causing fatigue, dizziness, or weight changes)
* Kidneys

« Skin
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During or after treatment, these side effects may occur. Most can be treated if detected early,
but some may be serious and require hospitalization or stopping treatment. Rarely, severe
complications may be life-threatening.

Side Effects of Other Treatments

If you receive chemotherapy, surgery, or radiation therapy as part of routine care, these
treatments may cause additional side effects like nausea, hair loss, infections, bleeding, pain,
breathing problems, or fatigue. Your doctor will explain these risks separately.

Risks of Routine Tests

Routine blood tests may cause mild pain or bruising. ECG may cause mild skin irritation. No
major risks are expected from these procedures. There is a risk that your lung cancer will not
get better or even get worse during the study.

It’s important to note that any side effects you experience may be associated with the treatment
you have chosen and are not a result of participating in this study. This study is purely
observational and involves only recording your routine medical data provided by your doctor.
Also, since the study is non-interventional, it will not change how your doctor manages your
treatment.

To read more regarding risks, turn to the additional risk information provided in the “Additional
information for patients”.

7. Are there any other considerations or risks I need to know about?

Special Warnings
* Durvalumab may cause immune-related side effects that can affect organs like the lungs, liver,
intestines, kidneys, hormone glands, skin, heart, or nervous system.

* These reactions can occur during treatment or even after treatment has stopped.
* Some side effects may become serious if not treated early.

* You should inform your doctor immediately if you experience new or worsening symptoms
like breathing difficulty, persistent diarrhea, yellowing of the skin/eyes, severe fatigue, chest
pain, confusion, or severe rash.

Other Medicines, Food, and Drinks
* You should inform your doctor regarding all medicines you are taking, which includes
prescription drugs, over-the-counter medicines, herbal products, and supplements.

» Some medicines (especially steroids or medicines that affect the immune system) may need
medical supervision while you are receiving durvalumab.

CONFIDENTIAL AND PROPRIETARY 7 of 22 Template Doc ID: TMP-0010261
Template Version Number 15.0
Back translated from Bengali to English Version 1.0 Dated 16 Mar 2026




Adult Study Participant Master Information and Consent Form AstraZeneca
Study Code: D9106R00007
Version Number 1.0 Version Date 9 Mar,2026

* Do not start any new medicine without discussing it with your doctor.

* There are no specific food or drink restrictions, but you should follow your doctor’s dietary
advice during treatment.

Driving, Machinery, Sports, and Activities
* Durvalumab may cause tiredness, dizziness, or weakness.

* If you feel unwell, tired, or dizzy, you should avoid driving, operating machinery, or
performing activities requiring full alertness.

* There are no specific restrictions on sports or activities, but you should follow your doctor’s
advice based on your condition and overall health.

Pregnancy, contraception, and breast-feeding
Because the effects of durvalumab on an unborn child or infant are not known you (or your

female partner if you are a male) must not get pregnant or breastfeed a child during the study.
The study doctor can discuss acceptable birth control methods with you.

For female patients:

If you become pregnant, you must tell the study doctor straight away. You will have to stop
taking the study drug immediately until you have spoken to your study doctor. You will be
asked to provide information regarding you and your baby. This may involve a separate consent
to allow us to monitor your baby’s health and development.

For male patients whose partners become pregnant:

If your partner becomes pregnant, you must tell the study doctor immediately. Your partner will
be asked, under a separate consent, to provide information regarding their health and your
baby’s health.

Fasting
No specific fasting is needed for participation in this study unless advised by your treating
doctor for routine medical tests or procedures.

Vaccinations
* Inform your doctor prior to receiving any vaccine.

* Live vaccines should generally be avoided during treatment with durvalumab and for a period
after treatment, as advised by your doctor.

« Inactivated (non-live) vaccines may be provided if recommended by your doctor.
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Blood Donation
You should not donate blood or blood products during treatment and for a period after the last
dose of durvalumab, as advised by your doctor.

8. What are the possible benefits of taking part?

The information the study Sponsor receives from this study may help to better treat patients with
lung cancer in the future.

It is not certain that you will directly benefit from the participation in the study. Your
participation may, although, help other patients in the future by improving the knowledge of
disease and improving medical care. We do not know if taking part will help your condition,
but we hope that it will.

9. What happens if something changes while I am in the study, e.g. if new
information is found?

Changes may happen in the study that could make you change your mind regarding continuing
to take part in the study. If something changes, we will tell you as soon as possible.

You can choose to leave the study at any time. For more details, see section 14 below.

The study doctor can also choose to take you out of the study if they believe that it is best for
you.

Your participation in the study also stops when the Sponsor, Indian health authorities, the ethics
or regulatory agencies decide that the study must be stopped.

10. What happens if I am harmed or injured during the study?

Since this is an observational study, it does not involve any experimental treatments or
procedures beyond the routine medical care provided by your doctor. Hence, the risk of harm
or injury from participating in the study is extremely low. Your doctor will continue to provide
the necessary care and manage your treatment as usual. If you have any concerns, you can
contact the study team or your doctor for further assistance.

If there is an emergency, call your study doctor as soon as you can. All relevant contact details
can be found in part 111: “Additional information for patients”.

If you become ill or are injured while you are in this research study, you must tell your study
doctor straight away.
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Injuries that have been caused by the study drug, tests, or procedures are called ‘research
injuries’. Injuries caused by your usual medical care or your lung cancer are not research
injuries.

If you have medical insurance, kindly check with your insurance company that taking part in
this research study will not affect your coverage.

By signing this form, you do not provide up any legal right you may have.

11.What will happen to my data gathered in the study?
a. Which data are collected?

To conduct the study, the Study site will have to collect and register information regarding your
identity, like your medical condition and medical history (this may include information from
your physicians / available in your medical records), your lifestyle, your demographics (age,
gender, ethnic and racial background), clinical chemistry, haematology, kidney function test,
liver function test, thyroid levels, urinalysis, Hepatitis B&C, HIV, pregnancy tests etc will be
noted along with the medicines you are taking for any other disease. Also, ECG and data
generated from the imaging techniques like MRI/PET/CT will be collected. The treatment you
will receive, along with your response to the treatment and side effects or any discomfort you
may have, will be collected.

b. What is my data needed for?

Your data is needed for the Sponsor to generate post-marketing safety evidence on the use of
durvalumab to fulfil the post-approval regulatory commitment to the Indian Health Authority.
Hence, the data will be used as planned in this study as well as within related research activities
necessary for the drug development programme in to better understand the studied disease and
associated health problems. They may further be used to publish research results in scientific
journals or use them for educational objectives.

c. Who can access my data?

Only at the study site, your name and contact details will be accessible to the study doctor and
the study team to conduct the study. Non-medical personnel acting on behalf of the Sponsor and
being bound by a duty of confidentiality as well as Health authorities and Ethics Committees
may also be provided access to this data only to verify that the study is carried out in compliance
with legal and quality requirements. Some of your data may be accessed remotely, where
allowed.

The study site will share your data with the Sponsor but only after they have been coded (which
means that your name, contact details or health insurance number, have been replaced by a code.
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For more information regarding coding, see details at the end of this document in part IlI:
“Additional information for patients”.

The Sponsor may share your coded data with its Research partners and Service providers for
the objectives of the drug development programme.

In order to ensure proper conduct and accurate results of the study and to get permission to
market the drug, the Sponsor will share your coded data with authorities and possibly with Ethics
Committees. By independent scientists, and to ensure the accuracy of results, they may also
be shared with scientific journals so the study results can be reviewed.

In none of these cases your identity will be revealed.

Some of the above-mentioned persons may be located outside your country. If this other country
does not have equivalent personal data protection standards as your country, appropriate
Safeguards (like contracts and technical Security measures) will be adopted to protect and
maintain the confidentiality of your data as further described at the end of the document in part
I11: “Additional information for patients .

In case another organisation takes over development or commercialisation of the study drug,
your coded data may be transmitted to them. They will then have to protect your data in the
same way as described herein.

d. Who else may have access to my contact information and why?

Your name or contact details may be shared with service providers to collect information on your
survival status.

The service providers must keep your name or contact details private and will NOT share any
information that can directly identify you with the Sponsor.

e. How long will my coded data be kept?

The study site and the Sponsor are obliged to keep all study data for 15 years after the end of
the study, to comply with study sites and Sponsor’s legal obligations. You can find out more
regarding how the sponsor keeps personal information at
www.astrazenecapersonaldataretention.com. Your coded data will then be deleted or
anonymised.

For more details regarding anonymizing, see part 1 section 11g: What does anonymised data
mean?”.
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f. What are my rights under data protection law?

You have the right to review which of your data is collected and being used; you can also ask
for a copy of this data, ask for restriction of use of this data, or ask to have incorrect data
rectified.

To ensure the scientific integrity of the study, you will not be able to review some of the data
or receive a copy of it until the study ends.

Kindly contact preferably the study doctor to exercise these restricted rights.

g. What does anonymised data mean?

Health authorities as well as pharmaceutical companies believe that access to clinical studies
data advances clinical science and medical knowledge and is in the best interest of patients and
public health, provided that patient privacy is protected. Hence, the Sponsor may generate and
share internally or with other researchers an anonymised set of your data collected in the study
(e.g., on www.vivli.org). This means your coded data will be stripped of your Patient code as
well as of any other information that could reasonably be used to identify you, like your date of
birth.

12. What are the costs of taking part?

Participating in this study will not cost you anything more than the costs associated with your
routine appointments with your doctor. In this study you will not be paid for being there. The
cost of the study drug and lab investigations will not be covered through the study.

13. How to find out more after the study?

Trial Result Summaries are a short and easy to understand summary of the results of this study.
These will be added to www.trialsummaries.com within 1 year of the last study patients last site
visit. You can visit www.trialsummaries.com website anytime to sign up to be notified via email
when the trial results summary of your study is available. Or kindly let your study doctor know
if you need a printed copy of the document.

Information in technical language associated with study protocol and the results will be posted
on http://astrazenecaclinicaltrials and http://www.clinicaltrials.gov. A description of this study
is also available on http://ctri.nic.in. These websites do not contain any information regarding
you.

14. What will happen if | want to quit the study?

Your participation in the study is voluntary which means you can stop your participation at any
time. If you want to stop taking the study drug, want to have a modified visit schedule or if you
want to stop your participation, you should tell the study doctor and discuss available options.
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If you stop participating in the study be aware that this is a “study discontinuation”, and not a
withdrawal of / objection to consent for processing personal data, the study doctor will stop the
collection of your data, but your previously collected data will be kept and used to guarantee
the validity of the study and to comply with regulatory requirements, as allowed by law. The
study doctor will then invite you to have an end of study examination to check your wellbeing.
If you don’t show up at a planned visit, the study doctor will try to reach you. For study results,
this is important. It is not mandatory but would be helpful for the study if you explain to your
study doctor why you want to stop your participation, in particular if you have experienced
discomforts.

We will continue to use your data and collected samples as originally consented, unless you
would like your data not to be used after you quit the study. In such a case, you must inform the
study doctor, but your coded data previously collected will be kept as needed by clinical
regulations.

15. Who can answer any questions | may have?

Remember, there are no silly questions! Feel free to ask at ANY TIME! It is your right to be
fully informed prior to deciding to take part in this study. You can contact the study doctor at
any time at the address indicated in part 111: “Additional information for patients”.

PART Il: CONSENT FORM

D9106R00007, Durvalumab

A prospective, observational, multicenter, post marketing surveillance study to assess the
safety of Durvalumab in Indian adult patients with resectable Non-Small Cell Lung
Cancer (NSCLC)

Initial of the Subject:

Name of the Subject:

Date of Birth Age (years):
(dd-mm-yyyy):

Subject’s Address:
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Quialification:

Occupation:

(Kindly tick as Student [J Self-Employed [1 Service [ Housewife []
appropriate) Others

Subject’s Annual Income:

Name and address of the
nominee(s) and his/her
relation to the Subject:

Kindly sign this consent form only after you have had a chance to ask questions and have
received acceptable answers to all of your questions. By signing this page, you will be
confirming the below mentioned statements:

SI. No

Kindly provide your initials (short signature or signature) or thumb impression (as
applicable) against each one of the below mentioned statements to confirm your consent
to these statements.

(i)

I confirm that | have read and understood the Study Information and
Informed Consent Formdated ......................... , Version Number
....... for the above study and have had the opportunity to ask
questions.

(i)

I understand that my participation in the study is voluntary and that |
am free to withdraw at any time, without giving any reason, without | [ ]
my medical care or legal rights being affected.

(iil)

I understand that the Sponsor of the clinical trial, others working on
the Sponsor’s behalf, the Ethics Committee, and the regulatory
authorities will not need my permission to look at my health records
both in respect of the current study and any further research that may | [ ]
be performed in relation to it, even if | withdraw from the trial. | agree
to this access. Although, | understand that my identity will not be
revealed in any information released to third parties or published.
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(iv) | agree not to restrict the use of any data or results that arise from this [ ]
study, provided such a use is only for scientific objective(s)
(v) | agree to take part in the above study. [ ]

INFORMED CONSENT FORM

Signature (Or Thumb impression) of the Date of Signature subject/Legally Acceptable
Representative (LAR)

Name of the Signatory (Name of the subject or LAR who has signed)

Where a subject is not able to provide informed consent (e.g., an unconscious person or a minor or those
suffering from severe mental illness or disability), the same may be obtained from a legally acceptable
representative (a legally acceptable representative is a person who is able to provide consent for or
authorise an intervention in the patient as provided by the law(s) of India).

Relationship of legally acceptable representative to subject

Investigator’s Signature Date of Signature

Name of the Study Investigator

If the Subject or his/her legally acceptable representative is not able to read/write - an impartial witness should
be present during the entire informed consent process who must append his/her signatures to the consent form.

Impartial witness is a person who is independent of the trial, who cannot be unfairly influenced by people
involved with the trial, who attends the informed consent process if the subject or the subject’s legally
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acceptable representative cannot read, and who reads the informed consent form, and any other written
information supplied to the subject.

Impartial Witness Signature Signature Date

Impartial Witness Name

Copy of the Patient Information Sheet (Adult Study Participant Master Information) and
duly filled Informed Consent Form shall be handed over to the subject or his/her legally
acceptable representative.

PART I11:ADDITIONAL INFORMATION FOR PATIENTS

1. Contact details
Study doctor Study Coordinator (e.g. nurse appointed to
the study)
Phone No. Phone No.
Address Address
Email address Email address

Name of EC Member Secretary

Phone No. of EC Member Secretary

2. Detailed list of visits and Test/Procedures

There is no protocol mandate in the present study, so you will not have any separate
investigation apart from the treatment you are undergoing. We will collect information
regarding your health from the first dose of durvalumab until the date of the last dose of
durvalumab + 90 days or the date of the first dose of subsequent anti-cancer therapy, until
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withdrawal of consent, loss to follow-up, or death, whichever is earlier. During the study, we
will record any side-effects you may have, like fatigue, musculoskeletal pain, constipation,
decreased appetite, nausea, peripheral oedema, urinary tract infection, or any unknown side
effects. The number and timing of visits will depend on the doctor’s judgment based on the
patient’s condition. Information like the patient’s age, disease status, test results, durvalumab
doses, and other treatments will be collected at the start and throughout the study.

3. Detailed Study Tests and Procedures Schedules
Here is the outline of what to expect at

Baseline/Screening

At the baseline, you will undergo the initial procedures to assess your eligibility for the study.
This includes signing the informed consent form, verifying inclusion/exclusion criteria, and
recording details regarding demographics, medical history, and the medicines you are taking
will be recorded, and the patient will have a physical examination, vital sign checks, ECOG
performance status assessment, and baseline clinical and radiological imaging. Initial tumour
measurements will be documented as per RECIST 1.1 guidelines, which provide a standardized
set of rules for response assessment of the treatment, and necessary laboratory assessments will
be performed.

Neoadjuvant Therapy Period

Regular assessments will include recording concomitant medications, recording physical
examinations, and vital sign checks. Clinical and radiological assessments will be performed to
monitor treatment response, and laboratory assessments will help track therapy-related changes.
Any adverse events (AEs) or serious adverse events (SAEs) will be carefully documented.

Pre-Surgery Phase

In preparation for surgery, eligibility criteria may be rechecked if necessary. Updated records
of concomitant medications and clinical/radiological assessments, which includes RECIST 1.1
evaluations, will be recorded. The pre-surgery phase will focus on ensuring the patient is
optimally prepared for the surgical procedure. Safety monitoring for AEs and SAEs continues
during this phase.

Surgery Phase

The surgery phase involves the actual surgical intervention to remove the tumour. During this
time, any necessary perioperative medications will be documented. Safety monitoring will focus
on identifying surgery-related AEs or SAEs.

Post-Surgery Phase

Post-surgery, patients will undergo health monitoring to assess recovery and surgical outcomes.
This includes recording concomitant medications, conducting physical examinations, and
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performing vital sign checks. During this phase clinical and radiological assessments will
evaluate the surgical success and any residual disease, while RECIST 1.1 evaluations and
laboratory tests will provide further insights. Monitoring for AEs and SAES remains a priority.

Durvalumab monotherapy Period

The adjuvant therapy period focuses on reducing the risk of disease recurrence. Patients will
continue to receive treatment with regular evaluations, which includes updates on concomitant
medications, physical examinations, clinical and radiological assessments, RECIST 1.1 tumour
evaluations, and laboratory monitoring. Safety monitoring remains critical, with detailed
documentation of any AEs or SAEs.

Follow-Up Period

In the follow-up period, patients will be monitored long-term to detect any recurrence or late
complications. Clinical and radiological assessments, along with RECIST 1.1 evaluations, will
continue. Concomitant medication updates and AE/SAE reporting will also be done throughout
this phase till 90 days after the last dose of the treatment or the first day of the start of another
treatment, until the withdrawal of consent, loss to follow-up, or death, whichever is earlier.

The table describing what to expect at each visit:

. Neoadjuvant Adjuvant | Follow-up
. Baseline/ Pre- Post- -

Data Collection and Entry Screening therapy Surgery Surgery Surgery therapy period

period period

Informed Consent X
Screening X X
Pregnancy test? X
Patient Demographics and X X
Medical History
Disease medical history &

Baseline disease status (which X
includes
EGFR/ALK status)

Medicine you are taking. X X X X X
Physical examination and X X
\Vital signs
ECOG Performance Status X X
Clinical & Radiological X X X X
IAssessments
RECIST 1.1 assessment X X X X X
ECG As clinically indicated
Laboratory assessments X X X X
NSCLC Treatment details X X X
IAE and SAE Reporting X X X X X X X
a Women of childbearing potential only
CONFIDENTIAL AND PROPRIETARY 18 of 22 Template Doc ID: TMP-0010261

Template Version Number 15.0

Back translated from Bengali to English Version 1.0 Dated 16 Mar 2026



Adult Study Participant Master Information and Consent Form AstraZeneca
Study Code: D9106R00007
Version Number 1.0 Version Date 9 Mar,2026

4. Complete List of Risks, Side Effects, and Discomforts

Since this is an observational study, there are no side effects or risks directly associated with
participation in this study.

Durvalumab is an immunotherapy that helps the immune system fight cancer. Because it
activates the immune system, it may sometimes cause the immune system to affect normal
organs.

Common Side Effects

* Low red blood cell count (anemia)
* Nausea

* Constipation

* Tiredness

* Muscle or bone pain

* Skin rash

Possible Immune-Related Side Effects

Durvalumab may cause inflammation in various organs, which includes:

* Lungs (cough, shortness of breath)

* Liver (yellowing of skin/eyes, abnormal liver tests)

* Intestines (diarrhea, stomach pain)

* Hormone glands (thyroid or adrenal problems causing fatigue, dizziness, or weight changes)

* Kidneys

* Skin

These side effects may occur during or after treatment. Most can be treated if detected early,
but some may be serious and require hospitalization or stopping treatment. Rarely, severe
complications may be life-threatening.

Side Effects of Other Treatments

If you receive chemotherapy, surgery, or radiation therapy as part of routine care, these
treatments may cause additional side effects like nausea, hair loss, infections, bleeding, pain,
breathing problems, or fatigue. Your doctor will explain these risks separately.

Risks of Routine Tests

Routine blood tests may cause mild pain or bruising. ECG may cause mild skin irritation. No
major risks are expected from these procedures.

5. Complete List of Personal Data collected

All data, as described in Part | Sectionl1a, will be collected during the study.
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6. Glossary

Your coded data

All your data collected at the study site, with your name and
contact details, have been replaced by a code. This is done by the
study doctor who keeps the link between your name/ contact
details and the code to ensure your safety and confidentiality.

Coded information cannot identify you unless your study doctor
provides your name or contact details, where allowed by
applicable law.

Sponsor details

Sponsor: AstraZeneca Pharma India Ltd.

The sponsor has the overall responsibility for a clinical study.

Details of Study site

The place where the clinical study is taking place and where you
will have to go for the planned visits.

Health authorities

Authorities who supervise the study, who approve the
commercialisation of the drug or who receive the adverse events
reporting, whether in your country or in other countries.

Research partners

Any organisation which collaborates with the sponsor within the
drug development programme or for future research.

Service providers

Any organisation bound to the sponsor by a contract, which may
conduct activities on behalf of the sponsor under its strict
instructions. This may include other researchers which includes
so- called “contracted research organisations” (CROs) and IT
companies hosting clinical data or providing IT services which
includes developing new systems and services.
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Safeguards

Appropriate safeguards will be implemented to protect coded data
during and after the study and may include that:

— Access to the coded data will be limited to specific individuals
subject to confidentiality obligations (which includes the
obligation to not attempt to re-identify individuals/decode the
clinical data).

— The coded data will be protected with security measures to
avoid data alteration, loss and unauthorised accesses and further
de-identification techniques may be applied.

— A data protection impact assessment (DPIA) will apply to
identify and mitigate privacy risks, if any, associated with each
scientific research.

— When needed by applicable law, scientific research is subject
to the approval of Ethics Committees.

—  The coded data will not be shared for direct marketing
objectives or other objectives that are not legal duties or
are not considered scientific research as per the
applicable data protection legislation. In particular, it
will not be used to make decisions regarding future
services available to you, like insurance.

How is my data
protected in other
countries?

Security measures:

The processing of your data starts at the study site. Your data will
then be transferred to several data experts to be verified and for
results to be calculated. In addition to having your data coded,
your data is also protected by high standard technical security
means like strong access control and encryption.

Within the sponsor group, your coded data are protected by
Binding Corporate Rules (BCR). You can find more information
regarding the Sponsors BCRs here:
www.astrazenecabindingcorporaterules.com.

You may obtain further information as well as a copy of these
measures by asking your study doctor.

Restricted rights

Kindly note that the rights provided by the GDPR and UK Privacy
Law to get data discarded (i.e., the right to be forgotten) do not
apply to such studies.
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Scientific research

Scientific research includes technological development and
demonstration, fundamental research, applied research and
privately funded research as well as studies performed in the
public interest in the area of public health. This means that we
may use the data to advance our understanding of how to make
new medicines, medical devices, diagnostic products, tools
and/or other therapies, to treat diseases. We may also use this data
to improve the design and execution of future clinical studies,
services and drugs, for outcome research activities and to aid in
pricing and reimbursement activities.

Deposit in scientific
databases

To do more powerful research, it is helpful for researchers to
share data by placing data into one or more scientific databases.
Researchers can then study the data combined from several
research projects and learn even more regarding health and
disease.

Researchers with an approved scientific research project may be
able to see and use your coded data, along with that from many
other people.

Your name and other information that could directly identify you
(like address or social security number) will never be placed into
such a scientific database. Researchers will always have a duty to
protect your privacy and to keep your information confidential.
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STUDY INFORMATION AND INFORMED CONSENT
FORM

Study Code: D9106R00007 Site No:

Sponsor: AstraZeneca Pharma India Limited Subject Id:

Principal
Investigator:

Title of the | A prospective, observational, multicenter, post marketing surveillance study to
assess safety of Durvalumab in Indian adult patients with resectable Non-Small

Study: Cell Lung Cancer (NSCLC)

There are [3] parts to this document:
Part I:  the “Study Information” essential to your decision to take part in the clinical study,
Part Il:  your “Consent Form” which summarises what you may agree to,

Part Ill: supplementary information in the “Additional information for patients” Section,
which includes a glossary.
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PART I: STUDY INFORMATION

D9106R00007, Durvalumab Post Marketing Safety Study

Observational Study to Assess the Safety of Durvalumab in Indian Adults with
Removable Lung Cancer

Dear Madam/Sir,

Into this study, you are invited to take part because you have recently been diagnosed with a type
of lung cancer called resectable (removable) non-small cell lung cancer (NSCLC). You have
accepted the advised treatment approach, which includes durvalumab in combination with
chemotherapy as pre-operative therapy, followed by durvalumab monotherapy after surgery. This
treatment is designed to support shrink the tumour and reduce the risk of cancer from returning.

We are performing this study to evaluate the safety of durvalumab in patients with resectable
NSCLC. In this post-marketing study, your treatment will continue as decided by your medical
officer, and we will only collect your data. Participation needs your written consent. Prior you
decide whether you want to take part in this study, you will be given an explanation regarding
what the study involves.

The overall description of this study, which includes the collection, storage, and use of your data
and documentation, etc. has been reviewed in your country by an independent Ethics Committee
to make sure that the rights, safety, and well-being of study patients are protected.

Your state may or may not improve if you join the study. Although, the information we get from
this study might support other patients with the same condition in the future.
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1 What is this study regarding?

Durvalumab is a type of medicine known as immunotherapy. It works by supporting your
body’s immune system recognize and attack cancer cells. Some cancer cells protect themselves
by using a signal called PD-L1 which “switch off” the immune system. Durvalumab blocks this
signal, supporting your immune system find and destroy the cancer cells.

We are carried out this study to learn additional regarding how safe durvalumab is when used
for the treatment of removable NSCLC, a type of lung cancer. This type of cancer arise when
uncontrolled cells multiply in your lungs and form a tumour. Pre-operative therapy, like the
combination of durvalumab and platinum chemotherapy, is given prior surgery to support shrink
the tumour and enhance the body’s defence. After surgery is done to remove a tumour, some
small cancer cells that are too small to be detected by MRI, CT, or PET scans may remain.
These residual cells can sometimes survive and cause the cancer to return later. After surgery,
durvalumab monotherapy is given to strengthen the body's ability to fight against residual
cancer cells and to reduce the risk of cancer from coming back.

The aim of the study is to make sure that durvalumab is safe, as shown in earlier studies, at the
time of also looking out for any new or unexpected side effects. Durvalumab has been in the
market since 2017 and is approved by the United States Food and Drug
Administration (USFDA). .

Regarding 78 patients will participate in this study. The total duration of the study will be from
the date of the first dose of durvalumab until the date of the last dose of durvalumab +90 days
or the date of the first dose of subsequent anti-cancer therapy, until withdrawal of consent, lost
to follow-up, or death, whichever is earlier.

2 Do I have to take part?

You have a choice whether or not you would like to take part.

Kindly take as much time as you need to decide whether or not you would like to take part in
this study. It may be helpful to discuss with your friends and family as you make this decision.

If you join the study, you can leave it at any time (see “section 14” for additional details).
Leaving will not affect your care. If you choose to leave the study, kindly let your study medical
officer know as soon as possible.

Kindly consider the study time commitments and responsibilities as a research patient when you
are deciding to take part.
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If you don’t join the study, you will continue to receive care for your lung cancer. Your study
medical officer or treating physician will discussed to you regarding other possible drugs, their
risks, and benefits.

3 If I join the study, what will happen?

Because this is an observational study, no medications or other treatments are provided to you
by the Sponsor as part of this study.

You will be needed to continue with your routine medical officer’s appointments and to take
your regular medication as prescribed by your medical officer.

Prior you join the study drug you will undergo a series of tests. This is called screening. If you
meet the screening criteria, you may enter the study. If you don’t meet the screening criteria, the
reasons will be described. Your study medical officer or treating physician will discussed to you
regarding other possible treatments/options.

You will undergo routine biopsies and staging investigations and will be offered durvalumab as
pre-operative and post-operative therapy in accordance with the approved prescribing information
by your medical officer. Throughout the study, we will collect your data. You will be in the study
from the date of the first dose of durvalumab until the date of the last dose of durvalumab +90
days or the date of the first dose of subsequent anti-cancer therapy, until the withdrawal of
consent, lost to follow-up or death, whichever is earlier. Your participation in the study may need
to be longer to get better answers to the study questions.

The total number of visits and the visit time will be determined at the judgement of the
investigator based on the patient’s condition.

At the time of the routine visits, information will be taken for the study, and this might add some
extra time to your routine visit.

If you cannot come to a visit, you must inform your study medical officer.

Kindly note that the study, and your participation in the study, may be stopped earlier than
expected, for example for scientific or safety reasons (see “Section 9 for additional details).

4 What are the needed tests and methods?

At the time of you are on the study, we will need to take your medical data from your records.
As part of the standard of care examinations, the data from the below mentioned tests and
methods will be noted:
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Patient Demographics & Medical History

Your date of birth, gender, height, weight, presence of pregnancy and breastfeeding in event of
female patients, and pregnancy status of female partners in event of male patients will be taken.
Also, medical history of any other disease and date and type of anti-meningococcal vaccination,
which includes boosters, will be taken. Disease medical history & baseline disease status (which
includes EGFR/ALK status). Your disease history, such as staging information, ECOG
performance status (your ability to function in daily life), and EGFR/ALK status (to check for
the presence of change in the gene), if available, will be taken from your medical records.

Concomitant Medications
Information regarding any ongoing medications you have been taking will be noted from your
medical records, which includes drug name, daily dose, route, and indication.

Physical examination and Vital signs
Any results of physical examinations carried outed, or vital signs (specifically body weight)
noted by your study medical officer will be noted.

ECG
ECG readings taken over the duration of the study, specifically at baseline, pre-surgery, and
post-surgery, will be noted from your medical records.

Clinical & Radiological Assessments

All clinical and radiological assessments, such as MRI/CT/PET, carried out to evaluate the
disease status or overall clinical response, and RECIST 1.1 assessments, which assess the
response of the tumour to treatment in clinical trials, whenever available, will be noted for the
study.

Laboratory assessments

Results of any laboratory tests carried out at baseline and at the time of durvalumab treatment
as per prescribed treatment, which includes but not limited to clinical chemistry, haematology,
kidney function test, liver function test, thyroid levels, urinalysis, Hepatitis B and C, HIV,
pregnancy tests, etc., will be noted.

NSCLC Treatment details

All treatments given in line with the prescribed treatment, which includes surgery and
chemotherapy prior and after surgery, will be noted. Details to be noted will include the total
dose, total duration of treatment, ongoing or discontinuation status of treatment, and reason for
discontinuation of treatment/ reason for changing the dose of treatment.
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Safety assessment

The occurrence of any side effect you might be experiencing, although small it may be, will be
assessed by your study medical officer. When a side effect occurs, information on the below
mentioned items will be taken: what the side effect is, when it started and ended, how serious it
is, how bad it felt, whether it is related to the study drug, what is done regarding the drug because
of the side effect, what happened afterwards, what steps were taken regarding the side effect,
and any comments from the medical officer.

The complete list of study tests and methods, which includes their detailed schedule is
available in the “Part 111: Additional information for patients”.

5. What are the optional tests and methods?

Since this is an observational study, we will only collect data from your medical records. There
will be no additional or optional tests or methods.

6. What are the risks of the study joining?

This study will only capture the routine medical treatment provided to you by your medical
officer. There is no immediate clinical benefit for you. Although, the information we get from
this study may support us to describe how lung cancer patients are managed in real-life practice
and to increase our knowledge regarding the disease and its symptoms. This will hopefully
support us to better treat patients with lung cancer in the future.

Since Durvalumab is an immunotherapy that supports the immune system fight cancer. Since it
activates the immune system, it may sometimes cause the immune system to affect normal
organs and may cause some unwanted effects.

General Side Effects

* Low red blood cell count (anaemia)
* Nausea

* Constipation

* Tiredness

* Muscle or bone pain
* Skin rash

Possible Immune-Related Side Effects

Durvalumab may cause inflammation in different organs, which includes:
* Lungs (cough, shortness of breath)

* Liver (yellowing of skin/eyes, abnormal liver tests)

* Intestines (diarrhea, stomach pain)
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* Hormone glands (thyroid or adrenal problems causing fatigue, dizziness, or weight changes)
* Kidneys
+ Skin

These side effects may arise at the time of or after treatment. Most can be treated if detected
early, but some may be serious and need hospitalization or stopping treatment. Rarely, severe
complications may be life-threatening.

Side Effects of Other Treatments

If you receive chemotherapy, surgery, or radiation therapy as part of routine care, these
treatments may cause additional side effects such as nausea, hair loss, infections, bleeding, pain,
breathing problems, or fatigue. Your medical officer will explain these risks separately.

Risks of Routine Tests

Routine blood tests may cause mild pain or bruising. ECG may cause mild skin irritation. No
major risks are expected from these methods. There is a risk that your lung cancer will not get
better or even get worse at the time of the study.

It’s important to note that any side affects you experience may be related to the treatment you
have chosen and are not a result of participating in this study. This study is purely observational
and involves only recording your routine medical data provided by your medical officer. Also,
since the study is non-interventional, it will not change how your medical officer manages your
treatment.

To read additional regarding risks, turn to the additional risk information provided in the
“Additional information for patients”.

7. Are there any other considerations or risks | need to know regarding?

Special Warnings
* Durvalumab may cause immune-related side effects that can affect organs such as the lungs,
liver, intestines, kidneys, hormone glands, skin, heart, or nervous system.

* These reactions can occur at the time of treatment or even after treatment has stopped.
» Some side effects may become serious if not treated early.

* You should inform your medical officer immediately if you experience new or worsening
symptoms such as breathing difficulty, persistent diarrhea, yellowing of the skin/eyes, severe
fatigue, chest pain, confusion, or severe rash.
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Other Medicines, Food, and Drinks
* You should inform your medical officer regarding all medicines you are taking, which includes
prescription drugs, over-the-counter medicines, herbal products, and supplements.

» Some medicines (specifically steroids or medicines that affect the immune system) may need
medical supervision at the time of you are receiving durvalumab.

* Do not start any new medicine without discussing it with your medical officer.

* There are no specific food or drink restrictions, but you should follow your medical officer’s
dietary advice at the time of treatment.

Driving, Machinery, Sports, and Activities
* Durvalumab may cause tiredness, dizziness, or weakness.

« If you feel not well, tired, or dizzy, you should avoid driving, operating machinery, or
performing activities needed full alertness.

* There are no specific restrictions on sports or activities, but you should follow your medical
officer’s advice based on your state and overall health.

Pregnancy, contraception, and breast-feeding
Because the effects of durvalumab on an unborn child or infant are not known you (or your

female partner if you are a male) must not get pregnant or breastfeed a child at the time of the
study.

The study medical officer can discuss acceptable birth control methods with you.

For female patients:

If you become pregnant, you must inform the study medical officer straight away. You will
have to immediately stop taking the study drug till you have spoken to your study medical
officer. You will be asked to provide information regarding you and your baby. This may
involve a separate consent to permit us to monitor your baby’s health and development.

For male patients whose partners become pregnant:

If your partner becomes pregnant, you must inform the study medical officer immediately. Your
partner will be asked, under a separate consent, to provide information regarding their health
and your baby’s health.

Fasting
For participation in this study, no specific fasting is needed unless advised by your treating
medical officer for routine medical tests or methods.
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Vaccinations
« Inform your medical officer prior receiving any vaccine.

* Live vaccines should generally be avoided at the time of treatment with durvalumab and for a
period after treatment, as advised by your medical officer.

« Inactivated (non-live) vaccines may be given if advised by your medical officer.

Blood Donation
You should not donate blood or blood products at the time of treatment and for a period after
the last dose of durvalumab, as advised by your medical officer.

8. What are the possible benefits of taking part?

The information the study sponsor receives from this study may support to better treat patients
with lung cancer in the future.

It is not fix that you will directly benefit from the study participation. Your participation may,
although, support other patients in the future by improving the knowledge of disease and
improving medical care. We do not know if taking part will support your state, but we hope that
it will.

9. What happens if something changes at the time of | am in the study, e.g. if
new information is found?

Changes may happen in the study that could make you change your mind regarding continuing
to take part in the study. If something changes, we will inform you as soon as possible.

At any time, you can choose to leave the study. For additional details, see section 14 below.

The study medical officer can also choose to take you out of the study if they believe that it is
best for you.

Your participation in the study also stops when the Sponsor, Indian health authorities, the ethics
or regulatory agencies decide that the study must be stopped.

10. What happens if I am harmed or injured at the time of the study?

Since this is an observational study, it does not involve any experimental treatments or methods
beyond the routine medical care provided by your medical officer. Because of this, the risk of
harm or injury from participating in the study is extremely low. Your medical officer will
continue to provide the necessary care and manage your treatment as usual. If you have any
concerns, you can contact the study team or your medical officer for additional assistance.
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If there is an emergency, call your study medical officer as soon as you can. All relevant contact
details can be found in part I11: “Additional information for patients”.

If you become ill or are injured at the time of you are in this research study, you must inform
your study medical officer straight away.

Injuries that have been caused by the study drug, tests, or methods are called ‘research injuries’.
Injuries caused by your usual medical care or your lung cancer are not research injuries.

If you have medical insurance, kindly check with your insurance company that taking part in
this research study will not affect your coverage.

By signing this form, you do not give up any legal right you may have.

11.What will happen to my data gathered in the study?
a. Which data are taken?

To carried out the study, the Study site will have to collect and register information regarding
your identity, such as your medical condition and medical history (this may include information
from your physicians / available in your medical records), your lifestyle, your demographics
(age, gender, ethnic and racial background), clinical chemistry, haematology, kidney function
test, liver function test, thyroid levels, urinalysis, Hepatitis B&C, HIV, pregnancy tests etc will
be noted along with the medicines you are taking for any other disease. Also, ECG and data
generated from the imaging techniques like MRI/PET/CT will be taken. The treatment you will
receive, along with your response to the treatment and side effects or any discomfort you may
have, will be taken.

b. What is my data needed for?

Your data is needed for the Sponsor to generate post-marketing safety evidence on the use of
durvalumab to fulfil the post-approval regulatory commitment to the Indian Health Authority.
Because of this, the data will be used as planned in this study as well as within related research
activities necessary for the drug development programme in to better understand the studied
disease and associated health problems. They may additional be used to publish research results
in scientific journals or use them for educational objectives.

c. Who can access my data?

Only at the study site, your name and contact details will be accessible to the study medical
officer and the study team to carry out the study. Non-medical personnel acting on behalf of the
Sponsor and being bound by a duty of confidentiality as well as Health authorities and Ethics
Committees may also be given access to this data only to verify that the study is carried out in
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compliance with legal and quality needs. Some of your data may be accessed remotely, where
permitted.

The study site will share your data with the Sponsor but only after they have been coded (which
defines that your name, contact details or health insurance number, have been replaced by a
code. For additional information regarding coding, see details at the end of this document in
part I11: “Additional information for patients”.

The Sponsor may share your coded data with its Research partners and Service providers for
the objectives of the drug development programme.

In order to make sure proper carried out and accurate results of the study and to get permission
to market the drug, the Sponsor will share your coded data with authorities and possibly with
Ethics Committees. They may also be shared with scientific journals, so the study results can be
reviewed by independent scientists and to make sure the accuracy of results.

In none of these events your identity will be revealed.

Some of the above-mentioned persons may be located outside your country. If this other country
does not have equivalent personal data protection standards as your country, appropriate
Safeguards (such as contracts and technical Security measures) will be adopted to protect and
maintain the confidentiality of your data as additional described at the end of the document in
part 111: “Additional information for patients .

In event another organisation takes over development or commercialisation of the study drug,
your coded data may be transmitted to them. They will then have to protect your data in the
same way as described herein.

d. Who else may have access to my contact information and why?

Your name or contact details may be shared with service providers to collect information on your
survival status.

The service providers must keep your name or contact details private and will NOT share any
information that can directly identify you with the Sponsor.

e. How long will my coded data be kept?

The study site and the Sponsor are obliged to keep all study data for 15 years after the end of
the study, to comply with study sites and Sponsor’s legal obligations. You can find out additional
regarding how the sponsor keeps personal information at
www.astrazenecapersonaldataretention.com. Your coded data will then be deleted or
anonymised.
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For additional details regarding anonymizing, see part 1 section 11g: What does anonymised
data mean?”.

f. What are my rights under data protection law?

You have the right to review which of your data is taken and being used; you can also ask for a
copy of this data, ask for restriction of use of this data, or ask to have incorrect data rectified.

To make sure the scientific integrity of the study, you will not be able to review some of the
data or receive a copy of it until the study ends.

To exercise these restricted rights, kindly contact preferably the study medical officer.

g. What does anonymised data mean?

Health authorities as well as pharmaceutical companies believe that access to clinical studies
data advances clinical science and medical knowledge and is in the best interest of patients and
public health, provided that patient privacy is protected. Because of this, the Sponsor may
generate and share internally or with other researchers an anonymised set of your data taken in
the study (e.g., on www.vivli.org). This defines your coded data will be stripped of your Patient
code as well as of any other information that could reasonably be used to identify you, such as
your date of birth.

12. What are the costs of taking part?

Into this study, participating will not cost you anything additional than the costs related to your
routine appointments with your medical officer. You will not be paid for being in this study.
The cost of the study drug and lab investigations will not be covered through the study.

13. How to find out additional details after the study?

Trial Result Summaries are a short and easy to understand summary of the results of this study.
These will be added to www.trialsummaries.com within 1 year of the last study patients last site
visit. You can visit www.trialsummaries.com website anytime to sign up to be notified via email
when the trial results summary of your study is available. Or kindly let your study medical
officer know if you need a printed copy of the document.

Information in technical language related to study protocol and the results will be posted on
http://astrazenecaclinicaltrials and http://www.clinicaltrials.gov. A details of this study is also
available on http://ctri.nic.in. These websites do not contain any information regarding you.

14. What will happen if | want to quit the study?
Into this study, your participation is voluntary which defines you can stop your participation at
any time. If you want to stop taking the study drug, want to have a modified visit plan or if you
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want to stop your participation, you should inform the study medical officer and discuss
available options.

If you stop participating in the study be aware that this is a “study discontinuation”, and not a
withdrawal of / objection to consent for processing personal data, the study medical officer will
stop the collection of your data, but your previously taken data will be kept and used to
guarantee the validity of the study and to comply with regulatory needs, as permitted by law.
The study medical officer will then invite you to have an end of study examination to check
your wellbeing. If you don’t show up at a planned visit, the study medical officer will try to
reach you. This is important for study results. It is not mandatory but would be helpful for the
study if you describe to your study medical officer why you wish to stop your participation, in
particular if you have felled discomforts.

We will continue to use your data and taken samples as originally consented, unless you would
like your data not to be used after you quit the study. In such a event, you must inform the study
medical officer, but your coded data previously taken will be kept as needed by clinical
regulations.

15. Who can answer any questions | may have?

Remember, there are no silly questions! Feel free to ask at ANY TIME! It is your right to be
fully informed prior deciding to take part in this study. You can contact the study medical officer
at any time at the address indicated in part I11: “Additional information for patients”.
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PART Il: CONSENT FORM

D9106R00007, Durvalumab

A prospective, observational, multicenter, post marketing surveillance study to assess the
safety of Durvalumab in Indian adult patients with resectable Non-Small Cell Lung
Cancer (NSCLC)

Initials of Subject’s:

Name of Subject’s:

Date of Birth Age (years):
(dd-mm-yyyy):

Address of the Subject:

Qualification:

Occupation:
(Kindly tick as Student [1 Self-Employed [1 Service [ Housewife [J

appropriate) Others

Annual Income of the
subject:

Name and address of the
nominee(s) and his/her
relation to the Subject:

Please sign this consent form only after you have had a chance to ask questions and have
received acceptable answers to all of your questions. By signing this page, you will be
confirming the below mentioned statements:
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INFORMED CONSENT FORM

SI. No

Kindly provide your initials (short signature or signature) or thumb impression (as applicable)
against each one of the below mentioned statements to confirm your consent to these
statements.

(i)

| agree that | have read and understood the Study Information and
Informed Consent Form dated ......................... , Version Number | [ ]
....... for the above study and have had the chance to ask questions.

(i)

| know that my participation in the study is voluntary and that | am free to
withdraw at any time, without giving any reason, without my medical care | [ ]
or legal rights being affected.

(i)

I understand that the Sponsor of the clinical trial, others working on the
Sponsor’s behalf, the Ethics Committee, and the regulatory authorities
will not need my permission to look at my health records both in respect
of the current study and any additional research that may be carried outed | [ ]
in relation to it, even if | withdraw from the trial. | agree to this access.
Although, | understand that my identity will not be revealed in any
information released to third parties or published.

(iv)

| agree not to restrict the use of any data or results that arise from this
study, provided such a use is only for scientific objective(s)

v)

Into the above study, | agree to take part. [ ]

Signature (Or Thumb impression) of the Date of Signature subject/Legally Acceptable
Representative (LAR)

Signatory’s Name (Name of the subject or LAR who has signed)
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Where a subject is not able to give informed consent (e.g., an unconscious person or a minor or those
suffering from severe mental illness or disability), the same may be taken from a legally acceptable
representative (a legally acceptable representative is a person who is able to give consent for or authorise
an intervention in the patient as provided by the law(s) of India).

Relationship of legally acceptable representative to subject

Signature of the Investigator Date of Signature

Study Investigator’s Name

If the Subject or his/her legally acceptable representative is unable to read/write - an impartial witness should be
present at the time of the complete informed consent process who must append his/her signatures to the consent
form.

Impartial witness is a person who is independent of the trial, who cannot be unfairly influenced by people
involved with the trial, who attends the informed consent process if the subject or the subject’s legally
acceptable representative cannot read, and who reads the informed consent form, and any other written
information supplied to the subject.

Impartial Witness Signature Date of Signature

Impartial Witness Name

The Patient Information Sheet (Adult Study Participant Master Information) and duly filled
Informed Consent Form copy shall be handed over to the subject or his/her legally
acceptable representative.

CONFIDENTIAL AND PROPRIETARY 16 of 23 Template Doc ID: TMP-0010261
Template Version Number 15.0

Back translated from Hindi to English Version 1.0 Dated 16 Mar 2026



Adult Study Participant Master Information and Consent Form AstraZeneca
Study Code: D9106R00007
Version Number 1.0 Version Date 9 Mar,2026

PART I11:ADDITIONAL INFORMATION FOR PATIENTS

1. Contact details
Study medical officer Study Coordinator (e.g. nurse appointed to
the study)
Phone No. Phone No.
Address Address
Email address Email address

Name of EC Member Secretary

Phone No. of EC Member Secretary

2. Detailed list of visits and Test/Methods

There is no protocol mandate in the present study, so you will not have any separate
investigation apart from the treatment you are undergoing. We will gather information regarding
your health from the first dose of durvalumab until the date of the last dose of durvalumab + 90
days or the date of the first dose of subsequent anti-cancer therapy, until withdrawal of consent,
loss to follow-up, or death, whichever is earlier. At the time of the study, we will record any
side-effects you may have, like fatigue, musculoskeletal pain, constipation, decreased appetite,
nausea, peripheral oedema, urinary tract infection, or any unknown side effects. The number
and timing of visits will depend on the medical officer’s judgment based on the patient’s
condition. Information such as the patient’s age, disease status, test results, durvalumab doses,
and other treatments will be taken at the start and throughout the study.

3. Detailed Study Tests and Methods Plans
Here is the outline of what to expect at

Baseline/Screening

At the baseline, you will undergo the initial methods to assess your eligibility for the study. This
includes signing the informed consent form, verifying inclusion/exclusion criteria, and
recording details regarding demographics, medical history, and the medicines you are taking
will be noted, and the patient will have a physical examination, vital sign checks, ECOG
performance status assessment, and baseline clinical and radiological imaging. Initial tumour
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measurements will be documented according to RECIST 1.1 guidelines, which provide a
standardized set of rules for response assessment of the treatment, and necessary laboratory
assessments will be carried out.

Neoadjuvant Therapy Period

Regular assessments will include recording concomitant medications, recording physical
examinations, and vital sign checks. Clinical and radiological assessments will be carried out to
monitor treatment response, and laboratory assessments will support track therapy-related
changes. Any adverse events (AES) or serious adverse events (SAEs) will be carefully
documented.

Phase of Pre-Surgery

In preparation for surgery, eligibility criteria may be rechecked if necessary. Updated records
of concomitant medications and clinical/radiological assessments, which includes RECIST 1.1
evaluations, will be noted. The pre-surgery phase will focus on ensuring the patient is optimally
prepared for the surgical procedure. Safety monitoring for AEs and SAEs continues at the time
of this phase.

Phase of Surgery

The surgery phase involves the actual surgical intervention to remove the tumour. At the time
of this time, any necessary perioperative medications will be documented. Safety monitoring
will focus on identifying surgery-related AEs or SAEs.

Post-Surgery Phase

Post-surgery, patients will undergo health monitoring to assess recovery and surgical outcomes.
This includes recording concomitant medications, performing physical examinations, and
performing vital sign checks. Clinical and radiological assessments will evaluate the surgical
success and any residual disease, at the time of RECIST 1.1 evaluations and laboratory tests
will provide additional insights. Monitoring for AEs and SAES remains a priority at the time of
this phase.

Durvalumab monotherapy Period

The adjuvant therapy period focuses on reducing the risk of disease recurrence. Patients will
continue to receive treatment with regular evaluations, which includes updates on concomitant
medications, physical examinations, clinical and radiological assessments, RECIST 1.1 tumour
evaluations, and laboratory monitoring. Safety monitoring remains critical, with detailed
documentation of any AEs or SAEs.
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Follow-Up Period

In the follow-up period, patients will be monitored long-term to detect any recurrence or late
complications. Clinical and radiological assessments, along with RECIST 1.1 evaluations, will
continue. Concomitant medication updates and AE/SAE reporting will also be done throughout
this phase till 90 days after the last dose of the treatment or the first day of the start of another
treatment, until the withdrawal of consent, loss to follow-up, or death, whichever is earlier.

The table describing what to expect at each visit:

Neoadjuvant
therapy
period

Adjuvant | Follow-up
therapy period
period

Pre- Post-

Baseline/
Surgery Surgery Surgery

Data Collection and Entry Screening

Informed Consent X

Screening

Patient Demographics and
Medical History

Disease medical history &
Baseline disease status (which
includes

EGFR/ALK status)

Medicine you are taking.

X
Pregnancy test? X
X

X

Physical examination and
\Vital signs
ECOG Performance Status

Clinical & Radiological
IAssessments
RECIST 1.1 assessment

X X

X | X | X| X | X
X | X | X| X | X

X

ECG As clinically indicated
Laboratory assessments X X X

NSCLC Treatment details
IAE and SAE Reporting X X X X X X X

X

X
X
X

a Women of childbearing potential only

4. Complete List of Risks, Side Effects, and Discomforts

Since this is an observational study, there are no side effects or risks directly associated with
participation in this study.

Durvalumab is an immunotherapy that supports the immune system fight cancer. Because it
activates the immune system, it may sometimes cause the immune system to affect normal
organs.

Common Side Effects
* Low red blood cell count (anemia)
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* Nausea

* Constipation

* Tiredness

* Muscle or bone pain
* Skin rash

Possible Immune-Related Side Effects

Durvalumab may cause inflammation in different organs, which includes:

* Lungs (cough, shortness of breath)

* Liver (yellowing of skin/eyes, abnormal liver tests)

* Intestines (diarrhea, stomach pain)

* Hormone glands (thyroid or adrenal problems causing fatigue, dizziness, or weight changes)
* Kidneys

* Skin

These side effects may occur at the time of or after treatment. Most can be treated if detected
early, but some may be serious and require hospitalization or stopping treatment. Rarely, severe
complications may be life-threatening.

Side Effects of Other Treatments

If you receive chemotherapy, surgery, or radiation therapy as part of routine care, these
treatments may cause additional side effects such as nausea, hair loss, infections, bleeding, pain,
breathing problems, or fatigue. Your medical officer will explain these risks separately.

Risks of Routine Tests

Routine blood tests may cause mild pain or bruising. ECG may cause mild skin irritation. No
major risks are expected from these methods.

5. Complete List of Personal Data taken

All data, as described in Part | Sectionlla, will be taken at the time of the study.
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6. Glossary

Your coded data

All your data taken at the study site, with your name and contact
details, have been replaced by a code. This is done by the study
medical officer who keeps the link between your name/ contact
details and the code to make sure your safety and confidentiality.

Coded information cannot identify you unless your study medical
officer provides your name or contact details, where permitted by
applicable law.

Sponsor details

Sponsor: AstraZeneca Pharma India Ltd.

For this clinical study, the sponsor has the overall responsibility.

Study site details

The place where the clinical study is taking place and where you
will have to go for the planned visits.

Health authorities

Authorities who supervise the study, who approve the
commercialisation of the drug or who receive the adverse events
reporting, whether in your country or in other countries.

Research partners

Any organisation which collaborates with the sponsor within the
drug development programme or for future research.

Service providers

Any organisation bound to the sponsor by a contract, which may
carried out activities on behalf of the sponsor under its strict
instructions. This may include other researchers which includes
so- called “contracted research organisations” (CROs) and IT
companies hosting clinical data or providing IT services which
includes developing new systems and services.
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Safeguards

Appropriate safeguards will be implemented to protect coded data
at the time of and after the study and may include that:

— Access to the coded data will be limited to specific individuals
subject to confidentiality obligations (which includes the
obligation to not attempt to re-identify individuals/decode the
clinical data).

— The coded data will be protected with security measures to
avoid data alteration, loss and unauthorised accesses and
additional de-identification techniques may be applied.

— A data protection impact assessment (DPIA) will apply to
identify and mitigate privacy risks, if any, associated with each
scientific research.

— When needed by applicable law, scientific research is subject
to the approval of Ethics Committees.

— The coded data will not be shared for direct marketing
objectives or other objectives that are not legal duties or are not
considered scientific research according to the applicable data
protection legislation. In particular, it will not be used to make
decisions regarding future services available to you, such as
insurance.

Security measures:
How is my data
protected in other

The processing of your data starts at the study site. Your data will
then be transferred to several data experts to be verified and for
results to be calculated. In addition to having your data coded,
your data is also protected by high standard technical security
defines such as strong access control and encryption.

Within the sponsor group, your coded data are protected by
Binding Corporate Rules (BCR). You can find additional

countries? . . .
information  regarding the  Sponsors BCRs  here:
www.astrazenecabindingcorporaterules.com.
You may obtain additional information as well as a copy of these
measures by asking your study medical officer.
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Restricted rights

Kindly note that the rights provided by the GDPR and UK Privacy
Law to get data discarded (i.e., the right to be forgotten) do not
apply to such studies.

Scientific research

Scientific research includes technological development and
demonstration, fundamental research, applied research and
privately funded research as well as studies carried outed in the
public interest in the area of public health. This defines that we
may use the data to advance our understanding of how to make
new medicines, medical devices, diagnostic products, tools
and/or other therapies, to treat diseases. We may also use this data
to improve the design and execution of future clinical studies,
services and drugs, for outcome research activities and to aid in
pricing and reimbursement activities.

Deposit in scientific
databases

To do additional powerful research, it is supportful for
researchers to share data by placing data into one or additional
scientific databases. Researchers can then study the data
combined from several research projects and learn even additional
regarding health and disease.

Researchers with an approved scientific research project may be
able to see and use your coded data, along with that from many
other people.

Your name and other information that could directly identify you
(such as address or social security number) will never be placed
into such a scientific database. Researchers will always have a
duty to protect your privacy and to keep your information
confidential.
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Rx
Durvalumab Solution for Infusion

IMFINZI® Vial 500 mg (500mg/10mL) and 120 mg (120 mg/2.4mL)

e

"WARNING: To be sold by retail on the prescription of a '"Registered Oncologist only".



1. NAME OF THE MEDICINAL PRODUCT

o IMFINZI® 500 mg (500 mg/10 mL) vial for intravenous infusion.

o IMFINZI® 120 mg (120 mg/2.4 mL) vial for intravenous infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each mL contains 50 mg of IMFINZI.

Each vial of 2.4 mL contains 120 mg of durvalumab.
Each vial of 10 mL contains 500 mg of durvalumab.

IMFINZI is a human immunoglobulin (IgG1x) monoclonal antibody.

For a full list of excipient(s), see section 6.1.

3. PHARMACEUTICAL FORM

Concentrate for solution for infusion; 50 mg/mL in single-dose vial for intravenous administration.

Sterile, preservative-free, clear to opalescent, colourless to slightly yellow solution, free from visible
particles.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Non-small Cell Lung Cancer (NSCLC)

IMFINZI in combination with chemotherapy as neoadjuvant treatment, followed by IMFINZI as
monotherapy after surgery, is indicated for the treatment of patients with resectable (tumours > 4 cm
and/or node positive) NSCLC and no known epidermal growth factor receptor (EGFR) mutations or
anaplastic lymphoma kinase (ALK) rearrangements.

IMFINZI is indicated for the treatment of patients with locally advanced, unresectable Non-small Cell
Lung Cancer (NSCLC) whose disease has not progressed following platinum-based chemoradiation
therapy.

Small Cell Lung Cancer (SCLC)

IMFINZI is indicated for the treatment of patients with limited-stage small cell lung cancer (LS-SCLC)
whose disease has not progressed following platinum-based chemoradiation therapy (CRT).

IMFINZI in combination with etoposide and either carboplatin or cisplatin is indicated for the first-line
treatment of patients with extensive-stage small cell lung cancer (ES-SCLC).

Biliary Tract Cancer (BTC)




4.2

IMFINZI in combination with chemotherapy is indicated for the treatment of patients with locally
advanced or metastatic biliary tract cancer (BTC).

Hepatocellular Carcinoma (HCC)

IMFINZI in combination with tremelimumab is indicated for the treatment of patients with unresectable
hepatocellular carcinoma (uHCC).

Bladder Cancer

IMFINZI in combination with gemcitabine and cisplatin as neoadjuvant treatment, followed by single
agent IMFINZI as adjuvant treatment following radical cystectomy, for the treatment of adult patients
with muscle invasive bladder cancer (MIBC).

Gastric or Gastroesophageal Junction Adenocarcinoma (GC/GEJC)

Durvalumab in combination with fluorouracil, leucovorin, oxaliplatin and docetaxel (FLOT) as
neoadjuvant and adjuvant treatment, followed by single-agent Durvalumab, is indicated for the
treatment of adult patients with resectable gastric or gastroesophageal junction adenocarcinoma
(GC/GEIC).

Endometrial Cancer

Durvalumab in combination with carboplatin and paclitaxel is indicated for the first-line treatment of
adults with primary advanced or recurrent endometrial cancer who are candidates for systemic
therapy, followed by maintenance treatment with:

e Durvalumab as monotherapy in endometrial cancer that is mismatch repair deficient (AIMMR)

e Durvalumab in combination with olaparib in endometrial cancer that is mismatch repair
proficient (p)MMR).

Posology and method of administration

MMR testing for patients with endometrial cancer

Patients with endometrial cancer should be evaluated for treatment based on tumour MMR status
confirmed by a validated test (see section 5.1).

Posology

The recommended dose for IMFINZI monotherapy and IMFINZI combination therapy is presented in
Table 1 IMFINZI is administered as an intravenous infusion over 1 hour.

When IMFINZI is administered in combination with other therapeutic agents, refer to the Prescribing
Information of the therapeutic agents for further information.

Table 1. Recommended dosage of IMFINZI

Indication Recommended IMFINZI | Duration of Therapy
dosage




LS-SCLC 1500 mg® every 4 weeks Until  disease  progression,
unacceptable toxicity or a
maximum of 24 months.

Locally Advanced NSCLC 10 mg/kg every 2 weeks or | Until disease progression or

1500 mg every 4 weeks *° unacceptable toxicity
ES-SCLC 1500 mg® in combination with | Until disease progression or

chemotherapy every 3 weeks | unacceptable toxicity

(21 days) for 4 cycles, followed

by 1500 mg every 4 weeks as

monotherapy

Resectable NSCLC 1500 mg® in combination Until disease is deemed

with chemotherapy every 3 unresectable, recurrence,
weeks for up to 4 cycles unacceptable toxicity, or a
prior to surgery, maximum of 12 cycles after
followed by 1500 mg surgery.
monotherapy every 4 weeks
for up to 12 cycles after
surgery.
BTC 1500 mg®in combination Until disease progression or
with chemotherapy every until unacceptable toxicity
3 weeks (21 days), followed by
1500 mg every 4 weeks as
monotherapy
uHCC Single Tremelimumab Regular | As long as clinical benefit is

Interval Durvalumab
(STRIDE): 300 mg®
tremelimumab as a single
priming dose in combination
with IMFINZI 1500 mg® at
Cycle 1/Day 1, followed by
IMFINZI as monotherapy
every 4 weeks

observed or until unacceptable
toxicity

Endometrial cancer

1120 mg in combination with
carboplatin and paclitaxel
every 3 weeks (21 days) for a
minimum of 4 and up to 6
cycles, followed by IMFINZI
1500 mg" every 4 weeks as
monotherapy (AMMR patients)
or in combination with
Olaparib 300 mg twice daily

Until disease progression or
until unacceptable toxicity

(PMMR patients)
Neoadjuvant and Adjuvant | Patients with a body weight of | Until disease progression that
Treatment of MIBC >30 kg: precludes definitive surgery,

Neoadjuvant: 1,500 mg in
combination with gemcitabine

recurrence, or unacceptable
toxicity or a maximum of 8§
cycles after surgery




and cisplatin® every 3 weeks
for 4 cycles prior to surgery
Adjuvant: IMFINZI 1,500 mg
as a single agent every 4 weeks
for up to 8 cycles after surgery
Patients with a body weight of
<30 kg:

Neoadjuvant: 20 mg/kg in
combination with gemcitabine
and cisplatin® every 3 weeks
for 4 cycles prior to surgery
Adjuvant: IMFINZI 20 mg/kg
as a single agent every 4 weeks
for up to 8 cycles after surgery

Neoadjuvant
Treatment
GC/GEIC

and Adjuvant

of

Resectable

Patients with a body weight of

>30 kg:

e Neoadjuvant: IMFINZI
1,500 mg every 4 weeks
with FLOT ** for up to 2
cycles prior to surgery

e Adjuvant: IMFINZI
1,500 mg every 4 weeks
with FLOT** for up to 2
cycles, followed by
IMFINZI 1,500 mg as a
single agent every 4 weeks
for up to 10 cycles

Patic‘ents with a body weight of

<30 kg:

e Neoadjuvant: IMFINZI
20 mg/kg every 4 weeks
with FLOT** for up to 2
cycles prior to surgery

Adjuvant: IMFINZI 20 mg/kg
every 4 weeks with FLOT*" for
up to 2 cycles, followed by
IMFINZI 20 mg/kg as a single
agent every 4 weeks for up to
10 cycles

Neoadjuvant: Until disease
progression that precludes
definitive surgery or
unacceptable toxicity

Adjuvant: Until progression or
recurrence, unacceptable
toxicity, or a maximum of 12
cycles after surgery

*Patients with a body weight of 30 kg or less must receive weight-based dosing, equivalent to IMFINZI
10 mg/kg every 2 weeks as monotherapy until weight increases to greater than 30 kg.

® Patients with a body weight of 30 kg or less must receive weight-based dosing, equivalent to IMFINZI
20 mg/kg every 4 weeks as monotherapy until weight increases to greater than 30 kg.

¢ Patients with a body weight of 30 kg or less must receive weight-based dosing of IMFINZI 20 mg/kg
in combination with chemotherapy dose every 3 weeks (21 days) followed by 20 mg/kg every 4 weeks
as monotherapy until weight increases to greater than 30 kg.




4 Patients with a body weight of 30 kg or less must receive weight-based dosing of IMFINZI at 20 mg/kg.
In combination with chemotherapy, dose at 20 mg/kg every 3 weeks (21 days) prior to surgery, followed
by monotherapy at 20 mg/kg every 4 weeks after surgery until weight increases to greater than 30 kg.

¢ Patients with a body weight of 30 kg or less must receive weight-based dosing, equivalent to IMFINZI

20 mg/kg and tremelimumab 4 mg/kg until weight increases to greater than 30 kg.

"Endometrial cancer patients with a body weight of 30 kg or less during maintenance phase must receive
weight-based dosing equivalent to IMFINZI at 20 mg/kg, until weight increases to greater than 30 kg.

¢ Administer IMFINZI prior to chemotherapy on the same day. Refer to the Prescribing Information for

the agent administered in combination with IMFINZI for recommended dosage information, as
appropriate.

No dose reduction or escalation for IMFINZI is recommended. In general, withhold IMFINZI for severe
(Grade 3) immune-mediated adverse reactions. Permanently discontinue IMFINZI for life-threatening
(Grade 4) immune-mediated adverse reactions, recurrent severe (Grade 3) immune-mediated reactions
that require systemic immunosuppressive treatment, or an inability to reduce corticosteroid dose to 10
mg or less of prednisone or equivalent per day within 12 weeks of initiating corticosteroids.

Immune-mediated and non-immune-mediated adverse reactions requiring specific management are
summarized in Table 2.
Refer to section 4.4 for further management recommendations, monitoring and evaluation information.

Table 2. Treatment modifications for IMFINZI or IMFINZI in combination with other products

Adverse Reactions Severity® Treatment Modification

Immune-mediated adverse reactions

) Grade 2 Withhold dose®
Immune-mediated

pneumonitis/interstitial lung disease

Grade 3 or 4 Permanently discontinue

ALT or AST > 3-<5 x ULN or

. b
total bilirubin > 1.5-<3 x ULN | "Vithhold dose

Withhold durvaluamb® and|
ALT or AST>5<10x ULN  permanently discontinue
tremelimumab

Immune-mediated hepatitis Concurrent ALT or AST > 3 x

ULN and total bilirubin > 2 x
ULNE®

Permanently discontinue

ALT or AST > 10 x ULN OR
total bilirubin > 3 x ULN

ALT or AST >2.5- <5xBLV
Immune-mediated hepatitis in HCC | and <20 x ULN
(or secondary tumour involvement

of the liver with abnormal baseline | AL.T or AST>5- 7 x BLV and | WVithhold durvalumab’

d
values) <20 x ULN OR concurrent apd . permanently
discontinue

ALT or AST 2.5-5 x BLV and .
tremelimumab

Withhold dose®




Adverse Reactions

Severity®

Treatment Modification

Immune-mediated adverse reactions

<20 x ULN and total bilirubin
>1.5-<2x ULN®

ALT or AST >7xBLV OR
> 20 x ULN whichever occurs
first OR bilirubin > 3 x ULN

Permanently discontinue

Immune-mediated  colitis  or

diarrhoea

Grade 2 Withhold dose®

Grade 3 for  IMFINZI Withhold dose”
monotherapy

Grade 3 for Permanently discontinue
IMFINZI + tremelimumab tremelimumab®

Grade 4 Permanently discontinue

Intestinal perforation’ of ANY
grade

Permanently discontinue

Immune-mediated Grade 2-4 Withhold dose  until
Hyperthyroidism, Thyroiditis clinically stable
Immune-mediated
Hypothyroidism Grade 2-4 No changes
Immune-mediated . .
Adrenal insufficiency, | Grade 2-4 Xlrglc};(l)ll d < tab(}gse until
Hypophysitis/hypopituitarism y
Immune-mediate Grade 2-4 No changes
Type 1 diabetes mellitus &

Grade 2 with serum creatinine Withhold dose®

Immune-mediated nephritis

> 1.5-3 x (ULN or baseline)

Grade 3 with serum creatinine
>3 x baseline or > 3-6 x ULN;
Grade 4 with serum creatinine
> 6 x ULN

Permanently discontinue

Immune-mediated rash or dermatitis
(including pemphigoid)

Grade 2 for > 1 week or Grade 3

Withhold dose®

Grade 4 Permanently discontinue
Immune-mediated myocarditis Grade 2-4 P.erman.ently
discontinue
Grade 2 or 3 Withhold dose®*




Adverse Reactions Severity® Treatment Modification
Immune-mediated adverse reactions
Immune-mediated p "
myositis/polymyositis/Thabdomyoly | Grade 4 ermanently
sis discontinue
Grade 1 or 2 Ir;t.erlf"up.t or slow the rate
Infusion-related reactions of nfusion
Grade 3 or 4 Permanently discontinue
Immune-mediated myasthenia gravis | Grade 2-4 Pgrmangntly
discontinue
Immune-mediated encephalitis Grade 2-4 Permanently discontinue
Imm}me-medlated Guillain- Grade 2-4 Permanently discontinue
Barré syndrome
) ) Grade 2 or 3 Withhold dose®
Other immune-mediated
adverse reactions® . .
Grade 4 Permanently discontinue
Non-immune-mediated adverse reactions
Pure red cell aplasia (PRCA)" Any Grade Permanently discontinue
Other non-immune-mediated | Grade 2 and 3 Withhold dose until < Grade 1 or
adverse reactions return to baseline
Grade 4 Permanently discontinue'

* Common Terminology Criteria for Adverse Events, version 4.03. ALT: alanine aminotransferase;
AST: aspartate aminotransferase; ULN: upper limit of normal; BLV: baseline value.

® After withholding, IMFINZI can be resumed within 12 weeks if the adverse reactions improved to
< Grade 1 and the corticosteroid dose has been reduced to < 10 mg prednisone or equivalent per day.
IMFINZI should be permanently discontinued for recurrent Grade 3, as applicable.

‘For patients with alternative cause follow the recommendations for AST or ALT increases without
concurrent bilirubin elevations.

41f AST and ALT are less than or equal to ULN at baseline in patients with liver involvement, withhold

or permanently discontinue durvalumab based on recommendations for hepatitis with no liver

involvement. Permanently discontinue tremelimumab for Grade 3; however, treatment with

durvalumab can be resumed once event has resolved.

¢Permanently treatment with durvalumab can be resumed once event has resolved.



"Permanently discontinue IMFINZI if the adverse reaction does not resolve to < Grade 1 within 30 days
or if there are signs of respiratory insufficiency.

¢ Includes immune thrombocytopenia, pancreatitis, immune-mediated arthritis, and uveitis.

" Adverse drug reaction is only associated when olaparib maintenance treatment is used in combination
with IMFINZI, following treatment with IMFINZI in combination with platinum-based chemotherapy.

"'With the exception of Grade 4 laboratory abnormalities, about which the decision to discontinue should
be based on accompanying clinical signs/symptoms and clinical judgment.

For non-immune-mediated adverse reactions, withhold IMFINZI for Grade 2 and 3 adverse reactions
until < Grade 1 or baseline. IMFINZI should be discontinued for Grade 4 adverse reactions (with the
exception of Grade 4 laboratory abnormalities, about which the decision to discontinue should be based
on accompanying clinical signs/symptoms and clinical judgment).

Special patient populations

Based on a population pharmacokinetic analysis, no dose adjustment of IMFINZI is recommended
based on patient age, body weight, gender and race (see section 5.2).

Pediatric and adolescents

The safety and effectiveness of IMFINZI have not been established in children and adolescents aged
less than 18 years.

Elderly (= 65 years)

No dose adjustment is required for elderly patients (> 65 years of age) (see sections 5.1 and 5.2).”

Renal impairment

Based on a population pharmacokinetic analysis, no dose adjustment of IMFINZI is recommended in
patients with mild or moderate renal impairment (see section 5.2).

Hepatic impairment

Based on a population pharmacokinetic analysis, no dose adjustment of IMFINZI is recommended for
patients with mild or moderate hepatic impairment. IMFINZI has not been studied in patients with
severe hepatic impairment (see section 5.2).

Method of administration

For intravenous administration.
For instructions on dilution of the medicinal product before administration, see section 6.6.

IMFINZI in combination with chemotherapy

For resectable NSCLC, ES-SCLC, MIBC, BTC and endometrial cancer when IMFINZI is administered
in combination with chemotherapy, administer IMFINZI prior to chemotherapy on the same day.

IMFINZI in combination with tremelimumab

For uHCC, when IMFINZI in administered in combination with tremelimumab, administer
tremelimumab prior to IMFINZI on the same day. IMFINZI and tremelimumab are administered as
separate intravenous infusions.



4.3

4.4

Contraindications
None.
Special warnings and special precautions for use

Refer to section 4.2, Table 2 for recommended treatment modifications.

For suspected immune-mediated adverse reactions, adequate evaluation should be performed to confirm
etiology or exclude alternate etiologies. Based on the severity of the adverse reaction, IMFINZI should
be withheld or permanently discontinued. Treatment with corticosteroids or endocrine therapy should
be initiated. For events requiring corticosteroid therapy, and upon improvement to < Grade 1,
corticosteroid taper should be initiated and continued over at least 1 month. Consider increasing dose
of corticosteroids and/or using additional systemic immunosuppressants if there is worsening or no
improvement.

Immune-mediated pneumonitis

Immune-mediated pneumonitis or interstitial lung disease, defined as requiring use of systemic
corticosteroids and with no clear alternate etiology, occurred in patients receiving IMFINZI, IMFINZI
in combination with tremelimumab or IMFINZI in combination with platinum-based chemotherapy
followed by IMFINZI in combination with olaparib (see section 4.8). Patients should be monitored for
signs and symptoms of pneumonitis. Suspected pneumonitis should be confirmed with radiographic
imaging and other infectious and disease-related etiologies excluded and managed as recommended in
section 4.2. For Grade 2 events, an initial dose of 1 — 2 mg/kg/day prednisone or equivalent should be
initiated followed by a taper. For Grade 3 or 4 events, an initial dose of 2 — 4 mg/kg/day
methylprednisolone or equivalent should be initiated followed by a taper.

Pneumonitis and radiation pneumonitis

Radiation pneumonitis is frequently observed in patients receiving radiation therapy to the lung and the
clinical presentation of pneumonitis and radiation pneumonitis is very similar. In the PACIFIC Study,
in patients who had completed treatment with concurrent chemoradiation within 1 to 42 days prior to
initiation of study treatment, pneumonitis and radiation pneumonitis, occurred in patients receiving
IMFINZI. Pneumonitis or radiation pneumonitis occurred in 161 (33.9%) patients in the IMFINZI-
treated group and 58 (24.8%) in the placebo group; including Grade 3 in 16 (3.4%) patients on IMFINZI
vs. 7 (3.0%) patients on placebo and Grade 5 in 5 (1.1%) patients on IMFINZI vs. 4 (1.7%) patients on
placebo. The median time to onset in the IMFINZI-treated group was 55 days (range: 1-406 days) vs.
55 days (range: 1-255 days) in the placebo group.

In the ADRIATIC Study, in patients who had completed treatment with chemoradiation within 1 to 42
days prior to initiation of study treatment, pneumonitis or radiation pneumonitis occurred in 100
(38.2%) patients in the IMFINZI-treated group and 80 (30.2%) in the placebo group; including Grade
3 in 8 (3.1%) patients on IMFINZI vs 6 (2.3%) patients on placebo, and Grade 5 in 1 (0.4%) patient on
IMFINZI vs 0 patients on placebo.

Immune-mediated hepatitis

Immune-mediated hepatitis, defined as requiring use of systemic corticosteroids and with no clear
alternate etiology, occurred in patients receiving IMFINZI or IMFINZI in combination with
tremelimumab (see section 4.8). Patients should be monitored for abnormal liver tests prior to and
periodically during treatment with IMFINZI. Immune-mediated hepatitis should be managed as



recommended in section 4.2. Corticosteroids should be administered with an initial dose of 1-2
mg/kg/day prednisone or equivalent followed by taper for all grades.

Immune-mediated colitis

Immune-mediated colitis or diarrhea, defined as requiring use of systemic corticosteroids and with no
clear alternate etiology, occurred in patients receiving IMFINZI or IMFINZI in combination with
tremelimumab (see section 4.8). Patients should be monitored for signs and symptoms of
colitis/diarrhea or intestinal perforation and managed as recommended in section 4.2. Corticosteroids
should be administered at an initial dose of 1-2 mg/kg/day prednisone or equivalent followed by a taper
for Grades 2-4. Consult a surgeon immediately if intestinal perforation of ANY grade is suspected.

Immune-mediated endocrinopathies

Immune-mediated hypothyroidism/hyperthyroidism/thyroiditis

Immune-mediated hypothyroidism, hyperthyroidism or thyroiditis have occurred in patients receiving
IMFINZI or IMFINZI in combination with tremelimumab (see section 4.8). Patients should be
monitored for abnormal thyroid function tests prior to and periodically during treatment and managed
as recommended in section 4.2. For immune-mediated hypothyroidism, initiate thyroid hormone
replacement as clinically indicated for Grades 2-4. For immune-mediated hyperthyroidism/thyroiditis,
symptomatic management can be implemented for Grades 2-4.

Immune-mediated adrenal insufficiency

Immune-mediated adrenal insufficiency occurred in patients receiving IMFINZI or IMFINZI in
combination with tremelimumab (see section 4.8). Patients should be monitored for clinical signs and
symptoms of adrenal insufficiency. For symptomatic adrenal insufficiency, patients should be managed
as recommended in section 4.2. Corticosteroids should be administered with an initial dose of 1-2
mg/kg/day prednisone or equivalent followed by taper and a hormone replacement as clinically
indicated for Grades 2-4.

Immune-mediated type 1 diabetes mellitus

Immune-mediated type 1 diabetes mellitus, which can present with diabetic ketoacidosis, occurred in
patients receiving IMFINZI or IMFINZI in combination with tremelimumab (see section 4.8). Patients
should be monitored for clinical signs and symptoms of type 1 diabetes mellitus. For symptomatic type
1 diabetes mellitus, patients should be managed as recommended in section 4.2. Treatment with insulin
can be initiated as clinically indicated for Grades 2-4.

Immune-mediated hypophysitis/hypopituitarism

Immune-mediated hypophysitis or hypopituitarism occurred in patients receiving IMFINZI or IMFINZI
in combination with tremelimumab (see section 4.8). Patients should be monitored for clinical signs
and symptoms of hypophysitis or hypopituitarism. For symptomatic hypophysitis or hypopituitarism,
patients should be managed as recommended in section 4.2. Corticosteroids should be administered
with an initial dose of 1-2 mg/kg/day prednisone or equivalent followed by taper and a hormone
replacement as clinically indicated for Grades 2-4.

Immune-mediated nephritis

Immune-mediated nephritis, defined as requiring use of systemic corticosteroids and with no clear
alternate etiology, occurred in patients receiving IMFINZI or IMFINZI in combination with
tremelimumab (see section 4.8). Patients should be monitored for abnormal renal function tests prior to
and periodically during treatment with IMFINZI and managed as recommended in section 4.2.



Corticosteroids should be administered with an initial dose of 1-2 mg/kg/day prednisone or equivalent
followed by taper for Grades 2-4.

Immune-mediated rash

Immune-mediated rash or dermatitis (including pemphigoid), defined as requiring use of systemic
corticosteroids and with no clear alternate etiology, occurred in patients receiving IMFINZI or IMFINZI
in combination with tremelimumab (see section 4.8). Patients should be monitored for signs and
symptoms of rash or dermatitis and managed as recommended in section 4.2. Corticosteroids should be
administered with an initial dose of 1-2 mg/kg/day prednisone or equivalent followed by taper for Grade
2 > 1 week or Grade 3 and 4.

Immune-mediated myocarditis

Immune-mediated myocarditis, which can be fatal, occurred in patients receiving IMFINZI or IMFINZI
in combination with tremelimumab (see section 4.8). Patients should be monitored for signs and
symptoms of immune-mediated myocarditis and managed as recommended in section 4.2.
Corticosteroids should be administered with an initial dose of 2-4 mg/kg/day prednisone or equivalent
followed by taper for Grades 2-4. If no improvement within 2 to 3 days despite corticosteroids, promptly
start additional immunosuppressive therapy. Upon resolution (Grade 0), corticosteroid taper should be
initiated and continued over at least 1 month.

Other immune-mediated adverse reactions

Given the mechanism of action of IMFINZI or IMFINZI in combination with tremelimumab, other
potential immune-mediated adverse reactions may occur. Patients should be monitored for signs and
symptoms and managed as recommended in section 4.2. Other immune-mediated adverse reactions are
myasthenia gravis, myositis, polymyositis, rhabdomyolysis, Guillain-Barré syndrome and immune
thrombocytopenia, pancreatitis, immune-mediated arthritis, uveitis and encephalitis (see section 4.8).

Infusion-related reactions

Patients should be monitored for signs and symptoms of infusion-related reactions. Severe infusion-
related reactions have been reported in patients receiving IMFINZI or IMFINZI in combination with
tremelimumab (see section 4.8). For Grade 1 or 2 severity, may consider pre-medications for
prophylaxis of subsequent infusion reactions. For Grade 3 or 4, manage severe infusion-related
reactions per institutional standard, appropriate clinical practice guidelines and/or society guidelines.

Treatment-specific precaution
Treatment-specific precaution (IMFINZI in combination with olaparib in endometrial cancer)
Haematological toxicity

Pure red cell aplasia (PRCA) (see section 4.8) was reported when olaparib maintenance treatment was
used in combination with IMFINZI, following treatment with IMFINZI in combination with platinum-
based chemotherapy. If PRCA is confirmed, treatment with IMFINZI and olaparib should be
discontinued.

Autoimmune haemolytic anemia (AIHA) was reported when olaparib maintenance treatment was used
in combination with IMFINZI, following treatment with IMFINZI in combination with platinum-based
chemotherapy. If AIHA is confirmed, treatment with IMFINZI and olaparib should be discontinued.



4.5

4.6

4.7

Interaction with other medicinal products and other forms of interaction

Durvalumab is an immunoglobulin and the primary elimination pathways of durvalumab are protein
catabolism via reticuloendothelial system or target mediated disposition, therefore no formal
pharmacokinetic (PK) drug-drug interaction studies have been conducted with durvalumab since no
metabolic drug-drug interactions are expected. PK drug-drug interaction between durvalumab and
chemotherapy was assessed in the CASPIAN study and no clinically meaningful PK drug-drug
interaction was identified. PK drug-drug interaction between durvalumab in combination with
tremelimumab and platinum-based chemotherapy was assessed in the POSEIDON study and no
clinically meaningful PK drug-drug interaction was identified. PK drug-drug interaction between
durvalumab in combination with tremelimumab was assessed in the HIMALAYA study and no
clinically meaningful PK drug- drug interaction was identified. Furthermore, in the DUO-E study, the
exposure to durvalumab was similar in both treatment arms which indicates that there were no clinically
meaningful PK drug-drug interactions between durvalumab and olaparib, although exposure to olaparib
was not measured throughout the study.

Pregnancy and lactation

Pregnancy

In animal reproduction studies, administration of durvalumab to pregnant cynomolgus monkeys from
the confirmation of pregnancy through delivery at exposure levels approximately 22 times higher than
those observed at the clinical dose of 10 mg/kg of durvalumab (based on AUC) was not associated with
maternal toxicity or effects on embryofetal development, pregnancy outcome or postnatal development
(see section 5.3). There are no data on the use of durvalumab in pregnant women. Based on its
mechanism of action, durvalumab has the potential to impact maintenance of pregnancy and may cause
fetal harm when administered to a pregnant woman. Human IgGl1 is known to cross the placental
barrier. Durvalumab is not recommended during pregnancy and in women of childbearing potential not
using effective contraception during treatment and for at least 3 months after the last dose.

Breast-feeding

There is no information regarding the presence of durvalumab in human milk, the absorption and effects
on the breast-fed infant, or the effects on milk production. Human IgG is excreted in human milk. In
animal reproduction studies, administration of durvalumab to pregnant cynomolgus monkeys was
associated with dose-related low-level excretion of durvalumab in breast milk. Because of the potential
for adverse reactions in breastfed infants from durvalumab, advise a lactating woman not to breast-feed
during treatment and for at least 3 months after the last dose.

Fertility

There are no data on the potential effects of durvalumab on fertility in humans. In repeat-dose
toxicology studies with durvalumab in sexually mature cynomolgus monkeys of up to 3 months
duration, there were no notable effects on the male and female reproductive organs.

Effects on ability to drive and use machines

Based on its pharmacodynamic properties, durvalumab is unlikely to affect the ability to drive and use
machines. However, if patients experience adverse reactions affecting their ability to concentrate and
react, they should be advised to use caution when driving or operating machinery.



4.8 Undesirable effects

Overall summary of adverse drug reactions

The safety of IMFINZI as monotherapy is based on pooled data in 4 045 patients across multiple tumour
typesThe most frequent adverse reactions were cough (21.5%), diarrhoea (16.3%) and rash (16.0%).

IMFINZI in combination with chemotherapy

The safety of IMFINZI in combination with chemotherapy is based on pooled data in 838 patients
from 3 studies (TOPAZ-1, CASPIAN and DUO-E). The most common (> 10%) adverse reactions
were neutropenia (47.3%), anaemia (44.9%), fatigue (38.8%), nausea (38.4%), thrombocytopenia
(28.0%), alopecia (27.4%), constipation (25.9%), decreased appetite (21.2%), neuropathy peripheral
(21.2%), abdominal pain (20.3%), diarrhoea (19.1%), rash (18.5%), vomiting (18.0%), leukopenia
(17.2%), pyrexia (13.4%), arthralgia (12.4%), cough/productive cough (12.4%), pruritus (11.8%),
hypothyroidism (11.0%), aspartate aminotransferase increased/alanine aminotransferase increased
(10.7%) and oedema peripheral (10.1%). The most common (> 2%) NCI CTCAE Grade > 3 adverse
reactions were neutropenia (30.7%), anaemia (17.1%), thrombocytopenia (9.9%), leukopenia (6.4%),
fatigue (4.5%), febrile neutropenia (2.9%), aspartate aminotransferase increased/alanine
aminotransferase increased (2.1%) and pneumonia (2.0%).

IMFINZI was discontinued due to adverse reactions in 3.6% of patients. The most common adverse
reactions leading to treatment discontinuation were anaemia (0.5%), rash (0.5%) and fatigue (0.5%).

IMFINZI was delayed or interrupted due to adverse reactions in 31.0% of patients. The most common
adverse reactions leading to dose delay or interruption were neutropenia (15.0%), thrombocytopenia
(6.8%), anaemia (5.1%) and leukopenia (2.9%).

IMFINZI in combination with platinum-based chemotherapy followed by IMFINZI in combination
with olaparib 300 mg twice daily

The safety of IMFINZI given in combination with platinum-based chemotherapy followed by IMFINZI
in combination with olaparib 300 mg twice daily is based on data in 238 patients with endometrial
cancer. The most common (> 20%) adverse reactions were anaemia (61.8%), nausea (54.6%), fatigue
(54.2%), neuropathy peripheral (51.7%), alopecia (50.8%), neutropenia (39.5%), constipation (32.8%),
thrombocytopenia (29.8%), diarrhoea (28.2%), vomiting (25.6%), arthralgia (24.4%), rash (23.5%),
abdominal pain (23.5%), decreased appetite (23.1%) and leukopenia (20.2%).

The most common (>2%) NCI CTCAE Grade > 3 adverse reactions were neutropenia (25.2%), anaemia
(23.5%), leukopenia (6.7%), thrombocytopenia (5.9%), fatigue (5.5%), febrile neutropenia (3.4%),
nausea (2.9%), aspartate aminotransferase increased / alanine aminotransferase increased (2.9%) and
neuropathy peripheral (2.5%).

IMFINZI was discontinued in 4.6% of patients. The most common adverse reaction leading to treatment
discontinuation was pneumonitis (1.7%).

IMFINZI was interrupted in 38.2% of patients. The most common adverse reactions leading to dose
interruption were anaemia (13.4%), thrombocytopenia (11.8%), neutropenia (10.1%), leukopenia
(2.9%), hypothyroidism (2.1%) and upper respiratory tract infection (2.1%).

Tabulated list of adverse reactions




Table 3 lists the incidence of adverse reactions in the monotherapy safety dataset. Adverse drug
reactions are listed according to system organ class in MedDRA. Within each system organ class, the
adverse drug reactions are presented in decreasing frequency. Within each frequency grouping, adverse
drug reactions are presented in order of decreasing seriousness. In addition, the corresponding
frequency category for each ADR is based on the CIOMS III convention and is defined as: very common
(= 1/10); common (> 1/100 to < 1/10); uncommon (= 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1000);
very rare (< 1/10,000); not determined (cannot be estimated from available data).

Table 3. Adverse drug reactions in patients treated with IMFINZI monotherapy

System Organ | Adverse Drug | Frequency of any Grade Frequency of Grade 3-4
Class Reaction
Cough/ Productive | Very common 646 (21.5%) | Uncommon 11 (0.4%)
Respiratory, Cough
thoracic and | Pneumonitis® Common 114 (3.8%) Uncommon 26 (0.9%)
mediastinal Dysphonia Common 93 (3.1%) Rare 2 (<0.1%)
disorders Interstitial ~ lung | Uncommon 18 (0.6%) Uncommon 4 (0.1%)
disease
Aspartate Common 244 (8.1%) Common 69 (2.3%)
aminotransferase
Hepatobiliary Xllc;re;?ns:d or
disorders .
aminotransferase
increased®®
Hepatitis™* Uncommon 25 (0.8%) Uncommon 12 (0.4%)
Gastrointestinal Abdominal pain® Very common 383 (12.7%) | Common 53 (1.8%)
disorders Diarrhea Very common 491 (16.3%) | Uncommon 19 (0.6%)
Colitis® Uncommon 28 (0.9%) Uncommon 10 (0.3%)
Pancreatitis’ Uncommon 6 (0.23%) Uncommon 5 (0.17%)
Endocrine Hypothyroidism® | Very common 305 (10.1%) | Uncommon 5 (0.2%)
disorders Hyperthyroidism" | Common 137 (4.6%) 0
Thyroiditis' Uncommon 23 (0.8%) Rare 2 (<0.1%)
Adrenal Uncommon 18 (0.6%) Rare 3 (<0.1%)
insufficiency
Hypophysitis/ Rare 2 (<0.1%) Rare 2 (<0.1%)
Hypopituitarism
Type 1 diabetes | Rare 1 (<0.1%) Rare 1 (<0.1%)
mellitus
Diabetes insipidus | Rare 1 (<0.1%) Rare 1 (<0.1%)
Eye disorders Uveitis Rare 1 (<0.1%) 0
Renal and urinary | Blood creatinine | Common 105 (3.5%) Rare 3 (<0.1%)
disorders increased
Dysuria Common 39 (1.3%) 0
Nephritis! Uncommon 9 (0.3%) Rare 2 (<0.1%)
Skin and | Rash® Very common 480 (16.0%) | Uncommon 18 (0.6%)
subcutaneous Pruritus! Very common 325 (10.8%) | Rare 1 (<0.1%)
tissue disorders Night sweats Common 47 (1.6%) Rare 1 (<0.1%)
Dermatitis Uncommon 22 (0.7%) Rare 2 (<0.1%)
Pemphigoid™ Rare 3 (<0.1%) 0
Cardiac disorders Myocarditis Rare 1 (<0.1%) Rare 1 (<0.1%)
General disorders | Pyrexia Very common 414 (13.8%) | Uncommon 10 (0.3%)
and administration | Oedema Common 291 (9.7%) Uncommon 9 (0.3%)
site conditions peripheral”
Infections and | Upper respiratory | Very common 407 (13.5%) | Uncommon 6 (0.2%)
infestations tract infections®




System Organ | Adverse Drug | Frequency of any Grade Frequency of Grade 3-4
Class Reaction
Pneumonia®? Common 269 (8.9%) Common 106 (3.5%)
Oral candidiasis Common 64 (2.1%) 0
Dental and oral | Common 50 (1.7%) Rare 1 (<0.1%)
soft tissue
infections?
Influenza Common 47 (1.6%) Rare 2 (<0.1%)
Musculoskeletal Myalgia Common 178 (5.9%) Rare 2 (<0.1%)
and connective | Myositis" Uncommon 6 (0.2%) Rare 1 (<0.1%)
tissue disorders Polymyositis® Not determined? Not determined®
Immune- mediated | Not determined' Not determined'
arthritis
Myasthenia gravis | Not determined' Not determined'
dNervgus System ["gpcephalitis Not determined" Not determined"
1sorders Guillain-Barré Not Not determined'
syndrome® determined'
Blood and | Immune Rare 2 (<0.1%) Rare 1 (<0.1%)
lymphatic system | thrombocytopenia
disorders a
Injury, poisoning | Infusion-related Common 49 (1.6%) Uncommon 5(0.2%)
and procedural | reaction”
complications

? Including fatal outcome.

® Includes alanine aminotransferase increased, aspartate aminotransferase increased, hepatic enzyme increased, and
transaminases increased.

¢ Includes hepatitis, autoimmune hepatitis, hepatitis toxic, hepatocellular injury, hepatitis acute, hepatotoxicity and
immune-mediated hepatitis.

4 Includes abdominal pain, abdominal pain lower, abdominal pain upper, and flank pain.

¢ Includes colitis, enteritis, enterocolitis, and proctitis.

fIncludes pancreatitis and pancreatitis acute.

¢ Includes autoimmune hypothyroidism and hypothyroidism

" Includes hyperthyroidism and Basedow's disease.

Includes autoimmune thyroiditis, thyroiditis, and thyroiditis subacute.

Includes autoimmune nephritis, tubulointerstitial nephritis, nephritis, glomerulonephritis and glomerulonephritis

membranous.

¥ Includes rash erythematous, rash generalized, rash macular, rash maculopapular, rash papular, rash pruritic, rash

pustular, erythema, eczema and rash.

!'Includes pruritus generalized and pruritus.

™ Includes pemphigoid, dermatitis bullous and pemphigus. Reported frequency from completed and ongoing trials

is uncommon.

" Includes oedema peripheral and peripheral swelling.

° Includes laryngitis, nasopharyngitis, peritonsillar abscess,

tracheobronchitis, and upper respiratory tract infection.

P Includes lung infection, pneumocystis jirovecii pneumonia, pneumonia, candida pneumonia, pneumonia legionella,

pneumonia adenoviral, pneumonia bacterial, pneumonia cytomegaloviral, pneumonia haemophilus, pneumonia

pneumococcal and pneumonia streptococcal.

4 Includes gingivitis, oral infection, periodontitis, pulpitis dental, tooth abscess and tooth infection.

" Includes rhabdomyolysis (as single medical concept with myositis/polymyositis).

pharyngitis, rhinitis, sinusitis, tonsillitis,



* Polymyositis (fatal) was observed in a patient treated with IMFINZI from an ongoing sponsored clinical study

outside of the pooled dataset: rare in any grade, rare in Grade 3 or 4 or 5.

‘Reported frequency from AstraZeneca-sponsored clinical studies outside of the pooled dataset is rare.

“Reported frequency from ongoing AstraZeneca-sponsored clinical studies outside of the pooled dataset is rare and

includes two events of encephalitis, one was Grade 5 (fatal) and one was Grade 2.

V Includes infusion-related reaction and urticaria with onset on the day of dosing or 1 day after dosing.
Table 3 lists the incidence of adverse reactions in the IMFINZI monotherapy pooled safety dataset
(N=4 045), in patients treated with IMFINZI in combination with chemotherapy (N=838) and in
patients treated with IMFINZI in combination with platinum-based chemotherapy followed by
IMFINZI in combination with olaparib (platinum-based chemotherapy + IMFINZI + olaparib)

(N=238).

Table 3. Adverse drug reactions in patients treated with IMFINZI

IMFINZI as monotherapy

IMFINZI in combination
with chemotherapy

Platinum-based
chemotherapy + IMFINZI
+ olaparib”

Infections and infestations

Very common

Upper respiratory tract
infections®

Upper respiratory tract
infection®

Common Pneumonia®®, Influenza, Pneumonia®®, Upper Pneumonia, Oral
Oral candidiasis, Dental and | respiratory tract infections?, | candidiasis, Dental and oral
oral soft tissue infections? Dental and oral soft tissue soft tissue infections?
infections!
Uncommon Oral candidiasis, Influenza, Influenza
Blood and lymphatic system disorders
Very Anaemia, Leukopenia®, Anaemia", Leukopenia®
Common Neutropenia, Neutropenia®,
Thrombocytopenia® Thrombocytopenia”
Common Febrile neutropenia, Aplasia pure red cell, Febrile
Pancytopenia® neutropenia®, Lymphopenia
Uncommon Immune thrombocytopenia Pancytopenia®
Rare Immune thrombocytopenia®
Immune system disorders
Common | Hypersensitivity'/
Endocrine disorders
Very common | Hypothyroidism* Hypothyroidism* Hypothyroidism
Common Hyperthyroidism' Hyperthyroidism', Hyperthyroidism,
Thyroiditis™ Thyroiditis
Uncommon Thyroiditis™, Adrenal Adrenal insufficiency, Type
insufficiency 1 diabetes mellitus
Rare Type 1 diabetes mellitus,
Hypophysitis/Hypopituitaris
m, Diabetes insipidus
Eye disorders
Uncommon Uveitis Uveitis
Rare Uveitis

Metabolism and nutrition disorders

Very common

Decreased appetite

Decreased appetite”

Nervous System Disorders

Very common

Neuropathy peripheral”

Neuropathy peripheral,
Dizziness', Headache',
Dysgeusia'®




IMFINZI as monotherapy

IMFINZI in combination
with chemotherapy

Platinum-based
chemotherapy + IMFINZI
+ olaparib’

Uncommon Myasthenia gravis
Rare Myasthenia gravis,

Meningitis?
Not known Noninfective encephalitis?,

Guillain-Barré syndrome,
Myelitis transverse"

Vascular disorders

Common

Venous thromboembolic
events'®

Cardiac disorders

Uncommon

Myocarditis

Respiratory, thoracic and mediastinal disorders

Very common

Cough/Productive Cough

Cough/Productive Cough

Cough/Productive cough,
Dyspnoea™

Common

Pneumonitis®, Dysphonia

Pneumonitis

Pneumonitis, Dysphonia

Uncommon

Interstitial lung disease

Interstitial lung disease,
Dysphonia

Interstitial lung disease

Gastrointestinal disorders

Very common

Diarrhoea, Abdominal pain*

Diarrhoea, Abdominal pain",
Constipation, Nausea,

Diarrhoea, Abdominal pain",
Constipation", Nausea",

Vomiting Vomiting", Stomatitish
Common Stomatitis” Dyspepsia’, Colitis™
Uncommon Colitis¥, Pancreatitis*® Colitis¥, Pancreatitis®
Rare Coeliac disease" Coeliac disease"

Hepatobiliary disorders

Very common

Aspartate aminotransferase
increased or Alanine
aminotransferase increased”

Aspartate aminotransferase
increased or Alanine
aminotransferase increased

Common Hepatitis®*, Aspartate Hepatitis®*
aminotransferase increased
or Alanine aminotransferase
increased™’
Uncommon Hepatitis*

Skin and subcutaneous tissue disorders

Very common

Rash®, Pruritus

Rash®, Alopecia, Pruritus

Rash®, Alopecia®, Pruritus

Common Night sweats Dermatitis Dermatitis®
Uncommon Dermatitis, Psoriasis, Pemphigoid®, Night sweats, | Night sweats
Pemphigoid® Psoriasis

Musculoskeletal and connective tissue disorders

Very common | Arthralgia Arthralgia Arthralgia®, Myalgia
Common Myalgia Myalgia
Uncommon Myositisi Immune-mediated arthritis, | Myositis
Myositis
Rare Polymyositis®, Immune-

mediated arthritis

Renal and urin

ary disorders

Very common

Blood creatinine increased

Common Blood creatinine increased, Blood creatinine increased, Dysuria

Dysuria Dysuria
Uncommon Nephritis' Cystitis noninfective Cystitis noninfective!
Rare Cystitis noninfective

General disorders and administration site conditions




IMFINZI as monotherapy

IMFINZI in combination
with chemotherapy

Platinum-based
chemotherapy + IMFINZI
+ olaparib’

Very common

Pyrexia

Pyrexia, Fatigue®s,
Peripheral oedema™

Pyrexia, Fatigue", Peripheral
oedema®

hh

Common Peripheral oedema

Injury, poisoning and procedural complications

Common Infusion-related reaction’ | Infusion-related reaction’ | Infusion-related reaction

Adverse reaction frequencies may not be fully attributed to durvalumab alone but may contain
contributions from the underlying disease or from other medicinal products used in a combination.

* overall study of treatment with up to six 21-day cycles with platinum-based chemotherapy in
combination with IMFINZI, followed by IMFINZI in combination with olaparib.

* includes laryngitis, nasopharyngitis, peritonsillar abscess, pharyngitis, rhinitis, sinusitis, tonsillitis,
tracheobronchitis and upper respiratory tract infection.

® includes pneumocystis jirovecii pneumonia, pneumonia, pneumonia adenoviral, pneumonia
bacterial, pneumonia cytomegaloviral, pneumonia haemophilus, pneumonia pneumococcal,
pneumonia streptococcal, candida pneumonia and pneumonia legionella.

¢ including fatal outcome.

4 includes gingivitis, oral infection, periodontitis, pulpitis dental, tooth abscess and tooth infection.
¢ includes leukopenia and white blood cell count decreased.

" includes neutropenia and neutrophil count decreased.

¢ includes thrombocytopenia and platelet count decreased.

" adverse reaction only applies to chemotherapy ADRs in the DUO-E study.

"adverse reaction only applies to olaparib ADRs in the DUO-E study.

Jincludes drug hypersensitivity and hypersensitivity.

¥ includes autoimmune hypothyroidism, hypothyroidism, immune-mediated hypothyroidism, blood
thyroid stimulating hormone increased.

"includes hyperthyroidism, Basedow's disease, immune-mediated hyperthyroidism and blood thyroid
stimulating hormone decreased.

includes autoimmune thyroiditis, immune-mediated thyroiditis, thyroiditis, and thyroiditis subacute.
" includes neuropathy peripheral, paraesthesia and peripheral sensory neuropathy.

°includes dysgeusia and taste disorder.

P includes meningitis and noninfective meningitis.

4 reported frequency from ongoing AstraZeneca-sponsored clinical studies outside of the pooled
dataset is rare and includes fatal outcome.

"events were reported from post-marketing data.

*includes deep vein thrombosis, embolism, embolism venous, pelvic venous thrombosis, superficial
vein thrombosis and thrombosis.

"includes dyspnoea and dyspnoea exertional.



" includes abdominal pain, abdominal pain lower, abdominal pain upper and flank pain.
Vincludes stomatitis and mucosal inflammation.

¥ includes colitis, enteritis, enterocolitis, and proctitis.

* includes pancreatitis and pancreatitis acute.

Y includes alanine aminotransferase increased, aspartate aminotransferase increased, hepatic enzyme
increased and transaminases increased.

? includes hepatitis, autoimmune hepatitis, hepatitis toxic, hepatocellular injury, hepatitis acute,
hepatotoxicity and immune-mediated hepatitis.

* includes rash erythematous, rash macular, rash maculopapular, rash papular, rash pruritic, rash
pustular, erythema, eczema and rash.

®® includes dermatitis and immune-mediated dermatitis.
“includes pemphigoid, dermatitis bullous and pemphigus. Reported frequency from completed and
ongoing studies is uncommon.

44 includes rhabdomyolysis, myositis, and polymyositis.

° polymyositis (fatal) was observed in a patient treated with IMFINZI from an ongoing sponsored
clinical study outside of the pooled dataset.

 includes autoimmune nephritis, tubulointerstitial nephritis, nephritis, glomerulonephritis and
glomerulonephritis membranous.

£¢ includes fatigue and asthenia.
" jncludes oedema peripheral and peripheral swelling.

T includes infusion-related reaction and urticaria with onset on the day of dosing or 1 day after dosing.

Table 5 lists the incidence of laboratory abnormalities reported in the IMFINZI monotherapy safety
dataset.

Table 5. Laboratory abnormalities worsening from baseline in patients treated with IMFINZI
monotherapy

Laboratory Abnormalities n Any Grade Grade 3 or 4
Alanine aminotransferase increased 2866 813 (28.4%) 69 (2.4%)
Aspartate aminotransferase increased 2858 891 (31.2%) 102 (3.6%)
Blood creatinine increased 2804 642 (22.9%) 13 (0.5%)
TSH elevated > ULN and < ULN at baseline 3006 566 (18.8%) NA
TSH decreased < LLN and > LLN at baseline 3006 545 (18.1%) NA

ULN = upper limit of normal; LLN = lower limit of normal
Muscle Invasive Bladder Cancer (MIBC)
Neoadjuvant and adjuvant treatment of MIBC — NIAGARA

The safety of IMFINZI in combination with neoadjuvant gemcitabine and cisplatin followed by surgery
and continued IMFINZI treatment as adjuvant, single-agent therapy was evaluated in NIAGARA, a



randomized, open-label, multicenter trial. Patients received IMFINZI in combination with
chemotherapy (n=530) or received chemotherapy alone (n=526) [see Clinical Studies].

The median duration of exposure to IMFINZI 1,500 mg every 3 weeks in the neoadjuvant phase was
12 weeks (range: 1.1 to 84 weeks). The median duration of exposure to IMFINZI 1,500 mg every 4
weeks in the adjuvant phase was 32 weeks (range: 2.4 to 50 weeks).

The most common adverse reactions, including laboratory abnormalities, in the overall study (occurring
in > 20% of patients) were decreased hemoglobin, decreased neutrophils, increased blood creatinine,
decreased sodium, nausea, increased ALT, decreased calcium, decreased platelets, fatigue, increased
potassium, decreased lymphocytes, increased AST, constipation, decreased magnesium, decreased
appetite, increased alkaline phosphate, rash, pyrexia, diarrhea, vomiting, and abdominal pain.

In patients treated with platinum-based chemotherapy in combination with IMFINZI, followed by
IMFINZI either as monotherapy (platinum-based chemotherapy + IMFINZI arm) or in combination
with olaparib (platinum-based chemotherapy + IMFINZI + olaparib arm), the proportion of patients
who experienced a shift from baseline to a Grade 3 or 4 laboratory abnormality was as follows in the
platinum-based chemotherapy + IMFINZI arm: 3.5% for alanine aminotransferase increased, 3.0% for
aspartate aminotransferase increased and 0.4% for blood creatinine increased, and as follows in the
platinum-based chemotherapy + IMFINZI + olaparib arm: 3.8% for alanine aminotransferase increased,
3.4% for aspartate aminotransferase increased and 1.7% for blood creatinine increased. The proportion
of patients who experienced a TSH shift from baseline that was < ULN to > ULN was 27.2% and a
TSH shift from baseline that was > LLN to < LLN was 24.3% in the platinum-based chemotherapy +
IMFINZI arm and the proportion of patients who experienced a TSH shift from baseline that was < ULN
to > ULN was 28.6% and a TSH shift from baseline that was > LLN to < LLN was 20.1% in the
platinum-based chemotherapy + IMFINZI + olaparib arm.

Table 6 summarizes the adverse reactions that occurred in patients treated with IMFINZI plus
chemotherapy



Table 6. Adverse Reactions Occurring in > 10% of Patients in the NIAGARA Study

IMFINZI with gemcitabine and N . .
cisplatin Gemcitabine and cisplatin
N =526
N =530
Adverse Reaction All Grades” (%) | Grade® 3-4 (%) | All Grades” (%) ‘ Grade” 3-4 (%)

Gastrointestinal disorders
Nausea 54 1.5 48 1
Constipation 39 0.8 39 0.8
Diarrhea 21 1.5 14 0.4
Vomiting” 20 0.9 19 0.2
Abdominal pain’ 20 0.9 13 1
General disorders and administration site conditions
Fatigue' 52 2.3 49 3
Pyrexia’ 22 0.4 17 0
Edema’ 13 0.4 13 0
Metabolism and nutrition disorders
Decreased appetite 27 0.6 25 0.6
Skin and subcutaneous tissue disorders
Rash’ 23 1.3 12 0.6
Pruritus 15 0 7 0
Nervous system disorders
Peripheral 16 0.2 14 0
neuropathy’
Headache' 11 0 11 0
Dizziness' 11 0 10 0.2
Endocrine disorders
Hypothyroidism" 13 0.4 2.3 0
Vascular disorders
Hypertension’ 12 4.5 9 2.9
Hemorrhage' 11 0.9 10 2.1

* Graded according to NCI CTCAE version 5.0.
T Includes multiple similar terms.

Table 7 summarizes the laboratory abnormalities in patients treated with IMFINZI plus chemotherapy.

Table 7. Select Laboratory Abnormalities That Worsened from Baseline in > 20% of Patients
Who Received IMFINZI with Chemotherapy in the NIAGARA study

Laboratory Abnormality IMFINZI with Gemcitabine and
gemcitabine and cisplatin
cisplatin’
All Grades™ | Grade' All Grade®
(%) Jord Grades' 3ord
(%) (%) (%)
Chemistry
Increased blood creatinine 63 9 58 7
Decreased sodium 54 9 55 10




Increased ALT 53 2.3 54 4.0
Decreased calcium 52 1.3 43 1.2
Increased potassium 51 42 49 4.4
Increased AST 42 1.5 39 2.1
Decreased magnesium 38 1.9 37 2.3
Increased alkaline phosphate 26 0.8 25 0.4
Hematology

Decreased hemoglobin 88 13 87 13
Decreased neutrophils 76 31 74 34
Decreased platelets 52 6 50 7
Decreased lymphocytes 44 10 40 8

* Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: IMFINZI plus chemotherapy (range: 482 to 528), and chemotherapy (range:
467 to 521).

" Graded per NCI CTCAE V5.

Neoadjuvant Phase of NJAGARA

A total of 530 patients received at least 1 dose of IMFINZI in combination with chemotherapy as
neoadjuvant treatment in the IMFINZI treatment arm, and 526 patients received at least 1 dose of
chemotherapy as neoadjuvant treatment in the chemotherapy treatment arm. In the neoadjuvant phase,
serious adverse reactions occurred in 24% of patients who received IMFINZI in combination with
chemotherapy; the most frequent (>1%) serious adverse reactions were pulmonary embolism (1.9%),
febrile neutropenia (1.5%), acute kidney injury (1.3%), thrombocytopenia (1.3%), urinary tract
infection (1.3%) and pneumonia (1.3%). Fatal adverse reactions occurred in 1.1% of patients including
sepsis (0.2%), myocardial infarction (0.2%), and pulmonary embolism (0.2%). One fatal adverse
reaction of pneumonia was reported in 1 (0.2%) patient in the post-surgery phase before adjuvant
treatment started.

Permanent discontinuation of IMFINZI due to an adverse reaction in the neoadjuvant phase occurred
in 9% of patients while receiving IMFINZI in combination with chemotherapy. The most frequent
(>0.5%) adverse reactions that led to permanent discontinuation of IMFINZI were blood creatinine
increased (0.9%), neutropenia (0.6%), acute kidney injury (0.6%), asthenia (0.6%) and fatigue (0.6%).
Of the 530 patients in the IMFINZI treatment arm and 526 patients in the chemotherapy treatment arm
who received neoadjuvant treatment, 1 (0.2%) patient in each treatment arm did not receive surgery due
to adverse reactions. The adverse reaction that led to cancellation of surgery in the IMFINZI treatment
arm was interstitial lung disease.

Of'the 469 patients in the IMFINZI treatment arm who underwent radical cystectomy, 4 (0.8%) patients
experienced delay of surgery (defined as occurring more than 56 days after the last dose of neoadjuvant
treatment) due to adverse reactions.

Adjuvant Phase of NIAGARA

A total of 383 patients (72%) in the IMFINZI treatment arm received at least 1 dose of adjuvant
treatment.



Serious adverse reactions occurred in 26% of patients receiving IMFINZI as adjuvant treatment. The
most frequent serious adverse reactions (occurring in >1% of patients) were urinary tract infection (7%),
acute kidney injury (3.7%), hydronephrosis (2.1%), pyelonephritis (2.1%), urosepsis (1.8%), and sepsis
(1.6%). Fatal adverse reactions occurred in 1.8% of patients, including COVID-19 (0.3%), severe acute
respiratory syndrome (0.3%), cardiopulmonary failure (0.3%), gastrointestinal haemorrhage (0.3%),
and chronic hepatic failure (0.3%).

Permanent discontinuation of adjuvant IMFINZI due to an adverse reaction occurred in 5% of patients.
The most frequent (>0.5%) adverse reactions that led to permanent discontinuation of adjuvant
IMFINZI were nephritis (0.8%), fatigue (0.5%), diarrhea (0.5%), decreased appetite (0.5%) and
pneumonitis (0.5%).

Gastric or Gastroesophageal Junction Adenocarcinoma (GC/GEJC)

Neoadjuvant and Adjuvant Treatment of Resectable GC/GEJC — MATTERHORN

The safety of IMFINZI with FLOT as neoadjuvant and adjuvant treatment, followed by single-agent
IMFINZI, was evaluated in MATTERHORN, a randomized, double-blind, placebo-controlled,
multicenter study of patients with resectable GC/GEJC (Stage II to Stage IVA [AJCC, 8" edition])
[see Clinical Studies (14.7)].

Safety data are available for the 944 patients who received IMFINZI with FLOT (n=475) or placebo
with FLOT (n=469).

The median duration of exposure to IMFINZI 1,500 mg every 4 weeks in the neoadjuvant phase was
8 weeks (range: 1.4 to 8.7 weeks). The median duration of exposure to IMFINZI 1,500 mg every
4 weeks in the adjuvant phase was 48 weeks (range: 1.9 to 50.1 weeks).

The most common adverse reactions (occurring in > 20% of patients) were diarrhea, nausea,
peripheral neuropathy, fatigue, alopecia, decreased appetite, rash, abdominal pain, vomiting,
musculoskeletal pain, pyrexia, and stomatitis.

Table 8 summarizes the adverse reactions that occurred in > 10% of patients treated with IMFINZI in
combination with FLOT chemotherapy.

Table 8: Adverse Reactions Occurring in > 10% of Patients in the MATTERHORN study

Adverse Reaction IMFINZI with FLOT Placebo with FLOT Chemotherapy
Chemotherapy N=469
N=475
All Grades (%) Grade 3 or 4 All Grades (%) Grade 3 or 4

(%) (%)
Gastrointestinal disorders
Diarrhea’ 64 8 59 7
Nausea 51 2.5 51 1.5
Vomiting’ 26 2.1 26 3
Abdominal pain’ 27 2.3 29 1.3
Stomatitis’ 20 1.1 15 0.6
Constipation 16 0 17 0.9
Dysphagia 10 1.5 8 1.5
Nervous system disorders
Peripheral neuropathy’ 51 3.6 47 2.3
Dysgeusial 19 0 15 0

General disorders and administration site conditions




Adverse Reaction IMFINZI with FLOT Placebo with FLOT Chemotherapy
Chemotherapy N=469
N=475
All Grades (%) Grade 3 or 4 All Grades (%) Grade 3 or 4

(%) (%)
Fatigue' 47 5 45 5
Pyrexia' 20 0.8 16 1.3
Skin and subcutaneous tissue disorders
Alopecia 31 0 32 0
Rash' 30 1.5 20 0.4
Pruritus’ 11 0 5 0
Metabolism and nutrition disorders
Decreased appetite’ I 31 | 3.2 30 | 2.1
Musculoskeletal and connective tissue disorders
Musculoskeletal pain’ 21 | 1.5 19 | 0.6
Infections and infestations
COVID-197 19 1.7 16 0.6
Pneumonia’ 11 3.8 10 4.3
Investigations
Weight decreased I 15 | 2.1 19 | 34
Vascular disorders
Hemorrhage' | 14 | 2.5 15 | 2.8
Respiratory, thoracic and mediastinal disorders
Cough’ 10 | 0 10 | 0

" Includes multiple similar terms.

Table 9 summarizes the laboratory abnormalities in patients treated with IMFINZI in combination

with FLOT chemotherapy.
Table 9: Laboratory Abnormalities (> 20%) That Worsened from Baseline in Patients with
Disease Who Received IMFINZI with FLOT Chemotherapy in MATTERHORN
Laboratory Abnormality” IMFINZI with FLOT Placebo with FLOT
Chemotherapy’ Chemotherapy”
All Grades Grade All Grade
(%) 3or4 Grades 3or4
(%) (%) (%)
Hematology
Decreased leukocytes 75 14 79 17
Decreased neutrophils 70 41 74 44
Decreased hemoglobin 68 7 73 8
Decreased lymphocytes 49 13 45 13
Decreased platelets 47 1.1 46 1.9
Chemistry
Increased AST 72 6 69 6
Increased ALT 70 7 65 6
Increased GGT 57 10 51 6
Increased lipase 55 16 55 15
Increased alkaline phosphatase 53 3.2 51 1.5
Decreased calcium 45 0.8 47 2.6
Increased amylase 42 6 39 4.5
Decreased potassium 39 8 40 8
Decreased sodium 33 4.4 32 4.7
Decreased albumin 31 1.5 31 0.2
Increased potassium 22 0.6 26 1.3

" Graded per NCI CTCAE v5.0.




" The denominator used to calculate the rate varied from 444 to 472 based on the number of patients
with a baseline value and at least one post-treatment value.
? The denominator used to calculate the rate varied from 443 to 468 based on the number of patients
with a baseline value and at least one post-treatment value.

Adverse Reactions by Phase of Treatment

Table 10 summarizes safety profile by Phase of treatment.

Table 10: Safety Profile by Phase of Treatment

IMFINZI with FLOT Placebo with FLOT
Chemotherapy Chemotherapy
Neoadjuvant Phase
Number of Patients 475 469
Serious Adverse Reactions 21% 18%
Deaths during Treatment-emergent period 1.9% 1.7%
Permanent discontinuation of IMFINZI or 2.5% 2.1%
Placebo
No surgery due to Adverse Reaction 0.6% 0.4%
Delay in surgery due to Adverse Reaction 2.3% 2.6%
Adjuvant Phase
Number of Patients 365 351
Serious Adverse Reactions 29% 26%
Deaths during Treatment-emergent period 2.2% 2.6%
Permanent discontinuation of IMFINZI or 7% 4.6%
Placebo
Adjuvant Phase (IMFINZI as a single-agent)
Number of Patients 345 331
Serious Adverse Reactions 14% 15%
Deaths during Treatment-emergent period 1.7% 2.4%
Permanent discontinuation of IMFINZI or 6% 2.7%
Placebo

Serious adverse reactions (>2%) in the IMFINZI arm were diarrhea (2.5%) during the neoadjuvant
phase, and pneumonia (2.5%) in the adjuvant phase.

Deaths (>2 patients) in the IMFINZI arm were septic shock (0.6%) and acute coronary syndrome
(0.4%) during the neoadjuvant phase; gastrointestinal perforation (0.5%) and COVID-19 (0.5%)
during adjuvant phase; and gastrointestinal perforation (0.6%) and COVID-19 (0.6%) in the single-
agent adjuvant phase.

Permanent discontinuation of IMFINZI (>2 patients) due an adverse reaction in the IMFINZI arm were
nephritis (0.4%) during the neoadjuvant phase; hepatitis (1.1%), pneumonitis (1.1%), rash (0.8%),
musculoskeletal pain (0.5%), and renal failure (0.5%) during adjuvant phase; and hepatitis (0.9%),
pneumonitis (0.9%), musculoskeletal pain (0.6%), and renal failure (0.6%) during the single-agent
adjuvant phase.

The safety of IMFINZI in combination with chemotherapy in patients with ES-SCLC is based on data
in 265 patients from the CASPIAN study, and was consistent with IMFINZI monotherapy and known
chemotherapy safety profile.



The safety of IMFINZI in combination with chemotherapy as neoadjuvant treatment in patients with
resectable NSCLC, is based on data in 401 patients from the AEGEAN (resectable NSCLC) study and
was consistent with known IMFINZI monotherapy and known chemotherapy safety profiles.

The safety of IMFINZI in combination with chemotherapy in patients with BTC is based on data in 338
patients from the TOPAZ-1 study and was consistent with IMFINZI monotherapy and known
chemotherapy safety profiles.

The safety of STRIDE treatment in patients with uHCC is based on data in 462 patients from the HCC
pool, and was consistent with known IMFINZI + tremelimumab safety profile.

The safety of IMFINZI monotherapy in patients with LS-SCLC is based on data in 262 patients from
the ADRIATIC study. The safety profile was consistent with IMFINZI monotherapy.
Description of selected adverse reactions

The data below reflect information for significant adverse reactions for IMFINZI as monotherapy in the
pooled safety dataset across tumour types (n=3006), IMFINZI in combination with tremelimumab (75
mg Q4W) in the pooled safety dataset across tumour types (n=2280) and STRIDE in the HCC pool
(n=462).

The management guidelines for these adverse reactions are described in sections 4.2 and 4.4.

Immune-mediated pneumonitis

In patients receiving IMFINZI monotherapy, immune-mediated pneumonitis occurred in 92 (3.1%)
patients, including Grade 3 in 25 (0.8%) patients, Grade 4 in 2 (< 0.1%) patients, and Grade 5 in 6
(0.2%) patients. The median time to onset was 55 days (range: 2-785 days). Sixty-nine of the 92 patients
received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day), 2 patients
also received infliximab and 1 patient also received cyclosporine. IMFINZI was discontinued in 38
patients. Resolution occurred in 53 patients. Immune-mediated pneumonitis occurred more frequently
in patients in the PACIFIC Study who had completed treatment with concurrent chemoradiation within
1 to 42 days prior to initiation of the study (9.9%), compared to the other patients in the combined safety
database (1.8%).

In the PACIFIC Study, in patients with locally advanced, unresectable NSCLC (n = 475 in the IMFINZI
arm, and n =234 in the placebo arm) who had completed treatment with concurrent chemoradiation
within 1 to 42 days prior to initiation of study treatment, immune-mediated pneumonitis occurred in 47
(9.9%) patients in the IMFINZI-treated group and 14 (6.0%) patients in the placebo group, including
Grade 3 in 9 (1.9%) patients on IMFINZI vs. 6 (2.6%) patients on placebo and Grade 5 in 4 (0.8%)
patients on IMFINZI vs. 3 (1.3%) patients on placebo. The median time to onset in the IMFINZI-treated
group was 46 days (range: 2-342 days) vs. 57 days (range: 26-253 days) in the placebo group., In the
IMFINZI-treated group 30 patients received high-dose corticosteroid treatment (at least 40 mg
prednisone or equivalent per day) and 2 patients also received infliximab. In the placebo group, 12
patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day)
and 1 patient also received cyclophosphamide and tacrolimus. Resolution occurred for 29 patients in
the IMFINZI treated group vs 6 in placebo.

In the ADRIATIC study in patients with LS-SCLC (n=262 in the IMFINZI arm, and n=265 in the
placebo arm), who had completed treatment with chemoradiation within 1 to 42 days prior to initiation
341 patients in Arm 1 and 344 patients in Arm 2of study treatment, immune-mediated pneumonitis
occurred in 31 (11.8%) patients in the IMFINZI-treated group and 8 (3%) patients in the placebo group,
including Grade 3 in 5 (1.9%) patients on IMFINZI vs. 1 (0.4%) patient on placebo, and Grade 5 in 1



(0.4%) patient on IMFINZI. The median time to onset in the IMFINZI-treated group was 55 days
(range: 1-375 days) vs. 65.5 days (range: 24-124 days) in the placebo group. In the IMFINZI-treated
group, 25 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent
per day) and 1 patient also received infliximab. In the placebo group, 7 patients received high-dose
corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Resolution occurred in 18
patients in the IMFINZI-treated group vs 3 in placebo.

HCC pool

In patients receiving STRIDE, immune- mediated pneumonitis occurred in 6 (1.3%) patients, including
Grade 3 in 1 (0.2%) patient and Grade 5 (fatal) in 1 (0.2%) patient. The median time to onset was 29
days (range: 5-774 days). Six patients received systemic corticosteroids, and 5 of the 6 patients received
high dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). One patient also
received other immunosuppressants. Treatment was discontinued in 2 patients. Resolution occurred in
3 patients.

In the DUO-E Study, out of 238 patients treated with platinum-based chemotherapy in combination
with IMFINZI, followed by IMFINZI in combination with olaparib (platinum-based chemotherapy +
IMFINZI + olaparib arm) immune-mediated pneumonitis occurred in 5 (2.1%) patients, including
Grade 3 in 3 (1.3%) patients. The median time to onset was 85 days (range: 65-321 days). Five patients
received systemic corticosteroids, including 4 patients who received high-dose corticosteroid treatment
(at least 40 mg prednisone or equivalent per day). Resolution occurred in all 5 patients.

Immune-mediated hepatitis

In patients receiving IMFINZI monotherapy, immune-mediated hepatitis occurred in 67 (2.2%)
patients, including Grade 3 in 35 (1.2%) patients, Grade 4 in 6 (0.2%) and Grade 5 in 4 (0.1%) patients.
The median time to onset was 36 days (range: 3-333 days). Forty-four of the 67 patients received high-
dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Three patients also
received mycophenolate treatment. IMFINZI was discontinued in 9 patients. Resolution occurred in 29
patients.

HCC pool

In patients receiving STRIDE, immune mediated hepatitis occurred in 34 (7.4%) patients, including
Grade 3 in 20 (4.3%) patients, Grade 4 in 1 (0.2%) patient and Grade 5 (fatal) in 3 (0.6%) patients. The
median time to onset was 29 days (range: 13-313 days). All patients received systemic corticosteroids,
and 32 of the 34 patients received high dose corticosteroid treatment (at least 40 mg prednisone or
equivalent per day). Nine patients also received other immunosuppressants. Treatment was
discontinued in 10 patients. Resolution occurred in 13 patients.

Immune-mediated colitis

In patients receiving IMFINZI monotherapy, immune-mediated colitis or diarrhea occurred in 58
(1.9%) patients, including Grade 3 in 9 (0.3%) patients and Grade 4 in 2 (< 0.1%) patients. The median
time to onset was 70 days (range: 1-394 days). Thirty-eight of the 58 patients received high-dose
corticosteroid treatment (at least 40 mg prednisone or equivalent per day). One patient also received
infliximab treatment and one patient also received mycophenolate treatment. IMFINZI was
discontinued in 9 patients. Resolution occurred in 43 patients.

HCC pool



In patients receiving STRIDE, immune mediated colitis or diarrhoea occurred in 31 (6.7%) patients,
including Grade 3 in 17 (3.7%) patients. The median time to onset was 23 days (range: 2-479 days). All
patients received systemic corticosteroids, and 28 of the 31 patients received high dose corticosteroid
treatment (at least 40 mg prednisone or equivalent per day). Four patients also received other
immunosuppressants. Treatment was discontinued in 5 patients. Resolution occurred in 29 patients.

Intestinal perforation was not observed in patients receiving STRIDE.

Immune-mediated endocrinopathies

Immune-mediated hypothyroidism

In patients receiving IMFINZI monotherapy, immune-mediated hypothyroidism occurred in 245 (8.2%)
patients, including Grade 3 in 4 (0.1%) patients. The median time to onset was 85 days (range: 1-562
days). Of the 245 patients, 240 patients received hormone replacement therapy, 6 patients received high-
dose corticosteroids (at least 40 mg prednisone or equivalent per day) for immune-mediated
hypothyroidism followed by hormone replacement. No patients discontinued IMFINZI due to immune-
mediated hypothyroidism. Immune-mediated hypothyroidism was preceded by immune-mediated
hyperthyroidism in 20 patients or immune-mediated thyroiditis in 3 patients.

HCC pool

In patients receiving STRIDE, immune-mediated hypothyroidism occurred in 46 (10.0%) patients. The
median time to onset was 85 days (range: 26-763 days). One patient received high-dose corticosteroid
treatment (at least 40 mg prednisone or equivalent per day). All patients required other therapy
(thiamazole, carbimazole, propylthiouracil, perchlorate, calcium channel blocker, or beta-blocker).
Resolution occurred in 6 patients. Immune-mediated hypothyroidism was preceded by immune-
mediated hyperthyroidism in 4 patients.

Immune-mediated hyperthyroidism

In patients receiving IMFINZI monotherapy, immune-mediated hyperthyroidism occurred in 50 (1.7%)
patients, there were no Grade 3 or 4 cases. The median time to onset was 43 days (range: 1-253 days).
Forty-six of the 50 patients received medical therapy (thiamazole, carbimazole, propylthiouracil,
perchlorate, calcium channel blocker, or beta-blocker), 11 patients received systemic corticosteroids
and 4 of the 11 patients received high-dose systemic corticosteroid treatment (at least 40 mg prednisone
or equivalent per day). One patient discontinued IMFINZI due to immune-mediated hyperthyroidism.
Resolution occurred in 39 patients.

HCC pool

In patients receiving STRIDE, immune-mediated hyperthyroidism occurred in 21 (4.5%) patients,
including Grade 3 in 1 (0.2%) patient. The median time to onset was 30 days (range: 13-60 days). Four
patients received systemic coticosteriods, and all of the four patients received high-dose corticosteroid
treatment (at least 40 mg prednisone or equivalent per day). Twenty patients required other therapy
(thiamazole, carbimazole, propylthiouracil, perchlorate, calcium channel blocker, or beta-blocker). One
patient discontinued treatment due to hyperthyroidism. Resolution occurred in 17 patients.

Immune-mediated thyroiditis

In patients receiving IMFINZI monotherapy, immune-mediated thyroiditis occurred in 12 (0.4%)
patients, including Grade 3 in 2 (<0.1%) patients. The median time to onset was 49 days (range: 14-106
days). Of the 12 patients, 10 patients received hormone replacement therapy, 1 patient received high-
dose corticosteroids (at least 40 mg prednisone or equivalent per day). One patient discontinued
IMFINZI due to immune-mediated thyroiditis.




HCC pool

In patients receiving STRIDE, immune-mediated thyroiditis occurred in 6 (1.3%) patients. The median
time to onset was 56 days (range: 7-84 days). Two patients received systemic corticosteroids, and 1 of
the 2 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per
day). All patients required other therapy including hormone replacement therapy, thiamazole,
carbimazole, propylthiouracil, perchlorate, calcium channel blocker, or beta-blocker. Resolution
occurred in 2 patients.

Immune-mediated adrenal insufficiency

In patients receiving IMFINZI monotherapy, immune-mediated adrenal insufficiency occurred in 14
(0.5%) patients, including Grade 3 in 3 (< 0.1%) patients. The median time to onset was 145.5 days
(range: 20-547 days). All 14 patients received systemic corticosteroids; 4 of the 14 patients received
high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). No patients
discontinued IMFINZI due to immune-mediated adrenal insufficiency. Resolution occurred in 3
patients.

HCC pool

In patients receiving STRIDE, immune-mediated adrenal insufficiency occurred in 6 (1.3%) patients,
including Grade 3 in 1 (0.2%) patient. The median time to onset was 64 days (range: 43-504 days). All
patients received systemic corticosteroids, and 1 of the 6 patients received high-dose corticosteroid
treatment (at least 40 mg prednisone or equivalent per day). Resolution occurred in 2 patients.

Immune-mediated type I diabetes mellitus

In patients receiving IMFINZI monotherapy, Grade 3 immune-mediated type 1 diabetes mellitus
occurred in 1(< 0.1%) patient. This patient required long-term insulin therapy and IMFINZI was
permanently discontinued due to immune-mediated type 1 diabetes mellitus.

HCC pool
In patients receiving STRIDE, immune-mediated type 1 diabetes mellitus was not observed.

Immune-mediated hypophysitis/hypopituitarism

In patients receiving IMFINZI monotherapy, immune-mediated hypophysitis/hypopituitarism occurred
in 2 (< 0.1%) patients both Grade 3. The time to onset for the events was 44 days and 50 days. Both
patients received high-dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day)
and one patient discontinued IMFINZI due to immune-mediated hypophysitis/hypopituitarism.

HCC pool

In patients receiving STRIDE, immune-mediated hypophysitis’hypopituitarism occurred in 5 (1.1%)
patients. The median time to onset for the events was 149 days (range: 27-242 days). Four patients
received systemic corticosteroids, and 1 of the 4 patients received high-dose corticosteroid treatment
(at least 40 mg prednisone or equivalent per day). Three patients also required endocrine therapy.
Resolution occurred in 2 patients.

Immune-mediated nephritis

In patients receiving IMFINZI monotherapy, immune-mediated nephritis occurred in 14 (0.5%)
patients, including Grade 3 in 2 (< 0.1%) patients. The median time to onset was 71 days (range: 4-393
days). Nine patients received high-dose corticosteroid treatment (at least 40 mg prednisone or




equivalent per day) and 1 patient also received mycophenolate. IMFINZI was discontinued in 5 patients.
Resolution occurred in 8 patients.

HCC pool

In patients receiving STRIDE, immune-mediated nephritis occurred in 4 (0.9%) patients, including
Grade 3 in 2 (0.4%) patients. The median time to onset was 53 days (range: 26-242 days). All patients
received systemic corticosteroids, and 3 of the 4 received high-dose corticosteroid treatment (at least
40 mg prednisone or equivalent per day). Treatment was discontinued in 2 patients. Resolution occurred
in 3 patients.

Immune-mediated rash

In patients receiving IMFINZI monotherapy, immune-mediated rash or dermatitis (including
pemphigoid) occurred in 50 (1.7%) patients, including Grade 3 in 12 (0.4%) patients. The median time
to onset was 43 days (range: 4-333 days). Twenty-four of the 50 patients received high-dose
corticosteroid treatment (at least 40 mg prednisone or equivalent per day). IMFINZI was discontinued
in 3 patients. Resolution occurred in 31 patients.

HCC pool

In patients receiving STRIDE, immune-mediated rash or dermatitis (including pemphigoid) occurred
in 26 (5.6%) patients, including Grade 3 in 9 (1.9%) patients and Grade 4 in 1 (0.2%) patients. The
median time to onset was 25 days (range: 2-933 days). All patients received systemic corticosteroids
and 14 of the 26 patients received high-dose corticosteroid treatment (at least 40 mg prednisone or
equivalent per day). One patient received other immunosuppressants. Treatment was discontinued in 3
patients. Resolution occurred in 19 patients.

In the DUO-E Study, out of 238 patients treated with platinum-based chemotherapy in combination
with IMFINZI, followed by IMFINZI in combination with olaparib (platinum-based chemotherapy +
IMFINZI + olaparib arm) immune mediated rash occurred in 8 (3.4%) patients, including Grade 3 in 2
(0.8%) patients. The median time to onset was 155 days (range: 2-308 days). All patients received high-
dose corticosteroid treatment (at least 40 mg prednisone or equivalent per day). Resolution occurred in
all 8 patients.

Infusion-related reactions
In patients receiving IMFINZI monotherapy, infusion-related reactions occurred in 49 (1.6%) patients,
including Grade 3 in 5 (0.2%) patients. There were no Grade 4 or 5 events.

In the DUO-E Study, out of 238 patients treated with platinum-based chemotherapy in combination
with IMFINZI, followed by IMFINZI in combination with olaparib (platinum-based chemotherapy +
IMFINZI + olaparib arm), infusion-related reactions occurred in 13 (5.5%) patients, including Grade 3
in 1 (0.4%) patient. There were no Grade 4 or 5 events.

Pure Red Cell Aplasia

Pure Red Cell Aplasia (PRCA) has been reported when IMFINZI has been used in combination with
olaparib. In a clinical study of patients with endometrial cancer treated with IMFINZI in combination
with olaparib, the incidence of PRCA was 1.6%. All events were CTCAE Grade 3 or 4. Events were
manageable following discontinuation of both IMFINZI and olaparib. The majority of events were
managed with blood transfusion and immunosuppression and recovered; there were no fatal events. For
management see section 4.4.
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HCC pool
In patients receiving STRIDE, infusion-related reactions occurred in 13 (2.8%) patients.

Paediatric and adolescents

The safety of IMFINZI in combination with tremelimumab in children and adolescents aged less than
18 years has not been established. No new safety signals were observed in a clinical study evaluating
50 paediatric patients (< 18 years), relative to the known safety profiles of IMFINZI and tremelimumab
in adults. Of the 50 patients enrolled in the study, 42 received IMFINZI in combination with
tremelimumab and 8 received IMFINZI only (see section 5.1).

Overdose

There is no specific treatment in the event of durvalumab overdose, and symptoms of overdose are not
established. In the event of an overdose, physicians should follow general supportive measures and
should treat symptomatically.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Mechanism of action

Expression of programmed cell death ligand-1 (PD-L1) protein is an adaptive immune response that
helps tumours evade detection and elimination by the immune system. PD-L1 can be induced by
inflammatory signals (e.g. IFN-gamma) and can be expressed on both tumour cells and tumour-
associated immune cells in tumour microenvironment. PD-L1 blocks T-cell function and activation
through interaction with PD-1 and CD80 (B7.1). By binding to its receptors, PD-L1 reduces cytotoxic
T-cell activity, proliferation, and cytokine production.

Durvalumab is a fully human, high affinity, immunoglobulin G1 kappa (IgG1x) monoclonal antibody
that selectively blocks the interaction of PD-L1 with PD-1 and CD80 (B7.1) while leaving PD-1/PD-
L2 interaction intact. Durvalumab does not induce antibody dependent cell-mediated cytotoxicity
(ADCC). Selective blockade of PD-L1/PD-1 and PD-L1/CD80 interactions enhances antitumour
immune responses. These antitumour responses may result in tumour elimination.

In preclinical studies, PD-L1 blockade led to increased T-cell activation and decreased tumour size.

The combination of durvalumab, a PD-L1 inhibitor, and tremelimumab, a CTLA-4 inhibitor functions
to enhance anti-tumour T-cell activation and function at multiple stages of the immune response,
maximizing anti-tumour immunity.

Clinical efficacy and safety

Durvalumab doses of 10 mg/kg every 2 weeks, 1 120 mg every 3 weeks or 1500 mg every 4 weeks
were evaluated in NSCLC, ES-SCLC and endometrial cancer clinical studies. Based on the modelling
and simulation of exposure, exposure-safety relationships and exposure-efficacy data comparisons,
there are no anticipated clinically significant differences in efficacy and safety between durvalumab
doses of 10 mg/kg every 2 weeks, 1 120 mg every 3 weeks or 1500 mg every 4 weeks.



Locally Advanced NSCLC — PACIFIC Study

The efficacy of IMFINZI was evaluated in the PACIFIC Study, a randomised, double-blind, placebo-
controlled, multicenter study in 713 patients with histologically or cytologically confirmed locally
advanced, unresectable NSCLC. Patients had completed at least 2 cycles of definitive platinum-based
chemoradiation within 1 to 42 days prior to initiation of study treatment and had a ECOG performance
status of 0 or 1. Ninety-two percent of patients had received a total dose of 54 to 66 Gy of radiation.
The study excluded patients who had progressed following chemoradiation therapy, patients with active
or prior documented autoimmune disease within 2 years of initiation of the study; a history of
immunodeficiency; a history of severe immune-mediated adverse reactions; medical conditions that
required systemic immunosuppression, except physiological dose of systemic corticosteroids; active
tuberculosis or hepatitis B or C or HIV infection or patients receiving live attenuated vaccine within 30
days before or after the start of IMFINZI. Patients were randomised 2:1 to receive 10 mg/kg IMFINZI
(n =476) or 10 mg/kg placebo (n = 237) via intravenous infusion every 2 weeks for up to 12 months or
until unacceptable toxicity or confirmed disease progression. Randomisation was stratified by gender,
age (< 65 years vs. > 65 years) and smoking status (smoker vs. non- smoker). Patients with disease
control at 12 months were given the option to be re-treated upon disease progression. Tumour
assessments were conducted every 8 weeks for the first 12 months and then every 12 weeks thereafter.

The demographics and baseline disease characteristics were well balanced between study arms.
Baseline demographics of the overall study population were as follows: male (70%), age > 65 years
(45%), white (69%), Asian (27%), other (4%), current smoker (16%), past smoker (75%), and never
smoker (9%), WHO/ECOG PS 0 (49%), WHO/ECOG PS 1 (51%). Disease characteristics were as
follows: Stage IIIA (53%), Stage IIIB (45%), histological sub-groups of squamous (46%), non-
squamous (54%), PD-L1 expression TC >25% (22%), PD-L1 expression TC <25% (41%). (PD-L1
status was retrospectively analysed in 451 patients with available samples, taken prior to concurrent
chemoradiation therapy).

The two primary endpoints of the study were OS) and progression-free survival (PFS) of IMFINZI vs.
placebo. Secondary efficacy endpoints included ORR, DoR and Time to Death or Distant Metastasis
(TTDM). PFS, ORR, DoR and TTDM were assessed by BICR according to RECIST v1.1.

At the primary analysis the study demonstrated a statistically significant and clinically meaningful
improvement in OS in the IMFINZI-treated group compared with the placebo group [HR = 0.68 (95%
CI: 0.53, 0.87), p = 0.00251]. Median OS was not reached in the IMFINZI-treated group and was 28.7
months in the placebo group. The study demonstrated a statistically significant and clinically
meaningful improvement in OS in the IMFINZI-treated group compared with the placebo group [HR =
0.68 (95% CI: 0.53, 0.87), p=0.00251]. Median OS was not reached in the IMFINZI-treated group and
was 28.7 months in the placebo group. The study demonstrated a statistically significant and clinically
meaningful improvement in PFS in the IMFINZI-treated group compared with the placebo group
[hazard ratio (HR) = 0.52 (95% CI: 0.42, 0.65), p < 0.0001]. Median PFS was 16.8 months (95% CI:
13.0, 18.1 in the IMFINZI treated group and 5.6 months (95% CI: 4.6, 7.8) in the placebo group. In the
5-year follow-up analysis, with a median follow-up of 34.2 months, IMFINZI continued to demonstrate
improved OS and PFS compared to placebo. See Table 11 and Figures 1 and 2.

Table 11. Efficacy results for the PACIFIC study



Primary Analysis® 5 Year Follow-up Analysis”
IMFINZI Placebo IMFINZI (n = |Placebo (n =
(n =476) (n=237) 476) 237)

OS

Number of deaths (%)

183 (38.4%)

116 (48.9%)

264 (55.5%)

155 (65.4%)

Median OS (months) NR 28.7 47.5 29.1
(95% CI) (34.7,NR) (22.9,NR) (38.1, 52.9) (22.1,35.1)
HR (95% CI) 0.68 (0.53, 0.87) 0.72 (0.59, 0.89)
2- sided p-value 0.00251
OS at 24 months (%) 66.3% 55.6% 66.3% 55.3%
(95% CI) (61.7%, (48.9%, (61.8%,70.4%) |(48.6%,61.4%)
70.4%) 61.8%)
p-value 0.005
OS at 48 months NA 49.7% 36.3%
0 0
ol o
OS at 60 months NA 42.9% 33.4%
(%) (95% CI) (38.2%,47.4%) |(27.3%,39.6%)
PFS
Number of events (%) 214 (45.0%) |157 (66.2%) |268 (56.3%) 175 (73.8%)
Median PFS (months) 16.8 5.6 16.9 5.6
(95% CI) (13.0, 18.1) |(4.6,7.8) (13.0, 23.9) (4.8,7.7)
HR (95% CI) 0.52 (0.42, 0.65) 0.55 (0.45, 0.68)
p-value p <0.0001
PFS at 12 months (%) 55.9% 35.3% 55.7% 34.5%
(95% CI) (51.0%, (29.0%, (51.0%, (28.3%,
60.4%) 41.7%) 60.2%) 40.8%)
PFS at 18 months (%) 44.2% 27.0% 49.1% 27.5%
(95% CI) (37.7%, (19.9%, (44.2%, (21.6%,
50.5%) 34.5%) 53.8%) 33.6%)
PFS at 60 months (%) NA NA 33.1% 19.0%
(95% CI) (28.0%, (13.6%,
38.2%) 25.2%)
PFS2°¢
Number of events (%) 217 (45.6%) |144 (60.8%) |NA NA
Median PFS2 (months) 28.3 17.1 NA NA
95% CI) (25.1,34.7) |(14.5,20.7)
HR (95% CI) 0.58 (0.46, 0.73) NA
p-value p <0.0001 NA
TTDM*
Number of events (%) 182 (38.2%) |126 (53.2%) |NA NA
Median TTDM (months) 28.3 16.2 NA NA

(95% CI)

(24.0, 34.9)

(12.5,21.1)




Primary Analysis® 5 Year Follow-up Analysis”
IMFINZI Placebo IMFINZI (n = |Placebo (n =
(n = 476) (n =237) 476) 237)

HR (95% CI) 0.53 (0.41, 0.68) NA

p-value p <0.0001 NA

TFST®

Number of events (%) 267 (56.1%) |169 (71.3%) |Notreported |Not reported

Median TFST (months) 21.0 10.4 NA NA

95% CI) (16.6,25.5) [(8.3,12.5)

HR (95% CI) 0.58 (0.47,0.72) NA

p-value p <0.0001 NA

ORR'n (%) 133 (30.0%) |38 (17.8%) NA NA

95% CI) (25.79%, (12.95%,
34.53%) 23.65%)

p-value p <0.001 NA

Complete Response n (%) 8 (1.8%) 1 (0.5%) NA NA

Partial Response n (%) 125 (28.2%) |37 (17.4%) NA NA

Median DoR (months) NR 18.4 NA NA

95% CI) (27.4,NR) (6.7, 24.5)

* Primary analysis of OS, PFS2 and an updated analysis of TTDM, TFST, ORR and DoR data cut-off 22
March 2018. Primary analysis of PFS at data cut-off 13 February 2017.

® Follow-up OS and PFS analysis at data cut-off 11 January 2021.

°PFS2 is defined as the time from the date of randomisation until the date of second progression (defined
by local standard clinical practice) or death.

YTTDM is defined as the time from the date of randomisation until the first date of distant metastasis or
death in the absence of distant metastasis. Distant metastasis is defined as any new lesion that is outside
of the radiation field according to RECIST v1.1 or proven by biopsy.

¢ TFST is defined as the time from randomisation to the start date of the first subsequent therapy after
discontinuation of treatment, or death.

"Based on sub-group of ITT population with measurable disease at baseline according to RECIST v1.1;
IMFINZI (n = 443), Placebo (n = 213) assessed within 0-42 days after concurrent chemoradiation and
before the start of study drug.

NR = Not Reached



Figure 1. Kaplan-Meier curve of OS (DCO 11 Jan 2021)
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Figure 2. Kaplan-Meier curve of PFS (DCO 11 Jan 2021)
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The improvements in OS and PFS in favor of patients receiving IMFINZI compared to those receiving
placebo were consistently observed across predefined subgroups analyzed. Sensitivity analyses of OS
and PFS demonstrated a consistent treatment effect with that observed in the primary analysis.’

Patient-reported outcomes



Patient-reported symptoms, function and health-related quality of life (HRQoL) were collected using
the EORTC QLQ-C30 and its lung cancer module (EORTC QLQ-LC13). The LC13 and C30 were
assessed at baseline, every 4 weeks for the first 8 weeks, followed by every 8 weeks until completion
of the treatment period or discontinuation of study drug due to toxicity or disease
progression. Compliance was high and very similar between the IMFINZI and placebo treatment
groups.

At baseline, no differences in patient-reported symptoms, function and HRQoL were observed between
IMFINZI and placebo groups. Throughout the duration of the study to Week 48, there was no clinically
meaningful difference between IMFINZI and placebo groups in symptoms, functioning and HRQoL
(as assessed by a difference of greater than or equal to 10 points).

SCLC — CASPIAN Study

CASPIAN was a study designed to evaluate the efficacy of IMFINZI with or without tremelimumab in
combination with etoposide and either carboplatin or cisplatin. CASPIAN was a randomized, open-
label, multicenter study in 805 treatment naive ES-SCLC patients with WHO/ECOG Performance
status of 0 or 1, suitable to receive a platinum-based chemotherapy regimen as first-line treatment for
SCLC, with life expectancy >12 weeks, at least one target lesion by RECIST 1.1 and adequate organ
and bone marrow function. Patients with asymptomatic or treated brain metastases were eligible. The
study excluded patients with a history of chest radiation therapy; a history of active primary
immunodeficiency; autoimmune disorders including paraneoplastic syndrome (PNS); active or prior
documented autoimmune or inflammatory disorders; use of systemic immunosuppressants within 14
days before the first dose of the treatment except physiological dose of systemic corticosteroids; active
tuberculosis or hepatitis B or C or HIV infection; or patients receiving live attenuated vaccine within
30 days before or after the start of IMFINZI.

Randomisation was stratified by the planned platinum-based therapy in cycle 1 (carboplatin or
cisplatin).

Patients were randomised 1:1:1 to receive:

Arm 1: IMFINZI 1500 mg + tremelimumab 75 mg + etoposide and either carboplatin or cisplatin
Arm 2: IMFINZI 1500 mg + etoposide and either carboplatin or cisplatin

Arm 3: Either carboplatin (AUC 5 or 6 mg/mL/min) or cisplatin (75-80 mg/m2) on Day 1 and etoposide
(80-100 mg/m2) intravenously on Days 1, 2, and 3 of each 21-day cycle for between 4 — 6 cycles.

For patients randomised to Arm 1 and 2, etoposide and either carboplatin or cisplatin was limited to 4
cycles on every 3 week schedule subsequent to randomisation. IMFINZI monotherapy continued until
disease progression or unacceptable toxicity. Administration of IMFINZI monotherapy was permitted
beyond disease progression if the patient was clinically stable and deriving clinical benefit as
determined by the investigator.

Patients randomised to Arm 3, were permitted to receive a total of up to 6 cycles of etoposide and either
carboplatin or cisplatin. After completion of chemotherapy, prophylactic cranial irradiation (PCI) was
permitted only in Arm 3 per investigator discretion.

Tumour assessments were conducted at Week 6 and Week 12 from the date of randomisation, and then
every 8 weeks until confirmed objective disease progression. Survival assessments were conducted
every 2 months following treatment discontinuation.

The primary endpoints of the study were OS of IMFINZI + chemotherapy (Arm 2) vs. chemotherapy
alone (Arm 3) and IMFINZI + tremelimumab + chemotherapy (Arm 1) vs. chemotherapy alone (Arm



3). The key secondary endpoint was PFS. Other secondary endpoints were ORR, OS and PFS landmarks
and Patient-Reported Outcomes (PRO). PFS and ORR were assessed using Investigator assessments
according to RECIST vl1.1.

At a planned interim (primary) analysis, IMFINZI + chemotherapy (Arm 2) vs chemotherapy (Arm 3)
met the efficacy boundary of the primary endpoint of OS. The results are summarised below.

The demographics and baseline disease characteristics were well balanced between the two study arms
(268 patients in Arm 2 and 269 patients in Arm 3). Baseline demographics of the overall study
population were as follows: male (69.6%), age > 65 years (39.6%), median age 63 years (range: 28 to
82 years), white (83.8%), Asian (14.5%), black or African American (0.9%), other (0.6 %),
non-Hispanic or Latino (96.1%), current or past-smoker (93.1%), never smoker (6.9%), WHO/ECOG
PS 0 (35.2%), WHO/ECOG PS 1 (64.8%), Stage IV 90.3%, 24.6% of the patients received cisplatin
and 74.1% of the patients received carboplatin. In Arm 3, 56.8% of the patients received 6 cycles of
chemotherapy and 7.8% of the patients received PCI.

At the primary analysis the study demonstrated a statistically significant and clinically meaningful
improvement in OS with IMFINZI + chemotherapy (Arm 2) vs. chemotherapy alone (Arm 3) [HR=0.73
(95% CI: 0.591, 0.909), p=0.0047]. IMFINZI + chemotherapy demonstrated an improvement in PFS
vs. chemotherapy alone [HR=0.78 (95% CI: 0.645, 0.936) nominal p-value=0.0078].

In the long-term follow-up analysis, with a median follow-up of 39.3 months, IMFINZI + etoposide +
platinum (Arm 2) vs etoposide + platinum (Arm 3) continued to demonstrate sustained improvement in
OS. Results are presented in Table 12, Figure 3 and Figure 4.

Table 12. Efficacy Results for the CASPIAN Study

Primary Analysis® Long-term follow-up analysis”
Arm 2: IMFINZI | Arm 3: etoposide | Arm 2: | Arm
+ etoposide and | and either | IMFINZI + etoposide and
either carboplatin | carboplatin or | etoposide and either
or cisplatin cisplatin either carboplatin or
(n=268) (n=269) . cisplatin
carboplatin (n=pz 69)
or
cisplatin
(n=268)
OS
Number of deaths (%) 155 (57.8) 181 (67.3) 221 (82.5) 248 (92.2)
Median OS (months) 13.0 10.3 12.9 10.5
95% CI) (11.5,14.8) 9.3,11.2) (11.3,14.7) (93,11.2)
HR (95% CI)¢ 0.73 (0.591, 0.909) 0.71 (0.595, 0.858)
p-value® 0.0047
OS at 12 months (%) | 53.7 39.8 52.8 39.3
(95% CI) (47.4, 59.5) (33.7,45.8) (46.6, 58.5) (33.4,45.1)
OS at 18 months (%) | 33.9 24.7 32.0 24.8
95% CI) (26.9, 41.0) (18.4,31.6) (26.5,37.7) (19.7,30.1)
OS at 24 months NA NA 229 13.9
(95% CI) (18.1,28.2) (10.1, 18.4)
OS at 36 months (%) | NA NA 17.6 5.8
(95% (13.3,22.4) 3.4,9.1)
8]
PFS
Number of events (%) 226 (84.3) 233 (86.6) NA NA
Median PFS (months) 5.1 5.4 NA NA
95% CI) (4.7,6.2) (4.8,6.2)




HR (95% CI)¢ 0.78 (0.645, 0.936) NA

p-value® 0.0078 NA NA
PFS at 6 months (%) | 454 NA NA NA
(95% CI) (39.3,51.3)

PFS at 12 months (%) | 17.5 NA NA NA
(95% CI) (13.1,22.5)

ORR n (%)* 182 (67.9) NA NA NA
Complete Response n (%) 6(2.2) 2 (0.7) NA NA
Partial Response n (%) 176 (65.7) 153 (56.9) NA NA
Odds ratio (95% CI) 1.56 (1.095, 2.218) NA NA
p-value® 0.0136 NA

Median DoR (months) 5.1 5.1 NA NA
(95% CI)* (4.9,5.3) (4.8,5.3)

DoR at 12 months (%)* 22.7 6.3 NA NA

? Primary OS, PFS, ORR and DoR analysis at data cut-off 11 March 2019.

® Long-term survival analysis at data cut-off 22 March 2021. RECIST data were not collected at this follow
up DCO.

¢ The analysis was performed using the stratified log-rank test, adjusting for planned platinum therapy in
Cycle 1 (carboplatin or cisplatin), and using the rank tests of association approach.

4 Based on a Lan-DeMets alpha spending function with O'Brien Fleming type boundary with the actual
number of events observed, the boundary for declaring statistical significance is 0.0178.

¢ Nominal p-value. PFS was included in the Multiple Testing Procedure (MTP) hierarchy at the second
level. It was not able to be tested within the MTP as both Arm 1 and Arm 2 were required to achieve
statistical significance prior to stepping down to PFS. ORR was not included in the MTP.

Confirmed Objective Response.

£The analysis was performed using a logistic regression model adjusting for planned platinum therapy
in Cycle 1 (carboplatin or cisplatin) with 95% CI calculated by profile likelihood.

Figure 3. Kaplan-Meier curve of OS (DCO 22 March 2021)
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Figure 4. Kaplan-Meier curve of PFS (DCO 27 Jan 2020)
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Subgroup analysis

The improvements in OS in favor of patients receiving IMFINZI + chemotherapy compared to those
receiving chemotherapy alone, were consistently observed across the prespecified subgroups based on
demographics, geographical region, carboplatin or cisplatin use and disease characteristics.

Patient-Reported Outcomes



Patient-reported symptoms, function and health-related quality of life (HRQoL) were collected using
the EORTC QLQ-C30 and its lung cancer module (EORTC QLQ-LC13). Both questionnaires were
administered up to second disease progression (PFS2) or death (whichever came first). At baseline,
patient-reported symptoms, functioning or HRQoL scores were comparable between the study arms.
Compliance was 60% or higher over 84 weeks in IMFINZI + chemotherapy and 20 weeks in the
chemotherapy only arm.

Delay in time to deterioration of symptoms, functioning, and global health status/QoL.:

IMFINZI + chemotherapy demonstrated improvement by delaying time to deterioration in a broad range
of patient-reported symptoms, function, and global health status/QoL compared to chemotherapy alone
(see Tables 13 and 14).

Table 13: Delay in median time to deterioration in global health status/QoL and function
(EORTC QLQ-C30)*

Time to deterioration (months)
Arm 2 (N=261) vs. Arm 3 (N=260)
84vs. 7.2

0.81 (0.63, 1.05); p=0.1166
8.5vs. 6.5

0.75 (0.58, 0.97); p=0.0276
8.4vs. 6.0

0.61 (0.47, 0.78); p=<0.00001
7.4vs.5.9

0.71 (0.55, 0.90); p=0.0059

129 vs. 7.3

0.61 (0.46, 0.80); p=0.0003

7.6 vs. 6.2

0.70 (0.55, 0.90); p=0.0048

?p-values for time to deterioration based on stratified log-rank test and were not adjusted for multiplicity

Global health status/QoL

Physical

Cognitive

Role

Emotional

Social

Table 14: Delay in median time to deterioration in symptoms (EORTC QLQ-C30 and QLQ-
LC13)*

Svmptom scale Delay in time to deterioration (months)
ymp Arm 2 (N=261) vs. Arm 3 (N=260)
Couchin 93vs. 7.7
ghing 0.78 (0.60, 1.03); p=0.0747
Dyspnoea (QLQ-C30) 9.0 vs. 7.4
ysp 0.75 (0.57, 0.99); p=0.0406
6.5vs. 5.5
Dyspnoea (QLQ-LCI3) 0.79 (0.63, 1.01): p=0.0578
Pain 7.8 vs. 6.7
0.79 (0.62, 1.02); p=0.0718
Chest oain 10.6 vs. 7.8
P 0.76 (0.58, 1.00); p=0.0464
. 99vs. 7.5
Arm or shoulder pain 0.70 (0.54, 0.92); p=0.0088
Pain in other parts of body (7)§2V?06,5g 0.92); p=0.0096
Faticue 5.5vs. 4.3
gt 0.82 (0.65, 1.03); p=0.0835
Insomnia 8.6vs. 7.3
0.75 (0.57, 0.98); p=0.0349




Appetite loss 8.3 vs. 6.6

0.70 (0.54, 0.90); p=0.0054
Constipation 11.1vs.7.3

0.65 (0.50, 0.86); p=0.0018
Diarrhea 14.6 vs. 7.7

0.59 (0.44, 0.77); p=0.0002

.. 8.4vs. 6.6

Nausea/vomiting 0.80 (0.63, 1.03); p=0.0809
Haemoptysis 183 vs. 10.5

0.64 (0.47, 0.88); p=0.0049

*p-values for time to deterioration based on stratified log-rank test and were not adjusted for multiplicity

Change from baseline in lung cancer symptoms over 12 months (mixed model for repeated measures):

IMFINZI + chemotherapy improved appetite loss by demonstrating a statistically significant difference
in mean change from baseline versus chemotherapy alone during the overall time period from
randomisation until 12 months (Estimated mean difference -4.5; 99% CI -9.04, -0.04; p=0.009). Both
treatment arms demonstrated numerical symptom reduction in cough, chest pain, dyspnea and fatigue
over the same time period.

Patient-reported outcome results should be interpreted in the context of the open-label study design.

BTC — TOPAZ-1 Study

TOPAZ-1 was a study designed to evaluate the efficacy of IMFINZI in combination with gemcitabine
and cisplatin. TOPAZ-1 was a randomised, double-blind, placebo-controlled, multicentre study in 685
patients with histologically confirmed locally advanced or metastatic BTC and ECOG performance
status of 0 or 1. Patients who developed recurrent disease more than 6 months after surgery and/or
completion of adjuvant therapy were included. Patients must have had at least one target lesion by
RECIST vl1.1 and adequate organ and bone marrow function.

The study excluded patients with ampullary carcinoma, active or prior documented autoimmune or
inflammatory disorders, HIV infection or active infections, including tuberculosis or hepatitis C or
patients with current or prior use of immunosuppressive medication within 14 days before the first dose
of IMFINZI.

Randomization was stratified by disease status and primary tumour location.

Patients were randomized 1:1 to receive:

Arm 1: IMFINZI 1500 mg administered intravenously on Day 1+ gemcitabine 1000 mg/m? and cisplatin
25 mg/m?” (each administered on Days 1 and 8) every 3 weeks (21 days) for up to 8 cycles, followed by
IMFINZI 1500 mg every 4 weeks as long as clinical benefit is observed or until unacceptable toxicity,
or

Arm 2: Placebo administered intravenously on Day 1+ gemcitabine 1000 mg/m? and cisplatin 25 mg/m?
(each administered on Days 1 and 8) every 3 weeks (21 days) for up to 8 cycles, followed by placebo
every 4 weeks as long as clinical benefit is observed or until unacceptable toxicity.

Tumour assessments were conducted every 6 weeks for the first 24 weeks after the date of
randomisation, and then every 8 weeks until confirmed objective disease progression.



The primary endpoint of the study was OS and the key secondary endpoint was PFS. Other secondary
endpoints were ORR, DoR and PRO. PFS, ORR and DoR were Investigator assessed according to
RECIST vl.1.

The demographics and baseline disease characteristics were well balanced between the two study arms
(341 patients in Arm 1 and 344 patients in Arm 2). Baseline demographics of the overall study
population were as follows: male (50.4%), age <65 years (53.3%), white (37.2%), Asian (56.4%), black
or African American (2.0%), other (4.2%), non-Hispanic or Latino (93.1%), ECOG PS 0 (49.1%), vs.
PS 1 (50.9%), primary tumour location intrahepatic cholangiocarcinoma (55.9%), extrahepatic
cholangiocarcinoma (19.1%) and gallbladder cancer (25.0%), disease status recurrent (19.1%) vs.
initially unresectable (80.7%), metastatic (86.0%) vs. locally advanced (13.9%).

The study demonstrated a statistically significant and clinically meaningful improvement in OS and
PFS at a pre-planned interim (primary) analysis based on a Lan-DeMets alpha spending function with
O'Brien Fleming type boundary and the actual number of events observed (Lancand-DeMets 1983). The
results in OS were [HR=0.80, (95% CI: 0.66, 0.97), p=0.021] and in PFS [HR=0.75, (95% CI: 0.63,
0.89), p=0.001]. The maturity for OS was 61.9% and the maturity for PFS was 83.6%. The boundary
for declaring statistical significance for OS was 0.03 for an 4.9% overall alpha. Results from this
analysis for PFS, ORR and DoR are presented in Table 10. PFS is also presented in Figure 5.

An additional OS analysis was performed 6.5 months after the interim analysis with an OS maturity of
76.9%. The observed treatment effect was consistent with the interim analysis. The OS HR was 0.76
(95% CI: 0.64, 0.91) and median survival was 12.9 months (95% CI: 11.6, 14.1) for the IMFINZI +
gemcitabine and cisplatin arm. Results from this analysis are presented in the Table 15 and Figure 5.

Table 15. Efficacy Results for the TOPAZ-1 Study

Primary Analysis” Follow up Analysis®
IMFINZI + Placebo HIMFINZI + Placebo +
1. gemcitabine andgemcitabine andgemcitabine and
g'emc1t.ab1ne and cisplatin cisplatin (n=341)cisplatin
cisplatin (n=344)
(n=344)
(n=341)
0S
Number of deaths (%) 198 (58.1) 226 (65.7) 248 (72.7) 279 (81.1)
Median OS (months) (95% CI)‘ [12.8 11.5 12.9 11.3
(11.1, 14) (10.1, 12.5) (11.6, 14.1) (10.1, 12.5)
HR (95% CI)* 0.80 (0.66, 0.97) 0.76 (0.64, 0.91)
p-value®* 0.021
OS at 12 months (%) (95% CI)°  |54.1 48 54.3 47.1
(48.4,59.4) (42.4,53.4) (48.8, 59.4) (41.7, 52.3)

OS at 18 months (%) (95% CI)* B35.1 25.6 34.8 4.1




(29.1,41.2) (19.9, 31.7) (29.6, 40.0) (19.6, 28.9)
OS at 24 months (%) (95% CI)° 4.9 10.4 23.6 11.5
(17.9, 32.5) (4.7,18.8) (18.7, 28.9) (7.6, 16.2)
PFS
INumber of events (%) 276 (80.9) 297 (86.3) INA INA
Median PFS (months) 7.2 5.7 INA INA
(95% CI)* (6.7,7.4) (5.6, 6.7)
HR (95% CI) 0.75 (0.63, 0.89) NA INA
p-value®® 0.001 INA INA
PFS at 9 months (%) (95% CI)° [34.8 24.6
(29.6, 40.0) (20.0, 29.5) INA INA
PFS at 12 months (%) (95% CI)° [16.0 6.6 INA INA
(12.0, 20.6) (4.1,9.9)
ORR n (%)® 91 (26.7) 64 (18.7) INA INA
Complete Response n (%) 7(2.1) 2 (0.6) INA INA
Partial Response n (%) 84 (24.6) 62 (18.1) INA INA
Odds ratio (95 % CI)" 1.60 (1.11, 2.31) INA INA
p-value” 0.011 INA INA
DoR®
Median DoR (months) 6.4 6.2
(95% CI)* (5.9, 8.1) (4.4,7.3) INA INA
DoR at 9 months (%)° 32.6 25.3 INA INA
DoR at 12 months (%)* 26.1 15.0 INA INA

*Final OS, PFS, ORR and DoR analysis at data cut-off 11 Aug 2021.

Follow-up OS analysis at data cut-off 25 Feb 2022.

¢ Calculated using the Kaplan-Meier technique. CI for median derived based on Brookmeyer-Crowley

method.

4The analysis for HR was performed using a stratified Cox proportional hazards model and 2-sided p-
value is based on a stratified log-rank test, both are adjusted for disease status and primary tumor

location.

¢ p-value based on the results from the pre-planned interim (primary) analysis. Based on a Lan-DeMets
alpha spending function with O'Brien Fleming type boundary for OS and the actual number of events




observed, the boundary for declaring statistical significance was 0.03 for an 4.9% overall alpha.
(Lancand°DeMets 1983)

' p-value based on the results from the pre-planned interim analysis. Based on a Lan-DeMets alpha
spending function with Pocock type boundary and the actual number of events observed, the boundary
for declaring statistical significance was 0.0481 for an 4.9% overall alpha. (LancandeDeMets 1983)

¢ Confirmed objective response by Investigator per RECIST 1.1. Based on patients with measurable
disease at baseline IMFINZI + gemcitabine and cisplatin (n = 341), Placebo + gemcitabine and cisplatin
(n = 343).

" The analysis was performed using a stratified CMH test with factors for disease status and tumor
location. Nominal 2-sided p-value.

Figure 5: Kaplan-Meier curve of OS (DCO: 25 Feb 2022)
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Figure 6: Kaplan-Meier curve of PFS (DCO: 11 Aug 2021)
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Subgroup analysis



The improvements in OS and PFS in favour of patients receiving IMFINZI + chemotherapy compared
to those receiving placebo + chemotherapy, were consistently observed across the prespecified
subgroups based on demographics, geographical region, primary tumour location, disease status, ECOG
PS, and PD-L1 expression levels.

Patient-Reported Outcomes

Patient-reported symptoms, function and global health status/QoL (GHS/QoL) were collected using the
EORTC QLQ-C30 and its biliary tract cancer module (EORTC QLQ-BIL21). At baseline, patient-
reported symptoms, functioning and GHS/QoL scores were comparable between the study arms. Time
to deterioration and change from baseline analyses were consistent with no detriment in symptoms,
function and GHS/QoL per EORTC QLQ-C30 and EORTC QLQ-BIL21 in the IMFINZI +
chemotherapy group compared to the placebo + chemotherapy group.

Resectable NSCLC — AEGEAN Study

AEGEAN was a randomised, double-blind, placebo-controlled, multicentre, Phase III study designed
to evaluate the efficacy of IMFINZI in combination with chemotherapy as neoadjuvant treatment, then
continued as IMFINZI monotherapy after surgery, in patients with resectable NSCLC (Stage IIA to
select Stage IIIB [AJCC, 8th edition]). The study enrolled previously untreated patients with
documented squamous or non-squamous NSCLC and no prior exposure to immune-mediated therapy,
a WHO/ECOG Performance status of 0 or 1, and at least one RECIST 1.1 target lesion. Prior to
randomization, patients had tumour PD-L1 expression status confirmed using the Ventana PD-L1
(SP263) Assay.

The study excluded patients with active or prior documented autoimmune disease, or use of
immunosuppressive medication within 14 days of the first dose of durvalumab. The study population
for efficacy analysis (modified intent-to-treat [mITT]) excluded patients with known EGFR mutations
or ALK rearrangements.

Randomisation was stratified by disease stage (Stage I vs. Stage I1I) and by PD-L1 expression (TC<1%
vs. TC>1%) status.

The AEGEAN study randomised 802 patients in a 1:1 ratio to receive perioperative IMFINZI (Arm 1)
or placebo (Arm 2) in combination with neoadjuvant chemotherapy. Crossover between the study arms
was not permitted. Efficacy analysis was conducted based on 740 patients in the mITT population.

. Arm 1: IMFINZI 1500 mg + chemotherapy every 3 weeks for up to 4 cycles prior to surgery,
followed by IMFINZI 1500 mg every 4 weeks for up to 12 cycles after surgery.

. Arm 2: Placebo + chemotherapy every 3 weeks for up to 4 cycles prior to surgery, followed by
Placebo every 4 weeks for up to 12 cycles after surgery.

A RECIST 1.1 tumour assessment was performed at baseline, and upon completion of the neoadjuvant
period (prior to surgery). The first post-surgical CT/MRI scan of the chest and abdomen (including the
entire liver and both adrenals) was acquired 5 weeks +2 weeks after surgery and prior to, but as close
as possible to the start of adjuvant therapy. Tumour assessments were then conducted every 12 weeks
(relative to the date of surgery) until week 48, every 24 weeks (relative to the date of surgery) until
week 192 (approximately 4 years), and then every 48 weeks (relative to the date of surgery) thereafter
until RECIST 1.1 defined radiological PD, consent withdrawal, or death.

Survival assessments were conducted at month 2, 3, and 4 following treatment discontinuation and then
every 2 months until month 12 followed by every 3 months.



The primary endpoints of the study were pathological complete response (pCR) by blinded central
pathology review, and event-free survival (EFS) by blinded independent central review (BICR)
assessment. The key secondary endpoints were major pathological response (MPR) by blinded central
pathology review, DFS by BICR, and OS. Other secondary efficacy objectives included were EFS (PD-
L1-TC >1% analysis set), pCR (PD-L1-TC >1% analysis set), and Patient Reported Outcomes (PRO).

At the planned interim analysis of pCR, the study met its prespecified boundary for declaring statistical
significance for pCR and MPR. Subsequently, at the first planned interim analysis of EFS, the study
met its prespecified boundary for declaring statistical significance for EFS.

The demographics and baseline disease characteristics were well balanced between the two study arms
(366 patients in Arm 1 and 374 patients in Arm 2 of the mITT set). Baseline demographics and disease
characteristics of the population for efficacy analysis (mITT) were as follows: male (71.6%), female
(28.4%), age > 65 years (51.6%), median age 65 years (range: 30 to 88), WHO/ECOG PS 0 (68.4%),
WHO/ECOG PS 1 (31.6), White (53.6%), Asian (41.5%), Black or African American (0.9%), American
Indian or Alaska Native (1.4%), Other Race (2.6%), Hispanic or Latino (16.1%), Not Hispanic or Latino
(83.9%). current or past smokers (85.5%), never smoker (14.5%), squamous histology (48.6%) and
nonsquamous histology (50.7%), Stage 11 (28.4%), Stage I11 (71.6%), PD-L1 expression status TC >1%
(66.6%), PD-L1 expression status TC <1% (33.4%). The demographics and baseline characteristics for
the mITT population were similar to the ITT population except for the absence of patients with known
EGFR mutations or ALK rearrangements.

In the mITT population there were 295 (80.6%) patients in Arm 1 who underwent curative intent surgery
compared to 302 (80.7%) patients in Arm 2. There were 284 (77.6%) patients in Arm 1 who completed
curative intent surgery compared to 287 (76.7%) patients in Arm 2. The resection margin status within
the mITT population, who completed surgery, was (Arm 1 vs. Arm 2):

. RO (no residual tumour): 94.7% vs. 91.3%
. R1 (microscopic residual tumour): 4.2% vs. 7.7%
. R2 (macroscopic residual tumour): 0.7% vs. 0.7%

The study demonstrated a statistically significant and clinically meaningful improvement in EFS
[HR=0.68 (95% CI: 0.53, 0.88), p = 0.003902] of the IMFINZI arm compared to the placebo arm. The
study also demonstrated a statistically significant and meaningful improvement in pCR [Difference in
proportions, 12.96% (95% CI: 8.67, 17.57)] of the IMFINZI arm compared to the placebo arm. Overall
survival (OS) data were not mature at the time of EFS analysis. See Table 16 and Figure 7.

Table 16: Efficacy Results for the AEGEAN Study (mITT)

IMFINZI + chemotherapy | Placebo + chemotherapy
(N=366) (IN=374)
EFS?

Number of events, n (%) 98 (26.8) 138 (36.9)

Median EFS (95% CI) (months) NR (31.9,NR) 25.9 (18.9, NR)

EFS at 12 months, % (95% CI) 73.4(67.9,78.1) 64.5 (58.8, 69.6)
IMFINZI + Placebo +
chemotherapy (N=366) chemotherapy (N =

374)
EFS at 24 months, % (95% CI) 63.3 (56.1, 69.6) 52.4 (45.4, 59.0)




Hazard ratio (95% CI) 0.68 (0.53, 0.88)
2-sided p-value? 0.003902

pCR?b4
Number of patients with response 63 16
Response rate, % (95% CI) 17.21(13.49,21.48) 4.28 (2.46, 6.85)
Difference in proportions, % (95% CI) 12.96 (8.67, 17.57)

MPR**4
Number of patients with response 122 46
Response rate, % (95% CI) 33.33(28.52,38.42) 12.30(9.15, 16.06)
Difference in proportions, % (95% CI) 21.03 (15.14, 26.93)

* Results are based on planned EFS interim analysis and pCR/MPR final analysis (DCO: 10 November
2022) which occurred 46.3 months after study initiation.

® Based on a pre-specified pCR interim analysis (DCO: 14 January 2022) in n =402, the pCR rate was
statistically significant (p = 0.000036) compared to significance level of 0.0082%.

“ Based on a pre-specified MPR interim analysis (DCO: 14 January 2022) in n=402, the MPR rate was
statistically significant (p= 0.000002) compared to significance level of 0.0082%.

4 The 2-sided p-value for pCR and MPR was calculated based on a stratified CMH test. The 2-sided p-
value for EFS was calculated based on based on a stratified log-rank test. Stratification factors include
PD-L1 and disease stage.

The boundary for declaring statistical significance for each of the efficacy endpoints were determined
by a Lan-DeMets alpha spending function that approximates an O’Brien Fleming approach (EFS =
0.9899%, pCR = 0.0082%, MPR = 0.0082%, 2-sided).

Figure 7: Kaplan-Meier Curve of EFS
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Subgroup analysis

The improvement in EFS and pCR favouring patients in Arm 1 compared to patients in Arm 2 were
consistently observed across prespecified subgroups based on demographic and baseline disease
characteristics, histology, and planned chemotherapy.

Patient Reported Outcomes (PRO)

Patient-reported symptoms, function, and health related quality of life (HRQoL) were collected using
the EORTC QLQ-C30, complementary EORTC QLQ-LC13, and exploratory PGIS, EQ-5D-5L, and
PRO-CTCAE. These questionnaires were administered before discussion of disease progression and
dosing and collected on month 1, 2, 3, and 6 post last dose. Overall compliance rates were high at
neoadjuvant baseline (>90%) in the IMFINZI in combination with chemotherapy arm and the placebo
in combination with chemotherapy arm.

Overall, the PRO/HRQoL data was generally similar between treatment arms throughout the
neoadjuvant period. The proportion of patients with a clinically meaningful (> 10 point change)
improvement in EORTC QLQ-C30 GHS/QoL was similar over the neoadjuvant period (reported for
approximately a quarter of patients in both treatment arms). Clinically meaningful changes (> 10 point
from baseline) were observed in only two scales: worsening fatigue (EORTC QLQ-C30) in the D +
CTx arm (12.57 points [D + CTx] vs 8.50 points [placebo + CTx]) and decreased coughing (EORTC
QLQ-LC13) in the placebo + CTx arm (-9.26 points [D + CTx] vs -11.60 points [placebo + CTx).

HCC - HIMALAYA Study

The efficacy of STRIDE was evaluated in the HIMALAYA study, a randomised, open-label,
multicenter study in patients with confirmed uHCC who did not receive prior systemic treatment for
HCC. The study included patients with BCLC Stage C or B (not eligible for locoregional therapy) and
Child-Pugh Score Class A.

The study excluded patients with co-infection of viral hepatitis B and hepatitis C; active or prior
documented GI bleeding within 12 months; ascites requiring non-pharmacologic intervention within 6



months; hepatic encephalopathy within 12 months before the start of treatment; active or prior
documented autoimmune or inflammatory disorders.

Patients with esophageal varices were included except those with active or prior documented GI
bleeding within 12 months prior to study entry.

Randomisation was stratified by macrovascular invasion (MVI) (yes vs. no), etiology of liver disease
(confirmed hepatitis B virus vs. confirmed hepatitis C virus vs. others) and ECOG performance status
(0 vs. 1).

The HIMALAYA study randomized 1171 patients 1:1:1 to receive:
* IMFINZI: durvalumab 1500 mg every 4 weeks

* STRIDE: tremelimumab 300 mg as a single priming dose + IMFINZI 1500 mg; followed by IMFINZI
1500 mg every 4 weeks

* S: Sorafenib 400 mg twice daily

Treatment continued as long as clinical benefit was observed or until unacceptable toxicity. Patients in
all arms could continue to receive treatment after evidence of disease progression if, in the Investigator’s
opinion, they were benefiting from study drug and met all inclusion and exclusion criteria for treatment
beyond progression. In addition, patients in the STRIDE arm who continued treatment beyond
progression were allowed to be rechallenged once with an additional single dose of tremelimumab 300
mg after cycle five of IMFINZI. Of the 182 patients enrolled to the STRIDE arm who received
IMFINZI beyond progression, the median OS was 19.5 months (95% CI: 15.4, 23.4). Of the 30 patients
who were enrolled to the STRIDE arm who were rechallenged with tremelimumab, the median OS was
30.4 months (95% CI: 23.4, NR).

Tumour assessments were conducted every 8 weeks for the first 12 months and then every 12 weeks
thereafter. Survival assessments were conducted every month for the first 3 months following treatment
discontinuation and then every 2 months.

The primary endpoint was OS. Key secondary endpoints were PFS, Investigator assessed ORR and
DoR according to RECIST v1.1. PROs were also assessed.

The demographics and baseline disease characteristics were generally representative for patients with
uHCC. The baseline demographics of the overall study population were as follows: male (83.7%), age
<65 years (50.4%), white (44.6%), Asian (50.7%), black or African American (1.7%), other (2.3%),
ECOG PS 0 (62.6%); Child-Pugh Class score A (99.5%), macrovascular invasion (25.2%), extrahepatic
spread (53.4%), viral etiology; hepatitis B (30.6%), hepatitis C (27.2%), uninfected (42.2%).

The study demonstrated a statistically significant and clinically meaningful improvement in OS with
STRIDE vs. S [HR=0.78 [95% CI 0.66, 0.92]; p=0.0035].

See Table 17 and Figure 8.
Table 17. Efficacy Results for the HIMALAYA Study for STRIDE vs. S

STRIDE S
(n=393) (n=389)
Follow up duration
Median follow up 33.2 32.2
Range (31.7-34.5) (30.4-33.7)




OS

Number of deaths (%) 262 (66.7) 293 (75.3)
Median OS (months) 16.4 13.8
(95% CI) (14.2-19.6) (12.3-16.1)
HR (95% CI) 0.78 (0.66, 0.92)
p-value® 0.0035
OS at 12 months (%) 60.2 56.2
95% CI) (55.2 - 64.9) (51.0 - 61.0)
OS at 18 months (%) 48.7 41.5
95% CI)) (43.6-53.5) (36.5-46.4)
OS at 24 months (%) 40.5 32.6
95% CI)) (35.6-45.3) (27.9-37.4)
OS at 36 months (%) 30.7 20.2
95% CI)) (25.8-35.7) (15.8-25.1)
p-value 0.0029

Number of patients treated beyond 182 192

progression

PFS

Number of events (%) 335(85.2) 327 (84.1)

Median PFS (months) 3.78 4.07

(95% CI) (3.68-5.32) (3.75-5.49)

HR (95% CI) 0.90 (0.77 - 1.05)

p-value® 0.1625

ORR
ORR n (%) 79 (20.1) 20 (5.1)
Complete Response n (%) 12 (3.1) 0
Partial Response n (%) 67 (17.0) 20 (5.1)
Odds ratio 95% CI 4.69 (2.85, 8.04)
p-value <0.0001°¢

DoR
Median DoR (months) 22.3 18.4
Sample size (n) 79 20
% with duration >6 months 82.3 78.9
% with duration >12 months 65.8 63.2

2 Based on a Lan-DeMets alpha spending function with O'Brien Fleming type boundary and the actual number

of events observed, the boundary for declaring statistical significance for STRIDE vs. S was 0.0398

(Lancand°DeMets 1983).

b p-value is for the superiority test of IMFINZI vs. S. Based on a Lan-DeMets alpha spending function with
O'Brien Fleming type boundary and the actual number of events observed, the boundary for declaring statistical

significance for IMFINZI vs. S was 0.0433 (Lancand°DeMets 1983).
¢ Nominal p-value. PFS and ORR were not included in the Multiple Testing Procedure (MTP).

4 Confirmed complete response.

NR=Not Reached, CI=Confidence Interval

Figure 8. Kaplan-Meier curve of OS
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Patient reported outcomes

Patient-reported symptoms, function and health-related quality of life (HRQoL) were collected using
the EORTC QLQ-C30 and its hepatocellular carcinoma module (EORTC QLQ-HCC18). At baseline,
patient-reported symptoms, functioning or HRQoL scores were comparable between the study arms.

Delay in time to deterioration of symptoms, functioning, and global health status/QoL:

STRIDE vs. S demonstrated a clinically meaningful improvement by delaying time to deterioration in
a broad range of patient-reported symptoms, function, and global health status/QoL compared to S.
Longer time to deterioration (median in months) was observed in the STRIDE arm compared to S for
the following symptoms: Global Health Status (7.5 vs. 5.7 months, HR 0.76, p = 0.0306); physical
functioning (12.9 vs. 7.4 months, HR 0.68; p = 0.0020), fatigue (7.4 vs. 5.4 months, HR 0.71; p=
0.0026), nausea (25.0 vs. 11.0 months, HR 0.65; p =0.0033), appetite loss (12.6 vs. 6.9 months, HR
0.59; p <0.0001), abdominal pain (16.8 vs. 8.9 months, HR 0.61; p = 0.0008) and abdominal swelling
(20.9 vs. 11.1 months, HR 0.74; p =0.0431.

Change from baseline in patient-reported symptoms (mixed model for repeated measures):

STRIDE improved patient-reported HRQoL functioning and diarrhoea by demonstrating a nominal
difference and clinically meaningful mean change from baseline vs. S from randomisation until 8
months (Estimated mean difference at 8 months: -18.5 95% CI: -23.24, -13.84 and p-value: <0.0001).

Patient-reported outcome results should be interpreted in the context of the open-label study design.
HCC — Study 22

The safety and efficacy of STRIDE was evaluated in Study 22, an open-label, multi-part, multicenter
study in 75 immunotherapy naive patients with uHCC who had progressed on, are intolerant to, or
have refused sorafenib. The study included patients with BCLC Stage C or B (not eligible for
locoregional therapy), ECOG performance status of 0 or 1 and Child-Pugh Score Class A.

The study excluded patients with co-infection of viral hepatitis B and hepatitis C; active or prior
documented GI bleeding within 12 months; ascites requiring non-pharmacologic intervention within 6



months; hepatic encephalopathy within 12 months before the start of treatment; active or prior
documented autoimmune or inflammatory disorders.

Treatment continued as long as clinical benefit was observed or until unacceptable toxicity. Patients
who completed the assigned dosing cycles and were benefiting from study drug in the Investigator’s
opinion and subsequently had evidence of disease progression during the IMFINZI monotherapy
phase could be rechallenged with tremelimumab 300 mg.

Tumour assessments were conducted every 8 weeks.

The primary objective was safety and tolerability. Key secondary endpoints included OS, ORR and
DoR. ORR, DoR and PFS were based on Investigator assessments and BICR according to RECIST
1.1.

The baseline demographics of the study population (STRIDE) were as follows: male (86.7%); age

<65 years (45.3%), white (36.0%); Asian (58.7%); black or African American (5.3%); other (0%),
ECOG PS 0 (61.3%), Child-Pugh Class/Score A/5 (68.0%), Child-Pugh Class/Score A/6 (30.7%),
macrovascular invasion (21.3%); extrahepatic spread (70.7%), viral etiology; hepatitis B (36.0%),

hepatitis C (28.0%), uninfected (36.0%); prior systemic therapy (73.3%).

Efficacy results are shown in Table 18.

Table 18. Efficacy results for Study 22"

STRIDE D
(n=75) (n=104)
ORR
ORR n (%)"* 18 (24.0) 12 (11.5)
95% CI 14.9,35.3 6.1,19.3
DoR"
Median DoR (months) (95% 18.4 15.0
CI) (5.6, 24.0) (8.5, NR)
% with duration >6 months 71.8 83.3
% with duration >12 months 64.6 56.3
0S
Number of deaths (%) 49 (65.3) 78 (75.0)
Median OS (months) 17.05 12.9
(95% CI) (10.6-22.8) (8.7-16.8)
OS at 12 months (%) (95% CI) 57.6 50.4
(45.5-68.0) (40.3-59.7)
OS at 18 months (%) (95% CI) 47.8 34.0
(35.9-58.7) (24.9-43.3)
OS at 24 months (%) (95% CI) 38.3 26.2
(26.9-49.6) (17.9-35.3)

2 DCO of Final analysis: 6 Nov 2020.

b Confirmed by BICR per RECIST v1.1.

¢ Confirmed complete response.

NR=Not Reached, CI=Confidence Interval

SCLC — ADRIATIC Study




ADRIATIC was a study designed to evaluate the efficacy of IMFINZI with or without tremelimumab.
ADRIATIC was a randomised, double-blind, placebo-controlled multicentre study in 730 patients with
histologically or cytologically confirmed LS-SCLC (Stage I to III according to AJCC, 8th edition) who
had not progressed following concurrent chemoradiation therapy. Patients who were Stage I or II had
to be medically inoperable as determined by the investigator. Patients completed 4 cycles of definitive
platinum-based chemoradiation, 60-66 Gy once daily (QD) over 6 weeks or 45 Gy twice daily (BID)
over 3 weeks, within 1 to 42 days prior to the first dose of study treatment. Prophylactic cranial
irradiation (PCI) could be delivered at the discretion of the investigator after chemoradiation therapy
and within 1 to 42 days prior to the first dose of study treatment.

The study excluded patients with active or prior documented autoimmune disease within 5 years of
initiation of the study; a history of active primary immunodeficiency; a history of Grade > 2 pneumonitis
or active tuberculosis or hepatitis B or C or HIV infection and patients with active interstitial lung
disease. Patients with mixed SCLC and NSCLC histology were also excluded.

Randomisation was stratified by stage (I/II versus I1I) and receipt of PCI (yes versus no). Patients were
randomised 1:1:1 to receive:

*Arm 1: IMFINZI 1500 mg + placebo every 4 weeks for 4 cycles, followed by IMFINZI 1500 mg every
4 weeks.

*Arm 2: Placebo + a second placebo every 4 weeks for 4 cycles, followed by a single placebo every 4
weeks.

*Arm 3: IMFINZI 1500 mg + tremelimumab 75 mg every 4 weeks for 4 cycles, followed by IMFINZI
1500 mg every 4 weeks.

Once 600 patients had been randomised across all three arms, subsequent patients were randomised 1:1
to either arm 1 or 2, and received either IMFINZI 1500 mg every 4 weeks or placebo every 4 weeks.

Treatment continued until disease progression, until unacceptable toxicity, or for a maximum of 24
months. Tumour assessments were conducted every 8 weeks for the first 72 weeks, then every 12 weeks
up to 96 weeks, and then every 24 weeks thereafter.

The demographics and baseline disease characteristics were well balanced between study arms.
Baseline demographics and disease characteristics of the IMFINZI and placebo arms were as follows:
male (69.1%), age > 65 years (39.2%), White (50.4%), Black or African-American (0.8%), Asian
(47.5%), other (1.3%), Hispanic or Latino (4.2%), current smoker (22.3%), past-smoker (68.5%), never
smoker (9.2%), WHO/ECOG PS 0 (48.7%), WHO/ECOG PS 1 (51.3%), Stage 1 (3.6%), Stage Il
(9.1%), Stage 111 (87.4%).

Prior to randomisation, all patients received platinum-based chemotherapy (66.2% cisplatin-etoposide,
33.8% carboplatin-etoposide); 72.1% of patients received RT QD (of which 92.4% received 2 60 - < 66
Gy QD); 27.9% received RT BID (of which 96.6% received 45 Gy BID) and 53.8% patients received
PCI. Response to CRT was as follows: complete response (12.3%), partial response (73.8%), stable
disease (14.0%).

The dual primary endpoints of the study were OS and PFS of IMFINZI vs. placebo. Secondary efficacy
endpoints included ORR of IMFINZI vs. placebo. PFS and ORR were assessed by BICR according to
RECIST v1.1.

At a planned interim analysis, the study demonstrated a statistically significant and clinically
meaningful improvement in OS for IMFINZI compared with placebo [HR=0.73 (95% CI: 0.569, 0.928),
p=0.01042]. The study also demonstrated a statistically significant and clinically meaningful
improvement in PFS for IMFINZI compared with placebo [HR=0.76 (95% CI: 0.606, 0.950),
p=0.01608]. See Table 19 and Figures 9 and 10.



Table 19. Efficacy results for the ADRIATIC study

|

Arm 1: IMFINZI (n=264)

‘ Arm 2: Placebo (n=266)

Os*

Number of deaths (%)

115 (43.6)

146 (54.9)

Median OS (months) (95%
Cchn®

55.9(37.3,NR)

33.4(25.5, 39.9)

HR (95% CI)°

0.73 (0.569, 0.928)

p-value!

0.01042

OS at 24 months (%) (95%
cn’

68.0 (61.9, 73.3)

58.5(52.3, 64.3)

OS at 36 months (%) (95%

56.5 (50.0, 62.5)

47.6 (41.3, 53.7)

cn®

cn®

PFS*
Number of events (%) 139 (52.7) 169 (63.5)
Median PFS (months) (95% 16.6 (10.2, 28.2) 9.2(74,12.9)

HR (95% CI)f 0.76 (0.606, 0.950)
p-value! 0.01608
PFS at 18 months (%) (95% 48.8 (42.2, 55.0) 36.1(29.9, 42.2)
cn®
PFS at 24 months (%) (95% 46.2 (39.6, 52.5) 34.2(28.2, 40.3)
CI”

ORR*
ORRS® n (%) 53/175 (30.3) 54/169 (32.0)
Complete Response n (%) 5(2.9) 424
Partial Response n (%) 48 (27.4) 50 (29.6)
Odds ratio (95% CI) -1.2(-11.0, 8.5)

Median DoR"* (months) 33.0 (22.4, NR) 27.7 (9.6, NR)
95% CI)

Proportion of patients in response
at 12 months”® (%) (95% CI)

73.7 (59.0, 83.8)

60.3 (44.5, 72.9)

Proportion of patients in response
at 18 months”® (%) (95% CI)

71.5 (56.6, 82.0)

55.2(39.4, 68.5)

2 Median duration of OS follow up in censored patients was 37.19 months in the IMFINZI arm and 37.24

months in the placebo arm.

b Calculated using the Kaplan Meier technique. CI for median derived based on Brookmeyer-Crowley method.
¢ The analysis for HR was performed using a stratified Cox proportional hazards model and the 2-sided p-value
is based on a stratified log-rank test, both are adjusted for receipt of PCI.

4 p-value based on the results from the pre-planned interim analysis. Based on a Lan-DeMets alpha spending
function O'Brien Fleming type boundary and the actual number of events observed, the boundary for declaring
statistical significance for OS was 0.01679 for a 4.5% overall alpha and for PFS was 0.02805 for a 5% overall
alpha (Lancand°DeMets 1983).

¢ Assessed by BICR according to RECIST v1.1.

f The analysis for HR was performed using a stratified Cox proportional hazards model and the 2-sided p-value
is based on a stratified log-rank test, both are adjusted for TNM stage and receipt of PCL

¢ Based on sub-group of full analysis set with measurable disease at baseline according to RECIST vl1.1;
IMFINZI (n=175), Placebo (n=169).



Figure 9: Kaplan-Meier Curve of OS for IMFINZI vs. placebo
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The improvements in OS and PFS in favour of patients receiving IMFINZI compared to those receiving

placebo were generally consistent across predefined subgroups analysed.



Patient Reported Outcomes

Patient-reported physical functioning and disease-related symptoms and health-related quality of life
(HRQoL) were collected using the EORTC QLQ-C30 and its lung cancer module (EORTC QLQ
LC13). The LC13 and C30 scores were assessed at baseline, weekly for the first 8 weeks (LC13 only,
C30 was assessed every 4 weeks), followed by every 4 weeks until completion of the treatment period
or discontinuation of study drug due to toxicity or disease progression. At baseline, patient-reported
physical functioning and symptoms were comparable between IMFINZI and placebo arms.

Throughout the duration of the study to Week 48, there was no clinically meaningful difference between
IMFINZI and placebo arms in symptoms, functioning and HRQoL (as assessed by a difference of
greater than or equal to 10 points).

Endometrial Cancer — DUO-E Study

DUO-E was a randomised, multicentre, double-blind, placebo-controlled, Phase III study of first-line
platinum-based chemotherapy in combination with IMFINZI, followed by maintenance IMFINZI with
or without olaparib in patients with advanced or recurrent endometrial cancer. For patients with
recurrent disease, prior chemotherapy was allowed only if it was administered in the adjuvant setting
and there was at least 12 months from the date of last dose of chemotherapy administered to the date of
subsequent relapse. The study included patients with epithelial endometrial carcinomas of all
histologies, including carcinosarcomas. Patients with endometrial sarcoma were excluded.

Randomisation was stratified by tumour tissue’s mismatch repair (MMR) status (proficient versus
deficient), disease status (recurrent versus newly diagnosed), and geographic region (Asia versus rest
of the world). Patients were randomised 1:1:1 to one of the following arms:

e Arm 1 (Platinum-based chemotherapy): Platinum-based chemotherapy (paclitaxel and
carboplatin) every 3 weeks for a maximum of 6 cycles with durvalumab placebo every 3
weeks. Following completion of chemotherapy treatment, patients without objective disease
progression received durvalumab placebo every 4 weeks and olaparib placebo tablets twice
daily as maintenance treatment until disease progression.

e Arm 2 (Platinum-based chemotherapy + IMFINZI): Platinum-based chemotherapy (paclitaxel
and carboplatin) every 3 weeks for a maximum of 6 cycles with 1120 mg IMFINZI every 3
weeks. Following completion of chemotherapy treatment, patients without objective disease
progression received 1500 mg durvalumab every 4 weeks with olaparib placebo tablets twice
daily as maintenance treatment until disease progression.

e Arm 3 (Platinum-based chemotherapy + IMFINZI + olaparib): Platinum-based chemotherapy
(paclitaxel and carboplatin) every 3 weeks for a maximum of 6 cycles with 1120 mg IMFINZI
every 3 weeks. Following completion of chemotherapy treatment, patients without objective
disease progression received 1500 mg durvalumab every 4 weeks with 300 mg olaparib tablets
twice daily as maintenance treatment until disease progression.

Patients who discontinued either product (durvalumab/placebo or olaparib/placebo) for reasons other
than disease progression could continue treatment with the other product if appropriate based on toxicity
considerations and investigator discretion.

Treatment was continued until RECIST v1.1-defined progression of disease or unacceptable toxicity.
Assessment of tumour status was performed every 9 weeks for the first 18 weeks relative to
randomisation and every 12 weeks thereafter.

The primary endpoint was PFS, determined by investigator assessment using RECIST v1.1. Secondary
efficacy endpoints included OS, ORR and DoR.



The study demonstrated a statistically significant improvement in PFS in the ITT population, for
patients treated with platinum-based chemotherapy + IMFINZI + olaparib compared to platinum-based
chemotherapy [HR=0.55 (95% CI: 0.43, 0.69), p=<0.0001], and for patients treated with platinum-
based chemotherapy + IMFINZI compared to platinum-based chemotherapy [HR=0.71 (95% CI: 0.57,
0.89), p=0.003]. At the time of PFS analysis, interim OS data were 28% mature with events in 199 of
718 patients.

Mismatch repair (MMR) status was determined centrally using an MMR immunohistochemistry
panel assay. Of a total of 718 patients randomised in the study, 575 (80%) patients had MMR-
proficient (pMMR) tumour status and 143 (20%) patients had MMR-deficient (AMMR) tumour
status.

Patients with MMR-deficient (dAMMR) endometrial cancer

Among patients with AIMMR tumour status, demographic and baseline characteristics were generally
well balanced between the treatment arms. Baseline demographics across all three arms were as follows:
median age of 62 years (range: 34 to 85), 41% age 65 or older, 1.5% age 75 or older, 62% White, 29%
Asian, and 2% Black or African American. Disease characteristics were as follows: ECOG PS of 0
(58%) or 1 (42%), 46% newly diagnosed and 54% recurrent disease. The histologic subtypes were
endometrioid (83%), mixed epithelial (5%), serous (3%), carcinosarcoma (3%), undifferentiated (2%),
and other (3%).

In patients with AMMR tumour status, the results are summarised in Table 20 and Figure 11. The median
follow-up time for PFS in censored patients with AIMMR tumour status was 15.5 months in the platinum-
based chemotherapy + IMFINZI arm and 10.2 months in the platinum-based chemotherapy arm. At the
time of PFS analysis, interim OS data were 26% mature with events in 25 of 95 patients treated with
platinum-based chemotherapy + IMFINZI and platinum-based chemotherapy.

Table 20. Efficacy results for the DUO-E Study (Patients with dMMR tumour status)

Platinum-based Platinum-based
chemotherapy + chemotherapy
IMFINZI
N=46 N=49
PFS™
Number of events (%) 15 (32.6) 25 (51.0)
Median PFS (months) (95% CI)* NR (NR, NR) 7.0 (6.7, 14.8)
HR (95% CI) 0.42 (0.22, 0.80) -
oS’
Number of events (%) 7 (15.2) 18 (36.7)
Median OS (months) (95% CI)* NR (NR, NR) 23.7 (16.9, NR)
HR (95% CI) 0.34 (0.13, 0.79) -




ORR’®

ORR‘n (%) 30 (71.4) 17 (40.5)
DoR"

Median DoR (months) (95% CI)¢ NR (NR, NR) 10.5 (4.3, NR)

* Investigator assessed.
® Results are based on the first interim analysis (DCO: 12 April 2023).
¢ Calculated using the Kaplan-Meier technique.

4 Response: Best objective response as confirmed complete response or partial response. Based on
number of patients in treatment group with measurable disease at baseline (N=42 in platinum-based
chemotherapy + IMFINZI arm, N=42 in platinum-based chemotherapy arm).

CI=Confidence Interval, HR=Hazard Ratio, NR=Not Reached

Figure 11. Kaplan-Meier curve of PFS in DUO-E (Patients with dMMR tumour status)
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Patients with MMR-proficient (pMMR) endometrial cancer



Among patients with pMMR tumour status, demographic and baseline characteristics were generally
well balanced between the treatment arms. Baseline demographics across all three arms were as follows:
median age of 64 years (range: 22 to 86), 48% age 65 or older, 8.1% age 75 or older, 56% White, 30%
Asian, and 6% Black or African American. Disease characteristics were as follows: ECOG PS of 0
(69%) or 1 (31%), 47% newly diagnosed and 53% recurrent disease. The histologic subtypes were
endometrioid (54%), serous (26%), carcinosarcoma (8%), mixed epithelial (4%), clear cell (3%),
undifferentiated (2%), mucinous (< 1%), and other (3%).

Results in patients with pMMR tumour status are summarised in Table 21 and Figure 12. The median
follow-up time in censored patients with pMMR tumour status was 15.2 months in the platinum-based
chemotherapy + IMFINZI + olaparib arm, and 12.8 months in the platinum-based chemotherapy arm.

At the time of PFS analysis, interim OS data were 29% mature with events in 110 of 383 patients treated
with platinum-based chemotherapy + IMFINZI + olaparib and platinum-based chemotherapy.

Table 21. Efficacy results for the DUO-E Study (Patients with pMMR tumour status)

Platinum-based chemotherapy + IMFINZI + olaparib Platinum-based
chemotherapy
N=191
N=192

PFS*®
Number of events (%) 108 (56.5) 148 (77.1)
Median PFS (months) (95% | 15.0 (12.4, 18.0) 9.7(9.2,10.1)
(610
HR (95% CI) 0.57 (0.44, 0.73) -
os®
Number of events (%) 46 (24.1) 64 (33.3)
Median OS (months) (95% | NR (NR, NR) 25.9 (25.1,NR)
CD¢
HR (95% CI) 0.69 (0.47, 1.00) -
ORR"
ORR‘n (%) 90 (61.2) 92 (59.0)
DoR"
Median DoR (months) (95% | 18.7 (10.5, NR) 7.6 (7.1, 10.2)
(610

* Investigator assessed.
® Results are based on the first interim analysis (DCO: 12 April 2023).

¢ Calculated using the Kaplan-Meier technique.



4 Response: Best objective response as confirmed complete response or partial response. Based on
number of patients in treatment group with measurable disease at baseline (N=147 in platinum-based
chemotherapy + IMFINZI + olaparib arm, N=156 in platinum-based chemotherapy arm).

CI=Confidence Interval, HR=Hazard Ratio, NR=Not Reached

Figure 12. Kaplan-Meier curve of PFS in Duo-E (Patients with pMMR tumour status)
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Among patients with pMMR tumour status, the PFS HRs were 0.44 (95% CI: 0.31, 0.61) in patients
with PD-L1 expression positive status (236/383; 62%) and 0.87 (95% CI: 0.59, 1.28) in patients with
PD-L1 expression negative status (140/383; 37%), for the platinum-based chemotherapy + IMFINZI
+ olaparib arm compared to the platinum-based chemotherapy arm. PD-L1 expression positive was
defined as tumour area positive (TAP) > 1%

Muscle invasive bladder cancer (MIBC)
MIBC — NIAGARA Study

The efficacy of neoadjuvant IMFINZI in combination with gemcitabine and cisplatin followed by
adjuvant IMFINZI as a single agent in patients with MIBC was evaluated in NIAGARA
(NCTO03732677), a randomized, open-label, multicenter study. The study randomized (1:1) 1,063
patients who were candidates for radical cystectomy and who had not received prior systemic
chemotherapy or immune-mediated therapy for the treatment of NMIBC or MIBC. The study
excluded patients with pure non-urothelial histology, any small cell histology and primary non-
bladder (i.e., ureter, urethral, or renal pelvis) cancer of the urothelium.



Randomization was stratified by clinical tumor stage T2NO vs. > T2NO (including T2N1, T3, and
T4a), renal function (creatinine clearance [CrCl] > 60 mL/min vs. CrCl > 40 mL/min to < 60
mL/min), and PD-L1 expression (high vs. low/negative). Patients received:

e Neoadjuvant IMFINZI 1,500 mg plus gemcitabine 1,000 mg/m2 and cisplatin 70 mg/m2
every 3 weeks for 4 cycles prior to surgery, followed by IMFINZI 1,500 mg every 4 weeks as
a single agent adjuvant treatment for up to 8 cycles after surgery, or

e Neoadjuvant gemcitabine 1,000 mg/m2 and cisplatin 70 mg/m?2 every 3 weeks for 4 cycles
prior to surgery, without adjuvant treatment.

Patients with CrCl > 40 mL/min to < 60 mL/min in both arms received split-dose cisplatin of 35
mg/m2 on days 1 and 8 of each cycle.

A RECIST 1.1 tumor assessment was performed at baseline and upon completion of neoadjuvant
therapy (prior to surgery). After surgery, tumor assessments were performed every 12 weeks for the
first 24 months, then every 24 weeks for 36 months, and then every 52 weeks thereafter until
progression, the end of study, or death.

The major efficacy outcome measure was EFS by BICR assessment. OS was an additional efficacy
outcome measure.

Baseline demographics were: male (82%), median age 65 years (range: 32 to 84), age >65 years
(53%), White (67%), Asian (28%), Black or African American (0.9%), other (0.8%), Hispanic or
Latino (8%), and ECOG PS 0 (78%) vs. PS 1 (22%). Disease characteristics were: tumor stage T2NO
(40%) and >T2NO (60%), regional lymph nodes NO (95%) and N1 (5%), adequate renal function
(81%) and borderline renal function (19%). The histologic subtypes included urothelial carcinoma
(85%) and urothelial carcinoma with variant histology (15%).

In the overall population, 469 (88%) patients in the IMFINZI plus gemcitabine and cisplatin arm and
441 (83%) patients in the gemcitabine and cisplatin arm underwent radical cystectomy.

At a pre-specified interim analysis, the study demonstrated a statistically significant improvement in
EFS and OS in the IMFINZI plus gemcitabine and cisplatin arm compared to the gemcitabine and
cisplatin arm. The trial was not designed to isolate the effect of IMFINZI in each phase (neoadjuvant
or adjuvant) of treatment. See Table 18 and Figures 13 and 13.

Table 22. Efficacy Results for the NIAGARA Study

IMFINZI plus
gemcitabine and Gemcitabine and cisplatin
cisplatin (N =530)
(N=533)
EFS’
Number of events (%) 187 (35.1) 246 (46.4)
Median EFS (months) (95% Cl) NR (NR, NR) 46.1(32.2, NR)
HR (95% CI)* 0.68 (0.56, 0.82)
2-sided p-value®* <0.0001

Overall Survival (0S)




IMFINZI plus
gemcitabine and Gemcitabine and cisplatin
cisplatin (N =530)
(N=533)
Number of events (%) 136 (25.5) 169 (31.9)
Median OS (months) (95% Cl) NR (NR, NR) NR (NR, NR)
HR (95% CI)* 0.75 (0.59, 0.93)
2-sided p-value®* 0.0106

*EFS is defined as the time from randomization to the first recurrence of disease after radical cystectomy, the time of first
documented progression in patients who are medically precluded from a radical cystectomy, or time of expected surgery in
patients who refuse to undergo a radical cystectomy or failure to undergo a radical cystectomy in participants with residual
disease, or the time of death due to any cause, whichever occurs first.

 Based on stratified Cox proportional hazard model.

$ Based on stratified log-rank test.

# Alpha allocated at the interim analysis was 0.0412 for EFS and 0.0154 for OS.

CI = Confidence Interval, HR = Hazard Ratio, NR = Not Reached

Figure 13. Kaplan-Meier Curve of EFS
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Figure 14. Kaplan-Meier Curve of OS
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Gastric or gastroesophageal junction adenocarcinoma (GC/GEJC)

Neoadjuvant and Adjuvant Treatment of Resectable GC/GEJC — MATTERHORN Study

The efficacy of IMFINZI with FLOT as neoadjuvant and adjuvant treatment, followed by IMFINZI as
a single agent, was investigated in MATTERHORN (NCT04592913), a randomized, double-blind,
placebo-controlled, multicenter study conducted in 948 patients with previously untreated and
resectable GC/GEJC (Stage II to Stage IVA [AJCC, 8" edition]). Eligible patients had no prior
exposure to immune-mediated therapy and a WHO/ECOG performance status of O or 1. Patients with
active or prior documented autoimmune or inflammatory disorders, or use of immunosuppressive
medication within 14 days of the first dose of durvalumab were ineligible.

Randomization was stratified by geographic region (Asia vs. non-Asia), clinical lymph node status
(positive vs. negative), and PD-L1 expression status (TAP < 1% vs. TAP > 1%).

Patients were randomized in a 1:1 ratio to one of the following treatment arms. Crossover between the
study arms was not permitted.

e [MFINZI 1,500 mg on Day 1 + FLOT on Days 1 and 15 of every 4-week cycle for 2 cycles in
the neoadjuvant phase and 2 cycles in the adjuvant phase followed by IMFINZI 1,500 mg on
Day 1 every 4 weeks for up to 10 additional cycles for a total of 12 cycles (1 dose per cycle)

e Placebo on Day 1 + FLOT on Days 1 and 15 of every 4-week cycle for 2 cycles in the
neoadjuvant phase and 2 cycles in the adjuvant phase followed by placebo on Day 1 every
4 weeks for up to 10 additional cycles for a total of 12 cycles (1 dose per cycle)

Tumor assessment per RECIST was performed prior to the start of neoadjuvant therapy, prior to
surgery, before starting adjuvant treatment and then every 12 weeks for 2 years and every 24 weeks
until RECIST 1.1 defined radiological progression, consent withdrawal, or death.

The major efficacy outcome measure of the study was EFS by BICR assessment. EFS was defined as
the earliest of one of the following: disease progression according to RECIST 1.1 that precluded



surgery or that required non-protocol therapy during the neoadjuvant treatment period; progression
(after R1/R2 resection) or recurrence (after RO resection), according to RECIST 1.1, during the
adjuvant treatment period; non-RECIST progression (according to investigator assessment or
confirmed by local pathology testing) that precluded surgery or that required non-protocol therapy
during the neoadjuvant treatment period, or that was discovered during surgery; progression or
recurrence confirmed by local pathology testing after surgery; or death.

Additional efficacy outcome measures were OS and pCR rate by blinded central pathology review.
The trial was not designed to isolate the effect of IMFINZI in each phase (neoadjuvant or adjuvant) of
treatment.

The demographics were as follows: median age 62 years (range: 26 to 84), age >65 years (41%), male
(72%), White (68%), Asian (20%), American Indian or Alaska Native (4%), Black or African
American (1.1%), other race (1.7%), Hispanic or Latino (20%), and WHO/ECOG PS 0 (74%).
Disease characteristics were as follows: Stage 11 (29%), Stage III (62%), Stage IVA (9%, gastric
(68%), gastroesophageal junction (32%), Siewert type 1 (10%), Siewert type 2 (15%), Siewert type 3
(7%), intestinal type (51%), diffuse type (26%), indeterminate type (23%), clinical lymph node status
positive (70%), clinical lymph node status negative (29%), PD-L1 expression status TAP >1% (90%),
and PD-L1 expression status TAP <1% (10%).

There were 412 (87%) patients in the IMFINZI arm who completed curative intent surgery compared
to 400 (84%) patients in the placebo arm. Surgery was delayed (defined as surgery attempt >8 weeks
from last dose of neoadjuvant therapy) in 48 (10%) patients in the IMFINZI arm and 51 (11%)
patients in the placebo arm. In the IMFINZI arm, 248 (52%) and 291 (61%) patients completed the
two cycles of adjuvant IMFINZI and two cycles of adjuvant FLOT, respectively. In the placebo arm,
245 (52%) and 303 (64%) patients completed the two cycles of adjuvant placebo and two cycles of
adjuvant FLOT, respectively. There were 344 (73%) patients in the IMFINZI arm who initiated
adjuvant IMFINZI monotherapy compared to 332 (70%) patients in the placebo arm.

The study demonstrated a statistically significant improvement in EFS in the IMFINZI arm compared
to the placebo arm. See Table 23, Figure 15, and Figure 16.

Table 23. Efficacy Results for the MATTERHORN Study

IMFINZI + FLOT Placebo + FLOT
chemotherapy chemotherapy
(N =474) (N=474)
Event Free Survival (EFS)"
Number of events, n (%) 167 (35) 218 (46)
Median EFS (months) (95% CI)* NR (40.7, NE) 32.8 (27.9, NE)
HR (95% CI)] 0.71 (0.58, 0.86)
p-value' <0.001
Overall Survival (OS)"
Number of events (%) 160 (33.8) 192 (40.5)
Median OS (months) (95% CI)* NR (NE, NE) NR (NE, NE)
HR (95% CI)} 0.78 (0.63, 0.96)
p-value® 0.021
pCR’




IMFINZI + FLOT Placebo + FLOT
chemotherapy chemotherapy
(N =474) (N=474)
Number of patients with response 91 34
Response rate, (%) (95% CI)" 19.2 (15.7, 23.0) 7.2 (5.0,9.9)
p-value* <0.001

"Results for EFS are based on a pre-specified interim analysis (DCO: 20 December 2024), results for
OS are based on a pre-specified final analysis (DCO: 01 September 2025), and results for pCR are
based on a pre-specified final analysis (DCO: 01 February 2023).

* Calculated using the Kaplan-Meier method.

" Based on stratified Cox proportional hazards model stratified by geographic region, clinical lymph
node status and PD-L1 expression status at randomization. CI calculated using the profile likelihood
approach.

Based on stratified log-rank test adjusting for geographic region, clinical lymph node status, and PD-
L1 expression status using an O’Brien-Fleming boundary of 0.0239 (2-sided).

¥ Based on stratified log-rank test adjusting for geographic region, clinical lymph node status, and PD-
L1 expression status using a pre-specified boundary of 0.0499 (2-sided).

* CI was calculated using the Clopper Pearson method.

¥Based on a stratified Cochran-Mantel-Haenszel test adjusting for geographic region, clinical lymph
node status, and PD-L1 expression status using a pre-specified boundary of 0.001 (2-sided).
CI=Confidence Interval, HR=Hazard Ratio, NE=Not estimable, NR=Not reached

Figure 15. Kaplan-Meier Curve of EFS
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Figure 16. Kaplan-Meier Curve of OS
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Pharmacokinetic properties

The PK of durvalumab was assessed for both IMFINZI as a single agent and in combination with
chemotherapy, in combination with tremelimumab and platinum-based chemotherapy in combination
with tremelimumab and in combination with platinum-based chemotherapy followed by IMFINZI in
combination with olaparib.

The pharmacokinetics of durvalumab was studied in 2903 patients with solid tumours with doses
ranging from 0.1 to 20 mg/kg administered once every two, three or four weeks. PK exposure increased
more than dose-proportionally (non-linear PK) at doses < 3 mg/kg and dose proportionally (linear PK)
at doses >3 mg/kg. Steady state was achieved at approximately 16 weeks. Based on population PK
analysis that included 1878 patients in the dose range of > 10 mg/kg Q2W, Q2W, 15 mg/kg Q3W and
20 mg/kg Q4W ,the geometric mean, steady state volume of distribution (Vss) was 5.64 L. Durvalumab
clearance (CL) decreased over time resulting in a geometric mean steady state clearance (CLss) of 8.16
mL/h at Day 365; the decrease in CLss was not considered clinically relevant. The terminal half-life
(ti2), based on baseline CL, was approximately 18 days. There was no clinically meaningful difference
between the PK of durvalumab as a single agent and in combination with chemotherapy, in combination
with tremelimumab and platinum-based chemotherapy, in combination with tremelimumab and in
combination with platinum-based chemotherapy followed by IMFINZI in combination with olaparib.
The primary elimination pathways of durvalumab are protein catabolism via reticuloendothelial system
or target mediated disposition.

Special populations

Age (19-96 years), body weight (31-149 kg), gender, positive anti-drug antibody (ADA) status,
albumin levels, LDH levels, creatinine levels, soluble PD-L1, tumour type, race, mild renal impairment
(creatinine clearance (CRCL) 60 to 89 mL/min), moderate renal impairment (creatinine clearance
(CRCL) 30 to 59 mL/min), mild hepatic impairment (bilirubin <ULN and AST > ULN or
bilirubin > 1.0 to 1.5 x ULN and any AST), moderate hepatic impairment (bilirubin > 1.5 to 3 x ULN



and any AST) or ECOG/WHO status had no clinically significant effect on the pharmacokinetics of
durvalumab.

The effect of severe renal impairment (CRCL 15 to 29 mL/min) or severe hepatic impairment (bilirubin
> 3.0 x ULN and any AST) on the pharmacokinetics of durvalumab is unknown.

Elderly

Of the 476 patients with locally advanced, unresectable NSCLC (primary efficacy population) treated
with IMFINZI, 215 patients were 65 years or older. No overall clinically meaningful differences in
safety were reported between patients > 65 years of age and younger patients.

Of the 401 patients with resectable NSCLC treated with IMFINZI in combination with chemotherapy
in the AEGEAN study, 209 (52%) patients were 65 years or older and 49 (12%) patients were 75 years
or older. There were no overall clinically meaningful differences in safety or effectiveness between
patients > 65 years of age and younger patients.

Of the 265 patients with ES-SCLC treated with IMFINZI in combination with chemotherapy, 101
(38%) patients were 65 years or older. There were no overall clinically meaningful differences in safety
or effectiveness between patients > 65 years of age and younger patients.

Of the 262 patients with LS-SCLC treated with IMFINZI, 103 (39.3%) patients were 65 years or older.
There were no overall clinically meaningful differences in safety or effectiveness between patients >
65 years of age and younger patients.

Of the 338 patients with BTC treated with IMFINZI in combination with chemotherapy, 158 (46.7%)
patients were 65 years or older. There were no overall clinically meaningful differences in safety or
effectiveness between patients >65 years of age and younger patients.

Of the 462 patients with uHCC treated with STRIDE, 173 (37.4%) patients were 65 years or older and
63 (13.6%) patients were 75 years or older. There were no clinically meaningful differences in safety
or efficacy between patients 65 years or older and younger patients.

Of the 530 patients with MIBC treated with IMFINZI in combination with gemcitabine and cisplatin in
the NIAGARA study, 272 (51%) patients were 65 years or older, and 57 (11%) patients were 75 years
or older. No overall differences in safety or effectiveness of IMFINZI have been observed between
patients 65 years of age and older and younger adult patients.

Of the 475 patients with resectable GC/GEJC treated with IMFINZI in combination with FLOT
chemotherapy in the MATTERHORN study, 184 (39%) patients were 65 years or older and 37 (8%)
patients were 75 years or older. No overall differences in safety or effectiveness were observed between
patients > 65 years of age and younger adult patients.

Drug interaction studies
PK drug-drug interaction between durvalumab and chemotherapy was assessed in the CASPIAN study
and no clinically meaningful PK drug-drug interaction was identified.

Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. Immunogenicity of IMFINZI
as monotherapy is based on pooled data in 2280 patients who were treated with IMFINZI 10 mg/kg
every 2 weeks or 20 mg/kg every 4 weeks as a single-agent and evaluable for the presence of anti-drug
antibodies (ADA). Sixty-nine patients (3.0%) tested positive for treatment emergent ADA. Neutralising
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antibodies against durvalumab were detected in 0.5% (12/2280) patients. The presence of ADAs did
not have a clinically relevant effect on pharmacokinetics, pharmacodynamics or safety.

In the ADRIATIC study, of the 206 patients who were treated with IMFINZI monotherapy and
evaluable for the presence of ADAs, 7 (3.4%) patients tested positive for treatment-emergent ADAs.
Neutralising antibodies against durvalumab were detected in 1% (2/206) patients. The presence of
ADAs did not have an apparent effect on the pharmacokinetics or safety.

In the AEGEAN study, of the 375 patients who were treated with IMFINZI 1500 mg in combination
with chemotherapy every 3 weeks prior to surgery, followed by IMFINZI 1500 mg every 4 weeks
following surgery, and were evaluable for the presence of ADAs, 25 (6.7%) patients tested positive for
treatment emergent ADAs. Neutralising antibodies against durvalumab were detected in 2 patients
(0.5%). The presence of ADAs did not have an apparent effect on the pharmacokinetics or safety of
IMFINZLI.

In the CASPIAN study, of the 201 patients who were treated with IMFINZI 1500 mg every 3 weeks in
combination with chemotherapy and evaluable for the presence of ADAs, 0 (0%) patients tested positive
for treatment-emergent ADAs. The impact of treatment-emergent ADA on pharmacokinetics and
clinical safety of durvalumab was not evaluable as no patient samples tested positive for treatment-
emergent durvalumab ADA.

In the TOPAZ-1 study, of the 240 patients who were treated with IMFINZI 1500 mg every 3 weeks in
combination with chemotherapy, followed by IMFINZI 1500 mg every 4 weeks and evaluable for the
presence of ADAs, 2 (0.8%) patients tested positive for treatment-emergent ADAs. There were
insufficient numbers of patients with treatment emergent ADAs or neutralising antibodies (2 patients
each) to determine whether ADAs have an impact on pharmacokinetics and clinical safety of
durvalumab.

In the HIMALAYA study, of the 294 patients who were treated with STRIDE and evaluable for the
presence of ADAs, 9 (3.1%) patients tested positive for treatment-emergent ADAs. Neutralising
antibodies against durvalumab were detected in 1.7% (5/294) patients. The presence of ADAs did not
have an apparent effect on pharmacokinetics or safety.

Immunogenicity assay results are highly dependent on several factors, including assay sensitivity and
specificity, assay methodology, sample handling, timing of sample collection, concomitant medications
and underlying disease.

For these reasons, comparison of incidence of antibodies to IMFINZI with the incidence of antibodies
to other products may be misleading.

In clinical trials of patients who received IMFINZI for 10 to 48 weeks at dosages of 1,500 mg every
4 weeks, 10 mg/kg every 2 weeks, 20 mg/kg every 4 weeks as a single agent or 1,120 mg every 3 weeks,
or 1,500 mg every 3 weeks in the combination therapies, 3.5% (209/6,000) of evaluable patients tested
positive for treatment-emergent anti-durvalumab antibodies, and 9% (18/209) of treatment-emergent
ADA positive patients had neutralizing antibodies against durvalumab. There were no identified
clinically significant effects of ADAs on durvalumab pharmacokinetics or safety; however, the effect
of these ADAs on the effectiveness of IMFINZI is unknown.

Preclinical safety data

Carcinogenicity and mutagenicity
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The carcinogenic and genotoxic potential of durvalumab has not been evaluated.

Reproductive toxicology

As reported in the literature, the PD-1/PD-L1 pathway plays a central role in preserving pregnancy by
maintaining maternal immune tolerance to the fetus, and in mouse allogeneic pregnancy models
disruption of PD-L1 signalling was shown to result in an increase in fetal loss. In reproduction studies
in cynomolgus monkeys, administration of durvalumab from the confirmation of pregnancy through
delivery at exposure levels approximately 22 times higher than those observed at the clinical dose of 10
mg/kg of durvalumab (based on AUC) was not associated with maternal toxicity or effects on
embryofetal development, pregnancy outcome or postnatal development.

Animal toxicology and/or pharmacology

Repeat dose toxicity studies in sexually mature cynomolgus monkeys with durvalumab of up to 3
months duration were not associated with any adverse effects that were considered of relevance to
humans.

PHARMACEUTICAL PARTICULARS
List of excipients

L-histidine

L-histidine hydrochloride monohydrate
a,a-Trehalose dihydrate

Polysorbate 80

Water for Injection

Incompatibilities

Durvalumab

No incompatibilities between IMFINZI and 9 g/L (0.9%) sodium chloride or 50 g/L (5%) dextrose in
polyvinylchloride or polyolefin IV bags have been observed.

This drug product must not be mixed with other drug products except those mentioned in section 6.6.

Do not co-administer other drugs through the same intravenous line.

Shelf-life

Unopened Vial
3 yearsat2’ C—8 C.
There are no sources in the current document.

After preparation of infusion solution

IMFINZI does not contain a preservative. Administer infusion solution immediately once prepared. If
infusion solution is not administered immediately and it needs to be stored, the total time from vial
puncture to the start of administration should not exceed:
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* 28 days at 2°C to 8°C (36°F to 46°F).
* 12 hours at room temperature.

Special precautions for storage

Unopened vial
Store vials under refrigeration at 2°C to 8°C (36°F to 46°F) in original carton to protect from light.

Do not freeze.
Do not shake.

Diluted Solution

For storage conditions after preparation of the infusion, see section 6.3.

Nature and contents of container

Two pack sizes of IMFINZI are available:

10 mL (a total of 500 mg durvalumab) concentrate in a Type 1 glass vial with an elastomeric stopper
and a white flip-off aluminium seal . Pack size of 1 vial.

2.4 mL (a total of 120 mg durvalumab) concentrate in a Type 1 glass vial with an elastomeric stopper
and a gray flip-off aluminium seal . Pack size of 1 vial.

Not all pack sizes may be marketed.

Instructions for use, handling and disposal

Preparation of solution

IMFINZI is supplied as a single-dose vial and does not contain any preservatives, aseptic technique
must be observed.

Visually inspect drug product for particulate matter and discolouration. IMFINZI is clear to opalescent,
colourless to slightly yellow solution. Discard the vial if the solution is cloudy, discoloured or visible
particles are observed. Do not shake the vial.

Withdraw the required volume from the vial(s) of IMFINZI and transfer into an intravenous (IV) bag
containing 0.9% Sodium Chloride Injection, or 5% Dextrose Injection. Mix diluted solution by gentle
inversion. The final concentration of the diluted solution should be between 1 mg/mL and 15 mg/mL.
Do not freeze or shake the solution.

Care must be taken to ensure the sterility of prepared solutions.

Do not re-enter the vial after withdrawal of drug; only administer one dose per vial.

Discard any unused portion left in the vial.

Administration

Administer infusion solution intravenously over 1 hour through an intravenous line containing a sterile,
low-protein binding 0.2 or 0.22 micron in-line filter.

Do not co-administer other drugs through the same infusion line.



Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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Patient Information Leaflet

Rx
Durvalumab Solution for Infusion

IMFINZI®, 500 mg (500mg/10mL) for intravenous infusion
IMFINZI®, 120 mg (120mg/2.4mL) for intravenous infusion

Read this entire leaflet carefully before you start taking this medicine.

Keep this leaflet. You may need to read it again.

If you have any further questions, ask your doctor, pharmacist or nurse.

This medicine has been prescribed for you only.

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. See section 4.

In this leaflet
WHAT IMFINZI IS AND WHAT IT IS USED FOR

BEFORE YOU RECEIVE IMFINZI
HOW IMFINZI WILL BE GIVEN
POSSIBLE SIDE EFFECTS
STORING IMFINZI

FURTHER INFORMATION

1. What IMFINZI is and what it is used for

What IMFINZI is

IMFINZI is a medicine used to treat cancer. It contains the active substance durvalumab which belongs
to the monoclonal antibody class of anticancer medicines. IMFINZI works by helping your immune
system fight your cancer.

What IMFINZI is used for

IMFINZI is used to treat a type of lung cancer called non-small cell lung cancer (NSCLC). It
may be used in combination with chemotherapy prior to surgery (neoadjuvant treatment) and

alone after surgery (adjuvant treatment) when your NSCLC:

has spread within your lung and is able to be removed by surgery.



IMFINZI is used to treat a type of lungcancer called non-small cell lung cancer (NSCLC). It is used
alone when your NSCLC:

has spread within your lung and cannot be removed by surgery, and
has responded or stabilised after initial treatment with chemotherapy and radiotherapy.

IMFINZI in combination with chemotherapy is used to treat a type of lung cancer called extensive-
stage small cell lung cancer (ES-SCLC). It is used when your SCLC:

has spread within your lungs (or to other parts of the body) and
has not previously been treated.

IMFINZI is used to treat a type of cancer called biliary tract cancer (BTC), such as cancer of the bile
ducts (cholangiocarcinoma) and gallbladder. It is used when your BTC:

has spread within these regions (or to other parts of the body).

When IMFINZI is given in combination with other medicines, it is important that you also read the
package leaflet for the specific anti-cancer medicines you may be receiving. If you have any questions
about these medicines, ask your doctor.

IMFINZI in combination with tremelimumab is used to treat a type of liver cancer, called unresectable
hepatocellular carcinoma (uHCC). It is used when your uHCC:

. cannot be removed by surgery (unresectable) and
. may have spread within your liver or to other parts of the body.

When IMFINZI is given in combination, it is important that you also read the package leaflet for the
specific anti-cancer medicines you may be receiving. If you have any questions about these medicines,
ask your doctor.

IMFINZI is used to treat a type of lung cancer called limited-stage small cell lung cancer (LS-SCLC).
It is used when your LS-SCLC:

. has not been removed by surgery, and
. has responded or stabilised after initial treatment with chemotherapy and radiotherapy.
IMFINZI is a prescription medicine used to treat adults with:

a type of bladder cancer called muscle invasive bladder cancer (MIBC) that has spread into the muscle
layer of the bladder but not to other parts of the body. IMFINZI may be used in combination with
gemcitabine and cisplatin (neoadjuvant treatment) prior to the surgical removal of your bladder
followed by IMFINZI alone after surgery (adjuvant treatment).

Durvalumab is used to treat a type of stomach cancer called gastric cancer (GC) or gastro-oesophageal
junction adenocarcinoma (GEJC) that can be removed by surgery. It is used in combination with
chemotherapy prior to and after surgery, followed by Durvalumab alone.

Durvalumab is used to treat a type of uterine cancer (endometrial cancer) that has spread beyond
the original tumour or come back (recurred) in adults. It is used in combination with chemotherapy
(carboplatin and paclitaxel), followed by:

o Durvalumab alone when your tumour is MMR-deficient, or
J Durvalumab in combination with olaparib when your tumour is MMR-proficient.



A test is used to find out the MMR status of your endometrial cancer.

How IMFINZI works

IMFINZI is a monoclonal antibody, which is a type of protein designed to recognise and attach to a
specific target substance in the body. IMFINZI is a medicine that may treat your NSCLC, SCLC, uHCC
or BTC by working with your immune system. IMFINZI can cause your immune system to attack
normal organs and tissues in many areas of your body and can affect the way they work.

IMFINZI will only be prescribed to you by a doctor with experience in the use of medicines for cancer.

If you have any questions about how IMFINZI works or why this medicine has been prescribed for you,
ask your doctor.

2. BEFORE YOU RECEIVE IMFINZI

Warnings and precautions
Talk to your doctor, pharmacist or nurse before taking IMFINZI.
Before you get IMFINZI tell your doctor if you:

have immune system problems such as Crohn's disease, ulcerative colitis or lupus.

have had an organ transplant.

have lung or breathing problems.

have liver problems.

are pregnant or plan to become pregnant. IMFINZI can harm your unborn baby. If you are able to
become pregnant, you should use an effective method of birth control during your treatment and for at
least 3 months after the last dose of IMFINZI.

are breastfeeding or plan to breastfeed. It is not known if IMFINZI passes into your breast milk. Do not
breastfeed during treatment and for at least 3 months after the last dose of IMFINZI.

If any of the above apply to you (or you are not sure), talk to your doctor, pharmacist or nurse before
receiving IMFINZI.

When you receive IMFINZI, you can have some serious side effects.

If you have any of the following, call or see your doctor right away. Your doctor may give you
other medicines in order to prevent more severe complications and reduce your symptoms. Your
doctor may withhold the next dose of IMFINZI or stop your treatment with IMFINZI.

inflammation of the lungs: Signs and symptoms may include new or worsening cough, shortness of
breath or chest pain.

inflammation of the liver: Signs and symptoms may include nausea or vomiting, feeling less hungry,
pain on the right side of stomach, yellowing of skin or whites of eyes, drowsiness, dark urine or bleeding
or bruising more easily than normal.

inflammation of the intestines: Signs and symptoms may include diarrhoea or more bowel movements
than usual, black, tarry, sticky stools or stools with blood or mucous, severe stomach pain, tenderness
or may lead to a hole in intestinal wall.



inflammation of hormone glands (especially the thyroid, adrenals, pituitary and pancreas): Signs and
symptoms may include headaches that will not go away or unusual headaches, extreme tiredness, weight
gain or weight loss, dizziness or fainting, feeling more hungry or thirsty than usual, hair loss, feeling
cold, constipation, changes to your voice, urinating more often than usual, nausea or vomiting, stomach
area (abdomen) pain, changes in mood or behaviour, such as decreased sex drive, irritability or
forgetfulness, fast and deep breathing, confusion, a sweet smell to your breath, a sweet or metallic taste
in your mouth or a different odour to your urine or sweat.

inflammation of the kidneys: Signs and symptoms may include changes in the amount or colour of your
urine, swelling in your ankles or loss of appetite.

inflammation of the skin or mouth: Signs and symptoms may include rash, itching, skin blistering or
ulcers in mouth or other mucous membranes.

inflammation of the heart: Signs and symptoms may include chest pain, shortness of breath or irregular
heartbeat.

inflammation or problems of the muscles: Signs and symptoms may include muscle weakness, tiredness
and/or pain, and/or rapid fatigue of the muscles, in one or more areas of your body.

inflammation of the brain: Signs and symptoms may include seizure, headache, fever, chills, comitting,
confusion and sleepiness.

low number of platelets: Signs and symptoms may include bleeding (e.g. nose or gum bleeding) and/or
bruising.

inflammation of the nerves: Signs and symptoms may include pain, weakness and paralysis in the hands,
feet or arms.

inflammation of the joints: Signs and symptoms include joint pain, swelling, and/or stiffhess.

inflammation of the eye: Signs and symptoms include eye redness, eye pain, light sensitivity, and/or
changes in vision.

infusion-related reactions: Signs and symptoms may include chills or shaking, itching or rash, flushing,
shortness of breath or wheezing, dizziness, fever, feeling like passing out, back or neck pain or facial
swelling.

low number of red blood cell counts on testing: symptoms may include shortness of breath, fatigue,
pale skin and/or fast heartbeat. When IMFINZI is used in combination with another anti-cancer
medicine (olaparib), low red blood cell counts could be a sign of ‘pure red cell aplasia’ (PRCA), a
condition in which no red blood cells are produced, or ‘auto-immune haemolytic anaemia’ (AIHA), an
excessive breakdown of red blood cells.

Children and adolescents

IMFINZI has not been studied in children or adolescents. Do not give this medicine to children or
adolescents aged less than 18 years.



Other medicines and IMFINZI

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other medicines.
This includes herbal medicines and medicines obtained without a prescription.

Pregnancy

e Ifyou are pregnant, think you may be pregnant or are planning to have a baby, tell your doctor.

e If you are a woman who could become pregnant, you must use adequate birth control while you are
being treated with IMFINZI and for at least 3 months after your last dose.

Breast-feeding

If you are breast-feeding, tell your doctor.

Do not breast-feed while taking IMFINZI and for at least 3 months after last dose.
It is not known if IMFINZI passes into your breast milk.

Driving and using machines

IMFINZI is unlikely to affect the ability to drive and use machines.

However, if you experience adverse reactions affecting your ability to concentrate and react, you should
use caution when driving or operating machinery.

3. HOW IMFINZI WILL BE GIVEN

IMFINZI will be given to you in a hospital or clinic under the supervision of an experienced doctor.

The recommended dose of IMFINZI is 10 mg per of your body weight every 2 weeks 1 120 mg every
3 weeks or 1,500 mg every 3 or 4 weeks. Your doctor will give you IMFINZI through an infusion (drip)
into your vein (IV) for about 1 hour. Depending on your type of cancer, IMFINZI may be given in
combination with other anti-cancer medicines. Your doctor will decide how many treatments you need.

When IMFINZI is given in combination with chemotherapy for your lung cancer, you will first be given
IMFINZI followed by chemotherapy.

When IMFINZI is given in combination with tremelimumab for your liver cancer, you will first be
given tremelimumab followed by IMFINZI.

Please refer to the package leaflet of the other anti-cancer medicines in order to understand the use of
these other medicines. If you have questions about these medicines, ask your doctor.

If you miss an appointment to get IMFINZI
Call your doctor right away to reschedule your appointment.
It is very important that you do not miss a dose of this medicine.

If you have any further questions about your treatment, ask your doctor.

4. POSSIBLE SIDE EFFECTS

Like all medicines, this medicine can cause side effects, although not everybody gets them.



When you get IMFINZI, you can have some serious side effects. See section 2.

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet.

The following side effects have been reported in clinical trials with patients receiving IMFINZI alone:
Most frequent serious side effects

e inflammation of the lungs (pneumonitis)
e stomach pain

o fever

e lung infection (pneumonia)

Most common side effects
e cough
e diarrhoea
e stomach pain
e skin rash or itchiness
o fever
o swelling of the legs (oedema peripheral)
e upper respiratory tract infection
e underactive thyroid gland that can cause tiredness or weight gain

Tell your doctor straight away if you notice the side effects listed above.

The most common side effects of IMFINZI when used with gemcitabine and cisplatin in adults with
MIBC include:

e low red blood cells (anemia) decreased lymphocyte counts

[ ]
¢ low white blood cells e constipation
e increased level of creatinine in the blood e decreased level of magnesium in the blood
e decreased level of sodium in the blood e decreased appetite
e nausea e increased level of alkaline phosphatase in the blood
e increased liver function tests e rash
e decreased level of calcium in the blood o fever
e decreased blood platelet counts e diarrhea
o feeling tired e vomiting
[ ) [ ]

increased level of potassium in the blood stomach (abdominal) pain

The most common side effects of Durvalumab when used with FLOT in adults with GC or
GEJC include:

e diarrhea e decreased appetite

e nausea e rash

e inflammation of the nerves causing e stomach (abdominal) pain
numbness, weakness, tingling or burning e vomiting
pain of the arms and legs e muscle and joint pain

o feeling tired o fever

e hair loss e pain and sores in the mouth

5. HOW TO STORE IMFINZI



e Do not use this medicine after the expiry date (EXP) which is stated on the carton and vial label. The
expiry date refers to the last day of that month.

Store in a refrigerator (2°C to 8°C).

Do not freeze. Do not shake.

Store in the original package in order to protect from light.

Any unused medicine or waste material should be disposed of in accordance with local requirements.

6. FURTHER INFORMATION

What IMFINZI contains?
The active ingredient is durvalumab.

o The other ingredients are: L-histidine, L-histidine hydrochloride monohydrate, a,a-trehalose dihydrate,
polysorbate 80, water for injection.

What IMFINZI looks like and contents of the pack
e IMFINZI injection (US) or concentrate for solution for infusion (EU)

o Sterile, preservative-free, clear to opalescent, colourless to slightly yellow solution, free from visible
particles.

It is available in packs containing either 1 vial of 2.4 mL or 1 vial of 10 mL.
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Protocol Number: D9106R00007

Site No. Patient No.

Visit Schedule

Baseline/ Screening visit: V1 =Visit 1

Cl=Cycle1l
Neoadjuvant therapy C2=Cycle2
period: C3 =Cycle 3
C4 =Cycle 4
Pre-Surgery
Surgery
Post Surgery
C5=Cycle 5
C6 =Cycle 6
C7=Cycle?7
C8 =Cycle 8
C9=Cycle9
C10 = Cycle 10
Adjuvant therapy period:
Cl11=Cycle 11
C12 = Cycle 12
C13 =Cycle 13
Cl14 =Cycle 14
C15 = Cycle 15
C16 = Cycle 16
Follow-up period: EOS = End of Study

Unscheduled visit

CRF Version 2.0 Dated: 13-Feb-2026 Page 2 of 37 Confidential




Protocol Number: D9106R00007

Site No.

Patient No.

DATE OF VISIT
(Applicable for visit days: V1,C1, C2, C3, C4, Pre-Surgery, Surgery, Post- Surgery, C5, C6, C7, C8, C9, C10,

C11, C12, C13, C14, C15, C16 and EOS)

Date of Visit:

INFORMED CONSENT
(Applicable for visit days: V1)

Informed consent taken?

Is the subject vulnerable?

If vulnerable, was Audio-visual consent taken?

Date of Informed Consent Obtained:

Time of Informed Consent Obtained:

|:| Yes
[ ]No

[ ]Yes
[ ]No

[ ]Yes
[ ]No

INCLUSION CRITERIA

(Applicable for visit days: V1, Pre-surgery)

S.No Criteria

1.
(tumors = 4 cm and/or node positive) and no known EGFR mutations or
ALK rearrangements prescribed with durvalumab as per local prescriber
information.

) Provision of signed, written and dated informed consent

3 Male or female patients aged 18 years or older

*If No, patient is ineligible

Patients with newly diagnosed previously untreated resectable NSCLC

Yes *No

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No. Patient No.
EXCLUSION CRITERIA
(Applicable for visit days: V1, Pre-surgery)
S.No Criteria *Yes No

Presence of unresectable or metastatic disease
Prior treatment with durvalumab for any other indications

Requires concurrent treatment for cancers other than resectable NSCLC

Concurrently participating in any other clinical trial

Patients with active or prior autoimmune disease or with medical

conditions that required systemic corticosteroids or immunosuppressants

the patient’s participation in the study

*If Yes, patient is ineligible

Any condition that, in the opinion of the investigator, would interfere with

DEMOGRAPHICS

(Applicable for visit days: V1, Post- surgery)

Date of Birth:

Age (in years):

(Autocalculated)

Gender:

Race:

Height (cm)

Weight (kg)

O 0O 0O O

[]

Completed years

[ ]Mmale
[ ] Female

[ ]Indian

|:| Other, specify

O O Oodnd

[]

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No. Patient No.

BMI (derived): kg/m2

MEDICAL/SURGICAL HISTORY
(Applicable for visit days: V1, Post- surgery)

Does the Subject have any significant medical/surgical |:| Yes, complete the following

i ?
history? |:| No
(Radiation Treatment Details will be recorded on Radiation
Treatment page under Visit 1.)

Seq. Medical/ Type of Start Date Treatment

No. Surgical History Condition Required*
End Date

Ongoing*

[ ] Medical

------------- [ ] surgery/ [] L]

Procedure

[ ] Medical

------------ [ ] surgery/ [] [

Procedure

[ ] Medical

------------ [ ] surgery/ [] [

Procedure

[ ] Medical

------------ [ ] surgery/ L] [

Procedure

[ ] Medical

------------ [ ] surgery/ [] L]

Procedure

[ ] Medical

------------ [ ] surgery/ [] L]

Procedure

* Treatment Required and Ongoing: 1= Yes, 2= No

CRF Version 2.0 Dated: 13-Feb-2026 Page 5 of 37 Confidential




Protocol Number: D9106R00007

Site No. Patient No.
EGFR/ ALK STATUS
(Applicable for visit days: V1 and EOS )
Was EGFR mutation status checked? D Yes, specify the result:
|:| Positive
[ ] Negative

[ ] No, specify reason

Was ALK status checked? |:| Yes, specify the result:
|:| Positive
|:| Negative
|:| No, specify reason

PHYSICAL EXAMINATION
(Applicable for visit days: V1,C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS and
Unscheduled Visit)

Assessment done? [ ] Yes, fill the details below

|:| No, specify reason

Date of Assessment:

Time of Assessment:

Seq. Svstem Not Normal Abnormal (check If Abnormal CS, please
No. 4 Done one)* describe the abnormality
1 General Appearance |:| |:| |:| CS |:| NCS

2 Respiratory |:| |:| |:| CS |:| NCS

3 Cardiovascular System [] [] []cs [ ]NCs

CRF Version 2.0 Dated: 13-Feb-2026 Page 6 of 37 Confidential




Protocol Number: D9106R00007

Site No. Patient No.
4 Abdomen [] [] []cs [ ]NCS
5 Skin [] [] [ ]cs [ ]NCS
6 @HEENT [] [] [ ]cs [ ]NCS
7 Neck [] [] [ ]cs [ ]NCS
8 Lymph nodes |:| |:| |:| CS |:| NCS
9 Thyroid [] [] []cs [ ]NCS
10  Musculoskeletal [] [] []cs [ ]NCS
11  Genital/ Rectal [] [] []cs [ ]NCS
12 Neurological System [] [] []cs [ ]NCS
13 Other, specify [] [ ]cs [ ]NCS

@HEENT = Head, Eyes, Ears, Nose, Throat.
*CS = Clinically Significant, NCS = Not Clinically Significant

Please record abnormal clinically significant finding(s) in Adverse Event form.

VITAL SIGNS

(Applicable for visit days: V1,C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS and
Unscheduled Visit )

Assessment done? [ ] Yes, fill the details below

|:| No, specify reason

Date of Assessment:

Time of Assessment: (24 hours
format)
Abnormal (check If Abnormal CS, please
Parameters Results Normal % .
one) describe

Systolic blood pressure [ I ] mmHg ] []Jcs [ ]Ncs

(Sitting)

Diastolic blood pressure [ ][ ][] mmHg n [Jcs  [Nes

(Sitting)

| CRF Version 2.0 Dated: 13-Feb-2026 Page 7 of 37 Confidential




Protocol Number: D9106R00007

Site No. Patient No.

Pulse rate [ ][] beats/min
L]

breaths/min

Temperature N
L]

percentage

Weight CIC I Tke

*CS = Clinically Significant, NCS = Not Clinically Significant

[]Jcs [ ]Ncs
[]Jcs [ ]Ncs
[]Jcs [ ]Ncs
[]Jcs [ ]Ncs

Respiratory rate

O 0O O O

Oxygen Saturation

Please record abnormal clinically significant finding(s) in Adverse Event form.

ECOG PERFORMANCE STATUS
(Applicable for visit days: V1, Post-Surgery and Unscheduled Visit)

Was ECOG performance status performed? |:| Yes, fill the below details
|:| No, specify reason

Date of assessment:

Performance Status:
[(Jo[Ja[J2[]3[Ja[]s

Performance Status:

0= active, able to carry on all pre-disease performance without restriction

1= Restricted in physically strenuous activity but ambulatory and able to carry outwork of a light or

sedentary nature (eg light housework, office work)

2= Ambulatory and capable of all self-care but unable to carry out any work activities. Up and about more

than50% of waking hours

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

4=Completely disabled. Cannot carry on any self-care. Totally confined to bed or chair

5=Dead

CRF Version 2.0 Dated: 13-Feb-2026 Page 8 of 37
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Protocol Number: D9106R00007

Site No. Patient No.

RADIOLOGICAL TUMOR ASSESSMENT
(Applicable for visit days: V1,C1, C2,C3,C4, Pre-surgery, Post- surgery, C5, C6, C7, C8, C9, C10, C11, C12,
C13, C14, C15, C16, EOS)

Was Radiological Tumor Assessment performed? D Yes
[ ] No, specify reason

Was RECIST 1.1 criteria used for Radiological Tumor []ves*
Assesment? |:| No

If No, provide the details of Radiological Tumor
assessment performed:

*If Yes, kindly complete ‘Baseline Radiological Tumor Assessment- Primary Tumor Assesment (Recist 1.1)’ and
‘Radiological Tumor Assessment- Primary Tumor Assesment (Recist 1.1)’ form.

CRF Version 2.0 Dated: 13-Feb-2026 Page 9 of 37 Confidential




Protocol Number: D9106R00007

Site No.

Patient No.

Does the Subject have at least one measurable Target lesion at baseline

[ ] Yes, fill the below details

s
visit: [ ] No, specify reason
: : Primary
Was imaging
Lesion f d?* . Method of Other Tumor Long/ S hort Not
Seq number . performed: Imaging Date . Assessme axis "
location Assessment Assessment . Evaluable
nt Diameter
Result*
L] AMMN-[Y] Y] Y [] [] []
[] MMM - Y Y] Y [] [] []
. *Not
Primary Evaluable=
%
verformed assessment = Assessment . Not
1.CT scan Result = Assessed
1=Yes 5 PET scan 1. Present 2. Obscured,
2=No cannot be
3.Other 2. Not evaluated
Evaluable
3. Coalesced
| CRF Version 2.0 Dated: 13-Feb-2026 Page 10 of 37 \ Confidential |




Protocol Number: D9106R00007

Site No.

Patient No.

Does the Subject have at least one measurable Target lesion?

[ ] Yes, fill the below details

[ ] No, specify reason

: : Primary
Was imaging
Lesion f d?* . Method of Other Tumor Long/ S hort Not
Seq number . performed: Imaging Date x Assessme axis "
location Assessment Assessment . Evaluable
nt Diameter
Result*
[] JAMMM - Y Y [] [] []
[] JAMMM - Y Y [] [] []
*pri *Not
rimary =
. . *Method of Tumor Evaluable
pelrrfr::frl\r;i assessment = Assessment 1. Not
1.CT scan Result = Assessed
1=Yes > PET scan 1 Present 2. Obscured,
2=No cannot be
3.Other 2. Not evaluated
Evaluable
3. Coalesced
| CRF Version 2.0 Dated: 13-Feb-2026 Page 11 of 37 \ Confidential |




Protocol Number: D9106R00007

Site No. Patient No.

LABORATORY TESTS ASSESSMENT
(Applicable for visit days: V1,C1, C2, C3, C4, Pre-Surgery, Post-Surgery, C5, C6, C7, C8, C9, C10, C11, C12,
C13, C14, C15, C16, EOS and Unscheduled Visit )
Were any laboratory test performed? D Yes, fill the below details

[ ] No, specify reason

Lab Tests performed at the visit: D 12-lead Electrocardiogram (ECG)
|:| Biochemistry
[ ] Hematology
[ ] Urinalysis
[ ] Serology

CRF Version 2.0 Dated: 13-Feb-2026 Page 12 of 37 Confidential




Protocol Number: D9106R00007

Site No.

Patient No.

12-LEAD ELECTROCARDIOGRAM (ECG)

(Applicable for visit days: V1,C1, C2, C3, C4, Pre-Surgery, Post-Surgery, C5, C6, C7, C8, C9, C10, C11, C12,
C13, C14, C15, C16, EOS and Unscheduled Visit )

Was ECG performed?

Date of ECG Assessment:

Time of ECG Assessment:

Parameters Result Unit
Heart rate _ beats/ min
QRS - Ms
PR - Ms
RR L Ms
QT - Ms
QTcF Ms

*Interpretation: 1= Normal; 2= Abnormal
#CS = Clinically Significant
NCS = Not Clinically Significant

[ ] Yes, fill the below details

[ ] No, specify reason

(24 hours
format)

Interpretation*

O 0Odonood

If Abnormal

(check one*

[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ] Necs
[ ]cs[ ] Necs
[ ]cs[ ] Necs

Please record Clinically Significant abnormal finding(s) in the Adverse Event Log.

If Abnormal CS,
please describe
the abnormality

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No.

Patient No.

Was the sample collected?

Date of Sample collection:

Time of Sample collection

Lab Parameters Result

Albumin

Glucose

Alkaline phosphatase
Lactate dehydrogenase
Alanine amino-transferase
Lipase

Aspartate
Aminotransferase (AST)

Magnesium
Amylase
Potassium
Bicarbonate
Sodium
Calcium

Total Bilirubin

BIOCHEMISTRY

(Applicable for visit days: V1,C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS and
Unscheduled Visit )

Unit

g/dL
mg/dL
u/L
u/L
u/L

u/L

u/L

mg/dL
u/L
mmol/L
mEq/L
mEgq/L
mg/dL

mg/dL

[ ] Yes, fill the below details
[ ] No, specify reason

(24 hours
format)

If Abnormal

Interpretation*

(check one)*

O doDod0od o dbododgd

[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ] Necs
[ ]cs[ ] Necs
[ ]cs[ ] Necs

[ ]cs[ ]Ncs

[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ] Necs
[ ]cs[ ] Necs
[ ]cs[ ] Necs

If Abnormal CS,
please describe

abnormality

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No. Patient No.
Chloride mEq/L [] [ ]cs[ ] Nes
Total Protein g/dL [] [ ]cs[ ]Ncs
Creatinine Clearance mg/dL [] [ ]cs[ ]Ncs
Urea mg/dL [] [ ]cs[ ]Ncs
Blood Urea Nitrogen mg/dL [] [ ]cs[ ]Ncs
Gamma glutamyltransfe /L D D cs D NCS
rase -
Uric acid mg/dL [] [ ]cs[ ] Necs
APTT sec [] [ ]cs[ ] Necs
INR [] [ ]cs[ ] Necs
*Interpretation: 1= Normal; 2= Abnormal
#CS = Clinically Significant
NCS = Not Clinically Significant
Please record Clinically Significant abnormal finding(s) in the Adverse Event Log.
CRF Version 2.0 Dated: 13-Feb-2026 Page 15 of 37 Confidential




Protocol Number: D9106R00007

Site No.

Patient No.

Was sample collected?

HEMATOLOGY

(Applicable for visit days: V1,C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS and
Unscheduled Visit )

Date of Sample collection:

Time of Sample collection

Lab Parameters

Hematocrit

Red blood cell count
Hemoglobin
Basophils
Eosinophils
Monocytes

Absolute Neutrophil
Count

Platelet Count

Total Lymphocyte
Count

Differential
Lymphocyte Count

Result Unit

%

Jul

_ g/dL

/mm3
/mm3

/mm3

/mm3

x1073/uL

/mm3

/mm3

*Interpretation: 1= Normal; 2= Abnormal

#CS = Clinically Significant

NCS = Not Clinically Significant

[ ] Yes, fill the below details

[ ] No, specify reason

(24 hours
format)

Interpretation*

[]

O O 0O d oobodgodo

If Abnormal

(check one)*

[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ] Nes
[ ]cs[ ] Necs
[ ]cs[ ] Necs

[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ] Necs

[ ]cs[ ] Necs

Please record Clinically Significant abnormal finding(s) in the Adverse Event Log.

If Abnormal CS,
please describe
the abnormality

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No.

Patient No.

URINALYSIS

(Applicable for visit days: V1,C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS and
Unscheduled Visit )

Was sample collected?

Date of Sample collection:

Time of Sample collection

Lab Parameters Result

Specific gravity
pH

Glucose
Ketones
Bilirubin
Urobilinogen
RBC

Dysmorphic Red
Blood Cells

Pus cells (WBC)
Crystals

Casts

Epithelial cells

Protein (Albumin)

*Interpretation: 1= Normal; 2= Abnormal

Unit

/hpf

/hpf

/hpf

/\pf

/hpf

[ ] Yes, fill the below details

[ ] No, specify reason

(24 hours
format)

Interpretation*

[]

O doond o dbododd

#CS = Clinically Significant, NCS = Not Clinically Significant

If Abnormal

(check one)*

[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ] Nes
[ ]cs[ ] Necs
[ ]cs[ ] Necs
[ ]cs[ ] Necs

[ ]cs[ ] Necs

[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ]Ncs
[ ]cs[ ] Necs
[ ]cs[ ] Necs

Please record Clinically Significant abnormal finding(s) in the Adverse Event Log.

If Abnormal CS,
please describe
the abnormality

| CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No. Patient No.

SEROLOGY

(Applicable for visit days: V1,C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS and
Unscheduled Visit )

Was blood sample collected? [ ] Yes, fill the below details

[ ] No, specify reason

Date of blood sample:

Parameters Results

|:| Reactive

Human immunodeficiency virus (HIV)
|:| Non-Reactive

[ ] Reactive
[ ] Non-Reactive

Hepatitis BsAG (HBSAG)

|:| Reactive

Hepatitis C virus (HCV) D
Non-Reactive

URINE PREGNANCY TEST
(Applicable for visit days: V1 and Unscheduled Visit)

Urine Pregnancy Test performed? |:| Yes, fill the below details
|:| No, specify reason
[ ]INA

Date of Sample collection:

Result: |:| Positive*
|:| Negative

*|f Positive, patient should be excluded from study

Note: If Serum Pregnancy Test is recorded then Urine Pregnancy Test is not required and mark as NA.
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Protocol Number: D9106R00007

Site No. Patient No.

SERUM PREGNANCY TEST
(Applicable for visit days: V1 and Unscheduled Visit)

Serum Pregnancy Test performed?

Date of Sample collection:

Result:

FSH Test Performed?

(For women of non-child bearing potential only
females. 54 years old with amenorrhea. 12 months

with no other cause)

FSH Result:

[ ] Yes, fill the below details
[ ] No, specify reason

[ ]NA

Time of Sample collection

(24 hours
format)

[ ] Positive
[ ] Negative

|:| No, specify reason
[ ] Yes, complete the following.

miU/mL

Note: If Urine Pregnancy Test is recorded then Serum Pregnancy Test is not required and mark as NA.

THYROID FUNCTION TEST

(Applicable for visit days: V1,C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS and
Unscheduled Visit )

Was sample collected?

Date of Sample collection:

Time of Sample collection

Lab Parameters Result

TSH

Tri iodothyronine (T3)
NA —

Unit

mU/L

ng/dL

[ ] Yes, please fill the below details

|:| No, specify reason

(24 hours
format)

If Abnormal
Interpretation*®
(check one)*

[] [ ]cs[ ] Necs
[] [ ]cs[ ]Ncs

If Abnormal CS,
please describe
the abnormality

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No.

Patient No.

Tetraiodothyronine
(T4) NA —

*Interpretation: 1= Normal; 2= Abnormal

#CS = Clinically Significant
NCS = Not Clinically Significant

Please record Clinically Significant abnormal finding(s) in the Adverse Event Log.

ng/dL []

NSCLC TREATMENT

[ ]cs[ ] Nes

(Applicable for visit days: C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS)

Gross Examination:

Specimen integrity:

Dimensions (cm):

Tumor location (lobe/segment):
Tumor size (3D in cm):

Distance from margins:

Bronchial

Vascular

Parenchymal

Chest wall

Pleural involvement:

|:| Lobectomy

|:| Segmentectomy

|:| wedge

|:| Others, specify

|:| Involved

|:| Free

|:| Involved

|:| Free

|:| Involved
|:| Free

|:| Involved
|:| Free

|:| Visceral

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No. Patient No.

Satellite nodules number:

Satellite nodules site:

Lymph nodes submitted (station-wise count):

Block key:
Microscopic — Primary Tumor:

Histologic Type (WHO 2021):

Predominant pattern (%):
Tumor size (total cm):
Invasive component size (cm):
Histologic Grade:

Spread Through Air Spaces (STAS):

Visceral Pleural Invasion:

Lymphovascular Invasion:

Perineural Invasion:

|:| Parietal

|:| Chest wall

|:| Adenocarcinoma
|:| Squamous cell carcinoma
|:| Large cell carcinoma

|:| Adenosquamous

|:| Other, specify

|:| Present
|:| Absent

|:| Not Assessed / Not known

[ ]pLo
[ ]pL1
[ ]prL2

|:| Present
|:| Absent

|:| Present
|:| Absent

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No. Patient No.
Necrosis (% estimate):
Tumor to Margins (distance mm / involved):
Overall margin status: |:| RO
[ ]Rr1
[ ]Rr2
Treatment Effect (if neoadjuvant; % viable tumor):
Additional tumor nodules site:
Additional tumor nodules number:
Lymph Nodes (IASLC Map):
Stations examined:
Total nodes examined:
Total nodes positive:
Positive stations:
Extranodal Extension (ENE): |:| Present
[ ] Absent
Pathologic Stage (pTNM) Edition used (8th / 9th):
pT:
pN:
pM:
Final Stage Group:
Ancillary Studies:
Immunohistochemistry: [[]TTF1
|:| Napsin A
|:| p40
[ ]ck7
|:| Others, specify
CRF Version 2.0 Dated: 13-Feb-2026 Page 22 of 37 Confidential




Protocol Number: D9106R00007

Site No.

Patient No.

PD-L1 IHC:

Molecular Results:

Other, specify

Final Diagnosis (Synoptic Summary):
Procedure

Site

Histologic Type

Predominant Pattern:
Tumor Size (total & invasive):
Grade:

STAS:

VPI:

LVI:

PNI:

Margin status:

[ ]% TPS/CPS

[ ] Clone

[ ] platform

[ ]EGFR
[ ] ALK

[ ]rROS1
[ ] BRAF
[ ] KRAS
[ ] MET
[ ]RET

[ ] NTRK
[ ] HER2

|:| Bronchial

|:| Vascular

|:| Parenchymal

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Site No. Patient No.

|:| Chest wall
|:| Overall R

Nodes: |:| Examined
|:| Positive
|:| Stations
[ ]ENE

Additional nodules:

Treatment effect:

pTNM & Stage group:

PD-L1 result:

Biomarker result:

Block selected for future testing:

Pathologist’'s comment:
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Protocol Number: D9106R00007

Site No. Patient No.

NEO ADJUVANT THERAPY DETAILS
(Applicable for visit days: C1, C2, C3 and C4 )

Please provide Neo adjuvant drug details:
Total Dose:

Total duration of the treatment:

Ongoing Treatment [ ]Yes
[ ]No
Discontinuation of treatment: D Yes
[ ]No

Reason for discontinuation of treatment:

Change of dose treatment: [ ]Yes

|:|No

Reason for change of dose treatment:
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Protocol Number: D9106R00007

Site No.

Patient No.

DRUG ADMINISTRATION (INFUSION)

(Applicable for visit days: C1, C2, C3, C4, C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS)

Woas drug infused?

Date of Sample collection:

Start Time of infusion of IP:
Stop Time of infusion of IP:

Total Dose calculated by Investigator

Was Dose interrupted during infusion?

If *yes, provide the reason

Interruption time

Was Dose Restarted?

If *No, Provide the reason

If Yes, provide the re-start time:

[ ] Yes, complete the following

[ ] No, specify reason

(24 hours
format)
(24 hours
format)

(mg/ml

[ ]No
[ ]Yes*

[ ] No*
|:| Yes

(24 hours
format)

(24 hours
format)

Please record Clinically Significant abnormal finding(s) in the Adverse Event Log.

)
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Protocol Number: D9106R00007

Site No. Patient No.

ADJUVANT THERAPY DETAILS
(Applicable for visit days: C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS)

Please provide Adjuvant drug details:
Total Dose:

Total duration of the treatment:

Ongoing Treatment [ ]Yes
[ ]No

Discontinuation of treatment: D Yes
[ ]No

Reason for discontinuation of treatment:

Change of dose treatment: [ ]Yes
|:| No

Reason for change of dose treatment:

ADDITIONAL THERAPY DETAILS
(Applicable for visit days: C5, C6, C7, C8, C9, C10, C11, C12, C13, C14, C15, C16, EOS)

Was any additional therapy given? |:| Yes*

|:|No

*If Yes, provide brief description of the therapy.
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Protocol Number: D9106R00007

Site No. Patient No.

CONCOMITANT MEDICATIONS

(Applicable for visit days: V1,C1, C2, C3, C4, Pre-surgery, Surgery, Post- surgery, C5, C6, C7, C8, C9, C10,
C11, C12, C13, C14, C15, C16, EOS)

Has the subject taken any medication other than the |:| *Yes
study drug? D No

*If Yes, please fill details in Concomitant Medication Form.

ADVERSE EVENT

(Applicable for visit days: V1,C1, C2, C3, C4, Pre-surgery, Surgery, Post- surgery, C5, C6, C7, C8, C9, C10,
C11, C12, C13, C14, C15, C16, EOS)

Has the subject experienced any adverse event since last D *Yes
i
Visits |:| No

*If Yes, please fill details in Adverse Event Form.
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Protocol Number: D9106R00007

Study Completion

Site No. Patient No.

STUDY COMPLETION/DISCONTINUATION

Subject completed the study?

Date of completion
Date of withdrawal/Discontinuation

Primary reason for withdrawal/discontinuation

Investigator’s Statement:

|:| Yes
|:| No

[ ] Adverse Event, that in the opinion of the
investigator or the sponsor, contraindicates
further dosing, please specify AE No____

D Patient decision. The patient is at any time free
to discontinue treatment, without prejudice to
further treatment

D Severe non-compliance to study protocol that,
in the opinion of the investigator or sponsor,
warrants withdrawal; e.g. refusal to adhere to
scheduled visits

[ ] Any AE that meets criteria for discontinuation

|:| Initiation of alternative anticancer therapy
including another investigational agent

|:| Disease progression as per investigator’s clinical
and imaging assessment

[ ] Pregnancy or intent to become pregnant

[ ] Use of prohibited concomitant medication

|:| Study terminated by sponsor

|:| Death (Record Date, if death):

[ ] Screen Failure
|:| Other, please specify:

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Unscheduled Visit

Site No.

Patient No.

Unscheduled visit occurred?

Date of Visit:

Reason for Unscheduled Visit:

UNSCHEDULED VISIT

|:| Yes
|:| No

D Adverse Event/Serious Adverse Event

[ ] Concomitant lliness

[ ] Clarification on study procedures

[ ] Other, specify

Please tick the forms for procedures performed at Unscheduled Visit:

Physical Examination
Vital Signs
Hematology
Biochemistry
Coagulation Panel =
Urine Pregnancy Test
Urinalysis

Thyroid function test
12-Lead ECG
Serology

ECOG Performance status
Adverse Event

Concomitant Medication

Doddooooboddd

* As per protocol "Coagulation Panel" is not applicable for the study, kindly avoid selecting the

Coagulation panel.
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* As per protocol "Coagulation Panel" is not applicable for the study, kindly avoid selecting the Coagulation panel.


Protocol Number: D9106R00007

Site No. Patient No.

General Form

PRIOR AND CONCOMITANT MEDICATION FORM

Did subject consume any medication? |:| Yes

|:|No

Seq Medication Start Date
) Ongoing Indication Dosage Form* Dose Unit# Route” Frequency®
No. Name
Stop Date
] O O ]
"""""" L] Other--- Other-- Other--- Other-----
] [ (] [
o Other--- Other--  Other--- Other-----
*Dosage Form #Unit ARoute *Frequency
1 =Tablet 1=mg 1=0ral (PO) 1 = Once daily
2 = Capsule 2=gm 2 = Intramuscular 2 = Twice daily
3 =Syrup 3=mcg 3 =Intravenous 3 =Thrice daily
4 =Cream 4 =ml 4 =Topical 4 = Four times daily
5 = Suppository 5=1U 5 = Subcutaneous 5 = As and When Required
6 = Spray 6 = Other, specify 6 = Other, specify 6 = Oher, specify
7 = Liquid
8 = Elixir
9 = Parenterals
10 = Ointment

11 = Other, specify
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Protocol Number: D9106R00007

General Forms

Site No.

Patient No.

ADVERSE EVENT FORM

Any adverse event reported? [ ]Yes
|:| No
Seq. AE Term Start Date Time of O_ng Intensi  Severity Action Treatment Investigator Relationship Outco = SAE @ Therapy
Onset oing ty® as per . . . .
No. taken on / causality with study me#n . Discontin
(HH:MM) CTCAE o s (AEis
the study Medicatio drug . ued
(24 hrs Grade* . seriou
drug n against the
format) . sor (AE caused
- ith received? .
Stop Date Time of (wit not) participant
Resolution regard to s
(HH:MM) medicinal withdrawa
h product)* | from the
(24 hrs study)
format)
""""" [] [] [] Specify-- [] [] [] [] []
I —
L O L] specfy- [ [] 1 [ []
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Protocol Number: D9106R00007

General Forms

Site No.

Patient No.

]

---------- O (] specfy- [ [] [] L O []
& _ *CTCAE #Action taken: @Treatment %lnvestigator $Realtionship with AQutcome: SAE: Therapy
Intensity: ' grade: 1=No changein IP received: causality rating  drug: 1 = Resolved 1=Yes* discontinued:
1 = Mild 1=Mild 2 = IP temporarily 1=Yes* against the 1 = Certain 2 = Recovered/ Resolved with sequelae 2 =No 1=Yes"
5= = Interrupted 2=No medicinal 2= Prob'able/ Likely 3= Recovering/ Resolving 2 =No
Moderate | Moderate 3=1P p_ermanently product: 3= Pos§|ble 4 = Not recovered/ Not resolved
3 = Severe 3 =Severe | discontinued 1= Yes 451 = (L:Jnllléfal.y y 5 = Fatal/ Result in death

4 = Life- 4 = Other, specif _ = Conditiona _

threatening  spectly 2=No Unclassified 6= Unknown

5 = Death 6 = Unassessable/

Unclassifiable
*If treatment taken, please provide details in the prior and Concomitant Medication Form.
#If SAE, complete Serious Adverse Event Form
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Protocol Number: D9106R00007

Site No. Patient No.
General Forms
PROTOCOL DEVIATION
Has the subject undergone any Protocol Deviation? D Yes, complete the following
|:|. No
Seq. No. Deviation* Deviation Date Deviation Description Deviation codes” Action taken
(if any)”
R T e e Sn (L v v e oo [ S (] e
I s s T s s T s s s s - -
T v s ey e s s ey e e - -

* Deviation: 1= Visit 1, 2= Cycle 1, 3= Cycle 2, 4= Cycle 3, 5= Cycle 4, 6= Cycle 5, 7= Cycle 6, 8= Cycle 7, 9= Cycle 8, 10= Cycle 9, 11= Cycle 10, 12= Cycle 11, 13= Cycle
12, 14= Cycle 13, 15= Cycle 14, 16= Cycle 15, 17= Cycle 16, 18= End of Study

#Protocol Deviation Codes: 1 = Restrictions, 2 = Enrolment/IE Criteria, 3 = Out of visit window, 4 = IP Administration, 5 = Drug Accountability, 6= Noncompliance, 7=
Use of prohibited medication, 8= Safety assessment, 9 = Other, specify

AAction Taken: 1=Patient continued in the study, 2=Patient Discontinued in the study, 3=Retraining 4=0ther, specify

CRF Version 2.0 Dated: 13-Feb-2026

Page 34 of 37 Confidential




Protocol Number: D9106R00007

Site No. Patient No.

General Forms

SERIOUS ADVERSE EVENT

Date of Birth (derived from Demography page):

Age (derived from Demography page):

Gender (derived from Demography page):

Body Weight:

Related AE sequence number

SAE term:

Date of AE met criteria for SAE

Date Investigator became aware of serious AE

Was patient hospitalised due to SAE

Seriousness Criteria:

(select all that apply)

Date of event onset:

Years

[ ] Male
[ ] Female

|:| No
|:| Yes, complete the following

Date of Hospitalisation

Date of Discharge

[ ] Death

[ ] Life-threatening

|:| Inpatient hospitalisation or Prolonged of existing
hospitalisation

|:| Persistent or significant disability/incapacity
|:| Congenital anomaly/Birth defect

[ ] Important medical event

CRF Version 2.0 Dated: 13-Feb-2026

Page 35 of 37 Confidential




Protocol Number: D9106R00007

General Forms

Site No. Patient No.

Time of event onset

Causality assessment in relation to study
procedure(s)

Causality assessment in relation with other
medications

Date and time of site awareness of SAE:

Date of SAE Awareness:

Time of SAE Awareness:

QOutcome:

(24 hours
format)

[ ]Yes
[ ]INo

[ ]Yes
[ ]INo

(24 hours
format)

[ ] Fatal/ Result in Death

Probable cause of Death

Date of Death

Time of Death

(24 hours
format)

Was Autopsy performed
|:| No
|:| Yes,

Date of Autopsy

DRecovered/ResoIved

Date of Resolution

Stop Time of Event

CRF Version 2.0 Dated: 13-Feb-2026
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Protocol Number: D9106R00007

Comments:

Recovered/Resolved with sequelae
[ ] Recovering/Resolving

|:| Not Recovered/ Not Resolved
[ ] Unknown

Site No. Patient No.
General Forms
(24 hours
= format)
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CURRICULUM VITAE

Personal Details
Name (In capitals) DR. SOMNATH ROY
Tata Medical Center,

Addr ;

e ' 14 MAR(E-W) Newtown, Rajarhat, Kolkata-700160
State  WEST BENGAL . City KOLKATA Pincode 700160
Mobile Number Email Id: = sommath.royl@tmckolkata.com

Institutional / Hospital Affiliations (Professional Experience)

Name of the Institute / Hospital Designation Start Year End Year
'])ept. Of Radio-Therapy, IPGMER, Kolkata Senior Resident 2014 2016
Dept.'Of Medical _Onco]ogy, Tata Memorial S Roadant 2016 2020
Hospital, Mumbai

Educational Qualification

Degree University Year of passing
DM (Medical Oncology) Tata Memorial Hospital, Mumbai 2019
MD (Radio-Therapy) W.B. University of Health Sciences( 2014
3 7 _ I[PGMER) : :
DMRT (Radio-Therapy) W.B. University of Health Sciences( 2009
IPGMER) _ -

MBBS North Bengal Medical College 2005

Medical Registration Number WB-61923 Year of Registration

ICH GCP Trained YES NO [

Relevant Trainings and Certifications (If any) (Present data in reverse chronological order)

Clinical Research Experience
Diagnosis/Indication Phase Role Start Year End Year
Head Neck Cancer 1 Sub Investigator 2022
Lung Caﬁ;:cr = | 1 Principal Investigator 2021
Prostate Cancer | | I Principal Investigator 7 202i
Breast Cancer ‘ 1 Principal investigator | 2022 J
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CURRICULUM VITAE

Ovarian Cancer . III Sub Investigator 2021
INSCLC 11 Principal Investigator 2021
Urothelial Cancer v Principal Investigator 2021

Total no of studies completed till date . Total no of studies ongoing _

16 studies ongoing, 10 studies completed.

eclaration

owledge and belief.

Ihereby declare that the information giveh'inm{ﬁfs CV is true, compiei;é and accurate to the best of my

Signature and Date
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NIDA Clinical Trials Network

Certificate of Completion

is hereby granted to

Somnath Roy

to certify your completion of the six-hour required course on:

GOOD CLINICAL PRACTICE

MODULE: STATUS:
Introduction N/A
Institutional Review Boards Passed
Informed Consent Passed
Confidentiality & Privacy Passed
Participant Safety & Adverse Events Passed
Quality Assurance Passed
The Research Protocol Passed
Documentation & Record-KeepinZg Passed
Research Misconduct Passed
Roles & Responsibilities Passed
Recruitment & Retention Passed
Investigational New Drugs Passed

Course Completion Date: 22 April 2024
CTN Expiration Date: 22 April 2027

" g,éé%&m

Eve Jelstrom, Principal Investigator

NDAT CTN Clinical Coordinating Center
Good Clinical Practice, Version 5, effective 03-Mar-2017
This training has been funded in whole or in part with Federal funds from the National Institute on Drug
Abuse, National Institutes of Health, Department of Health and Human Services, under Contract No.
HHSN27201202000024C,
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(44114

WEST BENGAL MEDICAT, COUNCIL
Constituated by the Gowt. of West Bengal under Bengal Medical Act, 1914
IB - 196, Sector - lll, Salt Lake, Kolkata - 700 106, West Bengal

Updated Registration Certificate - 2022

61623 dated 17-07-2006

ROY
DR. SOMNATH

Father's Name 1 LATE BISWANATH ROY
Sex : MALE

Address : Permanent :  BEHIND NAKASHIPARA POLICE STATION, PO : BETHUADAHARI
NADIA 741126 WEST BENGAL INDIA

Present . DB 22/A, SAHAPARA,
DESHBANDHUNAGAR, PO : BAGUIATI
KOLKATA 700059 WEST BENGAL INDIA

Qualification : Basic :  MBB S (North Bangal University), 2006

Additional :  ®DMRT (WestBengal University of Health Sciences) , 2011

[Regd. on 17-07-2012]

@ M D ( Radio Therapy ) { West Bengal University of Health Sciences) , 2014
[Regd. on 26-07-2014]

® D M{ Madical Oncology ) { Homi Bhauha National Instituts) , 2019
[Regd. on 22-03-2022]

® Diplomata N B  Med. Oncalogy ) ( N B Exam., New Delh) , 2019
[Regd. on 22-03-2022]

Signature of Applicant Full ; SM%
Specimen : SReyp=rm

Registrar, WBMC

VALID TILL 31.12.2026
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Curriculum Vitae

Dr. PRASHANT PANDEY

MBBS, MD, DrNB (Medical Oncology), MRCP (UK, SCE Medical Oncology),

ECMO
West Bengal Medical Council Reg. No: 60535

Mobile: +91-9804290687 | Email: prashantpandeydr@gmail.com

e Current Position

e Consultant medical oncologist
@

@

Tata medical centre , kolkata
1/07/25—

EDUCATION :

MBBS(1999-2005)

NRS Medical Coliege, Kolkata

MD (Radiotherapy - Clinical Oncology) (2008-=2011)
SSKM & IPGMER, Kolkata

DrNB (Medical Oncology) (2019-2022)

Tata Medical Centre, Kolkata

MRCP (UK, SCE Medical Oncology) (2022)
Federation of Royal Colleges of Physicians, UK
ECMO (Medical Oncology) (October 2023)

European Society for Medical Oncology (ESMQO)

PREVIOUS POSITION

Clinical director oncology service and Consultant Hemato-Medical Oncologist

B P Poddar Hospital & Medical Research Ltd, Kolkata
Since: 01 September 2022 —20/06/25

Consultant Clinical Oncologist



Narayana Multispeciality Hospital, Barasat, WB
Visiting Radiation Oncologist

Narayana Superspeciality Hospital, Howrah, WB
Consultant Clinical Oncologist

Sanjiban Hospital, Howrah, WB

Clinical Tutor (WBMES)

Department of Clinical Oncology

May 2013 — March 2018

Senior Resident

Dept. of Medical Oncology, Chittaranjan National Cancer Research
Institute, Kolkata , May 2011 — April 2013
Junior Resident

Dept. of Chest Medicine, Medical College

July 2007 — April 2008

Junior resident

ICU , Shree jain hospital howrah , 2005-2007

CLINICAL STUDY PARTICIPATION

Principal Investigator:

1. C2A03229 — A double-blind, multicenter, randomized bioequivalence study
of Olaparib Tablets (Natco Pharma) vs. Lynparza Tablets (AstraZeneca) in
ovarian, breast, or prostate cancer patients.

2. C2A03014 — Bioequivalence study of Olaparib Tablets (Natco Pharma)
vs. Lynparza Tablets (AstraZeneca) under fasting conditions in cancer
patients.

3. CA-170-302A — Phase llb/lll randomized, double-blind study of CA-170
with chemotherapy in Stage IV non-squamous non-small cell lung cancer.

4 BIO-PERTUZ-301 — Phase Iil randomized study comparing biosimilar
PERT-1JS with EU-Perjeta® in HER2-positive early-stage or locally advanced
breast cancer.



5. 61186372COR3002 : A Randomized, Open-label Phase 3 Study of
Amivantamab + FOLFIRI! Versus Cetuximab/Bevacizumab + FOLFIRI in
Participants With KRAS/NRAS and BRAF Wildtype Recurrent, Unresectable
or Metastatic Colorectal Cancer Who Have Received Prior Chemotherapy
PUBLICATION

Early Metabolic Syndrome in Testicular Germ Cell Tumors: A
Prospective Study from India
Journal of Clinical Oncology, June 2022

[DOI:10.1200/JC0.2022.40.16_suppl.e17010](https://doi.org/10.1200/JCO.20
22 40.16_suppl.e17010)

High-sensitivity C-reactive Protein as Prognostic and Predictive Marker
in Metastatic Non-small Cell Lung Carcinoma

Journal of Clinical Oncology, June 2022

[DOI:10.1200/JC0O.2022.40.1 6_suppl.e21101](https://doi.org/1 0.1200/JC0O.20
22.40.16_suppl.e21101)

Perspective of Oncology Patients During COVID-19 Pandemic: A
Prospective Observational Study from India

Journal of Global Oncology, June 2020

[DOI: 10.1200/G0.20.001 72](https://doi.org/1 0.1200/G0.20.00172)

An Audit of Gastrointestinal Stromal Tumors from a Tertiary

Medical College Hospital in Eastern India

Asian Journal of Oncology, January 2018

[DOI:10.4103/ASJO.ASJO_17_1 8](https://doi.org/10.4103/ASJO.ASJO_1 Z.
8)

Certifications and Training

ICH-GCP Certification (01-Jun-2024)

Completed training in ICH-Good Clinical Practice (ICH-GCP) under the NIDA
Clinical Trials Network.



NETWORK

Enabling research by sharing knowledge

PRASHANT PANDEY

ICH GOOD CLINICAL
PRACTICE E6 (R2)

This ICH E6 GCP Investigator Site Training meets the Minimum Criteria for ICH GCP
investigator Site Personnel Training identified by TransCelerate BioPharma as
necessary to enable mutual recognition of GCF fraining among [rial Sponsors.
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IB - 196, Sactor - i, Salt Lake, Kolkata — 700 106, West Bengal

Updated Registration Certificate - 2022

Reglsiration No. . 50535 daled 05-05-2005
Hame . PANDEY
DR. PRASHANT
Father's Hame . LATE HAR! RAM PANDEY
Sox = MALE
Address | Permanent < 44, CHINTAMONY DEY ROAD, PO HOWRAH MAIDAN
HOWRAH 711101 WEST BENGAL INDIA
Present : 52 LOWER ANDUL ROAD,
LEMON BOTANY COMPLEX, PB (PODRA
HOWRAH 711108 WEST BENGAL INDIA
Quakfisation ; Basic :  MBE S {Cakulta Universily), 2005
Additanat . .Mﬂ{me}{WﬂWMMMW} L2018

{Rogd. on 05-42-2023} =

@ DB (Medical Oruology ) (N B Exam., New Debi), 2022
{Repd. on 05-12-2023]
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