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VERSION HISTORY

Version 4.0, 11 March 2021

Section 2.3.1 Updated identified risk section to align with IB Edition 16.
Section 8.3.12 AESI Updated to align with IB Edition 16.

Section 1.2 Synopsis, Section 3 Objectives and Endpoints, Section 9 Statistical
considerations:

Removal of interim analyses for PFS and removal of first two interim analyses for OS
Section 9.4.1.9, Section 9.5.1.7

Changes in relation to CR obtained at 20 week assessment to align with standard duration of
response definitions

Section 9.7 China Cohort
Clarification of analysis of China patients

Appendix E Actions Required in Cases of Increases in Liver Biochemistryand
Evaluation of Hy’s law

Updated to align with standard guidance

J 3 Radiation Therapy Toxicity Management, J 3.1 Radiation Associated
Gastrointestinal Colitis:

Deleted link to TMGs as no longer available
Header, SoA, 6.1.1.2 Standard of care, 2.2.4 Treatment of cervical cancer

Administrative changes

Version 3.0, 29 May 2020

Section 1.1 Schedule of activities, Section 1.2 Synopsis, Section 2.2.4 Treatment of
cervical cancer Section 4.2.3 Choice of standard of care regimen, Section 6.1.1
Investigational products, Section 6.1.2 Dose and treatment regimens, Section 6.4
Concomitant therapy
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Removal of Carboplatin. To ensure appropriate balance between patients treated with
cisplatin and carboplatin as the radiosensitizer across regions in the ongoing study, no
further use of carboplatin as the radiosensitizer will be allowed in this study.

Section 1.1 Schedule of activities, Section 5.2 Exclusion Criteria
Clarified requirement to perform ECG once during screening unless clinical abnormalities
are present.

Section 6.1.1.2 Standard of care

Separated sections for cisplatin and carboplatin as carboplatin is not a treatment option in
this version

Section 1.2 Synopsis, Section 3 Objectives and Endpoints, Section 6.1.1 Investigational
products, Section 6.1.2 Dose and treatment regimens, Section 6.4 Concomitant
therapy, Section 9.3 Populations for analyses, 9.3.3 PK analysis set; Section 9.4.1.6
Overall survival in PD-L1 positive patients, Section 9.5.1 Efficacy analyses

Added OS PD-L1 positive patients to secondary objective and analysis to determine
consistency of effect between PFS and OS in this cohort

Section 1.2 Synopsis, Section 1.1 Schedule of activities, Section 4.1 Overall design, 9.7
China cohort

Added details of China cohort, including number of patients required and potential to
recruit beyond global LSI

Section 8.4.5.1 Specific toxicity management and dose modification information —
durvalumab

Added information that toxicity management guidelines (TMG) have been developed to
assist investigators with the recognition and management of toxicities associated with the
use of the immune-checkpoint inhibitor durvalumab.

Section 9.2 Sample size determination

Change of the expression of the statistical power to be consistent with the rest of the
protocol.

Section 1.1. Schedule of activities, Appendix A7 Study and Site start and closure,
Appendix B2 Definitions of serious adverse event, Appendix E Actions Required in
Cases of Increases in Liver Biochemistry and Evaluation of Hy’s law, Appendix G12.1
General Principals

Administrative changes based on updated information.
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Version 2.0, 09 September 2019

Section 1.1 Schedule of activities
This section updated with several changes as below

e (larified requirement to perform ECG's in triplicate at Screening in line with
eligibility criteria.

e Added a footnote to clarify that ECOG performance is checked for eligibility at both
enrolment and randomization

e Clarification provided stating that ctDNA sample will be taken at last dose of
platinum administration.

e Change to ePRO administration schedule to align with expected visits for RECIST
/Scan assessment to minimize the required number of patient visits.

e C(Clarified when tumour assessments are no longer required

e Clarification that a scan 1s required within 28 days of progressive disease if
determined through histopathologic progression on biopsy.

e Footnote added on utilization of targeted physical examination by Investigators

Section 1.2 Synopsis and Section 3 Objectives and endpoints and Section 9.0 Statistical
Considerations (subsections)

e PFS analysis at 3 years has been moved from exploratory objective to secondary
objective.

e Clarified that duration of response in patients with a complete response endpomt is
measured from the date of first detection of CR as determined at the 20-week
assessment.

e Clarified that ADA will be analysed for both treatment arms.

Section 1.2 Synopsis, Section 2.1.1 Rationale for combining checkpoint inhibitor
therapy with chemoradiotherapy, 2.2.4 Treatment of cervical cancer, 4.1 Overall
Design, Section 4.2.4 Rationale of administering durvalumab concurrent with CCRT
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Word “maintenance” changed to “adjuvant” in these sections, as this is a more accurate
description of the intent of the Durvalumab/Placebo treatment post CCRT for this patient
population.

Section 2.2.4 Treatment of cervical cancer

Rationale for the completion of CCRT within 56 days has been added

Section 2.2.4 Treatment of cervical cancer

Background information for the treatment of cervical cancer has been updated

Table 1 Schedule of assessments for durvalumab/placebo + chemoradiation therapy
screening and treatment and retreatment periods (up to total of 24 doses), Section 4.1
Overall Design, Section 7.1.1 Procedures for discontinuation of study treatment,
Section 8.1 Efficacy assessments

Clarified the role of pelvic examination in the assessment of progressive disease.

Table 1 Schedule of assessments for durvalumab/placebo + chemoradiation therapy
screening and treatment and retreatment periods (up to total of 24 doses), Table 6
Treatment regimen

Clarified SoC platinum chemotherapy dosing window.
Section 4.2.4 Rationale of administering durvalumab concurrent with CCRT

Duplicate information that was already covered in section 2.1.1 Rationale for combining
checkpoint inhibitor therapy with chemoradiotherapy, has been removed from this section

Section 4.2.5 Rationale for treatment duration

Duration of treatment clarified to include histopathologic confirmation of local tumor
progression in addition to PD by RECIST 1.1

Section 4.2.6 Rationale for stratification factors
New section added to provide rationale for stratification factors.
Section 5.1 Inclusion criteria 5.0 & multiple sections

Multiple sections of CSP updated to emphasise that FIGO (2009) is used for this protocol.
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Section 5.2 Exclusion criteria

Added mucinous adenocarcinoma into exclusion criteria 1.0.

Section 6.1.1.1 Durvalumab (MEDI4736), Section 6.1.1.3 Placebo

Durvalumab blinding procedure updated to include the use of coloured infusion sleeves.
Section 6.1.1.1 Durvalumab (MEDI4736) - Order of Adminsitration

e Clarified SOC chemotherapy administration timing post durvalumab/placebo
administration from 24 hour to 1 calendar day

e Removed “Cisplatin or carboplatin should commence within the first 3 radiation
treatments” as inconsistent with other sections.”

Section 6.1.3 Duration of treatment and criteria for treatment through progression
This section updated to provide clarity on criteria for treatment through progression
Table 7 Prohibited concomitant medications

Added immunosuppressive, EGFR & TKI as additional prohibited medications

Section 8.1.3.6 Administration of patient reported outcome questionnaires

This section updated to allow

e ¢PRO assessment can be performed post blood sample collection,

e ¢PRO can be performed prior to C1D1 as long as first of dose of Durvalumab and
CCRT is given within 3 days of ePRO completion

e Added that illiterate patients will not be required to complete the PRO assessments.

Section 8.1.4.1 Administration of health care resource assessment

Clarified that HOSPAD eCRF will be completed when there are hospitalization/hospital
visits only.

Section 8.8.1.1 Tumor sample collection

e Clarification provided on the screening tumor sample age requirement
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e Additional sentence added requesting to refer specific instructions and guidelines
refer to lab manual for tumor sample collection.

Section 8.8.2 Exploratory biomarkers

e Previous section 8.8.1.3 deleted and exploratory tumor markers moved to this
section.

e ctDNA sample collection section updated to provide more clarity.

e Added the information about Microsatellite instability and tumor mutation burden
and tumor markers.

Section 8.8.4 Storage, re-use, and destruction of biomarker samples
Sample storage requirement for China is updated.

Section 1.2 Synopsis, Section 9.2 Sample size determination, 9.5.7 Methods for
Multiplicity Control, Section 9.6 Interim analyses

Updated this section to strengthen the analysis plan for the OS endpoint. OS will be
analysed at the time of each PFS analysis, in the event that PFS is positive at the same
timepoint.

Section 9.4.1.1 RECIST 1.1-based endpoints, Section 9.4.1.2 Primary endpoint -
progression-free survival

This section updated to clarify criteria and relationship between date of progression &
physical exam

Section 9.4.1.3 Progression Free Survival (3 years), Section 9.4.1.4 Progression free
survival in PD-L1 positive patients, Section 9.5.1.2 Progression Free Survival (3 year),
Section 9.5.1.2 Progression free survival in PD-L1 positive patients, Table 14 Pre-
planned statistical and sensitivity analyses to be conducted

These sections are re-aligned and updated in line with changes made to study objectives
Section 9.4.3.2 EORTC QLQ CX24

Language for threshold value for clinically meaningful change and analysis plan for this
PRO has been updated
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Section 9.4.9 Calculation or derivation of pharmacokinetic variables

Plan for PK analysis has been updated from standard template language to be more
appropriate for the CALLA study design. Non-compartmental analysis has been removed
because only sparse PK samples are being collected.

Section 9.5.1.6 Complete response rate, Section 9.5.1.8 Duration of complete response
These sections are updated in line with changes in study objectives and endpoints

Section 9.5.3 Pharmacokinetic data, Section 9.5.4 Immunogenicity data

These sections are updated provide clarity on analysis by treatment arms

Appendix G: Standard of Care Radiation Therapy Guidelines

Radiotherapy Appendix G below subsections sections are updated to provide additional
clarity and guidance.

e General principals, G 2.1.1 Whole Pelvic 3D conformal RT (4-field pelvis), Table
19, 20 and 22

Appendix J: Standard of care treatment management
New appendix added to provide SoC toxicity management guidelines.
Appendix K: FIGO (2009) guidelines for Cervical Cancer Staging

New appendix K 1s added to provide details for FIGO (2009) staging

Version 1.0, 02 October 2018

Initial creation

This Clinical Study Protocol has been subject to a peer review according to AstraZeneca
Standard procedures. The Clinical Study Protocol is publicly registered and the results are
disclosed and/or published according to the AstraZeneca Global Policy on Bioethics and in
compliance with prevailing laws and regulations.
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1. PROTOCOL SUMMARY

1.1 Schedule of activities

The procedures for the screening and treatment periods in this study are presented in Table 1,
and the procedures for the follow-up period are presented in Table 2. Patients who continue on
the trial beyond Cycle 24 will continue with assessments until termination of the study

(Table 2).

Whenever vital signs and blood draws are scheduled for the same nominal time, the
assessments should occur in the following order: vital signs and then blood draws. The timing
of the vital signs assessments should be such that it allows the blood draw (eg,
Pharmacokinetics [PK] blood sample) to occur at the timepoints indicated in the schedule of
assessments (SoAs). Whenever electrocardiograms (ECGs), vital signs, and blood draws are
scheduled for the same nominal time, the assessments should occur in the following order:
ECQG, vital signs, and then blood draws. The timing of the first 2 assessments should be such
that it allows the blood draw (eg, PK blood sample) to occur at the timepoints indicated in the
SoAs.

For durvalumab/placebo + standard of care chemoradiation therapy combination arms

o Patients may delay dosing under certain circumstances.

— Dosing may be delayed per the Dosing Modification and Toxicity
Management Guidelines, due to either an immune or a non-immune-
related adverse events (AE).

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

- Dosing intervals of subsequent cycles may be shortened as clinically
feasible in order to gradually align treatment cycles with the schedule of
tumor efficacy (Response Evaluation Criteria in Solid Tumors version 1.1
[RECIST 1.1]) and patient-reported outcome (PRO) assessments.
Subsequent time between 2 consecutive doses cannot be less than 21
days, based on the half-life of durvalumab (see current Investigator’s
Brochure [IB] for durvalumab).
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Table 1 Schedule of assessments for durvalumab/placebo + chemoradiation therapy screening and treatment and
retreatment periods (up to total of 24 doses)
C5to
Screening Cc1* Cc2? c3* C4* PD/C24*
Week -4to -1 0 q4w =3 days unless dosing needs to be held for toxicity reasons For details, see
Day -28 to -1 1 q28d £3 days unless dosing needs to be held for toxicity reasons Section
Informed consent
Informed consent: study procedures® X 5.1
Consent: genetic sample and analysis X 5.1
(optional)
Study procedures
Physical exam (full) X 8.2.1
Targeted physical exam © X X X X X 8.2.1
Vital signs? X X X X X X 8.2.2
ECG® xf As clinically indicated 8.2.3
Concomitant medications < > 6.4
Demography, including baseline X 5.1
characteristics and tobacco use
Eligibility criteria X 5.1,52
Radiation plan collection X Appendix G
Laboratory assessments
Clinical chemistry® X xh X X X X Table 9
Hematology" X xh X X X X Table 10
TSH! (reflex free T3 or free T4y X X X X X X Table 9
Urinalysis X As clinically indicated Table 11
Hepatitis B and C and HIV X 8.2.4
Pregnancy test* X X X X X X 8.2.4
HPV genotype, if available X 8.2.4
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weeks from C1D1, then q12 weeks +1w through 164 weeks (relative to C1D1), and
then q24w +2w thereafter (relative to C1D1) through 260 weeks, then q52w +2w
(relative to C1D1) up to PD and at IP pre-mature discontinuation and PD; if IP
discontinuation due to PD, then also at month 2 and month 3 post discontinuation; if
PD but continue on treatment, follow treatment period schedule.

Durvalumab
CSto
Screening Cc1? Cc2? c3* C4* PD/C24*
Week -4to -1 0 q4w =3 days unless dosing needs to be held for toxicity reasons .
For details, see
Day -28 to -1 1 (28d £3 days unless dosing needs to be held for toxicity reasons Section
Pharmacokinetics
PK sample (serum) X! ‘ Xm ‘ Xm 8.5
Monitoring
WHO/ECOG performance status” X X ‘ X ‘ X X X 8.2.5
AE/SAE assessment® < > 8.3
Patient follow-up contact/Patient review for Days 14 (£24 hours) of C1, C2, and C3 8.2.6
safety
IP administration
Durvalumab/placeboP-4 Xp X X X X 6.1.1.1,6.1.2.1
SoC cisplatin chemotherapy Weekly for 5 weeks" (+ 1 day 6.1.1.2,6.1.2.2
except cycle 1)
L. Refer to Appendix G 6.1.1.2,6.1.2.2,
SoC radiation therapy Appendix G
Other assessments and assays
Immunogenicity assessment (ADA sampling Xm Xm Xm 8.5.1.1
to identify ADA responses in patient
circulation)
Whole blood for gene expression (PAXgene X X 8.8.2
RNA tubes)
ctDNA (plasma) X b & X X (at 6 months 8.8.2
and PD)
EORTC QLQ-C30 and CX24, PGIS, EQ- 0 (C1D1), 2 (mid-cycle 1), 4 (C2D1), 8 (C3D1), 12 (C4D1), 16 (C5D1), 20 (C6D1) 8.1.3
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CS5to
Screening Cc1? Cc2 Cc3? Cc4? PD/C24*
Week -4to -1 0 q4w =3 days unless dosing needs to be held for toxicity reasons .
For details, see
Day -28 to -1 1 (28d £3 days unless dosing needs to be held for toxicity reasons Section
PRO-CTCAE Same as other PROs, but will end at week 104 or first follow-up post IP 8.1.3
discontinuation (if no PD), or at month 2 post IP discontinuation (if PD)

PGIC! Same as PRO-CTCAE but starting 4 weeks (C2D1) from C1D1 8.1.3
Healthcare resource use (HOSPAD)" To be completed at each hospitalization 8.1.3
FFPE tumor sample (mandatory; a newly X 8.8

acquired sample is preferred if available per
site’s routine clinical practice; otherwise,
archival sample <3 months old can be
provided)”

Optional newly acquired tumor biopsy X (at PD only, strongly encouraged)
collected upon progression”

Genetics research sample (optional DNA X 8.7
element for long-term storage/future use) ¥

Efficacy evaluations

Tumor radiological assessments X* On-study tumor assessments occur 20w +1w after randomization and continue q12w 8.1
(RECIST 1.1)” +1w through 164 weeks (relative to the date of randomization) and then 24w £2w
thereafter (relative to the date of randomization) until RECIST 1.1-defined

-AND- . . . i A .
radiological progression plus an additional follow-up scan. If progressive disease is
Physigal €xam including a pelvic determined through histopathologic progression on biopsy, a scan is required within
€xamination 28 days of biopsy. This on-study imaging schedule MUST be followed regardless of
any delays in dosing.
-AND-

Physical examination including a pelvic examination and (if indicated) biopsy for
histopathological determination of tumor progression will be assessed on the same

schedule as the imaging assessments.”**

These cycles refer to the 28-day cycles of administration of durvalumab/placebo.

Written informed consent and any locally required privacy act document authorization must be obtained prior to performing any protocol-specific procedures, including
screening/baseline evaluations. All patients will be required to provide consent to supply a sample of their tumor (archived or newly acquired biopsy) for entry into this
study. This consent is included in the main patient ICF. Informed consent of study procedures may be obtained prior to the 28-day screening window, if necessary. The
collection of additional biopsies upon progression is OPTIONAL but strongly encouraged. If laboratory or imaging procedures were performed for alternate reasons prior
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to signing consent, these can be used for screening purposes with consent of the patient. However, all screening laboratory and imaging results must have been obtained
within 28 days of randomization.

Targeted physical examinations are to be utilized by the Investigator on the basis of clinical observations and symptomatology and can include assessments of the head,
eyes, ears, nose, and throat and the respiratory, cardiovascular, GI, urogenital, musculoskeletal, neurological, dermatological, hematologic/lymphatic, and endocrine
systems

Body weight is recorded at each visit along with vital signs.

Any clinically significant abnormalities detected require triplicate ECG results.

A single ECG at screening should be done. Any clinically significant abnormalities detected require triplicate ECG results.

Serum or plasma clinical chemistry (including LFT monitoring) and hematology may be performed more frequently if clinically indicated or based on the local clinical
practice.

If screening clinical chemistry and hematology assessments are performed within 3 days prior to Day 1 (first infusion day), they do not need to be repeated at Day 1.

If TSH is measured within 14 days prior to Day 1 (first infusion day), it does not need to be repeated at Day 1.

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

For women of childbearing potential only. A urine or serum pregnancy test is acceptable. Women of childbearing potential are required to have a pregnancy test within
7 days prior to the first dose of study treatment and then g4w. Results must be available and reviewed by the treating physician or Investigator prior to commencing an
infusion.

Post infusion within 1 hour of the end of infusion.

Pre-dose same day as infusion (may not exceed 6 hours prior to start of infusion).

ECOG performance status (PS) of 0 or 1 at enrolment and randomization.

For AEs/SAEs reported during screening, additional information such as medical history and concomitant medications may be needed

During the combination portion of treatment, durvalumab or placebo will be administered first. If there is not enough time to administer cisplatin afterward on that day, it
should be given the following day and must be administered within 1 calendar day of the durvalumab infusion. Treatment should start no more than 3 working days after
being randomized. The day patients begin treatment will be designated C1D1.

Results for LFTs, electrolytes, full blood count (while on chemotherapy), and creatinine must be available before commencing an infusion (within 3 days) and reviewed
by the treating physician or Investigator prior to dosing.

A 6th week of platinum agent is optional per investigator discretion.

Sample will be taken at last dose of platinum administration (C2D8 if a 6th week of platinum agent is needed or C2D1 if platinum agent is administered only for 5 weeks)
Will be administered using a site-based, ePRO device. The PRO questionnaires must be administered and completed at the clinic prior to treatment administration
performed at the site and ideally before any discussions of health status to avoid biasing the participant’s responses to the questions. As feasible, site staff should also
ensure PRO questionnaires are completed prior to other study procedures, such as collection of laboratory samples and before discussion of disease progression to avoid
biasing the patient’s responses to the questions.PRO-CTCAE will only be administered in those countries where a linguistically validated version exists. It is permitted
for the baseline ePROs to be completed prior to C1D1 as long as treatment is given within 3 days of ePRO completion.

HOSPAD module should be completed by site staff whenever the patient has attended or been admitted in to the hospital. A reminder will be provided at each clinic visit.
Any routine visits for protocol-related requirements do not need to be captured. If the patient discontinues study treatment for reasons other than RECIST progression, the
HOSPAD form should continue to be administered during the non-study protocol required hospital visits until progression has been confirmed

Blocks are preferred to slides (except China). Refer to the Laboratory Manual for further details on tissue requirements.

The sample for genetic research will be obtained at Day 1 pre-dose (at or after randomization). If, for any reason, the sample is not drawn at Day 1, it may be taken at any
visit until the last study visit. Only 1 sample should be collected per patient for genetics during the study.

Patients will have baseline scans collected no more than 28 days before the date of randomization and, ideally, should be performed as close as possible to the date of
randomization.

RECIST 1.1 assessments will be performed on images from CT (preferred) or MRI, each preferably with IV contrast of the chest, abdomen, and pelvis. Additional
anatomy should be imaged based on the signs and symptoms of individual patients at baseline and follow-up. The follow-up scan collected after a RECIST 1.1-defined
PD should be performed no less than 4 weeks after and no later than 12 weeks after the prior assessment of PD, and this follow-up scan is evaluated using the criteria
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outlined in Appendix F. If an unscheduled assessment is performed (eg, to investigate clinical signs/symptoms of progression) and the patient has not progressed, every
attempt should be made to resume the subsequent assessments following the original imaging visit schedule (relative to the date of randomization). See Section 6.1.3,
Section 8.1 and Appendix F for additional details relevant to imaging assessments.

Pap smear should be done per investigator discretion. If results are concerning for progression, progression must be confirmed by biopsy
A radiological tumor assessment should be obtained within 28 days of confirmed histopathological progression unless no further radiological tumour assessments are
indicated for the patient due to RECIST PD already being recorded and the follow up scan for the RECIST PD being completed

aa

Note: All assessments on treatment days are to be performed prior to infusion, unless otherwise indicated.

Abbreviations: ADA Antidrug antibody; AE Adverse event; C Cycle; CR Complete response; CRT Chemoradiation therapy; CT Computerized tomography; ctDNA
Circulating tumor deoxyribonucleic acid; DNA Deoxyribonucleic acid; ECG Electrocardiogram; ECOG Eastern Cooperative Oncology Group; EORTC European Organisation
for Research and Treatment of Cancer; EQ-5D-5L EuroQol five-dimensional five-level questionnaire; Gy Grey unit; HIV Human immunodeficiency virus; HOSPAD Hospital
Admission; HPV Human papillomavirus; ICF Informed consent form; IP Investigational product; IV Intravenous; LFT Liver function tests; MRI Magnetic resonance imaging;
PD Progression of disease; PGIC Patient Global Impression of Change; PGIS Patient Global Impression of Severity; PK Pharmacokinetics; PR Partial response; PRO Patient-
reported outcomes; PRO-CTCAE Patient-reported outcomes version of the Common Terminology Criteria for Adverse Events; qxw Every x weeks; q28d Every 28 days;
QLQ-C30 30 item core quality of life questionnaire; QLQ-CX24 Cervical cancer module; RECIST Response Evaluation Criteria in Solid Tumors version 1.1;

RNA Ribonucleic acid; SAE Serious adverse event; SD Stable disease; SoC Standard of care; T3 Triiodothyronine; T4 Thyroxine; TSH Thyroid stimulating hormone; WHO
World Health Organization.
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Table 2 Schedule of assessments for patients who have completed or discontinued treatment
Time since last dose of IP
Day (£3) Months (£2 week) 21 months and For details, see

every 6 months .
Evaluation 30 2 3 6 9 12 15 (42 weeks) Section
Physical examination (full) X 8.2.1
Vital signs (temperature, respiratory X 8.2.2
rate, blood pressure, and pulse)
Weight X X X 8.2.2
Pregnancy test* X As clinically indicated 8.2.4
AE/SAE assessment X X X 8.3
Concomitant medications X X X 6.4
WHO/ECOG performance status At timepoints consistent with tumor assessments; at 30, 60, and 90 days; and then at initiation of subsequent 8.2.5

anticancer therapy®
Subsequent anticancer therapy>¢ < 8.1
>
Survival status® X X X X X X 8.1
Hematology X X X Table 10
Clinical chemistry X X X Table 9
Urinalysis As clinically indicated Table 11
TSH (reflex free T3 or free T4f) X X X Table 9
PK assessment® X 8.5
Immunogenicity assessment (ADA X xh 8.5.1.1
sampling) to identify ADA responses®
Whole blood for gene expression X X 8.8.2
(PaxGene-RNA tubes)
ctDNA (plasma) X X X 8.8, 8.8.2
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Time since last dose of IP

(RECIST 1.1)K
-AND-

Physical exam including a pelvic
examination

Day (£3) Months (2 week) 21 months and | details, see
every 6 months Section

Evaluation 30 2 3 6 9 12 15 (£2 weeks)
EORTC QLQ-C30 and CX24, PGIS, 0 (CID1), 2 (mid-cycle 1), 4 (C2D1), 8 (C3D1), 12 (C4D1), 16 (C5D1), 20 (C6D1) weeks 8.1.3
EQ-5D! from C1D]1, then q12 weeks +1w through 164 weeks (relative to C1D1), and then q24w

+2w thereafter (relative to C1D1) through 260 weeks, then q52w +2w (relative to C1D1)

up to PD and at IP pre-mature discontinuation and PD; if IP discontinuation due to PD,

then also at month 2 and month 3 post discontinuation; if PD but continue on treatment,

follow treatment period schedule.
PRO-CTCAE Same as other PROs, but will end at week 104 or first follow-up post IP discontinuation (if no PD), or at month 8.1.3
2 post IP discontinuation (if PD)

PGIC! Same as PRO-CTCAE but starting 4 weeks (C2D1) from C1D1 8.1.3
Healthcare resource use (HOSPAD)/ To be completed at each hospitalization. 8.1.3
Tumor radiological assessment On-study tumor assessments occur 20w +1w after randomization and continue q12w +1w through 164 weeks 8.1

(relative to the date of randomization) and then q24w +2w thereafter (relative to the date of randomization)
until RECIST 1.1-defined radiological progression plus an additional follow-up scan. If progressive disease is
determined through histopathologic progression on biopsy, a scan is required within 28 days of biopsy. This on-
study imaging schedule MUST be followed regardless of any delays in dosing.

-AND-

Physical examination including a pelvic examination and (if indicated) biopsy for histopathological
determination of tumor progression will be assessed on the same schedule as the imaging assessments.” ™

For women of childbearing potential only. A urine or serum pregnancy test is acceptable.
WHO/ECOG performance status should also be collected at other site visits that the patient attends, if appropriate site staff are available to collect such information. In

addition, WHO/ECOG performance status should be provided when information on subsequent anticancer therapy is provided, where possible.

medical charts while information on subsequent anticancer treatment is collected.

Details of any treatment for cervical cancer (including surgery) after the last dose of IP must be recorded in the eCRF. At minimum, collect the start date and description
of the subsequent anticancer therapy.
For patients who discontinue their assigned IP following confirmed progression, available readings of CT/MRI from local practice will be collected from patients’

Patients may be contacted in the week following data cutoffs to confirm survival status. Details of any treatment for cervical cancer (including surgery) after the last dose
of IP must be recorded in the eCRF.

Free T3 or free T4 will only be measured if TSH is abnormal or if there is clinical suspicion of an AE related to the endocrine system.
PK and immunogenicity samples are collected 90 days (3 months) (+7 days) after study treatment ends. In addition, a final immunogenicity sample is taken 6 months
(£7 days) after study treatment ends.

Immunogenicity sample and ctDNA sample should be obtained at a scheduled study tumor assessments visit
Will be administered using a site-based, ePRO device. The PRO questionnaires must be administered and completed at the clinic prior to treatment administration

performed at the site and ideally before any discussions of health status to avoid biasing the participant’s responses to the questions. As feasible, site staff should also
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ensure PRO questionnaires are completed prior to other study procedures, such as collection of laboratory samples and before discussion of disease progression to avoid
biasing the patient’s responses to the questions. PRO-CTCAE will only be administered in those countries where a linguistically validated version exists.
j HOSPAD module should be completed by site staff whenever the patient has attended or been admitted in to the hospital. A reminder will be provided at each clinic visit.
Any routine visits for protocol-related requirements do not need to be captured. If the patient discontinues study treatment for reasons other than RECIST progression, the
HOSPAD form should continue to be administered during the non-study protocol required hospital visits until progression has been confirmed.
Only for patients yet to progress, RECIST 1.1 assessments will be performed on images from CT (preferred) or MRI, each preferably with IV contrast, of the chest,
abdomen, and pelvis. Additional anatomy should be imaged based on signs and symptoms of individual patients. The follow-up scan collected after a RECIST 1.1-
defined PD should be performed no less than 4 weeks after and no later than 12 weeks after the prior assessment of PD, and this follow-up scan is evaluated also using
the criteria outlined in Appendix F. If an unscheduled assessment was performed (eg, to investigate clinical signs/symptoms of progression) and the patient has not
progressed, every attempt should be made to resume the subsequent assessments following the original imaging visit schedule (relative to the date of randomization). See
Section 6.1.3, Section 8.1, and Appendix F for additional details relevant to imaging assessments.
Pap smear should be done per investigator discretion. If results are concerning for progression, progression must be confirmed by biopsy
Radiological tumor assessments should be obtained on all patients within 28 days of progression confirmed by histopathology

Abbreviations: ADA Antidrug antibody; AE Adverse event; CT Computerized tomography; ctDNA Circulating tumor deoxyribonucleic acid; ECOG Eastern Cooperative
Oncology Group; eCRF Electronic case report form; EORTC European Organization for Research and Treatment of Cancer; EQ-5D-5L EuroQol five-dimensional five-level
questionnaire; IP Investigational product; IV Intravenous; MRI Magnetic resonance imaging; PD Progression of disease; PFS Progression-free survival; PGIC Patient Global
Impression of Change; PGIS Patient Global Impression of Severity; PK Pharmacokinetics; PRO Patient-reported outcome; PRO-CTCAE Patient-reported outcomes version of
the Common Terminology Criteria for Adverse Events; qxw Every x weeks; QLQ-C30 30 item core quality of life questionnaire; QLQ-CX24 Cervical cancer module; RECIST
Response Evaluation Criteria in Solid Tumors; RNA Ribonucleic acid; SAE Serious adverse event; T3 Triiodothyronine; T4 Thyroxine; TSH Thyroid stimulating hormone;
WHO World Health Organization.

CONFIDENTIAL AND PROPRIETARY 24



Clinical Study Protocol - 4.0 AstraZeneca
Durvalumab

1.2 Synopsis
International Co-ordinating Investigator

PPD
PPD
PPD

Phoenix, AZ 85016

Phone: PPP
Fax: PPD

Protocol Title: A Phase III, Randomized, Multi-Center, Double-Blind, Global Study to
Determine the Efficacy and Safety of Durvalumab in Combination With and following

Chemoradiotherapy Compared to Chemoradiotherapy Alone for Treatment in Women With
Locally Advanced Cervical Cancer (CALLA)

Rationale:

Cervical cancer is the 4th most common cancer in women worldwide despite the introduction
of the Papanicolaou test (Pap smear) for early screening and prevention of cervical cancer in
the 1950s, and more recently, human papillomavirus (HPV) vaccination. Most women
globally do not have access to screening and, thus, the global incidence of cervical cancer at
all stages continues to rise throughout the world as the population rises and ages. The use of
combination chemoradiotherapy is a mainstay of oncology therapy in multiple tumor types.
The goal of combination chemotherapy is to utilize agents that affect cancer cells by different
mechanisms, thus improving clinical responses and reducing the risk of developing resistance.
Non-clinical and clinical studies have indicated that blockade of immune checkpoints
(programmed cell death protein 1 [PD-1]/programmed death-ligand 1 [PD-L1] and cytotoxic
T-lymphocyte-associated protein 4 [CTLA-4]) can have a positive effect on anti-tumor
immunity. Chemotherapy is thought to synergize with PD-1/PD-L1 blockade by making the
tumor “immunogenic” by initiating cell death, promoting phagocytosis of tumor cells, and
ultimately leading to reactivation of immune-mediated tumor surveillance. The PACIFIC trial
evaluated the efficacy of durvalumab after definitive chemoradiotherapy in Stage III non-
small cell lung cancer (NSCLC) compared to placebo after chemoradiotherapy and found a
significant improvement with durvalumab with a median progression-free survival (PFS) of
16.8 months (95% confidence interval [CI] 13.0 to 18.1) compared to 5.6 months (95%CI, 4.6
to 7.8) in the placebo controlled group. The study’s hypothesis is that durvalumab, when
administered concurrently with chemotherapy and radiotherapy (CCRT) and as adjuvant
therapy following CCRT will also improve PFS when compared to standard of care
concurrent chemoradiation therapy (SoC CCRT) with placebo in patients with International
Federation of Gynaecology and Obstetrics (FIGO 2009) Stage IB2 to IVA cervical cancer.
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Objectives and Endpoints

AstraZeneca

Primary objective:

Endpoint/variable:

To assess the efficacy of durvalumab + SoC
CCRT compared with placebo + SoC CCRT in
terms of PFS

Endpoints based on the investigator assessment

according to RECIST 1.1 or histopathologic

confirmation of local tumor progression:

e PFS: Time from date of randomization until
tumor progression or death due to any cause

Secondary objectives:

Endpoints/variables:

To further assess the efficacy of durvalumab +
SoC CCRT compared with placebo + SoC
CCRT in terms of PFS (3 year), PFS in PD-L1
positive patients, overall survival (OS) (key), OS
in PD-L1 positive patients, ORR, CR rate, and
DoR in Patients with a CR

e OS: Time from date of randomization until the
date of death by any cause

Endpoints based on the investigator assessment

according to RECIST 1.1 or pathologic assessment

of local disease progression

e PFS (3 year): Proportion of patients alive and
progression-free at 3 years

e PFSin PD-L1 positive patients: Time from date
of randomization until tumor progression or
death due to any cause in patients who are PD-
L1 positive (>=1%) based on either tumor or
immune cell staining

e OSin PD-LI positive patients: Time from date
of randomization until the date of death by any
cause in patients who are PD-L1 positive
(>=1%) based on either tumor or immune cell
staining

e ORR: The percentage of evaluable patients with

an Investigator-assessed visit response of CR or
PR

e CRrate: Disappearance of all target and non-
target lesions DoR in Patients with a CR: Time
from date of first detection of CR until the date
of objective disease progression according to
RECIST 1.1

To assess the effect of durvalumab + SoC CCRT
compared with placebo + SoC CCRT on the
incidence of local progression, distant disease
progression, and secondary malignancy as the
first documented progression event

e Incidence of Local Progression, Distant Disease
Progression, and Secondary Malignancy:
Number and percentage of patients who
develop local progression, distant disease
recurrence, or secondary malignancy
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Objectives and Endpoints
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To assess disease-related symptoms and health
related quality of life (HRQoL) in patients with
cervical cancer treated with durvalumab + SoC
CCRT compared with placebo + SoC CCRT
using the core quality of life questionnaire
(EORTC QLQ-C30) and core quality of life
questionnaire cervical cancer module (CX24)

Change from baseline in EORTC QLQ-C30
and EORTC CX24

To assess the PK of durvalumab when in
combination with CCRT

Blood concentration of durvalumab

To investigate the immunogenicity of Presence of ADAs
durvalumab in both arms in combination with

CCRT

Safety objective: Endpoint/variable:

To assess the safety and tolerability profile of

AEs, laboratory findings, vital signs, and physical

durvalumab + SoC CCRT compared to placebo ~ examinations,
+ SoC CCRT
Exploratory objective: Endpoint/variable:

To collect blood and tissue samples for defining
biological response to durvalumab +SoC CCRT
compared to placebo +SoC CCRT for candidate
markers that may correlate with likelihood of
clinical benefit. (All countries except China)

Analysis of blood/tissue samples to assess
exploratory biomarkers, which may include, but
is not limited to ctDNA, mRNA signatures,
CDS8 by IHC, and Tumor Mutational Burden
(TMB)

To assess treatment-related symptoms using the
patient-reported outcomes version of the
Common Terminology Criteria for Adverse
Events (PRO-CTCAE)

Specific treatment-related PRO-CTCAE
Ssymptoms

To assess how a patient perceives her overall e PGIC and PGIS
change in cancer symptoms since the start of

study treatment using the PGIC and overall

severity of cancer symptoms using PGIS.

To explore the impact of treatment and disease e EQ-5D-5L

state on health status assessed by EuroQol five-
dimensional five-level questionnaire (EQ-5D-
5L) to support health economic analysis and
health technology assessment

To describe and evaluate resource use associated
with durvalumab treatment and underlying
disease

Health resource utilization measures
including hospitalization, outpatient visits,
or emergency department visits

Abbreviations: ADA Antidrug antibody; AE Adverse event; BICR Blinded independent central review; CCRT
Concurrent chemoradiation therapy; CR Complete response; EORTC European Organization for Research and
Treatment of Cancer; EQ-5D-5L EuroQol five-dimensional five-level questionnaire; HOSPAD Hospital
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Admission; HRQoL Health-related quality-of-life; IHC Immunohistochemistry; ORR Objective response rate;
OS Overall survival; PFS Progression-free survival; PFS (3yr) Progression-free survival at 3 years; PGIC Patient
Global Impression of Change; PGIS Patient Global Impression of Severity; PK Pharmacokinetics; PR Partial
response; PRO-CTCAE Patient-reported oucomes version of the Common Terminology Criteria for Adverse
Events; QLQ-C30 30item core quality of life questionnaire; QLQ-CX24 Cervical cancer module; RECIST
Response Evaluation Criteria in Solid tumors; SoC CCRT Standard of care concurrent chemoradiation therapy.

Overall design:

This is a randomized, double-blind, placebo controlled, multi-center, global, Phase III study to
determine the efficacy and safety of durvalumab when combined with SoC CCRT and
administered as adjuvant therapy following SoC CCRT compared to placebo with SoC CCRT
as systemic treatment in patients with FIGO (2009) Stage IB2 to IVA cervical cancer.

In order to be eligible for this study, patients must be >18 years of age with FIGO (2009)
Stage IB2 to [IB N+ and IIIA to IVA with any N. Patients must not have previously received
any definitive surgical, radiation, or systemic therapy for cervical cancer and must be
immunotherapy-naive.

Approximately 714 patients from multiple sites will be randomized 1:1 to receive either
durvalumab 1500 mg or placebo every 4 weeks (q4w) for 24 doses. In China, recruitment will
continue until approximately 105 Chinese patients have been randomised, irrespective of
whether or not the overall study enrolment has been reached. It is anticipated that this target
may not be met before the global recruitment of approximately 714 is achieved. Patients in
both arms will receive SoC CCRT consisting of external beam radiotherapy (EBRT) and
brachytherapy (See Appendix G) , and concurrent cisplatin 40 mg/m? every 1 week (q1w) x 5
weeks with an optional 6th week (See Section 6.1.2 for descriptions of the dosing regimen.)
Randomization will be stratified by disease stage status (FIGO (2009) Stage <III and node
positive, FIGO (2009) Stage >III and node negative, or FIGO (2009) Stage >III and node
positive), and region [United States, Canada, European Union, South Korea, and Japan] versus
rest of the world. Patients will receive their assigned treatment until completion of planned
therapy, clinical progression or RECIST 1.1-defined or histopathologic confirmation of local
disease progression, unacceptable toxicity, withdrawal of consent, or another discontinuation
criteria is met. (See Section 7.1 for additional details on discontinuation of study treatment.)
Following completion of SoC CCRT, patients will be evaluated by clinical and radiological
assessment. During the first 3 years (164 weeks) after randomization, this assessment will
include an interval history for new signs or symptoms, physical examination including a
pelvic examination to evaluate for local cervical cancer progression, and imaging (computed
tomography [CT] scan or magnetic resonance imaging [MRI]) per RECIST 1.1 or
histopathologic assessment every 12 weeks (q12w). During Years 4, and 5,
imaging/histopathologic assessments will be performed every 6 months (24 weeks) and then
annually until a PFS endpoint has been met or closure of the study.
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Study Period:

Estimated date of first patient enrolled Q1 2019
Estimated date of last patient completed Q2 2024
Number of patients:

Approximately 714 patients from multiple sites will be randomized 1:1 to receive either
durvalumab + SoC CCRT or placebo + SoC CCRT. In China, recruitment will continue until
approximately 105 Chinese patients have been randomised, irrespective of whether or not the
overall study enrolment has been reached. It is anticipated that this target may not be met
before the global recruitment of approximately 714 is achieved.

Treatments and treatment duration:

Durvalumab 1500 mg via intravenous (IV) infusion q4w, starting C1D1, until completion of
planned treatment or progression of disease (PD). (Please note, if a patient’s weight falls to
30 kg or below (<30 kg), then the patient should receive weight-based dosing equivalent to 20
mg/kg of durvalumab q4w after consultation between Investigator and Study Physician, until
the weight improves to above 30 kg (>30 kg), at which point the patient should start receiving
the fixed dosing of durvalumab 1500 mg g4w).

Placebo: Sterile solution of 0.9% (weight/volume [w/v]) sodium chloride for injection via IV
infusion g4w, starting on C1D1, until completion of planned treatment or PD.

Chemoradiotherapy:

—  Cisplatin 40 mg/m? IV qlw x 5 weeks. Per investigator discretion, patients can
continue with an optional 6th week of platinum agent.

— See Appendix G for details regarding the radiotherapy regimen.
Duration of treatment

Unless specific treatment discontinuation criteria are met, patients will continue therapy until
completion of planned therapy or clinical progression or RECIST 1.1-defined or
histopathologic confirmation of local disease progression.

Progression during treatment

During the treatment period, patients who are clinically stable at an initial RECIST 1.1-
defined PD may continue to receive study treatment at the discretion of the Investigator and
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patient. A follow-up scan is to be collected after the initial RECIST 1.1-defined PD, no later
than the next scheduled imaging visit, and no less than 4 weeks after the prior assessment of
PD:; this scan is evaluated using the criteria outlined in Appendix F. If the subsequent scan
does not demonstrate radiological PD, then patient should continue IP. Scanning should
continue until the next RECIST 1.1-defined PD which in turn will require a subsequent scan
(must be evaluated using the criteria outlined in Appendix F).

Alternatively, patients may continue treatment until histopathological determination of tumor
progression on biopsy. Patients may not continue on durvalumab/placebo if there is
histopathological determination of progression.

Follow-up of patients post-discontinuation of study treatment

Patients who have discontinued treatment due to toxicity or symptomatic deterioration,
clinical progression, or who have commenced subsequent anticancer therapy will be followed
up with tumor assessments until PD (based on RECIST 1.1) plus an additional follow-up scan
or until death (whichever comes first) and followed for survival.

Survival
All patients randomized in the study should be followed for survival.
Independent Data Monitoring Committee:

An independent data monitoring committee (IDMC) composed of independent experts will be
convened to confirm the safety and tolerability of the proposed dose and schedule of
durvalumab + SoC CCRT. The first safety review will take place when the first 25 patients
across both treatment arms have completed SoC CCRT and have had at least 28 days of
follow-up. The second safety review will take place when the first 60 patients across both
treatment arms have completed SoC CCRT and have had at least 28 days of follow-up. Safety
reviews will be carried out by the IDMC in an unblinded manner. After review of the
unblinded data, the IDMC will make a recommendation on whether the study should continue
recruitment as planned or hold recruitment.

An additional safety review for Japanese patients will take place when the first 9 patients in
Japan have completed SoC CCRT and had 28 days of follow-up. This review will be carried
out by the IDMC in an unblinded manner. After review of the unblinded data, the IDMC will
make a recommendation on whether the study should continue recruitment as planned or hold
recruitment in Japan.

In addition, the IDMC will meet approximately every 6 months thereafter to continue safety
monitoring.
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Full details of the IDMC procedures and processes can be found in the IDMC Charter.
Statistical methods

The primary objective of this study is to assess the efficacy of durvalumab + SoC CCRT
compared with placebo + SoC CCRT in terms of PFS as assessed by investigator tumor
assessments and histopathologic confirmation of local tumor progression. PFS (per RECIST
1.1 as assessed by investigator tumor assessments or histopathologic confirmation of local
tumor progression) will be defined as the time from the date of randomization until the date of
objective disease progression or death (by any cause in the absence of progression) regardless
of whether the patient withdraws from therapy or receives another anticancer therapy prior to
progression (ie, date of event or censoring — date of randomization + 1). A key secondary
objective is to assess the efficacy of durvalumab + SoC CCRT compared with placebo + SoC
CCRT in terms of OS. In order to provide strong control of the type I error rate a=5% (2-
sided), the testing procedure for the primary endpoint and key secondary endpoint is
hierarchical.

The analysis of the secondary endpoints of PFS (3 year), PFS and OS in PD-L1 positive
patients, ORR, and CR rate will be based on investigator assessments using RECIST 1.1 or
histopathologic confirmation of local progression. In addition, the key secondary endpoint
(OS) and other secondary endpoints (Incidence of Local Progression, Distant Disease
Recurrence, and Secondary Malignancy) will also be analyzed.

Efficacy data will be summarized and analyzed on an intent-to-treat (ITT) basis, and the
treatment arms will be compared on the basis of randomized treatment, regardless of the
treatment actually received. Patients who were randomized but did not subsequently go on to
receive study treatment are included in the full analysis set (FAS) population.

Approximately 714 patients will be randomized 1:1 to durvalumab + SoC CCRT or placebo +
SoC CCRT to obtain approximately 227 PFS events in the ITT population. The randomization
will be stratified according to disease stage status (FIGO (2009) Stage <III and node positive,
FIGO (2009) Stage >III and node negative, or FIGO (2009) Stage >III and node positive) and
region [United States, Canada, European Union, South Korea, and Japan] versus rest of world.

The primary endpoint of PFS will be tested once. The secondary endpoint of OS will be tested
at an interim and at a final timepoint. The alpha level allocated to OS will be controlled at the

interim and final timepoints using the Lan DeMets (Lan and DeMets 1983) spending function
separately for PFS and OS that approximates the O’Brien-Fleming approach, where the alpha

allocated at the interim depends upon the proportion of information available.
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The analysis of PFS and the interim analysis of OS will occur when approximately 227 PFS
events have occurred across the durvalumab + SoC CCRT and placebo + SoC CCRT
treatment arms. If the true hazard ratio (HR) for PFS is 0.65 (likely to correspond to an 11%
increase in the proportion of patients event-free at 3 years from 65% to 76%), this analysis
will have 90% power to demonstrate a statistically significant difference for PFS, assuming a
2-sided 5% significance level. Given the recruitment assumptions for PFS outlined above, the
analysis for PFS is anticipated to occur approximately 53 months following the randomization
of the first patient. It is anticipated that 86% of the target number of OS events (ie,
approximately 195 of 227 OS events) will be available for the OS interim analysis.

The final OS analysis will occur at the earlier of 227 death events or 71 months following
recruitment of the first patient. Assuming the same recruitment assumptions for PFS and a 3-
year OS rate of 70% for placebo + SoC CCRT (Rose et al 1999), 227 deaths would be
expected to occur 61 months following the randomization of the first patient. If the true hazard
ratio (HR) is 0.65 (likely to correspond to an 9% increase in the proportion of patients alive at
3 years from 70% to 79%), this analysis will have 89% power to demonstrate a statistically
significant difference for OS, assuming a 2-sided 5% significance level.

The primary PFS analysis will be based on the programmatically derived RECIST 1.1 using
the investigator tumor assessments or histopathologic confirmation of local tumor progression.
The effect of durvalumab + SoC CCRT versus placebo + SoC CCRT will be analyzed using a
log-rank test stratified by disease stage status (FIGO (2009) Stage <III and node positive,
FIGO (2009) Stage >III and node negative, or FIGO (2009) Stage >III and node positive) and
region [United States, Canada, European Union, South Korea, and Japan] versus rest of the
world. The HR together with its 95% CI and p-value will be presented (an HR less than 1 will
favor durvalumab + SoC CCRT). The HR and CI will be estimated from a stratified Cox
proportional hazards model using the same strata as for the primary analysis by stratified log
rank test and using the Efron model for ties. The point estimate of the treatment effect, i.e. HR
will be obtained by maximizing the Cox partial likelihood functions, which is the product of
the likelihood of each stratum (an HR less than 1 will favor durvalumab + SoC CCRT). The
95% CI will be estimated using the profile likelihood approach. The 95% CI and HR from the
stratified Cox proportional hazards model will be in support of the p-value from the stratified
log rank test, no p-value will be reported from the stratified Cox proportional hazards model.

Safety is a secondary endpoint in this study. All safety analyses will be performed on the
safety population. Safety and tolerability data will be presented by treatment arm using the
safety population. Safety data will be summarized descriptively and will not be formally
analyzed.
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1.3 Schema

The general study design is summarized in Figure 1.

Figure 1 Study design

Phase 3 Study Population

Locally advanced cervical cancer Durvalumab 1500 mg q4w x 24 doses (N=357)
FIGOIB2 to IIB, N+ (N>1) OR

FIGO stages 3A to 4A with any N EBRT + brachy

stage with platinum agent

Stratification factors:
- Disease stage (FIGO Stage
<III and node positive, FIGO
stage >III and node negative,

FIGO Stage =III and node Placebo q4w x 24 doses (N=357)
positive)

- Region (United States, EBRT + brachy

Canada, European Union, with platinum ’

South Korea, and Japan) agent

versus rest of the world

Abbreviations: brachy Brachytherapy; EBRT External Beam Radiotherapy; FIGO (2009) International
Federation of Gynaecology and Obstetrics; g4w Every 4 weeks.
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2. INTRODUCTION

2.1 Study rationale

Cervical cancer is the 4th most common cancer in women worldwide despite the introduction
of the Pap smear for early screening and prevention of cervical cancer in the 1950s, and more
recently, HPV vaccination. Many women continue to be diagnosed with and die from this
disease, with an estimated 528000 new cases diagnosed in 2012 and 266000 deaths (Ferlay et
al 2013). North America has the third lowest rate of cervical cancer; however, in the US there
were 12109 women diagnosed with cervical cancer and 4092 deaths in 2011 (Benard et al
2014). In contrast, in China 98900 women were diagnosed with cervical cancer and 30500
women died of the disease in 2015 (Chen et al 2016). Overall, the 5-year OS in this patient
population remains poor with survival at Stage IIB 58%, IIIA 35%, and IVA 16% (Ferlay et al
2013).

Rates of cervical cancer vary greatly between the developing world and developed countries
due to disparities in access to care and preventive screening. The Pap smear was introduced in
the 1950s as a screening method to diagnose atypical, premalignant lesions and early stage
cervical cancer. United States Preventive Services Task Force (USPSTF) guidelines
recommend screening for cervical cancer in all women aged 21 to 65 years and screening for
HPYV every 5 years in women aged 30 to 65 years (USPSTF 2016). Where implemented, this
preventive care measure has reduced the incidence of advanced stage cervical cancer
dramatically. However, most women globally do not have access to screening, and thus the
global incidence of cervical cancer at all stages continues to rise throughout the world as the
population rises and ages. Additionally, there are barriers to cervical cancer screening. Only
25% of women in Japan are screened for cervical cancer, and the rates of screening in China
and India are similarly low with less than 20% of women in China screened and less than 10%
in India (De Sanjose 2012). In contrast, the rate of women screened in the US is 88.6%
(Benard et al 2014).

2.1.1 Rationale for combining checkpoint inhibitor therapy with
chemoradiotherapy

Concurrent chemoradiation therapy (CCRT) have been shown to induce immunogenic cell
death. Cell death, from radiation or CCRT, enhances the ability of the immune system to
recognize and respond to the tumor through enhanced antigen release and presentation (tumor
specific T cell activation; Formenti and Demaria 2013, Weichselbaum et al 2017). In addition,
ionizing radiation causes upregulation of various pro-inflammatory signals and cytokines,
which play a key role in immune regulatory pathway, leading to improved anti-tumor
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immunity. Victor et al also showed that radiation enhanced the diversity of the T cell receptor
repertoire of intra-tumoral T cells (Twyman-Saint Victor et al 2015).

Radiotherapy induces double-stranded deoxyribonucleic acid (DNA) breaks that are
catastrophic for the rapidly dividing tumor cells, promoting a cascade of cytokine release and
mitochondrial disruption and results in apoptosis and activation of both the innate and
adaptive immune system. This mechanism promotes neoantigen production, resulting in
antigen presentation to dendritic cells, natural killer (NK) cell activation, and cluster of
differentiation 8 (CD8) + T cell recruitment to the area of damage (Salama et al 2016).

The PACIFIC trial evaluated the efficacy of durvalumab after definitive chemoradiotherapy in
Stage III NSCLC compared to placebo after chemoradiotherapy and found a significant
improvement with durvalumab with a median PFS of 16.8 months (95%CI 13.0 to 18.1)
compared to 5.6 months (95%CI, 4.6 to 7.8) in the placebo controlled group (Antonia et al
2017). This improvement in PFS in this patient population was thought to be due to multiple
variables, with the highly immunogenic tumor microenvironment associated with
chemoradiotherapy likely an important contributor.

Concomitant administration of radiotherapy with anti-PD-L1 monoclonal antibodies (mAb)
resulted in substantially improved survival benefit in a mouse model. Here, low dose
fractionated radiotherapy resulted in an increase in interferon gamma (IFN-y) producing
CD8+ T cells and PD-L1 tumor expression during radiotherapy, peaking at 72 hours after the
last dose and significantly declining at 7 days after radiotherapy (Dovedi et al 2014).
Radiation therapy can additionally induce an abscopal effect, where tumors not directly in the
field of radiation therapy also become more immunogenic due to the release of neoantigens
from the tumor site, when given sequentially (Postow et al 2012) and also concurrently
(Stamell et al 2013).

The use of concurrent durvalumab therapy with chemotherapy and/or radiotherapy is currently
being studied in NSCLC ), colorectal cancer
_), urothelial bladder cancer , and hepatocellular carcinoma
(NCTO02821754).

The use of combination chemoradiotherapy is a mainstay of oncology therapy in multiple
tumor types. The goal of combination chemotherapy is to utilize agents that affect cancer cells
by different mechanisms, thus improving clinical responses and reducing the risk of
developing resistance. Non-clinical and clinical studies have indicated that blockade of
immune checkpoints (PD-1/PD-L1 and CTLA-4) can have a positive effect on anti-tumor
immunity. Chemotherapy is thought to synergize with PD-1/PD-L1 blockade by making the
tumor “immunogenic” by initiating cell death, promoting phagocytosis of tumor cells, and
ultimately leading to reactivation of immune-mediated tumor surveillance (Menderes et al

CONFIDENTIAL AND PROPRIETARY 35



Clinical Study Protocol - 4.0 AstraZeneca
Durvalumab

2016). Current studies are now adding immunotherapeutics to chemoradiotherapy to broaden
anti-tumor responses through recruitment of the immune system.

The study’s hypothesis is that durvalumab, when administered with SoC CCRT and as
adjuvant therapy following SoC CCRT, will improve PFS when compared to SoC CCRT
combined with placebo.

2.2 Background

A detailed description of the chemistry, pharmacology, efficacy, and safety of durvalumab is
provided in the current IB.

2.2.1 Human papilloma virus infection in cervical cancer

Persistent infection with HPV is central to the onset of cervical cancer. There are more than
120 HPV types that have been identified, with 40 types infecting the genital tract and

15 potentially oncogenic. About 50% and 20% of cervical cancer has been linked to HPV 16
and HPV 18 infections, respectively. HPV infection occurs through microtrauma to the
suprabasal epidermal cells, allowing the virus access to the basal layer. Viral oncoproteins E6
and E7 promote tumor suppressor p5S3 degradation and Rb inactivation, respectively,
promoting carcinogenesis (Lowy and Schiller 2006). Cell cycle deregulation mediated by
deactivation of tumor suppressors and integration of HPV into host genome are key precursors
to the invasive disease (Crosbie et al 2013). The most common screening methods for cervical
cancer include conventional Papanicolaou (Pap) smear and HPV DNA testing, depending on
the geographical region. The Pap smear can identify cellular abnormalities whereas the HPV
test can detect suspicious viruses (Jin 2014). For many years, the Pap smear has been the
standard method for cervical cancer screening, reducing the incidence by 60% to (Marth et al
2017) and has been shown to provide 60% to 70% greater protection against invasive cancer
compared with cytology-based screening (Ronco et al 2014).

To prevent a primary infection with HPV, the quadrivalent vaccine Gardasil was approved by
the FDA in 2006 for children and adults between the ages of 11 to 25 years. Currently, there
are 3 vaccines in use: the Cervarix bivalent vaccine, which targets HPV 16 and 18, the
Gardasil quadrivalet vaccine (HPV 6, 11, 16, and 18) and the Gardasil-9, a 9 valent HPV
vaccine (HPV 6, 11, 16, 18, 31, 33, 45, 52, and 58). HPV vaccination is part of the National
Immunization Programs (NIP) or pilot demonstration programs in 83 countries (Markowitz et
al 2012); however, there are instances where the vaccination program is not being optimally
utilized. In Japan, for example, the proactive recommendations for the HPV vaccine were
suspended 2 months after its inclusion into the NIP in 2013 after unconfirmed reports of AEs
following vaccination (Hanley et al 2015). As a result, current low uptake of the HPV vaccine
in Japan (3.5% in 7th to 11th grades in 2013) may potentially lead to a high incidence of
cervical cancer in the future (Sekine et al 2016). As of October 2014, about 59.2 million
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women have received at least 1 dose of the vaccine, with the majority of women from high-
income and upper-middle income countries. With increasing vaccine utilization, it is expected
that by 2080 that approximately 440000 cervical cancer cases will be prevented; yet, because
many countries have not implemented widespread vaccination or because the cost of vaccine
precludes its widespread implementation, an additional 510000 women will develop cervical
cancer during this interval (Bruni et al 2016).

2.2.2 Staging of cervical cancer

Cervical tumors are staged using FIGO (2009) classification, which is the most widely used
classification (Haie-Meder et al 2010) and is one of the most important prognostic factors
(Marth et al 2017). Cervical cancer is the only gynecological cancer that is clinically staged
based on tumor size, vaginal or parametrial involvement, bladder/rectum extension, and
distant metastases. It requires examination under anaesthesia, radiological imaging such as
chest X-ray and IV pyelogram, or other diagnostic tools. CT can detect pathological lymph
nodes, MRI can determine tumor size, degree of stromal penetrations, parametrial
involvement, vaginal extension, and corpus extension with high accuracy (Wagenaar et al
2001).

2.2.3 Lymph node status in cervical cancer

Lymph node status is not part of the FIGO (2009) staging system for cervical cancer, but
provides important information for prognosis and treatment (Gien and Covens 2009). As the
FIGO stage increases, the risk of lymph node metastasis and parametrial involvement also
increases. In patients who have had a surgical resection, the incidence of pelvic lymph node
metastasis in Stage IB cervical cancer ranges from 11.5% to 21.7% (Lee et al 2006). For Stage
ITA and IIB cervical cancers, the incidence ranges from 10% to 26.7% and 28.6% to 43.4%,
respectively (Benedetti-Panici et al 1996, Havrilesky et al 2004, Inoue et al 1990, Lai et al
1993, Lee et al 2006, Morice et al 1999, Sakuragi et al 1999). In patients with Stage 1B
cervical cancer, the incidence of para-aortic node involvement is low at 2% to 4%. In the more
advanced stages, the incidence increases to 7% to 17% (Benedetti-Panici et al 1996, Berman
et al 1984, Morice et al 1999, Sakuragi et al 1999).

Lymph node status is a prognostic predictor of survival (Macdonald et al 2009). The 3 year
OS in FIGO (2009) Stage IB to II node-positive patients is lower (55%) compared to
node-negative (94%) (Morice et al 1999). Based on data from over 2200 patients in Stage [A1
to IIB, higher number of positive lymph nodes is associated with adverse survival outcomes
(Zhou et al 2017), and the extra-pelvic recurrence is higher in patients with >3 involved lymph
nodes compared to patients with 0 to 2 lymph nodes (data from 141 patients, Stage IB to 1IB)
(Kasuya et al 2013). Typically, the adjacent obturator nodes will be the first site of lymph
node metastasis, and then it will spread in a step-wise fashion to the ipsilateral common iliac
lymph nodes and para-aortic lymph nodes (PALN). Patients with PALN metastasis have lower
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survival rates and need extended field radiation (EFRT). In a retrospective study looking at 90
patients with Stage IB to IVA cervical cancer and PALN metastasis between 1987 and 2012,
it was shown that EFRT was an efficient treatment for uterine cervical cancer with involved
PALN, with a 5-year OS of 62.6% and PFS 0f 43.9% (Yoon et al 2015).

2.2.4 Treatment of cervical cancer

Stage A1 cervical cancer is typically managed conservatively to preserve fertility, with
conization without lymphadenectomy because the risk of nodal metastasis is <1%. Stage [A2
with no lymphovascular space involvement can be treated by conization (if fertility is to be
preserved) or extrafascial hysterectomy. In patients with surgical contraindication,
brachytherapy may represent an alternative option. Stages IB and IIA cervical carcinoma can
be cured by radical surgery including pelvic lymphadenectomy or radiotherapy (Haie-Meder
et al 2010). In women with locally advanced cervical cancer (Stages 1B2 to IVA), cisplatin
with concurrent radiotherapy has remained the SoC (Colombo et al 2012) and is unchanged
since 1999 (Rose et al 1999, Koh et al 2013).

For women who develop locally advanced cervical cancer, the SoC has evolved from EBRT
alone, to EBRT plus brachytherapy, to combined EBRT plus brachytherapy with concurrent
chemotherapy (Green et al 2001). Brachytherapy involves the application of a radioactive
source in close proximity to the tumor, allowing a very high dose of radiation being delivered
to the tumor with relative sparing of the surrounding normal structures (Banerjee and
Kamrava 2014). Brachytherapy treatments are either interdigitated with EBRT (generally,
starting no earlier than Week 3 of treatment) or are given after EBRT is completed. Starting
brachytherapy later in the treatment course allows for maximal tumor shrinkage, thus allowing
for smaller brachytherapy treatment volumes. Ultimately, the most critical part of deciding
when to start brachytherapy is the monitoring of treatment response, through regular pelvic
examinations during the course of EBRT (Banerjee and Kamrava 2014). Brachytherapy can
be performed using an intracavitary, interstitial, or combination approach. Intracavitary
brachytherapy involves placing the radioactive source using an applicator, through the vaginal
cavity, and can treat the upper vagina, cervix, and uterus. In interstitial brachytherapy,
catheters (small tubes) are placed in and around residual disease, using a transperineal/vaginal
approach. The choice of technique depends primarily on disease extent and anatomy (Banerjee
and Kamrava 2014).
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In the pivotal study, Rose et al 1999 randomized 526 women with Stage IIB, III, or IVA
cervical cancer to receive radiation therapy with either cisplatin, cisplatin with 5-fluorouracil
(5FU) with hydroxyurea or hydroxyurea alone. For the cisplatin monotherapy cohort when
compared to hydroxyurea monotherapy, the PFS risk ratio (RR) of 0.57 (95% CI 0.42 to 0.78)
and OS RR of 0.61 (95%CI 0.44 to 0.85) were observed and was similar to- the cisplatin with
SFU group (PFS RR=0.55). Toxicities included cytopenias-, gastrointestinal (GI) effects, renal
toxicity, and neurotoxicity (Rose et al 1999). Additionally, the duration for CCRT
administration is critical to patient outcome. Completion of CCRT in 56 days compared to
more than 56 days was associated with benefits in reduced pelvic failure rate and improved
OS, compared to prolonged CCRT administration (Song et al. 2013, Petereit et al. 1995). In
certain clinical scenarios, carboplatin has been substituted for cisplatin as a radiosensitizer,.
The potential difference between carboplatin and cisplatin was retrospectively evaluated in
247 women receiving definitive chemoradiotherapy for locally advanced cervical cancer. In
this evaluation, cisplatin was superior, with a CR rate of 88.3% compared to 73.9% (p=0.004)
(Valdivieso et al 2017). However, in women that are unable to receive cisplatin due to specific
pre-existing conditions such as renal insufficiency or peripheral neuropathy, carboplatin is an
acceptable alternative. Another study evaluated 51 women who received concurrent
carboplatin with radiotherapy in comparison to a historical control of cisplatin with
radiotherapy, and there was no appreciable difference in OS and PFS between the 2 groups;
there was an increase in the number of cycles administered and a reduction in AEs in the
carboplatin group (Nam et al 2013). An additional retrospective study of 148 women treated
with carboplatin and concurrent radiotherapy showed that 142 (95.9%) women had a CR and
only 6 (4.1%) had persistent disease. The 2-year PFS and OS rates were 75.1% and 81.9%,
respectively (Katanyoo et al 2011). In patients that are able to receive cisplatin, both the
NCCN guidelines (NCCN 2020) and ESMO guidelines (Marth et al 2017

) for cervical cancer recommend cisplatin to be given with EBRT. To ensure appropriate
balance between patients treated with cisplatin and carboplatin as the radiosensitizer across
regions in the ongoing study, no further use of carboplatin as the radiosensitizer will be
allowed in this study.

Although data are limited, available evidence suggests that concurrent chemoradiotherapy is
superior to sequential treatment. An analysis of the trials evaluating systemic chemotherapy
after chemoradiotherapy showed that there is limited benefit and instead there may be an
increased toxicity in this patient population (Tangjitgamol et al 2014). Currently, the
Gynecologic Oncologic Group (GOG) is performing a Phase III randomized multicenter study
in 900 women with cervical cancer to evaluate the efficacy of carboplatin with paclitaxel
given adjuvantly following definitive chemotherapy/radiotherapy with a primary endpoint of
OS (OUTBACK Trial, NCT01414608).

Surgery is not typically indicated in patients with locally advanced cervical cancer. . In a
single-center Phase 3 randomized controlled clinical trial, 633 women with locally advanced
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cervical cancer were randomly assigned to receive neoadjuvant chemotherapy followed by
radical hysterectomy or chemoradiotherapy without surgery; those who received surgery had
decreased 5-year disease-free survival (DFS) (69.3% versus 76.7%, p=0.038) (Gupta et al
2018) In a retrospective analysis of 211 patients undergoing definitive chemoradiation and
brachytherapy, completion hysterectomy after definitive chemoradiation and brachytherapy
was associated with increased morbidity with no change in OS or DFS. Cumulative incidence
of severe late morbidity was observed in 22.5% of patients in in the group that received a
hysterectomy compared to 6.5% in the non-hysterectomy group (p=0.016) (Mazeron et al
2016).

The relapse rate of cervical cancer ranges between 28 and 64% in FIGO (2009) Stages IIB to
IVA (Quinn et al 2006). Although the majority of the recurrences develop in the first 2 to 3
years after treatment, in some patients, cervical cancer recurs after 3 years (Elit et al 2009,
Fuglsang et al 2015, Wiebe et al 2012).

2.2.5 Cervical cancer establishes an immunosuppressive environment

HPV is the primary causative agent for the majority of cervical cancer cases, with more than
90% of squamous cervical cancers containing HPV DNA. In the presence of a chronic HPV
infection, a natural immune response develops with activation of the adaptive immune system.
HPV proteins E6 and E7 also promote neoantigen generation, further stimulating the immune
response (Qin et al 2017). However, the viral oncoproteins ES, E6, and E7 play a role in
immune evasion, with E5 inhibiting expression of human leukocyte antigens-A (HLA-A) and
HLA-B. This results in evasion of CTL and NK cell killing (Menderes et al 2016). HPV16
positive tumors have a unique immune suppressive environment with increasing numbers of
tumor-associated macrophages observed, contributing to chronic infection (Lepique et al
2009). From retrospective tissue evaluation of pre-malignant cervical tissue, there is
increasing PD-1 expression seen on cervical T cells with increasing levels seen at higher
grades of cervical intraepithelial neoplasia (Yang et al 2017). On evaluation of tumor tissue
from 115 patients with cervical cancer, PD-L1 was expressed in 19% of samples, and
programmed death-ligand 2 (PD-L2) expressed in 29% of tumors (Karim et al 2009).

Histologically, cervical cancer is predominantly squamous cell carcinoma (80% to 90%) with
a high tumor mutational burden (TMB). Chronic HPV infection is thought to contribute to
continued somatic mutations and therefore the high TMB in cervical cancer. This high
mutational load in cervical cancer additionally correlated with increased expression of PD-L1,
transforming growth factor beta (TGF-f), and interleukin 10 (IL-10), which supports the role
for immunotherapy (Qin et al 2017). Cervical cancer additionally evades the immune response
through mutations in the IFN-y signaling pathway and Janus Kinase 2 (JAK2) (Ojesina et al
2014). The TMB is thought to be directly correlated to response of immune checkpoint
inhibitor therapy, which appears to be true for cervical cancer as well (Yarchoan et al 2017).
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These nonclinical studies demonstrate that immune suppression is an important factor for PD
in cervical cancer. By promoting an immunogenic environment through chemoradiotherapy,
there is an opportunity to change the balance in cancer progression through checkpoint
inhibitor therapy.

2.2.6 Previous checkpoint inhibitor therapy in cervical cancer

Based on the strong rationale for immunotherapy in this patient population, multiple studies
have been done in patients with cervical cancer that were previously treated. In Study CD-
ON-MEDI4736-1108 (hereafter referred to as Study 1108), 10 women with cervical cancer
were treated with durvalumab monotherapy; an ORR of 20% (2/10) was observed. This is
broadly consistent with results seen with other checkpoint inhibitors in previously treated
cervical cancer. The KN-158 trial treated 98 women with cervical squamous cell cancer with
pembrolizumab. This study demonstrated an ORR of 12% (12/98) with 3 patients with a CR
(Schellens et al 2017). The FDA granted accelerated approval to pembrolizumab for the
treatment of patients with advanced, PD-L1-positive cervical cancer with disease progression
on or after chemotherapy in June 2018. CheckMate 358 treated 19 women with recurrent
cervical cancer with nivolumab and found an ORR of 26.3% and median PFS of 5.5 months
(Hollebecque et al 2017). These checkpoint inhibitors were well tolerated and had a
reasonable toxicity profile. PD-L1 and PD-1 expression positively correlates with HPV-
positivity, increase in cervical intraepithelial neoplasia (CIN) grade, and tumor metastasis. In
fact, low expression (score 0 or 1) of PD-L1 was found to be a prognostic factor of tumor
relapse, highlighting the need for patients with low or negative expression of PD-L1 to use
more aggressive treatment other than conventional CRT (Yang et al 2017).

2.2.7 Immunotherapies

It is increasingly understood that cancers are recognized by the immune system, and under
some circumstances, the immune system may control or even eliminate tumors
(Dunn et al 2004).

PD-L1 is part of a complex system of receptors and ligands that are involved in controlling
T-cell activation. The PD-1 receptor (CD279) is expressed on the surface of activated T cells
(Keir et al 2008). It has 2 known ligands: PD-L1 (B7-H1; CD274) and PD-L2 (B7-DC;
CD273) (Okazaki et al 2007). PD-1 and PD-L1/PD-L2 belong to a family of immune
checkpoint proteins that act as co-inhibitory factors, which can halt or limit the development
of T cell response. When PD-L1 binds to PD-1, an inhibitory signal is transmitted into the

T cell, which reduces cytokine production and suppresses T cell proliferation. Tumor cells
exploit this immune checkpoint pathway as a mechanism to evade detection and inhibit
immune response.
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PD-L1 is constitutively expressed by -B cells-, dendritic cells, and macrophages (Qin et al
2016). Importantly, PD-L1 is commonly overexpressed on tumor cells or on nontransformed
cells in the tumor microenvironment (Pardoll 2012). PD-L1 expressed on the tumor cells
binds to PD-1 receptors on the activated T cells, leading to the inhibition of cytotoxic T cells.
These deactivated T cells remain inhibited in the tumor microenvironment. The PD-1/PD-L1
pathway represents an adaptive immune resistance mechanism that is exerted by tumor cells in
response to endogenous anti-tumor activity.

The inhibitory mechanism described above is co-opted by tumors that express PD-L1 as a way
of evading immune detection and elimination. The binding of an anti-PD-L1 agent to the
PD-L1 receptor inhibits the interaction of PD-L1 with the PD-1 and CD80 receptors expressed
on immune cells. This activity overcomes PD-L1-mediated inhibition of anti-tumor immunity.
While functional blockade of PD-L1 results in T cell reactivation, this mechanism of action is
different from direct agonism of a stimulatory receptor such as CD28.

PD-L1 is expressed in a broad range of cancers. Based on these findings, an anti-PD-L1
antibody could be used therapeutically to enhance anti-tumor immune responses in patients
with cancer. Results of pre-clinical and clinical studies of mAbs targeting the PD-L1/PD-1
pathway have shown evidence of clinical activity and a manageable safety profile, supporting
the hypothesis that an anti-PD-L1 antibody could be used to therapeutically enhance anti-
tumor immune response in cancer patients (Brahmer et al 2012, Hirano et al 2005, Iwai et al
2002, Okudaira et al 2009, Topalian et al 2012, Zhang et al 2008) with responses that tend to
be more pronounced in patients with tumors that express PD-L1 (Powles et al 2014, Rizvi et al
2015, Segal et al 2015). In addition, high mutational burden (eg, in bladder carcinoma;
Alexandrov et al 2013) may contribute to the responses seen with immune therapy.

Pre-clinical data has now been added to a wealth of clinical data showing that blockade of
negative regulatory signals to T cells such as CTLA-4 and PD-L1 has promising clinical
activity. Ipilimumab was first granted United States (US) Food and Drug Administration
(FDA) approval for the treatment of metastatic melanoma and is currently under investigation
for several other malignancies. Nivolumab and pembrolizumab, 2 anti-PD-1 agents, and
atezolizumab, an anti-PD-L1 agent, have been granted approvals by agencies for the treatment
of'a number of malignancies including metastatic melanoma, squamous and non-squamous
cell non-small-cell lung cancer, squamous cell carcinoma of the head and neck, and urothelial
carcinoma. In addition there are data from agents in the anti-PD-1/PD-L1 class showing
clinical activity in a wide range of tumor types.

2.2.8 Durvalumab

Durvalumab (MEDI4736, Imfinzi ) is a human monoclonal antibody (mAb) of the
immunoglobulin G 1 kappa subclass that blocks the interaction of PD-L1 (but not PD-L2)
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with PD-1 on T cells and CD80 (B7.1) on immune cells. It is being developed by
AstraZeneca/MedImmune for use in the treatment of cancer. (MedImmune is a wholly owned
subsidiary of AstraZeneca; AstraZeneca/MedIlmmune will be referred to as AstraZeneca
throughout this document.) The proposed mechanism of action (MOA) for durvalumab is
interference in the interaction of PD-L1 with PD-1 and CD80 (B7.1). Blockade of PD-L1/PD-
1 and PD-L1/CD80 interactions releases the inhibition of immune responses, including those
that may result in tumor elimination. In vitro studies demonstrate that durvalumab antagonizes
the inhibitory effect of PD-L1 on primary human T cells resulting in the restored proliferation
of IFN-y (Stewart et al 2015). In vivo studies have shown that durvalumab inhibits tumor
growth in xenograft models via a T cell-dependent mechanism (Stewart et al 2015). Based on
these data, durvalumab is expected to stimulate the patient’s anti-tumor immune response by
binding to PD-L1 and shifting the balance toward an anti-tumor response. Durvalumab has
been engineered to reduce antibody-dependent cellular cytotoxicity and complement-
dependent cytotoxicity.

To date, durvalumab has been given to more than 6000 patients as part of ongoing studies
either as monotherapy or in combination with other anticancer agents. Details on the safety
profile of durvalumab monotherapy are summarized in Section 4.3.1 and Section 8.3.12. Refer
to the current durvalumab IB for a complete summary of pre-clinical and clinical information
including safety, efficacy, and PK.

2.3 Benefit/risk assessment

More detailed information about the known and expected benefits and risks and reasonably
expected AEs of durvalumab may be found in the IB.

See Section 9.6.1 and Appendix A for information regarding the IDMC.

2.3.1 Potential benefits
2.3.1.1  Durvalumab as monotherapy in cervical cancer

The majority of the safety and efficacy data currently available for durvalumab are based on
the first-in-human, single-agent study, Study 1108, in patients with advanced solid tumors, the
study of durvalumab monotherapy in NSCLC (Study D4191C00003 [ATLANTIC]), and the
study of durvalumab monotherapy in NSCLC following completion of platinum-based
chemotherapy concurrent with radiation therapy (the PACIFIC study). Data from these studies
have demonstrated clinical activity of durvalumab therapy in patients with NSCLC. Study
1108 included a 10-patient cohort with cervical cancer that showed 14.3% ORR following
durvalumab monotherapy (10 mg/kg every 2 weeks [q2w]). Details pertaining to Study 1108
and ATLANTIC are provided in the durvalumab IB. In a combination study of durvalumab
with AXELimogene (HPV vaccine) in recurrent/persistent or metastatic cervical cancer, the
durvalumab monotherapy arm showed 8% ORR, and ORR+ stable disease (SD) was 40%.
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PACIFIC has shown significant improvements in median PFS with durvalumab treatment
compared with placebo for patients with NSCLC (16.8 months [95% CI: 13.0, 18.1] versus
5.6 months [95% CI: 4.6, 7.8]; stratified HR for disease progression or death, 0.52; 95% CI:
0.42, 0.65; p<0.001). Similar findings in favor of durvalumab compared with placebo were
found for duration of response (72.8% versus 46.8% of patients had ongoing response at

18 months, respectively) and median time to death or distant metastasis (23.2 months versus
14.6 months, respectively; p<0.001). In addition, CCRT followed by durvalumab
monotherapy (10 mg/kg q2w) was well tolerated and had a manageable safety profile relative
to the SoC.

2.3.1.2 Concurrent inmunotherapy and chemoradiotherapy in cervical cancer

Concurrent immunotherapy and chemotherapy

The efficacy of immunotherapy administered concurrently with chemotherapy agents is
supported by recent results from the KEYNOTEOQ21 study (pembrolizumab; PD-1 inhibitor),
the CheckMate 012 study (nivolumab; PD-1 inhibitor), and preliminary results from

The anti-tumor activity of pembrolizumab administration concurrent with various
chemotherapy regimens versus chemotherapy (carboplatin-pemetrexed) alone as first-line
treatment for NSCLC (the KEYNOTE-021 study) demonstrated ORRs of 55% (95% CI: 42,
68) versus 29% (95% CI: 18, 41), respectively (p=0.0016), with durations of response of at
least 6 months in 92% (95% CI: 73, 98) and 81% (95% CI: 51, 93), respectively (Langer et al
2016).

The anti-tumor activity of nivolumab administered concurrently with platinum-based doublet
chemotherapy as firstline treatment for advanced NSCLC (the CheckMate 012 study)
demonstrated ORRs for nivolumab 10 mg/kg plus gemcitabine-cisplatin, nivolumab 10 mg/kg
plus pemetrexed-cisplatin, nivolumab 10 mg/kg plus paclitaxel-carboplatin, and nivolumab

5 mg/kg plus paclitaxel-carboplatin of 33%, 47%, 47%, and 43%, respectively, and 24-week
PFS rates of 51%, 71%, 38%, and 51%, respectively (Rizvi et al 2016).

The efficacy of durvalumab + tremelimumab with standard platinum-based chemotherapy in
advanced cancers is being generated from 2 ongoing Phase I studies: internal
Stud_ and a run by the Canadian Cancer
Trials Group (CCTG). Study is evaluating the safety and
tolerability of durvalumab + tremelimumab in combination with first line chemotherapy
regimens in patients with locally advanced or metastatic solid tumors:
ovarian/peritoneal/fallopian tube cancer, squamous cell carcinoma of the head and neck
(SCCHN), triple negative breast cancer (TNBC), small cell lung carcinoma (SCLC), and
gastric/gastro-esophageal junction (GEJ) cancer, pancreatic ductal adenocarcinoma (PDAC)
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and esophageal squamous cell carcinoma (ESCC). Results from this study are expected in
2019. Patients in the CCTG study were treated with durvalumab + tremelimumab at 1 of 4
dose levels concomitantly with either pemetrexed + carboplatin/cisplatin followed by
pemetrexed consolidation for non-squamous histology (45 patients) or gemcitabine +
carboplatin/cisplatin for squamous histology (9 patients). Preliminary results from this study
indicated that a total of 45 patients (44% male; median age=62 years [range 36 to 78]; 100%
Eastern Cooperative Oncology Group [ECOG] PS <1) in the pemetrexed-platinum cohort
received a total of 346 treatment cycles whereas 9 patients (78% male; median age=64 years
[range 57 to 80]; 100% ECOG PS <1) in the gemcitabine-platinum group received a total of
55 treatment cycles. The ORR was 57.1% (95% CI: 39.4, 73.7) in 35 evaluable patients
receiving pemetrexed-platinum and 37.5% (95% CI: 8.5, 75.5) in 8 evaluable patients
receiving gemcitibine-platinum (Juergens et al 2017).

Concurrent immunotherapy and radiation therapy

Currently, over a dozen clinical studies are evaluating anti-PD-1 and anti-PD-L1 antibodies in
administration concurrently with (as opposed to after completion of) radiation for cancer
treatment, but robust efficacy results are not yet available (Weichselbaum et al 2017). Several
non-clinical studies, as described below, suggest that inhibition of the PD-1/PD-L1 checkpoint
combined with radiotherapy liberates T cells from immunosuppression, which in turn
positively alters the tumor microenvironment owing to killing of suppressive cells via
cytokine secretion. Mouse tumor models have been used to demonstrate the synergistic effect
of radiotherapy and immunotherapy via checkpoint inhibition in solid tumors (Weichselbaum
et al 2017). A preliminary non-clinical report from the Drake laboratory indicates that
radiotherapy combined with anti-PD-1 antibody treatment can result in primary tumor control
and an abscopal effect (Sharabi et al 2014). More recent data from the same group indicate
that this therapy combination results in the induction of endogenous antigen-specific immune
responses, leading to improved local control in single tumor models of melanoma or breast
carcinoma (Sharabi et al 2015); however, no experiments on the abscopal effect were
reported. Dovedi and Illidge (Dovedi and Illidge 2015) subsequently noted that the timing of
anti-PD-L1 blockade is crucial; concurrent radiation and anti-PD-L1 treatment, but not
sequential treatment, resulted in long-term tumor control, suggesting that concurrent
administration of durvalumab and SoC radiotherapy may have improved clinical benefit over
sequential therapy.

2.3.2 Overall risks

Monoclonal antibodies directed against immune checkpoint proteins, such as PD-L1 as well as
those directed against PD-1 or CTLA-4, aim to boost endogenous immune responses directed
against tumor cells. By stimulating the immune system, however, there is the potential for
adverse effects on normal tissues.
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Most adverse drug reactions seen with the immune checkpoint inhibitor class of agents are
thought to be due to the effects of inflammatory cells on specific tissues. These risks are
generally events with a potential inflammatory or immune-mediated mechanism and that may
require more frequent monitoring and/or unique interventions such as immunosuppressants
and/or endocrine therapy. These immune-mediated effects can occur in nearly any organ
system, and are most commonly seen as GI AEs such as colitis and diarrhea,
pneumonitis/interstitial lung disease (ILD), hepatic AEs such as liver enzyme elevations, skin
events such as rash and dermatitis, and endocrinopathies including hypo- and hyper-
thyroidism.

2.3.2.1 Durvalumab

Risks with durvalumab include, but are not limited to, diarrhea/colitis, pneumonitis/ILD,
endocrinopathies (ie, events of hypophysitis/hypopituitarism, adrenal insufficiency, hyper-
and hypo-thyroidism, type I diabetes mellitus and diabetes inspidus), hepatitis/increases in
transaminases, nephritis/increases in creatinine, pancreatitis/increases in amylase and lipase,
rash/dermatitis (including pemphigoid), myocarditis, myositis/polymyositis, immune
thrombocytopenia, infusion-related reactions, hypersensitivity reactions, pancreatitis, serious
infections, and other rare or less frequent inflammatory events including neuromuscular
toxicities (eg, Guillain-Barré syndrome, myasthenia gravis.

For information on all identified and potential risks with durvalumab, please always refer to
the current version of the durvalumab IB.

In monotherapy clinical studies, AEs at an incidence of >=20% includes events such as
fatigue anddecreased appetite. Approximately 10% of patients discontinued the drug due to an
AE. Please see the current version of the IB for a detailed summary of the monotherapy data
including AEs, serious adverse events (SAEs), and common terminology criteria (CTC)
Grades 3 to 5 events reported across the durvalumab program.

The majority of treatment-related AEs were manageable, with dose delays, symptomatic
treatment, and in the case of events suspected to have an immune basis, the use of established
treatment guidelines for immune-mediated toxicity (see Section 8.4.5).

A detailed summary of durvalumab monotherapy AE data can be found in the current version
of the durvalumab IB.

2.3.3 Overall benefit/risk

The clinical activity associated with potentiating the proinflammatory effects of CCRT
suggests that giving durvalumab in combination with CCRT may have clinical benefits,
including increasing the response rate to CCRT, improving the CR rate, and decreasing the
number of patients who progress on CCRT.
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Safety observations to date have demonstrated that concurrent administration of CCRT and

immunotherapy has generally been well tolerated, with toxicities comparable to administration
of either agent alone. The safety of concurrent administration of durvalumab and CCRT is
further supported by results from the PACIFIC study, which showed that durvalumab
administered within 42 days of completion of CCRT had a well tolerated and manageable
safety profile that was consistent with the established safety profile to date.

Therefore, the overall benefit-risk assessment supports the proposed study to evaluate the
efficacy and safety of concurrent administration of durvalumab + SoC CCRT.

3. OBJECTIVES AND ENDPOINTS

Table 3 Study objectives

Primary objective:

Endpoint/Variable:

To assess the efficacy of durvalumab + SoC
CCRT compared with placebo + SoC CCRT in
terms of PFS

Endpoints based on the investigator assessment

according to RECIST 1.1 or histopathologic

confirmation of local tumor progression:

e PFS: Time from date of randomization until
tumor progression or death due to any cause

Secondary objectives:

Endpoint/Variables:

To further assess the efficacy of durvalumab +
SoC CCRT compared with placebo + SoC
CCRT in terms of PFS (3 year), PFS in PD-L1
positive patients, overall survival (OS) (key), OS
in PD-L1 positive patients, ORR CR rate, and
DoR in Patients with a CR

e OS: Time from date of randomization until
the date of death by any cause

Endpoints based on the investigator assessment

according to RECIST 1.1 or pathologic

assessment of local disease progression

e PFS (3 year): Proportion of patients alive
and progression-free at 3 years

e PFSin PD-L1 positive patients: Time from
date of randomization until tumor
progression or death due to any cause in
patients who are PD-L1 positive (>=1%)
based on either tumor or immune cell
staining

e OSin PD-LI positive patients: Time from
date of randomization until date of death by
any cause in patients who are PD-L1 positive
(>=1%) based on either tumor or immune
cell staining
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ORR: The percentage of evaluable patients
with an Investigator-assessed visit response
of CR or PR

CR rate: Disappearance of all target and non-
target lesions DoR in Patients with a CR:
Time from date of first detection of CR until
the date of objective disease progression
according to RECIST 1.1

To assess the effect of durvalumab + SoC CCRT
compared with placebo + SoC CCRT on the
incidence of local progression, distant disease
progression, and secondary malignancy as the
first documented progression event

Incidence of Local Progression, Distant
Disease Progression, and Secondary
Malignancy: Number and percentage of
patients who develop local progression,
distant disease recurrence, or secondary
malignancy

To assess disease-related symptoms and
health-related quality of life (HRQoL) in
patients with cervical cancer treated with
durvalumab + SoC CCRT compared with
placebo + SoC CCRT using the core quality of
life questionnaire (EORTC QLQ-C30) and core
quality of life questionnaire cervical cancer
module (CX24)

Change from baseline in EORTC QLQ-C30
and EORTC CX24

To assess the PK of durvalumab when in
combination with CCRT

Blood concentration of durvalumab

To investigate the immunogenicity of e Presence of ADAs
durvalumab in both arms in combination with

CCRT

Safety objective: Endpoint/Variable:

To assess the safety and tolerability profile of
durvalumab + SoC CCRT compared to placebo
+ SoC CCRT

AEs, laboratory findings, vital signs, and
physical examinations

Exploratory objective:

Endpoint/Variable:

To collect blood and tissue samples for defining
biological response to durvalumab +SoC CCRT
compared to placebo +SoC CCRT for candidate
markers that may correlate with likelihood of
clinical benefit. (All countries except China)

Analysis of blood/tissue samples to assess
exploratory biomarkers, which may include,
but is not limited to ctDNA, mRNA
signatures, CD8 by IHC, and tumor
mutational burden (TMB)

To assess treatment-related symptoms using the
Patient-reported outcomes version of the
Common Terminology Criteria for Adverse
Events (PRO-CTCAE)

Specific treatment-related PRO-CTCAE
Ssymptoms
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To assess how a patient perceives her overall e PGIC and PGIS
change in cancer symptoms since the start of

study treatment using the PGIC and overall

severity of cancer symptoms using the PGIS.

To explore the impact of treatment and disease e EQ-5D-5L
state on health status assessed by EuroQol five-

dimensional five-level questionnaire (EQ-5D-

5L) to support health economic analysis and

health technology assessment

To describe and evaluate resource use associated e  Health resource utilisation measures
with durvalumab treatment and underlying

i including hospitalization, outpatient visits, or
disease

emergency department visits

Abbreviations: ADA Antidrug antibody; AE Adverse event; CR Complete response; ECG Electrocardiogram;
EORTC European Organisation for Research and Treatment of Cancer; EQ-5D-5L EuroQol five-dimensional
five-level questionnaire; HOSPAD Hospital Admission; HRQoL Health-related quality-of-life; IHC
Immunohistochemistry; ORR Objective response rate; OS Overall survival; PFS Progression-free survival; PGIC
Patient Global Impression of Change; PGIS Patient Global Impression of Severity; PK Pharmacokinetics; PR
Partial response; PRO-CTCAE Patient-reported outcomes version of the Common Terminology Criteria for
Adverse Events; QLQ-C30 30-item core quality-of-life questionnaire; QLQ-CX24 Cervical cancer module;
RECIST Response Evaluation Criteria in Solid tumors .

4. STUDY DESIGN

4.1 Overall design

This is a randomized, double-blind, placebo controlled, multi-center, global, Phase III study to
determine the efficacy and safety of durvalumab when combined with SoC CCRT and
administered as adjuvant therapy following SoC CCRT compared to placebo with SoC CCRT
as systemic treatment in patients with FIGO (2009) Stages IB2 to IVA cervical cancer.

In order to be eligible for this study, patients must be >18 years of age with FIGO (2009)
Stages IB2 to IIB N+ and IIIA to IVA with any N. Patients must not have previously received
any definitive surgical, radiation, or systemic therapy for cervical cancer and must be
immunotherapy-naive. (Additional details are provided in Sections 5.1 and 5.2.)

Approximately 714 patients from multiple sites will be randomized 1:1 to receive either
durvalumab 1500 mg or placebo q4w for 24 doses. In China, recruitment will continue until
approximately 105 Chinese patients have been randomised, irrespective of whether or not the
overall study enrolment has been reached. It is anticipated that this target may not be met
before the global recruitment of approximately 714 is achieved. Patients in both arms will
receive SOC CCRT consisting of EBRT + brachytherapy , and concurrent cisplatin 40 mg/m?
qlw x 5 weeks. A 6th week of platinum agent can be given per investigator discretion (See
Section 6.1.2 for descriptions of the dosing regimens.) Randomization will be stratified by
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disease stage status (FIGO (2009) Stage <III and node positive, FIGO (2009) Stage >III and
node negative, or FIGO (2009) Stage >III and node positive), and region [United States,
Canada, European Union, South Korea, and Japan] versus rest of world. Patients will receive
their assigned treatment until completion of planned therapy, clinical progression or

RECIST 1.1-defined radiological progression or histopathologic progression on biopsy unless
there is unacceptable toxicity, withdrawal of consent, or another discontinuation criteria is
met. (See Section 7.1 for additional details on discontinuation of study treatment.) Following
completion of SoC CCRT, patients will be evaluated by clinical and radiological assessment.
During the first 3 years (164 weeks) after randomization, this assessment will include an
interval history for new signs or symptoms, physical examination including a pelvic
examination, and imaging (CT or MRI) per RECIST 1.1 or histopathologic assessment q12w.
During Years 4, and 5, imaging/histopathologic assessments will be performed q24w and then
annually until a PFS endpoint has been met or closure of the study (Section 9.2).

For an overview of the study design see Figure 1, Section 1.3. For details on treatments given
during the study, see Section 6.1 Treatments Administered.

For details on what is included in the efficacy and safety endpoints, see Section 3 Objectives
and Endpoints.

4.1.1. Study Conduct Mitigation During Study Disruptions Due to Cases of
Civil Crisis, Natural Disaster, or Public Health Crisis

The guidance given below supersedes instructions provided elsewhere in this CSP and should
be implemented only during cases of civil crisis, natural disaster or public health crisis

(eg, during quarantines and resulting site closures, regional travel restrictions and
considerations if site personnel or study participants become infected with severe acute
respiratory syndrome coronavirus 2 [SARS-CoV-2] or similar pandemic infection), which
would prevent the conduct of study-related activities at study sites, thereby compromising the
study site staff or the participant’s ability to conduct the study. The investigator or designee
should contact the study sponsor to discuss whether the mitigation plans below should be
implemented.

To ensure continuity of the clinical study during a civil crisis, natural disaster, or public health
crisis, changes may be implemented to ensure the safety of study participants, maintain
compliance with GCP, and minimise risks to study integrity. Where allowable by local health
authorities, ethics committees, health care provider guidelines (eg, hospital policies) or local
government, these changes may include the following options:

Obtaining [reconsent] for the mitigation procedures (note, in the case of verbal [reconsent],
the informed consent form [ICF] should be signed at the participant’s next contact with the
study site).
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For further details on study conduct during civil crisis, natural disaster, or public health crisis,
refer to Appendix L.

4.2 Scientific rationale for study design

The primary aim of this study is to assess the efficacy of durvalumab + SoC CCRT compared
with placebo + SoC CCRT in terms of PFS, with a key secondary objective to assess the
efficacy of durvalumab + SoC CCRT compared with placebo + SoC CCRT in terms of OS.

4.2.1 Rationale for study endpoints (efficacy)

PFS may serve as a surrogate endpoint for OS when differences between treatment arms are of
sufficient magnitude and clinically important (FDA Guidance 2015, Mauguen et al 2013,
Pazdur 2008). In particular, a close association of PFS and OS has been observed in Stage III
NSCLC.

ORR can be a useful endpoint because it is a direct measure of the drug’s anti-tumor activity
(Pazdur 2008). The use of ORR in the setting of locally advanced cervical cancer, especially
when the responses are sustained and durable (a key feature of immunotherapy), is justified
because it is anticipated that it will serve as an early measure of clinical benefit that may be
confirmed by the survival endpoints employed in a randomized confirmatory study. Assessing
ORR (and CR rate) will help ascertain the benefit of adding durvalumab on top of SoC CCRT
versus SoC CCRT alone. Additionally, for patients treated with immunotherapies, including
durvalumab, responses appear to be durable, reinforcing the importance of ORR as a likely
surrogate for clinical benefit.

The key secondary efficacy endpoints (ie, those included in the multiple testing procedure) of
OS, and other secondary endpoints including rate of CR, will be examined to further evaluate
the anti-tumor effect of durvalumab + SoC CCRT versus placebo + SoC CCRT.

The patterns of disease relapse of durvalumab + SoC CCRT compared with placebo + SoC
CCRT will be described in terms of incidence of local progression, distant disease
progression, and secondary malignancy as the first documented progression event.

The secondary symptoms and overall health-related quality of life (HRQoL) endpoints will be
assessed using the European Organisation for Research and Treatment of Cancer (EORTC)
core cancer instrument (EORTC QLQ-C30) and supplemental cervical cancer module
(EORTC CX24). The EuroQol five-dimensional five-level questionnaire (EQ-5D-5L), Patient
Global Impression of Change (PGIC), Patient Global Impression of Severity (PGIS) and
Patient-Reported Outcome version of the Common Terminology Criteria for Adverse Events
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(PRO-CTCAE) questionnaires will be administered as exploratory endpoints. Health resource
utilisation measures including hospitalization, outpatient visits, or emergency department
visits will be recorded in eCRF. These will show the overall influence of the benefits and
toxicity of the treatment from a patient’s perspective and will aid in understanding of the
benefit/risk evaluation. These PRO questionnaires are well established instruments that have
been previously included in clinical cancer studies.

Anti-tumor activity will be assessed according to RECIST 1.1 guidelines in addition to
progression seen on physical exam and identified from histopathology. The analysis of PFS
and OS will be based on programmatically derived PFS and OS based on investigator
assessments; PFS can also be assessed according to histopathologic confirmation of local
tumor progression. Sensitivity analyses will also be performed using data from BICR tumor
assessments based on RECIST 1.1 and histopathologic confirmation of local tumor
progression.

Biological samples will be taken from all patients to allow for research into PK and
immunogenicity of durvalumab, and the relationship between durvalumab PK exposure and
clinical outcomes, efficacy, AEs, and/or safety parameters.

4.2.2 Rationale for study endpoints (other exploratory endpoints)

Biological samples will be used to explore potential biomarkers in tumor, plasma, and/or
serum, which may influence the progression of cancer (and associated clinical characteristics)
and/or response.

4.2.3 Choice of standard of care regimen

The study will randomize approximately 714 patients in a 1:1 ratio to the following treatment
arms: durvalumab concurrent with and following chemotherapy and radiotherapy and placebo
concurrent with or following chemotherapy and radiotherapy. In China, recruitment will
continue until approximately 105 Chinese patients have been randomised, irrespective of
whether or not the overall study enrolment has been reached. It is anticipated that this target
may not be met before the global recruitment of approximately 714 is achieved. Patients will
receive SOC CCRT consisting of EBRT and brachytherapy. Pelvic and paraaortic radiation
therapy (RT) can be added based on extent of disease at baseline. This regimen will be
administered concurrently with cisplatin 40 mg/m? qlw for 5 weeks. Both chemotherapy and
radiotherapy should be completed within 59 days. Only cisplatin is permitted, and an
additional 6th week of therapy can be given per investigator discretion. Following completion
of SoC CCRT, patients will be evaluated by clinical and radiological assessment.

In certain clinical scenarios, carboplatin has been substituted for cisplatin as a radiosensitizer.
The data directly comparing potential differences between carboplatin and cisplatin in cervical
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cancer are limited and inconsistent in findings. Cisplatin and carboplatin were retrospectively
evaluated in 247 women receiving definitive CRT for locally advanced cervical cancer. In this
evaluation, cisplatin was superior, with a CR rate of 88.3% compared to 73.9% (p=0.004)
(Valdivieso et al 2017). However, another study evaluated 51 women who received
concurrent carboplatin with radiotherapy in comparison to a historical control of cisplatin with
radiotherapy, and there was no appreciable difference in OS and PFS between the 2 groups;
there was an increase in the number of cycles administered and a reduction in adverse events
in the carboplatin group (Nam et al 2013). An additional retrospective study of 148 women
treated with carboplatin and concurrent radiotherapy showed that 142 (95.9%) women had a
CR and only 6 (4.1%) had persistent disease. The 2-year PFS and OS rates were 75.1% and
81.9%, respectively (Katanyoo et al 2011). To ensure appropriate balance between patients
treated with cisplatin and carboplatin as the radiosensitizer across regions in the ongoing
study, no further use of carboplatin as the radiosensitizer will be allowed in this study.

4.2.4 Rationale of administering durvalumab concurrent with CCRT

The use of concurrent durvalumab therapy with chemotherapy and/or radiotherapy is currently

being studied in NSCLC colorectal cancer
_, urothelial bladder cancer , and hepatocellular carcinoma

(NCT02821754). As reviewed in Section 2.1.1, there is a strong scientific rationale for
combining CCRT with immunotherapy.

The key aspects of the rationale are as follows: Emerging datasets in other solid tumors, most
notably NSCLC, suggest that concurrent administration of PD1 or PD-L1 antagonists with
chemotherapy substantively improves OS compared to chemotherapy alone, and this benefit
extends to patients with low or negative PD-L1 expression. Next, preclinical evidence
suggests that concurrent administration of PD-L1 with radiotherapy could have synergistic
immunomodulatory effects. Additionally, the PD1 or PD-L1 antibodies have been combined
with CCRT in several disease settings with acceptable safety profile. Finally, because
brachytherapy is administered after concurrent platinum and EBRT, if a sequential approach
was utilized, there could be a long delay between completion of platinum + EBRT and
initiation of PD-L1 which could attenuate the potential therapeutic benefit.

The study’s hypothesis is that durvalumab, when administered with CCRT and as adjuvant
therapy following CCRT, will improve PFS when compared to CCRT combined with placebo.

4.2.5 Rationale for treatment duration

After completion of SoC CCRT, administration of durvalumab/placebo will continue up to
24 cycles (total) or until RECIST 1.1-defined PD or histopathologic confirmation of local
tumor progression, or until another discontinuation criterion is met. The rationale for the
duration of durvalumab treatment is approximately 80% of progression events occur within
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the first 24 cycles of SoC treatment (Elit et al 2009, Fuglsang et al 2015, Wiebe et al 2012). In
the PACIFIC study, no new safety signals were observed with durvalumab after 6 months of
treatment. Based on these observations, no new safety signals are expected with 24 cycles of
durvalumab administration.

4.2.6 Rationale for stratification factors

Stratified randomization prevents imbalance between treatment groups for known factors that
influence prognosis or treatment responsiveness. In this study, randomization will be stratified
by disease stage status (FIGO (2009) Stage <III and node positive, FIGO (2009) Stage >III
and node negative, or FIGO (2009) Stage >III and node positive), and region (United States,
Canada, European Union, South Korea, and Japan) versus rest of world. Cervical cancer
disease stage status and nodal status are known prognostic factors in cervical cancer (Pecorelli
et al. 2009 and reviewed in sections 2.2.2 and 2.2.3) Region was grouped with the intention to
accommodate potential differences in initial imaging approach at diagnosis (including
PET/CT) and use of radiation therapy.

4.3 Justification for dose

4.3.1 Durvalumab monotherapy dose rationale

A durvalumab dose of 20 mg/kg q4w is supported by in vitro data, pre-clinical activity,
clinical PK/pharmacodynamics, biomarkers, and activity data from Study 1108 in patients
with advanced solid tumors and from a Phase I study performed in Japanese patients with
advanced solid tumor_. There were 10 patients with cervical cancer in Study
1108, with an ORR of 20% (2/10).

PK/Pharmacodynamic data

Based on available PK/pharmacodynamic data from ongoing Study 1108 with doses ranging
from 0.1 to 10 mg/kg q2w or 15 mg/kg every 3 weeks (q3w), durvalumab exhibited non-linear
(dose-dependent) PK consistent with target-mediated drug disposition. The PK approached
linearity at >3 mg/kg q2w, suggesting near complete target saturation (membrane-bound and
sPD-L1), and further shows that the durvalumab dosing frequency can be adapted to a
particular regimen given the linearity seen at doses higher than 3 mg/kg. The expected half-
life with doses >3 mg/kg q2w is approximately 21 days. A dose-dependent suppression in
peripheral sPD-L1 was observed over the dose range studied, consistent with engagement of
durvalumab with PD-L1. A low level of immunogenicity has been observed. No patients have
experienced immune-complex disease following exposure to durvalumab. (For further
information on immunogenicity, please see the current durvalumab IB).

A population PK model was developed using the data from Study 1108 (doses=0.1 to
10 mg/kg q2w or 15 mg/kg q3w; Fairman et al 2014). Multiple simulations indicate that a
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similar overall exposure is expected following both 10 mg/kg 2w and 20 mg/kg g4w
regimens, as represented by AUCss (4 weeks). Median Crax,ss 1s expected to be higher with
20 mg/kg q4w (~1.5 fold) and median Ciougn,ss 1s €xpected to be higher with 10 mg/kg q2w
(~1.25 fold). Clinical activity with the 20 mg/kg q4w dosing regimen is anticipated to be
consistent with 10 mg/kg q2w with the proposed similar dose of 20 mg/kg q4w expected to
(a) achieve complete target saturation in majority of patients; (b) account for anticipated
variability in PK, pharmacodynamics, and clinical activity in diverse cancer populations;
(c) maintain sufficient PK exposure in case of antidrug antibody (ADA) impact; and

(d) achieve PK exposure that yielded maximal anti-tumor activity in animal models.

Given the similar AUC and modest differences in median peak and trough levels at steady
state, the observation that both regimens maintain complete sPD-L1 suppression at trough,
and the available clinical data, the 20 mg/kg g4w and 10 mg/kg q2w regimens are expected to
have similar efficacy and safety profiles, supporting further development with a dose of

20 mg/kg g4w.

Clinical data

Refer to the current durvalumab IB for a complete summary of clinical information including
safety, efficacy, and PK at the 20 mg/kg q4w regimen.

4.3.2 Rationale for fixed dosing

A population PK model was developed for durvalumab using monotherapy data Study 1108
(N=292; doses= 0.1 to 10 mg/kg q2w or 15 mg/kg q3w; solid tumors). Population PK analysis
indicated only minor impact of body weight (WT) on the PK of durvalumab (coefficient of
<0.5). The impact of body weight (WT)-based (10 mg/kg q2w) and fixed dosing (750 mg
q2w) of durvalumab was evaluated by comparing predicted steady state PK concentrations
(5th, median, and 95th percentiles) using the population PK model. A fixed dose of 750 mg
was selected to approximate 10 mg/kg (based on median body WT of ~75 kg). A total of
1000 patients were simulated using body WT distribution of 40 to 120 kg. Simulation results
demonstrate that body WT-based and fixed dosing regimens yield similar median steady state
PK concentrations with slightly less overall between-patient variability with fixed dosing
regimen.

Similar findings have been reported by others (Narwal et al 2013, Ng et al 2006, Wang

et al 2009, Zhang et al 2012). Wang and colleagues investigated 12 monoclonal antibodies
and found that fixed and body size-based dosing perform similarly, with fixed dosing being
better for 7 of 12 antibodies (Wang et al 2009). In addition, they investigated 18 therapeutic
proteins and peptides and showed that fixed dosing performed better for 12 of 18 in terms of
reducing the between-patient variability in PK/pharmacodynamic parameters (Zhang

et al 2012).
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A fixed dosing approach is preferred by the prescribing community due to ease of use and
reduced dosing errors. Given expectation of similar PK exposure and variability, AstraZeneca
considered it feasible to switch to fixed dosing regimens. Based on average body WT of 75
kg, a fixed dose of 1500 mg q4w durvalumab (equivalent to 20 mg/kg q4w) is included in the
current study.

4.4 End of study definition

The end of study is defined as the last expected visit/contact of the last patient undergoing the
study.

A patient is considered to have completed the study when he/she has completed her last
scheduled visit or last scheduled procedure shown in the SoA.

Patients may be withdrawn from the study if the study itself is stopped. The study may be
stopped if, in the judgment of AstraZeneca, study patients are placed at undue risk because of
clinically significant findings.

In the event that a roll-over or safety extension study is available at the time of the final data
cutoff (DCO) and database closure, patients currently receiving treatment with durvalumab
may be transitioned to such a study, and the current study would reach its end. The roll-over
or safety extension study would ensure treatment continuation with visit assessments per its
protocol. Any patient who would be proposed to move to such a study would be given a new
Informed Consent.

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

3. STUDY POPULATION

Prospective approval of protocol deviations to recruitment and enrollment criteria, also known
as protocol waivers or exemptions, is not permitted.

Each patient should meet all of the inclusion criteria and none of the exclusion criteria for this
study in order to assigned/randomized to a study intervention. Under no circumstances can
there be exceptions to this rule. Patients who do not meet the entry requirements are screen
failures; refer to Section 5.4.

In this protocol, “enrolled” patients are defined as those who sign informed consent.
“Randomized” patients are defined as those who undergo randomization and receive a
randomization number.

For procedures for withdrawal of incorrectly enrolled patients see Section 7.3.
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5.1 Inclusion criteria

Patients are eligible to be included in the study only if all of the following inclusion criteria
and none of the exclusion criteria apply:

Informed consent

I. Capability of giving signed informed consent, which includes compliance with the
requirements and restrictions listed in the informed consent form (ICF) and in this
protocol

2. Provision of signed and dated, written informed consent form prior to any

mandatory study specific procedures, sampling, and analyses

3. Provision of signed and dated written genetic informed consent prior to collection
of sample for genetic analysis

The ICF process is described in Appendix A 3.
Age

4. Females age >18 years at the time of screening. For patients aged <20 years and
enrolled in Japan, a written informed consent should be obtained from the patient
and her legally acceptable representative.

Type of patient and disease characteristics

5. Histologically confirmed cervical adenocarcinoma, cervical squamous carcinoma,
or cervical adenosquamous carcinoma and the following requirements:

—  FIGO (2009) Stages IB2 to IIB, node positive (N>1) -OR- FIGO (2009) Stages
IITA to IVA with any N stage (N>0) (refer to Appendix K)

— Nodal staging may be either surgical or by imaging (CT or MRI) with
pathological lymph node size defined by a short-axis diameter* of >10mm
(axial plane)

— No evidence of metastatic disease (MO)
*Short-axis diameter is the longest diameter perpendicular to the long-axis diameter

6. World Health Organization (WHO)/ECOG performance status (PS) of 0 or 1 at
enrollment and randomization

7. At least 1 lesion, not previously irradiated, that qualifies as a RECIST 1.1 TL at
baseline. Tumor assessment by CT scan or MRI must be performed within 28 days
prior to randomization.
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8. Suitability and fitness for CCRT as determined by the Investigator
9. Adequate organ and marrow function as defined below:
— Hemoglobin >9.0 g/dL.
— Absolute neutrophil count >1.5 x 10° /L
— Platelet count >75 x 10°/L
— Serum bilirubin <1.5 x the upper limit of normal (ULN). This will not apply to
patients with confirmed Gilbert’s syndrome, who will be allowed in

consultation with their physician and AstraZeneca.

— Alanine aminotransferase (ALT) and aspartate aminotransferase (AST)
<2.5 x ULN

— Creatine clearance (CrCl) >60 mL/min calculated by Cockcroft-Gault equation
(using actual body weight) or by measured 24-hour urine collection

Females:
Creatinine CL = Weight (kg) x (140 - Age) x 0.85
(mL/min) 72 x serum creatinine (mg/dL)

10. Life expectancy of at least 12 weeks

Weight

11. Body weight >30 kg

Sex

12. Female

5.2 Exclusion criteria

Medical conditions

I. Diagnosis of small cell (neuroendocrine) histology or mucinous adenocarcinoma
cervical cancer

2. Intent to administer a fertility-sparing treatment regimen

3. Evidence of metastatic disease per RECIST 1.1 including lymph nodes >15 mm
(short axis) above the L1 cephalad body, in the inguinal region or outside the
planned radiation field.
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4. Patients who have undergone a previous hysterectomy, including a supracervical
hysterectomy, or will have a hysterectomy as part of their initial cervical cancer
therapy

5. History of allogeneic organ transplantation

6. Active or prior documented autoimmune or inflammatory disorders (including

inflammatory bowel disease [eg, colitis or Crohn’s disease], diverticulitis [with the
exception of diverticulosis], systemic lupus erythematosus, Sarcoidosis syndrome,
or Wegener syndrome [granulomatosis with polyangiitis, Graves’ disease,
rheumatoid arthritis, hypophysitis, uveitis, etc]). The following are exceptions to
this criterion:

— Patients with vitiligo or alopecia

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

— Patients with any chronic skin condition that does not require systemic therapy

— Patients without active disease in the last 5 years may be included but only after
consultation with the Study Physician

— Patients with celiac disease controlled by diet alone

7. Uncontrolled intercurrent illness, including but not limited to, ongoing or active
infection, symptomatic congestive heart failure, uncontrolled hypertension, unstable
angina pectoris, uncontrolled cardiac arrhythmia, active ILD, serious chronic GI
conditions associated with diarrhea, or psychiatric illness/social situations that
would limit compliance with study requirement, substantially increase risk of
incurring AEs or compromise the ability of the patient to give written informed
consent

8. History of another primary malignancy except for

— Malignancy treated with curative intent and with no known active disease
>5 years before the first dose of IP and of low potential risk for recurrence

— Adequately tr