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VERSION HISTORY

Version 7, 12 December 2018

Only changes from CSP v.6 to CSP v.7 are shown in this version history. The sponsor
considers changes in this protocol amendment to be non-substantial. Grammatical and
editorial changes are not included.

The following sections were updated:
Section 6.3.12 Safety data to be collected following the final data cut-off of the study

e This section has been added to clarify how safety data will be recorded for patients
continuing to receive IP treatment after final data cut-off (DCO) and database closure;
specifically, that serious adverse events (SAEs), overdoses, and pregnancies must be
reported via paper SAE forms.

Section 7.2.1 Treatment regimens
e The text has been amended to clarify that patients currently receiving treatment with

MEDI4736 may be transitioned to a roll-over or safety extension study after the
analysis is finalized.

Version 6, 23 January 2018

Only changes from CSP v.5 to CSP v.6 are shown in this version history. Grammatical
and editorial changes are not included.

Protocol synopsis (MEDI4736 + tremelimumab combination therapy): text was corrected as
per Section 7.2.1.

Section 1.3.2.1 (Overall risks): text was added to align with the updated Investigator Brochure
(IB) Edition 12.

Section 1.3.2.2 (MEDI4736): text was updated to align with the updated IB (Edition 12).
Section 1.3.2.3 (Tremelimumab): text was updated to align with the updated IB (Edition 12).

Section 1.3.2.4 (MEDI4736 + tremelimumab): text was updated to align with the updated 1B
(Edition 12).
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Section 3.10.2 (Withdrawal of the informed consent): Section 3.10.2.1 (Survival status for
withdrawn consent and lost to follow-up patients) was added to clarify follow-up status for
withdrawn consent and lost to follow-up patients.

Section 4 (Study plan and timing of procedures): text relating to patients receiving
randomized study treatment after the final overall survival analysis was deleted.

Section 6.3.3 (Variables): clarification relating to collection of variables for serious adverse
events.

Section 6.7.1 (Adverse events of special interest): text was updated to describe
immune-mediated adverse events and to align with the updated IB (Edition 12).

Section 6.7.2 (MEDI4736 and MEDI4736 + tremelimumab): text was added to align with the
updated IB (Edition 12). Table 9 (Dosing modification and toxicity management guidelines)
was also updated to the 01 November 2017 version.

Section 7.2.1 (Treatment regimens): a new section (Post final data cut-off) was added to
describe treatment with MEDI4736 after the final data cut-off (DCO).

Section 7.7 (Concomitant and other treatments): the table was updated to reflect information
in the updated IB (Edition 12).

Section 8.4.1.2 (Primary endpoint [Overall survival]): text was updated to allow sites more
flexibility in the timing of survival calls following DCO.

Version 5, 07 September 2016

Previous versions of the CSP were developed utilizing the old process with a separate
document to describe the changes. Only changes from CSP v.4 to CSP v.5 are shown in this
version history.

Throughout the Protocol:

e Treatment in all arms will continue until Progression. Dosing schema for the IMT
arms have been modified to continue treatment till objective disease progression has
been demonstrated, as a fixed 12 month period of dosing has not shown greater
benefit than treatment till progression. Further, this ensures alignment of treatment
duration with the SOC arm and permits comparison of the clinical efficacy achieved
by each arms of therapy. At the time of this change, no patients have completed the
12 month treatment duration period previously implemented for the IMT arms, and
therefore there is no impact as a result of this modification.

o Sections updated: Synopsis; 1.2; 1.4; 4; 5.1; 5.3.1; 7.2; 7.8
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Retreatment sections have been updated to only allow retreatment for patients on the
combination arm, provided that progression occurs during the monotherapy portion of
dosing. Those patients may benefit from an additional round of combination therapy.

o Sections updated: Synopsis; 1.2; 1.4; 4; 5.1; 5.3; 7.2

The protocol language has been updated to clarify that patients should have
progressed within 6 months of the last dose of platinum given as part of
multimodality therapy as curative intent.

o Sections updated: Synopsis, 1.1.6, 1.3.3, 1.4, 3.1,

The language for confirmed progression has been updated to provide clarity for the
requirements and purpose of the scans. All patients should be followed until they
have disease progression according to RECIST1.1 criteria, and a second scan
obtained at a minimum of 4 weeks later to confirm progression is required, if
clinically feasible. The term “Objective disease progression according to RECIST
1.1” has replaced “confirmed disease progression” or “clinical disease progression”
throughout the protocol to make it clearer that patients should continue to undergo
CT/MRI assessments until objective disease progression according to RECIST 1.1.

o Sections updated: Synopsis, 1.4, 3.9.1, 4, 5.1, 7.2, 8.4.1

HPV status will be assessed according to local standards. Removed the “or by p16
IHC assay” language.

o Section 1.4,4.1,5.5.1

For re-treatment patients, the following assessments have been removed: HPV,

I I
I (°D-L | testing at time of

retreatment is optional).

o Section 1.4,7.2

Protocol Synopsis:

This section has been updated to reflect the change from a single primary objective
of MEDI4736 +tremelimumab versus SoC in terms of OS to co-primary objectives
of MEDI4736 +tremelimumab versus SoC in terms of OS and MEDI4736
monotherapy versus SoC in terms of OS. The primary objective was changed to co-
primary objectives based on emerging data from recent studies that increased
confidence that MEDI4736 monotherapy will show survival benefit regardless of
the PD-L1 status.

The hypothesis testing is expected to be performed after approximately 11 months
of follow up instead of 10 months, and after approximately 375 death events have
occurred instead of 392. The number of events that triggers the interim analysis has
been reduced from 314 to 300 as a result of change to the co-primary endpoints.
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This section has been further updated to reflect the alpha split between the co-
primary objectives, and one interim analysis, such that an alpha level of 2.2% will
be used with 90% power for each co-primary objective. Follow-up periods and
study duration have been adjusted to reflect updated enrolment timelines due to
removal of the requirement for a pre-specified number of PD-L1-positive patients.

e The requirement for a minimum number of 300 patients with PD-L1-positive
disease has been removed because the co-primary objectives are being tested
regardless of PD-L1 status and the comparison of MEDI4736 monotherapy vs SOC
in PD-L1 positive patients is now a secondary objective. Enrolment will now be
based on the natural prevalence of PD-L1 positive and negative patients. Therefore,
fewer patients will need to be screened in order to identify 720 eligible patients
regardless of PD-L1 status, and so the number of patients screened has been reduced
from 1800 to 1200.

e The section was updated to clarify that the assignment of patients with >25% of
tumor cells with membrane staining as PD-L1-positive is being used for
stratification purposes.

Section 1.2.3:

e This section has been updated to include the following reference “Ferris et al 2016”.
Section 1.2.4:

e This section has been updated to reflect emerging data demonstrating that PD-L1
inhibitors show survival benefit regardless of the PD-L1 status. This data supports
the new co-primary endpoints of OS in all patients regardless of PD-L1 status.

Section 1.2.5:

e This section has been updated to reflect the co-primary OS objectives and the
secondary objectives.
Section 1.3.2.1:
e This section has been updated based on recent data reviews to reflect the identified
and potential risks associated with MEDI4736; this section is now consistent with
available data.

Section 1.3.2.2:

e This section has been updated based on recent data reviews to reflect the identified
and potential risks associated with tremelimumab monotherapy; this section is now
consistent with available data.

Section 1.4:

e This section has been updated to clarify that the specified PD-L1 expression cut-off
level will be used for the purpose of stratification, however the cut-off level to be
used for the subgroup analyses by PD-L1 status and for determining the PD-L1-
negative subgroup in the MTP may be different and will be determined from
emerging data outside of this trial. The requirement for a minimum number of
patients with PD-L1-positive disease has been removed. The number of patients that
is estimated to be screened in order to identify 720 patients has been changed from
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1800 to 1200. Figure 1 has been updated to reflect that a minimum number of PD-
L1 positive patients is no longer required, and that patients will be stratified based
on PD-L1 status, tumor location/HPV status, and smoking history. Figures 2 and 3
have been updated to reflect the tumor assessments should be performed relative to
the date of randomization. The footnotes have been updated to provide clarification
on the requirements for a confirmatory scan.

Section 2:

e The co-primary objectives and secondary objectives have been updated.
Section 3.3:

e This section has been modified to clarify that patients with a single target lesion that
is subsequently used for a screening PD-L1 biopsy, should allow approximately 2
weeks before imaging scans are obtained for baseline disease assessment.
Section 3.11:

e This section has been updated to include language to allow the study to stop for
superiority based on interim OS analysis.
Section 4:

e This section has been modified to clarify when dosing may resume after a delay for
either treatment-related toxicity or reasons other than treatment-related toxicity to
ensure that patients have the opportunity to receive maximal treatment. The timing
of tumor efficacy (RECIST) assessments have been clarified in the text, consistent
with the timings provided in Tables 2 and 3. In addition, this section has been
updated to include an explanation of how patients who are on treatment following
the final OS analysis will be managed. Table 2 has been updated to remove a typo to
clarify that urinalysis should be conducted as clinically indicated for VO consistent
with footnotes. References to visit 15 week 50 have been removed from Table 2.
Table 2 reflects the change from 12 months of treatment to treatment until PD.
Tables 2 and 3 have been updated to reflect that Patient Reported outcomes will be
collected through week 48.

Section 5.3.1.3:

e The following reference has been added Larkin, et al 2015.
Section 5.5.1:

e The criteria for biopsy of a single target lesion have been updated to clarify the type
of biopsy allowed and the timing between the biopsy and the baseline image
acquisition. Clarification that the Ventana PD-L1 SP263 IHC analysis will be
performed at a laboratory that is approved, trained and monitored by Ventana and
meets appropriate regulatory requirements have been added.

Section 6.7.2:

e Table 9 has been updated to reflect the most current toxicity management guidelines
for MEDI4736 +/- tremelimumab. Specifically, references to “next scheduled
treatment date” and “next scheduled dose”, and “once 5-7 days have passed” in
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regard to steroid completion, have been removed and instead the corresponding
language has been updated to reflect that study drug/study regimen may be resumed
if toxicity improves to Grade <1 (or baseline in some cases) after completion of
steroid taper. Importantly, the guidelines continue to be based on the maximum
grade of each distinct toxicity observed. In addition, it has been clarified in Table 9
that prednisone can be given orally (PO).

Section 7.1:

Table 10 was updated to correct the typo in the dosage form and strength of
MEDI4736 from 500 to 50 mg/mL.

The language has been updated to allow saline or dextrose for administration with
tremelimumab. The final tremelimumab concentration range was changed from 0.15
-10 mg/mL to 0.10 — 10mg/mL. Recent experiments demonstrate no stability change
using expanded concentration range.

Section 8.1:

The section has been updated to reflect the update from a primary objective to the
co-primary objectives.

Section 8.2:

The section has been updated to be consistent with the changes made in the study
design (outlined in the protocol synopsis).

Estimates for the natural prevalence of PD-L1 negative and PD-L1 positive patients
have been included under the secondary objective section. The target hazard ratios,
critical values, number of events, maturity, and power for co-primary and secondary
endpoints have been updated in Table 11 to reflect the changes from primary
objective to co-primary objectives and the changes in the secondary objectives.

Section 8.3:

Table 12 was updated to include OS24 for consistency.

Section 8.3.2

The definition of the PD-L1-negative analysis set has been updated to clarify that
the cut-off level for PD-L1 status may be different from that used for stratification
purposes, and that it will be determined from emerging data outside of this trial and
included in the SAP prior to database lock.

Section 8.3.3:

The definition of the PD-L1-positive analysis set has been updated to clarify that the
cut-off level for PD-L1 status may be different from that used for stratification
purposes, and that it will be determined from emerging data outside of this trial and
included in the SAP prior to database lock.
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[ ]
Section 8.4.1:

e Since confirmation of progression with a second scan has been modified to be
obtained only when clinically feasible, formal statistical analysis based on
confirmation of progression will no longer be performed for PFS, ORR, DOR, and
DCR. The relevant paragraphs have been removed.

e A paragraph has been added to describe the time from randomization to the first
subsequent therapy or death analysis as this was not included in previous
amendments, but is listed as an objective in section 8.5.7.

Section 8.5:

e The section has been updated to be consistent with the changes made in the study
design (outlined in the protocol synopsis).

e Table 15 has been updated based on the new primary (now co-primary), objectives,
secondary objectives, and PRO objectives. Table 15 has also been updated to reflect
the changes in the statistical procedures for analyzing PROs. The symptom
improvement rate and QoL/Function improvement rate will be summarized and
formal statistical analysis with logistic regression is no longer required and the Time
to QoL/Function deterioration (EORTC QLQ-C30 endpoints) has been removed to
reduce redundancy since “Time to QoL/Function deterioration” is also covered in
“Time to symptom deterioration (EORTC QLQ-C30 and EORTC QLQ-H&N35
endpoints”. The duration of response will be analyzed by descriptive statistical and
Kaplan Meier plots instead of methods described by Ellis et al 2008. The number of
responders is expected to be small making a formal analysis less relevant. The Time
from randomization to first subsequent therapy to assess the impact of subsequent
use of immunotherapy. The Multiple Testing Procedure has been updated to reflect
the co-primary objectives with the focus on all patients regardless of PD-L1 status.
It has also been clarified that the multiple testing strategy will use an alpha recycling
strategy. Figure 6 has been updated to reflect the changes in the multiple testing
procedure.

Section 8.5.1 :

o The title of this section has been updated to clarify that the analysis in the section
are related to the Overall Survival analysis.
Section 8.5.1.1:

e The title of this section has been updated for clarity. The results to be presented have
been updated to give the CI as 1-a% rather than 95.5% (note: the CI was intended to
be 95% in amendment 4) to account for one interim analysis. The section has also
been updated to reflect the strata label in IVRS and to clarify that the “HPV status in
patients with oropharyngeal cancer only” factor is “Tumor location/HPV status” and
is categorized into oropharyngeal cancer with HPV positive status, oropharyngeal
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cancer with HPV negative status, and non-oropharyngeal cancer regardless of HPV
status.

The methods for analysis have been updated to reflect that a stratified unadjusted
Cox regression will be used to estimate the HR, along with a (1-a) % confidence
interval, with the stratified log rank test being used to create the p-value only.

This approach is consistent with how such endpoints are normally analyzed.

Section 8.5.1.2:

The title of this section has been updated for clarity and to correspond to the
secondary objectives. The CI has been updated to 1-0% and a statement added to
explain that the HR and CI will be estimated from the Cox proportional hazards
model. The Kaplan Meier plots by PD-L1 tumor status subgroup have been
removed.

Section 8.5.1.3:

The analysis of OS subgroup populations has been moved up from section 8.5.14.
Primary tumor status, prior radiation therapy, use of chewing tobacco, oral snuff,
and sublingual nicotine, smoking history, ECOG performance status, prior lines of
systemic therapy for treatment of SCCHN, and extent of disease have been added as
subgroups for analysis. Additional clarifications have been added to detail the levels
used for subgroups of tumor location/HPV status, time to recurrence from platinum
containing multimodality therapy, age at randomization, and Standard of Care.

The section has been updated to describe the comparison of MEDI4736 +
tremelimumab combination therapy versus SoC in all patients and in PD-L1
negative patients and MEDI4736 monotherapy versus SoC in all patients. The
section has been updated to reflect the purpose of the subgroup analyses to assess
the consistency of treatment effects across expected prognostic and/or predictive
factors. Analysis will only be conducted if at least 20 events have occurred in all of
the subgroups. The section outlines the use of a forest plot to present the subgroup
results from OS for MEDI4736 +tremelimumab combination therapy vs. SoC (in all
patients and in PD-L1 negative patients) and MEDI4736 monotherapy vs. SoC (in
all patients).

The following sub-section headers were added for clarity: analysis of OS12, OS18,
08S24; assumption of proportionality; sensitivity analysis for OS; time from
randomization to second progression; time from randomization to first subsequent
therapy or death.

The Weber et al 2012 reference has been updated to Whitehead and Whitehead
1991.

Additional description has been added to explain the impact of changing to other
immunotherapies on overall survival analysis. The analyses are intended to support
reimbursement appraisals.

Section 8.5.2:

The section has been updated to remove the weighted estimate of the overall HR as
this analysis is no longer required since study has changed from an enrichment study
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to a natural prevalence study. The sensitivity analyses and information on the

ascertainment bias, subgroup analysis and its display on forest plot, and adjustment

of significance level of testing have been removed since PFS is no longer a co-

primary endpoint. Also, the additional analysis based on the confirmation of

progression has been removed from the PFS assessment since the study no longer

utilizes a central review for imaging and PFS is no longer a primary endpoint.
Section 8.5.4:

e The section has been updated to reflect that Duration of response will be analyzed
using descriptive statistics.
Section 8.5.5:

e The Weber et al 2012 reference has been updated to Whitehead and Whitehead
1991.
Section 8.5.8.1:

e The methods of analysis, and number of scales being analyzed for both time to
symptom deterioration and time to HRQoL/function deterioration from the EORTC
QLQ-C30, have been updated. These revisions have been made to reduce the
number of analyses and ensure the protocol is consistent with the statistical analysis
plan.

Section 8.5.8.2:

e The methods of analysis, and the number of scales being analyzed for both time to
symptom deterioration and symptom improvement from the EORTC QLQ-H&N35
have been updated. These revisions have been made to reduce the number of
analyses and ensure the protocol is consistent with the statistical analysis plan.

Section 8.5.14:

e The subgroup analysis section has been moved up to section 8.5.1.3.
8.5.14:

e The section has been updated to be consistent with the changes made in the study
design (outlined in the protocol synopsis).
List of References:

e The list of references has been updated to include Ferris et al 2016, and Larkin et al
2015.
e The list of references has been updated to remove Garon et al 2013.
Appendix E (Guidelines for Evaluation of Objective Tumor Response Using RECIST1.1
Criteria):

e The following items have been added for clarity; definition of the short axis,
clarification on the requirements for a CT if it is part of a PET/CT; Date of
randomization not date of treatment; Months to cycles; statement that lymph nodes
are collectively considered as a single organ, A bilateral organ is considered a single
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organ for purposes of target lesions, criteria for confirmation of progression have
been updated to be consistent with main body of protocol,

Version 4, 18 February 2016

Version 4 of the CSP was developed under a previous process where the changes were
documented in a separate change memo and are not listed here.

Version 3, 1 June 2015

Version 3 of the CSP was developed under a previous process where the changes were
documented in a separate change memo and are not listed here.

Version 2, 3 April 2015

Version 2 of the CSP was developed under a previous process where the changes were
documented in a separate change memo and are not listed here.

Version 1, 14 January 2015

Version 1 of the CSP was developed under a previous process where the changes were
documented in a separate change memo and are not listed here.

The original CSP document was dated 24 October 2014.
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This submission document contains confidential commercial information, disclosure of which
is prohibited without providing advance notice to AstraZeneca and opportunity to object.

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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AstraZeneca

PROTOCOL SYNOPSIS

A Phase III Randomized, Open-Label, Multi-Center, Global Study of
MEDI4736 Monotherapy and MEDI4736 in Combination with
Tremelimumab Versus Standard of Care Therapy in Patients with
Recurrent or Metastatic Squamous Cell Carcinoma of the Head and Neck

(SCCHN)

International Coordinating Investigators

Study site(s) and number of patients planned

The study will screen approximately 1200 patients to identify 720 patients who will be
identify in a 1:1:1 fashion (240:240:240 patients) to receive MEDI4736 monotherapy,
MEDI4736 + tremelimumab combination therapy, or Standard of Care (SoC) therapy.

Study period Phase of development
Estimated date of first patient enrolled Q2 2015 I
Estimated date of last patient completed Q22018 11T

Study design

This is a randomized, open-label, multi-center, global, Phase III study to determine the
efficacy and safety of MEDI4736 + tremelimumab combination therapy and MEDI4736
monotherapy versus SoC therapy in the target patient population.

The co-primary objectives of the study are:

e To assess the efficacy of MEDI4736 + tremelimumab combination therapy
versus SoC in patients with squamous cell carcinoma of the head and neck
(SCCHN), regardless of programmed cell death ligand 1 (PD-L1) status, in terms of
overall survival (OS)
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e To assess the efficacy of MEDI4736 monotherapy versus SoC in patients with
SCCHN, regardless of PD-L1 status, in terms of overall survival (OS)

Patients will undergo a screening assessment on their tumor tissue sample to determine PD-L1
expression per a pre-specified cut-off level. For purposes of stratification, patients with >25%
of tumor cells with membrane staining will be considered PD-L1-positive while those with
0% to 24% of tumor cells with membrane staining will be considered PD-L1-negative. Based
on the underlying PD-L1 status, patients will be randomized in a 1:1:1 ratio to receive
treatment with MEDI4736 monotherapy, MEDI4736 + tremelimumab combination therapy, or
SoC therapy. Patients who discontinue treatment in 1 treatment group may not switch to
treatment in a different group.

Stratification factors include PD-L1 status, tumor location/HPV (human papillomavirus)
status, and smoking status. Tumor assessments will be performed every 8 weeks for the first
48 weeks and then every 12 weeks as indicated in the schedule of procedures, with
categorization of objective tumor response by Response Evaluation Criteria in Solid Tumors
version 1.1 (RECIST 1.1).

Objectives

Co-primary Objectives: Outcome Measures:

e To assess the efficacy of MEDI4736 + | OS in all patients, regardless of PD-L1 status
tremelimumab combination therapy
versus SoC in terms of OS

 To assess the efficacy of OS in all patients, regardless of PD-L1 status
MEDI4736 monotherapy versus

SoC in terms of OS

OS Opverall survival; PD-L1 programmed cell death ligand 1; SoC Standard of Care.

Secondary Objectives: Outcome Measures:

To further assess the efficacy of MEDI4736 + | OS in PD-L1-negative patients
tremelimumab combination therapy versus
SoC in terms of OS

To assess the efficacy of MEDI4736 OS in PD-L1-positive patients
monotherapy versus SoC in terms of OS

To further assess the efficacy of MEDI4736 + | PFS, ORR, DoR, DCR, APF6, and APF12 using the

tremelimumab combination therapy and site Investigator’s assessments according to
MEDI4736 monotherapy versus SoC interms | RECIST 1.1
of PFS, ORR, DoR, DCR, APF6, APF12, 0S12, 0S18, and 0S24

08§12, OS18, and OS24
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To assess the efficacy of MEDI4736 + PFS and ORR in PD-L1-negative patients using the
tremelimumab combination therapy compared | site Investigator’s assessments according to RECIST
to MEDI4736 monotherapy in terms of PFS, 1.1

ORR, and OS OS in PD-L1-negative patients

To explore symptoms and HRQoL in patients | EORTC QLQ-C30: global health QoL, functioning
treated with MEDI4736 + tremelimumab (physical), and symptoms (fatigue)

combination therapy and MEDI4736 EORTC QLQ-H&N35: symptoms (pain, swallowing)

monotherapy versus SoC using the EORTC

QLOQ-C30 v3 and the H&N35 module Changes in World Health Organization/Eastern

Cooperative Oncology Group performance status

APF6 Proportion of patients alive and progression free at 6 months from randomization; APF12 Proportion of patients alive
and progression free at 12 months from randomization; DCR Disease control rate; DoR Duration of response;

EORTC European Organisation for Research and Treatment of Cancer; QLQ-C30 v3 30-item core quality of life
questionnaire, version 3; H&N35 35-item head and neck quality of life questionnaire; HRQoL Health-related quality of life;
0S12 Overall survival at 12 months; OS18 Overall survival at 18 months; OS24 Overall survival at 24 months; PD-

L1 programmed cell death ligand 1; PFS Progression-free survival; QoL Quality of life; RECIST 1.1 Response Evaluation
Criteria in Solid Tumors version; SoC Standard of Care.

Safety Objective: Outcome Measures:

To assess the safety and tolerability profile of | AEs, physical examinations, laboratory findings, and
MEDI4736 + tremelimumab combination vital signs

therapy and MEDI4736 monotherapy
compared to SoC

AE adverse event; ECG electrocardiogram; SoC Standard of Care

Target patient population

Adult patients (age >18 years) with histologically or cytologically confirmed, PD-L1—positive
or -negative, recurrent or metastatic SCCHN with measurable disease (per RECIST 1.1) who
have progressed during or after only one palliative systemic treatment regimen for recurrent or
metastatic disease that must have contained a platinum agent or who have progressed within 6
months of the last dose of platinum given as part of multimodality therapy of curative intent.

Duration of treatment

Patients in all treatment arms will continue therapy until objective disease progression
according to RECIST 1.1 (PD) (unless there is continued clinical benefit), initiation of
alternative cancer therapy, unacceptable toxicity, withdrawal of consent, etc.

Patients who the Sponsor and Investigator determine may not continue IMT treatment or who
have discontinued IMT or SoC treatment will enter long-term follow up.

Patients in the MEDI4736 + tremelimumab combination therapy arm may be eligible to
receive retreatment with MEDI4736 + tremelimumab combination therapy if they meet certain
criteria as stated in Section 3.1.
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Investigational product, dosage, and mode of administration

MEDI4736 monotherapy

e 10 mg/kg via intravenous (IV) infusion every 2 weeks (q2w) until PD

MEDI4736 + tremelimumab combination therapy

MEDI4736: 20 mg/kg via IV infusion every 4 weeks (q4w) for 4 doses then 10 mg/kg via IV
infusion q2w beginning 4 weeks after the last combination dose is administered until PD,
AND

e Tremelimumab: 1 mg/kg via IV infusion g4w for 4 doses (4 doses total)

Standard of Care therapy

One of the following:

e Cetuximab: 400 mg/m? via IV infusion on Day 0, then 250 mg/m? via IV infusion
weekly thereafter

e A taxane: docetaxel (40 mg/m?; Guardiola et al 2004) or paclitaxel (80 mg/m?;
Grau et al 2009) via IV infusion weekly

e Methotrexate: 40 mg/m? via IV infusion weekly per the institution’s SoC

e A fluoropyrimidine: (5-fluorouracil [5-FU], TS-1, or capecitabine) as follows:

5-FU: 2400 mg/m? via IV infusion over 46 hours every 2 weeks

TS-1: 80 mg/m? orally once daily for 28 days followed by a 14-day rest

Capecitabine: 1000 mg/m? orally twice daily for 7 days followed by a 7-day rest
Statistical methods

This study is sized for hypotheses testing of improved OS for both 1) MEDI4736 +
tremelimumab combination therapy versus SoC in all patients, regardless of PD-L1 status, and
2) MEDI4736 monotherapy versus SoC and in all patients, regardless of PD-L1 status.

Hypothesis testing is expected to be performed after approximately 11 months of follow-up
when:

e Approximately 375 death events have occurred in 480 patients (78% maturity) across
the MEDI4736 + tremelimumab combination therapy and SoC arms, regardless of PD-
L1 status AND when
e Approximately 375 death events have occurred in 480 patients (78% maturity) across
the MEDI4736 monotherapy and SoC arms, regardless of PD-L1 status
Interim analysis for OS will be performed when approximately 300 death events (80% of
required events) have been accumulated across the MEDI4736 + tremelimumab combination
therapy and SoC arms. It is expected that approximately 300 death events have accumulated
across the MEDI4736 monotherapy and SoC arms at this time.
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Sizing for either MEDI4736 + tremelimumab combination therapy or MEDI4736
monotherapy, in all patients, regardless of PD-L1 status (co-primary objectives)

If OS at 18 months is 25% with MEDI4736 + tremelimumab combination therapy or
MEDI4736 monotherapy and 10% with SoC (with a 5.5-month median OS), and assuming the
true average OS hazard ratio (HR) is 0. 69, the study will have 90% power to demonstrate
statistical significance at the 2.2% level (using a 2-sided test) for the comparison of either
MEDI4736 + tremelimumab combination therapy or MEDI4736 monotherapy versus SoC,
allowing for 1 interim analysis conducted at approximately 80% of the target events with the
smallest treatment difference that could be statistically significant being an average HR of 0.
79. With an assumed 15-month recruitment period and a minimum follow-up period of

11 months from “last patient in”, it is anticipated that the final analysis will be performed

26 months after the first patient has been recruited.

OS will be analyzed using a log-rank test, stratified by PD-L1 status, tumor location/HPV
status, and smoking status. The effect of treatment will be estimated by the HR together with a
95% confidence interval and p-value using a stratified Cox regression model.

Safety data will be summarized descriptively.
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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

The following abbreviations and special terms are used in this study Clinical Study Protocol.

Abbreviation or Explanation

special term

. |

AE Adverse event

AESI Adverse events of special interest

ALT Alanine aminotransferase

APF6 Proportion of patients alive and progression free at 6 months from
randomization

APF12 Proportion of patients alive and progression free at 12 months from
randomization

AST Aspartate aminotransferase

AUC Area under the serum drug concentration-time curve

. I

BoR Best objective response

BP Blood pressure

CD Cluster of differentiation

CI Confidence interval

CR Complete response

CSA Clinical study agreement

CSR Clinical study report

CT Computed tomography

CTCAE Common Terminology Criteria for Adverse Event

CTLA-4 Cytotoxic T-lymphocyte-associated antigen 4

DCO Data cut-off

DCR Disease control rate

DLT Dose-limiting toxicity

DNA Deoxyribonucleic acid

DoR Duration of response

EC Ethics Committee, synonymous to Institutional Review Board (IRB) and
Independent Ethics Committee (IEC)

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group
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Abbreviation or
special term

Explanation

eCRF
EDoR
EGFR TKI
EORTC
I
EU
FAS
FDA
FU
GCP

GI
GMP
H&N35
HCC
hCG
HIV
HPV
HR
HRQoL
1B

ICF
ICH
IDMC
IgG
HC

IL

ILD

IMT
IP
ITT
v

Electronic case report form

Expected Duration of Response

Epidermal growth factor receptor tyrosine kinase inhibitor
European Organisation for Research and Treatment of Cancer
|
European Union

Full Analysis Set

Food and Drug Administration

Fluorouracil

Good Clinical Practice

Gastrointestinal

Good Manufacturing Practice

35-item head and neck quality of life questionnaire
Hepatocellular carcinoma

Human chorionic gonadotropin

Human immunodeficiency virus

Human papillomavirus

Hazard ratio

Health-related quality of life

Investigator’s Brochure

Informed consent form

International Conference on Harmonisation
Independent Data Monitoring Committee
Immunoglobulin G

Immunohistochemistry

Interleukin

Interstitial lung disease
.
Immunomodulatory therapy

Investigational product

Intent-to-Treat

Intravenous
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Abbreviation or Explanation

special term

IVRS

Interactive Voice Response System

IWRS Interactive Web Response System

mAb Monoclonal antibody

MedDRA Medical Dictionary for Regulatory Activities

MHLW Minister of Health, Labor, and Welfare

. I

MRI Magnetic resonance imaging

NCI National Cancer Institute

NE Not evaluable

NSCLC Non-small-cell lung cancer

OAE Other significant adverse event

ORR Objective response rate

(0N} Overall survival

0OS12 Proportion of patients alive at 12 months from randomization
0OS18 Proportion of patients alive at 18 months from randomization
0S24 Proportion of patients alive at 24 months from randomization

PD Progressive disease

PD-1 Programmed cell death 1

PD-L1 Programmed cell death ligand 1

PD-L1 —ve Patients with PD-L1—negative tumor expression status
PD-LI1 +ve Patients with PD-L1—positive tumor expression status
PFS Progression-free survival

. I

| I

L I

PR Partial response

PRO Patient-reported outcome

ql2w Every 12 weeks

q2w Every 2 weeks

qé4w Every 4 weeks

QLQ-C30 v3 30-item core quality of life questionnaire, version 3
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Abbreviation or Explanation
special term
QoL Quality of life
QTc QT interval corrected for heart rate
QTcF QT interval corrected for heart rate using Fridericia’s formula
RECIST 1.1 Response Evaluation Criteria in Solid Tumors version 1.1
I I
RR Response rate
SAE Serious adverse event
SAP Statistical analysis plan
SAS Safety analysis set
SCCHN Squamous cell carcinoma of the head and neck
SD Stable disease
SoC Standard of Care
sPD-L1 Soluble programmed cell death ligand 1
T3 Triiodothyronine
T4 Thyroxine
TEAE Treatment-emergent adverse event
TSH Thyroid-stimulating hormone
ULN Upper limit of normal
WBDC Web Based Data Capture
WHO World Health Organization
w/v Weight/volume
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1. INTRODUCTION

1.1 Background and rationale for conducting this study
1.1.1 Squamous cell carcinoma of the head and neck

Head and neck cancer is a collective term that encompasses the malignant tumors arising out
of the oral cavity, pharynx, and larynx. Worldwide, over half a million new head and neck
cancer cases are diagnosed each year, accounting for approximately 5% of all incident
cancers. Over 90% of these head and neck cancers are squamous cell carcinoma subtype
(SCCHN). SCCHN diagnosed at a localized stage (Stage I/II) can be effectively treated with
single-modality treatment (either surgery or radiation), and the 5-year survival rate in these
cases is over 80%. However, about 70% of SCCHN patients are diagnosed with a locally
advanced or metastatic disease, where the survival rates are poor (Siegel et al 2014). Patients
with locally advanced disease typically receive a multi-modality treatment with curative
intent, usually involving varied combinations of surgical resection, radiation therapy, and
chemotherapy. Most of these patients, however, eventually relapse with either locoregional
recurrence, metastatic disease (20% to 30% of patients), or both (Vermorken and
Specenier 2010).

First-line palliative treatment options for patients with locally recurrent (without salvage
surgical or radiation option) and/or metastatic SCCHN include supportive care in conjunction
with systemic therapy. Most regimens involve platinum compounds (cisplatin and
carboplatin), either as single agents or in combination with other agents. Other most widely
used agents include taxanes (docetaxel and paclitaxel), methotrexate, 5-fluorouracil (FU), and
cetuximab. After failure of first-line chemotherapy, objective responses to second-line
cytotoxic chemotherapy are uncommon. Additionally, these regimens are associated with
greater toxicity, and there is no evidence that second-line treatment prolongs survival. The
only approved targeted monotherapy for these second-line patients is Erbitux® (cetuximab),
which has shown an objective response rate (ORR) of approximately 13% in patients who
have failed first-line palliative therapy (Vermorken et al 2007). Note that cetuximab, while
approved by the Food and Drug Administration (FDA), is not approved by European
Medicines Agency for the second-line treatment. However, its use is accepted in patients that
have not received cetuximab as a first-line treatment.

Patients with recurrent or metastatic disease have a poor prognosis, with ORRs of
approximately 20% to 35% and overall survival (OS) of 7 to 10 months observed with
platinum-based chemotherapy and cetuximab regimens (Vermorken et al 2008). The
management of patients with later stage disease is even more challenging, with currently
available therapies providing ORRs of approximately 4% with methotrexate to 13% with
cetuximab and OS of approximately 6 months (Vermorken et al 2008, Shin and

Khuri 2013). In addition to poor response and survival outcomes, many palliative treatments
may cause substantial toxicity. In summary, SCCHN represents a population with a large
unmet need for new treatment options in the palliative setting (American Cancer

Society 2012).
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1.2.5 Rationale for endpoints

The co-primary objectives of this study are to determine the efficacy of MEDI4736 +
tremelimumab combination therapy versus SoC and the efficacy of MEDI4736 monotherapy
versus SoC in terms of OS. Testing for improvements in OS provides a non-biased
assessment of direct clinical benefit to a patient (FDA Guidance 2011). Therefore, OS will
be used to meet the co-primary objectives.

A secondary endpoint of OS will be used to assess the efficacy of the
MEDI4736+tremelimumab vs SoC in the PD-L1 negative subgroup. Additional secondary
efficacy endpoints of PFS, ORR, DoR, disease control rate (DCR), proportion of patients alive
and progression free at 6 and 12 months from randomization (APF6 and APF12, respectively),
and proportion of patients alive at 12, 18, and 24 months from randomization (OS12, OS18,
and OS24, respectively) are being examined to further evaluate the antitumor effect of
MEDI4736 + tremelimumab combination therapy versus SoC as well as MEDI4736
monotherapy versus SoC. PFS, ORR, DoR, DCR, APF6, and APF12 will be assessed using
the site Investigator’s assessments according to RECIST 1.1.

The secondary health-related quality of life (HRQoL) assessments (the European Organisation
for Research and Treatment of Cancer [EORTC] 30-item core quality of life questionnaire,
version 3 [QLQ-C30 v3] and 35-item head and neck quality of life questionnaire [H&N35])
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
patient-reported outcome (PRO) questionnaires are well-established instruments that have
been previously included in cancer clinical trials.
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1.3 Benefit/risk and ethical assessment

The following sections include summaries of the potential benefits and risks associated with
MEDI4736 monotherapy, tremelimumab monotherapy, and MEDI4736 + tremelimumab
combination therapy, respectively, prior to the overall benefit:risk assessment.

1.3.1 Potential benefits
1.3.1.1 MEDI4736

Patients are being enrolled in 10 ongoing clinical studies of MEDI4736 (5 employing
MEDI4736 as monotherapy and 5 as combination therapy). No studies have yet been
completed. Recent data are available for patients with SCCHN in the expansion cohort of
Study 1108 which indicate that of 46 patients with available disease assessments, 4 PRs by
RECIST 1.1 were achieved with 2 additional patients showing possible PR using
immune-related response criteria. Further, this activity appears despite HPV status, with the
majority of response in patients with PD-L1-positive tumors. Of the patients with PD-L1—
negative tumors enrolled who have disease response data available at this time, 1 responder
was present, but several had achieved some level of disease control.

1.3.1.2 Tremelimumab

Across the clinical development program for tremelimumab, a limited pattern of efficacy as a
single agent has been observed; this pattern has also been observed for the related
anti-CTLA-4 antibody, ipilimumab, which appears to be consistent across tumor types for this
mechanism of action. RRs to anti-CTLA-4 antibodies are generally low at approximately
10%. However, in patients who respond, the responses are generally durable, lasting several
months even in those with aggressive tumors, in particular refractory metastatic melanoma.
Moreover, survival benefit was reported even in patients without radiographic regression in
tumor burden.

In a single-arm, Phase II study (Study A3671008) of tremelimumab administered at 15 mg/kg
every 90 days to patients with refractory melanoma, an RR of 7% and a median OS of

10 months in the second-line setting (as compared to approximately 6 months with best
supportive care reported from a retrospective analysis; Korn et al 2008) were observed
(Kirkwood et al 2010). In a randomized, open-label, first-line Phase III study of
tremelimumab (administered at 15 mg/kg every 90 days) versus chemotherapy (dacarbazine or
temozolomide) in advanced melanoma (Study A3671009), results of the final analysis showed
an RR of 11% and a median OS of 12.58 months in this first-line setting as compared to

10.71 months with standard chemotherapy (Ribas et al 2013).

Additionally, in a Phase II maintenance study (Study A3671015) in patients with Stage IIIB or
IV NSCLC who have responded or remained stable, PFS at 3 months was 22.7% in the
tremelimumab arm (15 mg/kg) compared with 11.9% in the best supportive care arm

(Study A3671015).

Based on activity noted in lung cancer and melanoma, however, further exploration in
SCCHN is warranted; tremelimumab monotherapy in the treatment of SCCHN will be
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evaluated for the first time in Study D4193C00003. Additional data are provided in the
tremelimumab IB. Tremelimumab is also being investigated in a Phase I trial in combination
with cetuximab in previously untreated patients with SCCHN and is being studied as a single
agent in a Phase I/II study in another HPV-driven disease, cervical cancer.

1.3.1.3 MEDI4736 + tremelimumab

Available data suggest that the combination of agents targeting PD-1/PD-L1 and CTLA-4
may have profound and durable benefit in patients with melanoma. Preliminary efficacy data
are available for Study D4190C00006. A total of 53 of 74 subjects were evaluable for
efficacy with at least 8-weeks of follow-up. Of these, there were 12 subjects (23%) with PR,
14 subjects (26%) with SD, and 19 subjects (36%) with PD as assessed by RECIST version
1.1 guidelines (Eisenhauer et al 2009). In a study reported by Wolchok et al., a total of

53 patients received concurrent therapy with nivolumab and ipilimumab (Wolchok

etal 2013). The ORR (according to modified World Health Organization [WHO] criteria) for
all patients in the concurrent regimen group (nivolumab, 0.3 to 10 mg/kg; ipilimumab, 1 to 10
mg/kg, both administered once every 3 weeks for 4 and 8 doses, respectively, followed by
nivolumab or ipilimumab alone q12w for 8 doses) was 40%. Evidence of clinical activity
(conventional, unconfirmed, or immune-related response or SD for >24 weeks) was observed
in 65% of patients.

1.3.2 Potential risks
1.3.2.1 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 other tissues.

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 which
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 gastrointestinal (GI) AEs such as
colitis and diarrhea, pneumonitis/interstitial lung disease (ILD), hepatic AEs such as hepatitis
and liver enzyme elevations, skin events such as rash and dermatitis and endocrinopathies
including hypothyroidism and hyperthyroidism.

1.3.2.2 MEDI4736

Risks with MEDI4736 include, but are not limited to, diarrhea/colitis and intestinal
perforation, pneumonitis/ILD, endocrinopathies (hypothyroidism and hyperthyroidism, type I
diabetes mellitus, hypophysitis and adrenal insufficiency) hepatitis/increases in transaminases,
nephritis/increases in creatinine, pancreatitis/increases in amylase and lipase,
rash/pruritus/dermatitis, myocarditis, myositis/polymyositis, other rare or less frequent
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inflammatory events including neurotoxicities, infusion-related reactions, hypersensitivity
reactions and infections/serious infections.

For information on all identified and potential risks with MEDI4736 please always refer to the
current version of the MEDI4736 IB.

In monotherapy clinical studies AEs (all grades) reported very commonly (>10% of patients)
are fatigue, nausea, decreased appetite, dyspnea, cough, constipation, diarrhea, vomiting, back
pain, pyrexia, asthenia, anemia, arthralgia, peripheral edema, headache, rash, and pruritus.
Approximately 9% of patients experienced an AE that resulted in permanent discontinuation
of MEDI4736 and approximately 6% of patients experienced an SAE that was considered to
be related to MEDI4736 by the study investigator.

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 (please see Section 6.7.2 and Table 9).

A detailed summary of MEDI4736 monotherapy AE data can be found in the current version
of the MEDI4736 IB.

1.3.2.3 Tremelimumab

Risks with tremelimumab monotherapy include, but are not limited to, GI effects (colitis,
diarrhea, enterocolitis and intestinal perforation), endocrine disorders (hypothyroidism and
hyperthyroidism, hypophysitis and adrenal insufficiency), skin effects (rash, and pruritus),
elevations in lipase and amylase, and clinical manifestations of pancreatitis, other GI events
eg, ulcerative colitis, dehydration, nausea and vomiting; hepatic events including hepatitis,
and liver enzyme elevations; pneumonitis and ILD; nervous system events including
encephalitis, peripheral motor and sensory neuropathies, Guillain-Barré and proximal muscle
weakness; cytopenias including thrombocytopenia, anemia and neutropenia; infusion-related
reactions, anaphylaxis, and allergic reactions; renal events including renal failure, acute
kidney injury, nephritis, nephrotic syndrome, autoimmune nephritis and electrolyte
abnormalities such as hypokalemia; autoimmune diseases including autoimmune arthritis,
Sjogren's syndrome and giant cell temporal arteritis; hyperglycemia and diabetes mellitus; and
pyrexia.

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

Using pooled data from monotherapy clinical studies AEs (all grades) reported very
commonly (>10% of patients) were diarrhea, nausea, fatigue, pruritus, decreased appetite,
rash, vomiting, dyspnea, constipation, cough, pyrexia, abdominal pain, decreased weight,
headache, asthenia, and anemia. Approximately 16% of patients experienced an AE that
resulted in permanent discontinuation of tremelimumab and approximately 45% of patients
experienced an SAE.
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A detailed summary of tremelimumab monotherapy AE data can be found in the current
version of the tremelimumab IB.

1.3.2.4 MEDI4736 + tremelimumab

The safety of MEDI4736 + tremelimumab combination therapy was initially evaluated in the
ongoing dose escalation and dose expansion Study 006, in patients with NSCLC, and is being
studied in a number of other ongoing clinical trials, in a number of different indications, and
has to date shown a manageable safety and tolerability profile.

The types of risks with the combination of MEDI4736 + tremelimumab (based on an
equivalent MEDI4736 dose of 20 mg/kg and a tremelimumab dose of 1 mg/kg) are similar to
those for MEDI4736 and tremelimumab monotherapy. Emerging data from Study 006, other
studies evaluating the combination, and from combinations of other agents in the same class
indicate an increased frequency and/or severity of some of these immune-mediated toxicities.

For information on all identified and potential risks with the MEDI4736 + tremelimumab
combination please always refer to the current version of the MEDI4736 1B.

In MEDI4736 + tremelimumab combination studies at the dose of MEDI4736 20 mg/kg and
tremelimumab 1 mg/kg AEs (all grades) reported very commonly (>10% of patients) are
fatigue, diarrhea, nausea, dyspnea, decreased appetite, pruritus, vomiting, anemia,
constipation, cough, abdominal pain, pyrexia, back pain, arthralgia, hypothyroidism, asthenia,
edema peripheral, weight decreased, hyponatremia and rash.

Approximately 15% of patients experienced an AE that resulted in permanent discontinuation
of study drug and approximately 15% of patients experienced an SAE that was considered to
be related to MEDI4736 and tremelimumab by the study investigator.

A detailed summary of MEDI4736 + tremelimumab combination AE data can be found in the
current version of the MEDI4736 IB.

1.3.3 Overall benefit-risk and ethical assessment

There remains a significant unmet medical need for additional treatment options for patients
with recurrent or metastatic SCCHN who have progressed during or after only one palliative
systemic treatment regimen for recurrent or metastatic disease that must have contained a
platinum agent or who have progressed within 6 months of the last dose of platinum given as
part of multimodality therapy of curative intent. Treatment with agents targeting PD-1/PD-L1
or CTLA-4 has shown activity in several tumor types, in a subset of patients deriving
meaningful and durable benefit. MEDI4736 has shown clinical activity in patients with
recurrent or metastatic SCCHN as a single agent. In addition, preliminary data generated with
MEDI4736 + tremelimumab combination therapy in patients with NSCLC have shown early
signs of clinical activity, and data from competitors indicate that the combination may act
synergistically (Wolchok et al 2013). Thus, these agents may potentially offer benefit to this
patient population. The study design aims to minimize potential risks, and intensive
monitoring, including early safety assessment, is in place for those risks deemed to be most
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likely based on prior experience with the investigational products (IPs, ie, MEDI4736,
MEDI4736 + tremelimumab, and SoC).

The toxicity profile of the combination MEDI4736 + tremelimumab includes the frequently
reported AEs, regardless of causality, of fatigue, colitis, diarrhea, AST or ALT increases,
amylase and lipase increases, rash, pruritus and other immune-mediated reactions, which were
mostly reversible and manageable by the available protocol treatment guidelines.

In the literature (Wolchok et al 2013), using the combination of the same class of drugs

(eg, anti-PD-1 and anti-CTLA4 antibodies), specifically nivolumab + ipilimumab in a study
involving patients with malignant melanoma, the safety profile of this combination had shown
occurrences of AEs assessed by the Investigator as treatment related in 93% of treated
patients, with the most frequent events being rash (55% of patients), pruritus (47% of
patients), fatigue (38% of patients), and diarrhea (34% of patients). Grade 3 or 4 AEs,
regardless of causality, were noted in 72% of patients, with Grade 3 or 4 events assessed by
the Investigator as treatment related in 53%. The most frequent of these Grade 3 or 4 events
assessed by the Investigator as treatment related include increased lipase (in 13% of patients),
AST (in 13%), and ALT levels (in 11%). SAEs assessed by the Investigator as treatment
related were noted in 49% of patients. Frequent Grade 3 or 4 selected AEs assessed by the
Investigator as treatment related for combination therapy included hepatic events (in 15% of
patients), gastrointestinal (GI) events (in 9%), and renal events (in 6%). Isolated cases of
pneumonitis and uveitis were also observed.

No safety studies in animals have been performed combining tremelimumab with MEDI4736.
As both CTLA 4 and PD-L1 have mechanisms of actions that enhance activation of immune
cells, their potential to induce cytokine release was tested in a whole-blood assay system.
MEDI4736 and tremelimumab, either alone or in combination did not induce cytokine release
in blood from any donor.

Based upon the available non-clinical and clinical safety data, the limited survival benefit
provided by the currently available treatment options to patients, the limited life expectancy
due to malignant disease, the activity seen with MEDI4736 in this tumor type, and the strength
of the scientific hypotheses under evaluation, the MEDI4736 monotherapy and MEDI4736 +
tremelimumab combination therapy treatment proposed for evaluation in this study may have
the potential to provide meaningful clinical benefit with a manageable safety and tolerability
profile by generating durable clinical responses, thereby improving quality of life (QoL) and
potentially extending survival. Further, preclinical and clinical evidence indicate that
monotherapy anti-PD-L1 agents and the combination of PD-1/PD-L1 and CTLA-4 targeting
agents may provide antitumor activity, regardless of PD-L1 expression levels, with additional
synergy from the combination (Wolchok et al 2013). Therefore, the investigation of the
potential therapeutic efficacy of MEDI4736 alone and in combination with tremelimumab in
patients with recurrent/metastatic disease with PD-L1-positive and -negative tumors is
acceptable, and the overall benefit/risk assessment is reasonable per the proposed study
design.
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1.4 Study Design

This is a randomized, open-label, multi-center, global Phase III study to determine the
efficacy and safety of MEDI4736 + tremelimumab combination therapy and MEDI4736
monotherapy versus SoC therapy in the treatment of patients with recurrent or metastatic
SCCHN who have progressed during or after only one palliative systemic treatment regimen
for recurrent or metastatic disease that must have contained a platinum agent or who have
progressed within 6 months of the last dose of platinum given as part of multimodality therapy
of curative intent (ie, those who are refractory to prior platinum therapy). A schematic
diagram of the overall study design is shown in Figure 1, a flow chart for the IMT treatment
groups (MEDI4736 monotherapy and MEDI4736 + tremelimumab combination therapy) is
presented in and a flow chart for the SoC group is presented in Figure 2 and a flow chart for
the SoC group is presented in Figure 3.

Patients will undergo a screening assessment on their tumor tissue sample to determine PD-
L1 and HPV status (for patients with oropharyngeal cancer only). PD-L1 status will be
defined by an IHC assay being developed by Ventana in which 25% or greater
PD-L1-expression in tumoral tissue is considered positive and anything less than 25% is
considered negative for PD-L1 expression (referred to hereafter as patients with
PD-L1-positive or -negative tumors, respectively). If the patient’s PD-L1 status has already
been assessed using the Ventana PD-L1 SP263 THC assay as a part of the screening process
for another AstraZeneca/MedImmune study, this test result can be used for the determination
of eligibility. The specified expression cut-off level will be used for the purpose of
stratification and therefore included in the stratified log rank tests for OS. However, the actual
cut-off level for the subgroup analyses of OS by PD-L1 status and the cut-off used as the basis
for determining the PD-L1-negative subgroup in the MTP may be different and will be
determined from emerging data outside this trial. Such a cut-off will be detailed in the
statistical analysis plan prior to database lock.

HPV status will be assessed according to local standards.

Patients will be randomized in a stratified manner according to prognostic factors: PD-L1
status, tumor location/HPV status, and smoking status. HPV status and smoking status are
known prognostic markers for patients with head and neck cancer; patients who have HPV-
positive tumors fare better than those with HPV-negative tumors, and patients who don’t
smoke fare better than those who continue to smoke after their cancer diagnosis

(Gritz et al 1993, Rischin et al 2010). Patients will be randomized in a 1:1:1 ratio to receive
treatment with MEDI4736 monotherapy, MEDI4736 + tremelimumab combination therapy, or
SoC therapy.

Patients in the MEDI4736 monotherapy treatment group will receive 10 mg/kg MEDI4736 via
intravenous (IV) infusion q2w until PD.

Patients in the MEDI4736 + tremelimumab treatment group will receive 20 mg/kg MEDI4736
via IV infusion q4w for up to 4 months and tremelimumab 1 mg/kg via IV infusion q4w for
4 months. Upon completion of 4 months of combination therapy, patients in the MEDI4736 +
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tremelimumab arm will then continue dosing with MEDI4736 monotherapy at 10 mg/kg q2w
beginning 4 weeks after the last dose is administered until PD.

Patients in the SoC treatment group will receive monotherapy with 1 of the following
therapies at the Investigator’s discretion until PD: cetuximab, a taxane (ie, docetaxel or
paclitaxel), methotrexate, or a fluoropyrimidine (ie, 5-FU, TS-1, or capecitabine).

Patients randomized to 1 of the IMT treatment groups will receive treatment with either
MEDI4736 or MEDI4736 + tremelimumab beginning on Day 0 until objective disease
progression according to RECIST 1.1 (unless, in the Investigator’s opinion, the patient
continues to receive benefit from the treatment), initiation of alternative cancer therapy,
unacceptable toxicity, withdrawal of consent, or another discontinuation criterion is met (see
Section 3.9). Patients with PD who, in the Investigator’s opinion, continue to receive benefit
from their assigned IMT treatment and who meet the criteria for treatment in the setting of PD
may continue to receive their assigned IMT treatment with the Sponsor and at the
Investigator’s discretion. All patients randomized to 1 of the IMT treatment groups require
documentation of objective disease progression according to RECIST 1.1. A second scan
obtained at a minimum of 4 weeks later to confirm progression is required for treatment
management decisions only and only where it is clinically feasible. Disease response
assessment should be solely based on RECIST 1.1 with response of PD entered for the first
scan that meets progression criteria as outlined by RECIST 1.1. Patients with confirmed
progression in the monotherapy arm or in the combination portion of therapy in the
MEDI4736 + tremelimumab arm cannot continue therapy if the progression occurred during
dosing after objective response in the target lesions (ie, the response and progression events
both occurred while receiving active IP during the same treatment period in the target lesions).

Patients who the Investigator determines may not continue IMT treatment after PD, will enter
follow-up and will be followed up until death (see Table 5). Patients who have discontinued
IMT treatment due to toxicity or symptomatic deterioration, those who have no objective
disease progression according to RECIST 1.1, or who have commenced subsequent anticancer
therapy, will be followed up until death (see Table 4).

Patients randomized to the SoC arm will receive the Investigator-chosen SoC treatment
beginning on Day 0 until PD, initiation of alternative cancer therapy, unacceptable toxicity,
withdrawal of consent, or another discontinuation criterion is met. For equivocal findings of
progression (eg, very small and uncertain new lesions; cystic changes or necrosis in existing
lesions), treatment may continue until the next scheduled assessment. All patients randomized
to the SoC treatment group require documentation of objective disease progression according
to RECIST 1.1. A second scan obtained at a minimum of 4 weeks later to confirm progression
is required in patients where it is clinically feasible and only for treatment management
decisions. Disease response assessment should be solely based on RECIST 1.1 with response
of PD entered for the first scan that meets progression criteria as outlined by RECIST 1.1.
Patients who the Investigator determine may not continue SoC will enter follow-up (see

Table 5). Patients who have discontinued SoC treatment due to toxicity or symptomatic
deterioration, who have no objective disease progression or who have commenced subsequent
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anticancer therapy, will be followed up for study endpoints (objective disease progression
according to RECIST 1.1 and death; see Table 4).

Tumor assessments will be performed using computed tomography (CT) or magnetic
resonance imaging (MRI) at the times specified in Table 2 and Table 3. RECIST 1.1
measurements as given by the site Investigator’s assessments will be used to derive the
secondary variables of PFS, ORR, DoR, DCR, APF6, and APF12.

See Section 5.1 and Appendix E for further information regarding RECIST 1.1 tumor
assessments in this study.

Patients in the MEDI4736 + tremelimumab combination therapy group who complete the 4
dosing cycles of the MEDI4736 + tremelimumab combination therapy portion of the regimen
(with clinical benefit per Investigator’s judgement) but subsequently have evidence of PD
during the MEDI4736 monotherapy portion of the combination regimen will be given the
option to restart treatment with the entire combination regimen. During the retreatment
period, the patients in the combination arm would resume MEDI4736 dosing at 20 mg/kg g4w
as during the initial induction period, along with 1 mg/kg of tremelimumab q4w for 4 doses.
Monotherapy with MEDI4736 in the combination arm would then resume at 10 mg/kg q2w
starting 4 weeks after the last combination dose is administered until PD. Patients should have
a baseline tumor assessment and complete PRO assessments within 28 days of restarting
treatment with their assigned IP; all further scans and PRO assessments should occur every

8 weeks (q8w) (relative to the date of restarting treatment) until study treatment is stopped.
Only patients who the Investigator determines do not have any significant, unacceptable, or
irreversible toxicities, or would continue to receive benefit from therapy can restart the
combination therapy regimen. For retreatment patients, all assessments, including screening
procedures, will be required using the original schedule of procedures unless otherwise
indicated in Section 4, (PD-L1 re-testing is optional).

Imaging and procedures performed before signing the informed consent form (ICF) may be
used for screening purposes if the patient consents. Patients with objective disease
progression according to RECIST 1.1 in the monotherapy arms or in the combination portion
of therapy in the MEDI4736 + tremelimumab arm cannot obtain retreatment if the progression
occurred during dosing after objective response in the target lesions (ie, the response and
progression events both occurred while receiving active IP during the same treatment period
in the target lesions).

This study will screen approximately 1200 patients to identify 720 patients suitable for
enrollment (ie, who fulfill the eligibility criteria) and randomization.
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Figure 1
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Note: For all Standard of Care therapies, a particular treatment (cetuximab, taxane, methotrexate, or
fluoropyrimidine-based regimen) will not be used in patients who have previously received that treatment
for recurrent/metastatic disease or who have experienced recurrence or progression of disease within
6 months of prior multimodal therapy using that particular treatment.

HPV human papillomavirus; PD-L1 programmed cell death ligand 1; OS overall survival; SCCHN Squamous

Cell Carcinoma of the Head and Neck.
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Figure 2 Study flow chart for MEDI4736 + tremelimumab combination therapy
and MEDI4736 monotherapy groups

Screening visit to complete eligibility
(Day -28to -1)®

Y

Day o: First day of treatment for eligible patients

Y

Treatment period
(MEDI4736 + tremelimumab or MEDI4736) - assessments per Table 2

Tumor assessments using RECIST 1.1 performed at Screening, then every 8 weeks thereafter
(relative to the date of randomization) until objective disease progression®

] v v

Treatment Disease control after the Discontinuation
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combination therapy
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Discontinuation followed by PD during Y :
of treatment MEDI4736 monotherapy Due to Dueto
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tremelimumab arm only)© than objective disease
disease progression®
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Table 2¢ objective disease
progression or other
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of treatment
Objective disease

progression®d

v v ¢ \d

Follow-up assessments (Table 4 or Table 5)

a Screening assessments may be performed over multiple visits. Imaging and procedures performed before signing the
ICF may be used for screening purposes if the patient consents to their use. However, randomization must occur within
28 days of all procedures (with the exception of tumor biopsy [if required] and PD-L1 testing) used for screening
purposes. If the patient’s PD-L1 status has already been assessed using the Ventana PD-L1 SP263 IHC assay as a part
of the screening process for another AstraZeneca/MedImmune study, this test result can be used for the determination
of eligibility.

b A confirmatory scan is required following the initial demonstration of PD, if clinically feasible. A second scan
obtained at a minimum of 4 weeks later to confirm progression is required for treatment management decisions only
and only where it is clinically feasible. Disease response assessment should be solely based on RECIST 1.1 with
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response of PD entered for the first scan that meets progression criteria as outlined by RECIST 1.1. Administration of
IMT treatment will continue between the initial assessment of progression and confirmation for progression. Patients in
the IMT treatment groups with confirmed PD who continue to receive study treatment at the discretion of the
Investigator (following consultation with the Sponsor) will continue to follow the assessments in Table 2 until treatment
is discontinued. This will not be considered retreatment but will be considered a part of the initial therapy. For all
patients who are treated through progression, the Investigator should ensure that patients do not have any significant,
unacceptable, or irreversible toxicities that indicate that continuing treatment will not further benefit the patient, and
that the patient still meets all of the inclusion criteria and none of the exclusion criteria for this study including
re-consenting to continue treatment. Patients with rapid tumor progression or with symptomatic progression that
requires urgent medical intervention (eg, central nervous system metastasis, respiratory failure due to tumor
compression, or spinal cord compression) will not be eligible to continue to receive IP.

¢ Patients assigned to the MEDI4736 + tremelimumab combination therapy arm who complete the 4 cycles of the
combination therapy portion of the treatment regimen that achieve and maintain disease control (ie, CR, PR, or SD) and
subsequently progress on monotherapy MEDI4736 may restart their assigned treatment once Before restarting
MEDI4736 + tremelimumab combination treatment, the Investigator should ensure that patients do not have any
significant, unacceptable, or irreversible toxicities that indicate that continuing treatment will not further benefit the
patient, and that the patient still meets all of the inclusion criteria and none of the exclusion criteria for this study
including re-consenting to restart treatment. To restart study treatment, the patient must not have received an
intervening cancer therapy post study treatment discontinuation. Patients should have a baseline tumor assessment
within 28 days of restarting study treatment; all further scans should occur q8w (relative to the date of restarting study
treatment). Patients cannot obtain retreatment if the progression occurred during dosing with the combination portion
of therapy after objective response in the target lesions (ie, the response and progression events both occurred while
receiving active [P during the same treatment period in the target lesions). Retreatment in the combination arm can
only occur if PD occurs during the monotherapy portion of dosing.

d Patients with objective disease progression according to RECIST 1.1 who discontinue IP should have scans conducted
according to local practice until the patient commences a new treatment (these scans are optional).

Patients who progress on the MEDI4736 + tremelimumab arm may be eligible for retreatment if they progress during the
monotherapy portion of dosing.CR Complete response; IP Investigational product; PD Progressive disease; PD-L1
Programmed cell death ligand-1; PR Partial response; q8w Every 8 weeks; RECIST 1.1 Response Evaluation Criteria in
Solid Tumors version 1.1; SD Stable disease.

c
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Figure 3 Study flow chart for Standard of Care group

Screening visit: Screening Assessments
(Day -28to -1)®

Y

Day o: First day of treatment for eligible patients

A 4

Treatment period
(Standard of Care) - assessments per Table 3
Tumor assessments using RECIST 1.1 performed at Screening, then every 8 weeks thereafter
(relative to randomization) until objective disease progression®

v

Discontinuation of treatment

v A 4
Due to reasons other than Due to objective disease
objective disease progression® progression®

Y

Continue tumor assessment using RECIST 1.1 until objective disease
progression or other discontinuation criterion®:c

A4

Objective disease progression or other
discontinuation criterion®.

Follow-up assessments (Table 4 or Table 5)

a Screening assessments may be performed over multiple visits. Imaging and procedures performed before signing the
ICF may be used for screening purposes if the patient consents to their use. However, randomization must occur within
28 days of all procedures (with the exception of tumor biopsy [if required] and PD-L1 testing) used for screening
purposes. If the patient’s PD-L1 status has already been assessed using the Ventana PD-L1 SP263 IHC assay as a part
of the screening process for another AstraZeneca/MedImmune study, this test result can be used for the determination
of eligibility.

b A confirmatory scan is required if clinically feasible following the initial demonstration of PD. A second scan obtained
at a minimum of 4 weeks later to confirm progression is required for treatment management decisions only and only
where it is clinically feasible. This scan should occur preferably at the next scheduled visit and no earlier than 4 weeks
after the initial assessment of PD in the absence of clinical deterioration if clinically feasible. For equivocal findings of
progression (eg, very small and uncertain new lesions; cystic changes or necrosis in existing lesions), treatment may
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continue until the next scheduled assessment. Disease response assessment should be solely based on RECIST 1.1 with
response of PD entered for the first scan that meets progression criteria as outlined by RECIST 1.1.
In the SoC group, it is at the Investigator’s discretion whether or not a patient with uncertain PD continues treatment
until PD is confirmed; however, a scan with objective disease progression according to RECIST 1.1 is required for all
patients in the SoC group, even if a subsequent treatment is started.

¢ Patients with objective disease progression according to RECIST 1.1 who discontinue SoC treatment should have scans
conducted according to local practice until the patient commences a new treatment (these scans are optional).
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2. STUDY OBJECTIVES

2.1 Primary objective

Co-primary Objectives:

Outcome Measures:

e To assess the efficacy of MEDI4736 +
tremelimumab combination therapy
versus SoC in terms of OS

e To assess the efficacy of
MEDI4736 monotherapy versus
SoC in terms of OS

OS in all patients, regardless of PD-L1 status

OS in all patients, regardless of PD-L1 status

OS Opverall survival; PD-L1 programmed cell death ligand 1; SoC Standard of Care.

2.2 Secondary objectives

Secondary Objectives:

Outcome Measures:

To further assess the efficacy of MEDI4736 +
tremelimumab combination therapy versus
SoC in terms of OS

OS in PD-L1-negative patients

To assess the efficacy of MEDI4736
monotherapy versus SoC in terms of OS

OS in PD-L1-positive patients

To further assess the efficacy of MEDI4736 +
tremelimumab combination therapy and
MEDI4736 monotherapy versus SoC in terms
of PFS, ORR, DoR, DCR, APF6, APF12,
0S12, OS18, and OS24

PFS, ORR, DoR, DCR, APF6, and APF12 using the
site Investigator’s assessments according to RECIST
1.1

0S12, OS18, and OS24

To assess the efficacy of MEDI4736 +
tremelimumab combination therapy compared
to MEDI4736 monotherapy in terms of PFS,
ORR, and OS

PFS and ORR in PD-L1-negative patients using the
site Investigator’s assessments according to RECIST
1.1

OS in PD-L1-negative patients

To explore symptoms and HRQoL in patients
treated with MEDI4736 + tremelimumab
combination therapy and MEDI4736
monotherapy versus SoC using the EORTC
QLQ-C30 v3 and the H&N35 module

EORTC QLQ-C30: global health QoL, functioning
(physical), and symptoms (fatigue)
EORTC QLQ-H&N35: symptoms (pain, swallowing)

Changes in World Health Organization/Eastern
Cooperative Oncology Group performance status

APF6 Proportion of patients alive and progression free at 6 months from randomization; APF12 Proportion of patients alive
and progression free at 12 months from randomization; DCR Disease control rate; DoR Duration of response;
EORTC European Organisation for Research and Treatment of Cancer; QLQ-C30 v3 30-item core quality of life
questionnaire, version 3; H&N35 35-item head and neck quality of life questionnaire; HRQoL Health-related quality of
life; OS12 Overall survival at 12 months; OS18 Overall survival at 18 months; OS24 Overall survival at 24 months;
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PD-L1 programmed cell death ligand 1; PFS Progression-free survival; QoL Quality of life; RECIST 1.1 Response
Evaluation Criteria in Solid Tumors version; SoC Standard of Care.

2.3 Safety objective

Safety Objective:

Outcome Measures:

To assess the safety and tolerability profile of
MEDI4736 + tremelimumab combination
therapy and MEDI4736 monotherapy
compared to SoC

AEs, physical examinations, laboratory findings, and
vital signs

AE adverse event; SoC Standard of Care
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el

PATIENT SELECTION, ENROLLMENT, RANDOMIZATION,
RESTRICTIONS, DISCONTINUATION AND WITHDRAWAL

Each patient should meet all of the inclusion criteria (Section 3.1) and none of the exclusion
criteria (Section 3.2), for this study. Under no circumstances will there be exceptions to this
rule.

3.1 Inclusion criteria

For inclusion in the study, patients should fulfill the following criteria:

—_

Age >18 years at the time of screening

N

Written informed consent and any locally required authorization (eg, Health
Insurance Portability and Accountability Act in the United States, European Union
[EU] Data Privacy Directive in the EU) obtained from the patient/legal
representative prior to performing any protocol-related procedures, including
screening evaluations. (For patients aged <20 years and enrolling in Japan, a
written informed consent should be obtained from the patient and his or her legally
acceptable representative.)

(98]

Histologically or cytologically confirmed recurrent or metastatic SCCHN (oral
cavity, oropharynx, hypopharynx, or larynx) not amenable to therapy with curative
intent (surgery or radiation therapy with or without chemotherapy). Patients who
refuse radical resection are eligible.

>

Tumor progression or recurrence during or after only one palliative systemic
treatment regimen for recurrent or metastatic disease that must have contained a
platinum agent OR progression within 6 months of the last dose of platinum given
as part of multimodality therapy with curative intent.
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5.

10.

Able and willing to give valid written consent to provide newly acquired tumor
tissue (preferred) or archival tissue (<3 years old) for the purpose of establishing
PD-L1 status. Tumor lesions used for fresh biopsies should not be the same lesions
used as RECIST 1.1 target lesions, unless there are no other lesions suitable for
biopsy.

Confirmed PD-L1-positive or -negative SCCHN by the Ventana PD-L1 SP263 IHC
assay on newly acquired tumor tissue (preferred) or archival tissue (<3 years old)

- If'the patient’s PD-L1 status has already been assessed using the Ventana
PD-L1 SP263 IHC assay as a part of the screening process for another
AstraZeneca/MedImmune study, this test result can be used for the
determination of eligibility, provided the PD-L1 status was obtained on
tissue within the last 3 years.

- Note: A positive PD-L1 sample is measured using a defined cut-off based on
>25% of tumor cells with membrane staining of any intensity for PD-L1.
A negative PD-L1 sample is defined as <25% of tumor cells with membrane
staining for PD-L1.

WHO/Eastern Cooperative Oncology Group (ECOG) performance status of 0 or 1
at enrollment

At least 1 lesion, not previously irradiated, that can be accurately measured at
baseline as >10 mm in the longest diameter (except lymph nodes which must have a
short axis >15 mm) with CT or MRI and that is suitable for accurate repeated
measurements as per RECIST 1.1 guidelines. Lesions in a previously irradiated
field can be used as measurable disease provided that there has been demonstrated
progression in the lesion.

Patients must have no prior exposure to immune-mediated therapy, including
anti-CTLA-4, anti-PD-1, anti-PD-L1, or anti-PD-L2 antibodies, excluding
therapeutic anticancer vaccines. Exposure to other investigational agents may be
permitted after discussion with the Sponsor.

Adequate organ and marrow function independent of transfusion for at least 7 days
prior to screening and independent of growth factor support for at least 14 days
prior to screening, defined below. Patients requiring routine transfusions should be
discussed with the Sponsor.

— Hemoglobin >9 g/dL
—  Absolute neutrophil count >1500/mm’

—  Platelet count >100000/mm?
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—  Serum bilirubin <1.5 % the ULN. This will not apply to patients with
confirmed Gilbert’s syndrome (persistent or recurrent hyperbilirubinemia
[predominantly unconjugated bilirubin] in the absence of evidence of
hemolysis or hepatic pathology), who will be allowed in consultation with their
physician.

— ALT and AST <2.5 x ULN; for patients with hepatic metastases, ALT and
AST <5 x ULN

—  Calculated creatinine clearance >40 mL/min as determined by Cockcroft-Gault
(using actual body weight)

11. Evidence of post-menopausal status or negative urinary or serum pregnancy test for
female pre-menopausal patients. Women will be considered post-menopausal if
they have been amenorrheic for 12 months without an alternative medical cause.
The following age-specific requirements apply:

—  Women >50 years of age would be considered post-menopausal if they have
been amenorrheic for 12 months or more following cessation of exogenous
hormonal treatments or if they have luteinizing hormone and follicle-
stimulating hormone levels in the post-menopausal range for the institution.

—  Women <50 years of age would be considered post-menopausal if they have
been amenorrheic for 12 months or more following cessation of all exogenous
hormonal treatments and have luteinizing hormone and follicle-stimulating
hormone levels in the post-menopausal range for the institution, had
radiation-induced oophorectomy with last menses >1 year ago, or had
chemotherapy-induced menopause with >1 year interval since last menses, or
underwent surgical sterilization (bilateral oophorectomy or hysterectomy).

Inclusion criteria for treatment in the setting of progressive disease

For all patients who are treated through progression (including patients with confirmed PD
who continue their assigned IMT [MEDI4736 or MEDI4736 + tremelimumab] at the
Investigator’s discretion and patients receiving IMT who achieve disease control [ie, CR, PR,
or SD] and restart treatment upon evidence of PD during follow-up), the Investigator should
ensure that patients still meet all of the inclusion criteria and none of the exclusion criteria for
this study and that these patients meet the following specific criteria for treatment in the
setting of PD:

1. Written informed consent to continue treatment or retreatment in the setting of PD.
This consent document will specify that treatment beyond initial evidence of PD is
not the standard-of-care and that alternative treatment options, either locally
licensed treatments or other clinical trials, are available for this patient population.
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2. Absence of clinical symptoms or signs indicating clinically significant disease
progression

3. No decline in WHO/ECOG performance status to >1

4. Absence of rapid disease progression or threat to vital organs or critical anatomical

sites (eg, central nervous system metastasis, respiratory failure due to tumor
compression, or spinal cord compression) requiring urgent alternative medical
intervention

In order to restart their assigned IMT treatment upon evidence of PD during follow-up, the
patient also must not have received an intervening cancer therapy after IMT treatment
discontinuation. Patients who discontinue treatment in 1 treatment group may not switch to
treatment in a different group.

IP should be discontinued if there is confirmed PD while receiving IMT following a previous
response (CR or PR) to IP in the target lesions (ie, the response and progression events both
occurred while receiving active IP during the same treatment period in the target lesions).

Additional details pertaining to retreatment are presented in Section 7.2.

Inclusion criteria for genetics research study (optional)
For inclusion in the optional (DNA) genetics research study, patients must fulfill the following
criteria:

1. Provide informed consent for genetic sampling and analyses.

2. If a patient declines to participate in genetics research, there will be no penalty or
loss of benefit to the patient. A patient who declines genetics research participation
will not be excluded from any other aspect of the main study.

3.2 Exclusion criteria

Patients should not enter the study if any of the following exclusion criteria are fulfilled:

1. Histologically or cytologically confirmed squamous cell carcinoma of any other
primary anatomic location in the head and neck not specified in the inclusion
criteria, patients with SCCHN of unknown primary, and non-squamous histologies
(eg, nasopharynx or salivary gland)

2. Received more than 1 palliative systemic regimen for recurrent or metastatic
disease
3. Any concurrent chemotherapy, IP, biologic, or hormonal therapy for cancer

treatment. Concurrent use of hormonal therapy for non-cancer-related conditions
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(eg, hormone replacement therapy) is acceptable. Note: Local treatment of isolated
lesions for palliative intent is acceptable (eg, local surgery or radiotherapy).

Receipt of any investigational anticancer therapy within 28 days or 5 half-lives,
whichever is longer, prior to the first dose of study treatment. Receipt of last dose
of an approved (marketed) anticancer therapy (chemotherapy, targeted therapy,
biologic therapy, mAbs, etc.) within 21 days prior to the first dose of study
treatment. If sufficient washout time has not occurred due to the schedule or PK
properties of an agent, a longer washout period will be required, as agreed upon by
AstraZeneca and the Investigator.

Major surgical procedure (as defined by the Investigator) within 28 days prior to the
first dose of IP. Note: Local surgery of isolated lesions for palliative intent is
acceptable.

Any unresolved toxicity NCI CTCAE Grade >2 from previous anticancer therapy
with the exception of alopecia, vitiligo, lymphopenia, and the laboratory values
defined in the inclusion criterion

—  Patients with Grade >2 neuropathy will be evaluated on a case-by-case basis
and may be included after consultation with the Study Physician.

— Patients with a toxicity not reasonably expected to be exacerbated by treatment
with their assigned IP (eg, hearing loss) may be included after consultation
with the Study Physician.

Current or prior use of immunosuppressive medication within 14 days before the
first dose of their assigned IP. The following are exceptions to this criterion:

— Intranasal, inhaled, topical steroids, or local steroid injections
(eg, intra-articular injection)

—  Systemic corticosteroids at physiologic doses not to exceed 10 mg/day of
prednisone or its equivalent

—  Steroids as pre-medication for hypersensitivity reactions (eg, CT scan
pre-medication)

History of allogeneic organ transplantation

Active or prior documented autoimmune or inflammatory disorders (including
inflammatory bowel disease, diverticulitis with the exception of a prior episode that
has resolved or diverticulosis, celiac disease, or other serious GI chronic conditions
associated with diarrhea; systemic lupus erythematosus; Wegener syndrome
[granulomatosis with polyangiitis]; myasthenia gravis; Graves’ disease; rheumatoid
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10.

11.

12.

13.

14.

15.

16.

17.

arthritis; hypophysitis; uveitis, etc.) within the past 3 years prior to the start of
treatment. The following are exceptions to this criterion:

— Patients with vitiligo or alopecia

— Patients with hypothyroidism (eg, following Hashimoto syndrome) stable on
hormone replacement or any skin condition not requiring systemic treatment

Uncontrolled intercurrent illness, including, but not limited to ongoing or active
infection, symptomatic congestive heart failure, uncontrolled hypertension, unstable
angina pectoris, cardiac arrhythmia, interstitial lung disease, or psychiatric illness or
social situations that would limit compliance with study requirements, substantially
increase the risk of incurring AEs from IP, or compromise the ability of the patient
to give written informed consent

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 study drug and of low potential risk for
recurrence

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

— Adequately treated carcinoma in situ without evidence of disease eg, cervical
cancer in situ

Patients with a history of brain metastases, spinal cord compression, or
leptomeningeal carcinomatosis, or involvement of any other anatomic area that, in
the opinion of the Investigator, may cause significant symptoms if an inflammatory
reaction occurs.

Mean QT interval corrected for heart rate (QTc) >470 ms calculated from
3 electrocardiograms (ECGs) using Fridericia’s Correction

History of active primary immunodeficiency
Active tuberculosis

Active infection including hepatitis B, hepatitis C, or human immunodeficiency
virus (HIV)

Receipt of live, attenuated vaccine within 30 days prior to the first dose of IP.

Note: Patients, if enrolled, should not receive live vaccine during the study and up
to 30 days after the last dose of IP.
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18.

19.

22.

Female patients who are pregnant or breast-feeding or male or female patients of
reproductive potential who are not willing to employ effective birth control from
screening to 90 days after the last dose of IP for those randomized to the
monotherapy MEDI4736 arm and 180 days after the last dose of IP for those
randomized to the MEDI4736 + tremelimumab arm

Known allergy or hypersensitivity to IP or any IP excipient

Any condition that, in the opinion of the Investigator, would interfere with
evaluation of the IP or interpretation of patient safety or study results

For patients randomized to the SoC arm, any contraindication to a specific standard
of care agent as specified by the accompanying package insert or Summary of
Product Characteristics will require patients to receive an alternative SoC agent
specified in the protocol.

Prior randomization or treatment in a previous MEDI4736 and/or tremelimumab
clinical study, regardless of treatment arm assignment

Procedures for withdrawal of incorrectly enrolled patients are presented in Section 3.4.

3.3

Patient enrolment and randomization

Investigators should keep a record (ie, the patient screening log) of patients who entered
screening (including assessment of PD-L1).

At Screening (Days -28 to -1), the Investigators or suitably trained delegate will:

1.

N

Obtain signed informed consent before any study-specific procedures are
performed. Procedures required for screening that were performed prior to signing
informed consent can be used for screening if the patient consents. All screening
procedures (with the exception of tumor biopsy [if required] and PD-L1 testing)
must be performed within 28 days prior to randomization. For patients with a single
target lesion that is subsequently used for a screening PD-L1 biopsy, allow
approximately 2 weeks before imaging scans are obtained for baseline disease
assessment.

Obtain signed informed consent for genetic research study (optional).
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3.

5.

Assign the potential patient a unique 7-digit enrollment number, beginning with
‘E#’. This is obtained through the Interactive Voice Response System
(IVRS)/Interactive Web Response System (IWRS) (ECCNNXXX: CC being the
country code, NN being the center number, and XXX being the patient enrollment
code at the center). Enrollment numbers will start at 600 in each center and go up
sequentially (eg, at Center 01, patients will be assigned enrollment numbers
E0101600, E0101601, etc). This number is the patient’s unique identifier and is
used to identify the patient on the electronic case report forms (eCRFs).

For any patient who does not have obvious exclusion parameters, obtain tumor
sample and send for PD-L1 expression and HPV status (if needed, for patients with
oropharyngeal cancer only) evaluation. The PD-L1 result must be available prior to
randomization. All other screening activities must be completed within the 28-day
screening window prior to randomization.

Determine patient eligibility (see Sections 3.1 And 3.2).

At randomization, once the patient is confirmed to be eligible, the Investigator or suitably
trained delegate will:

5.

Define the SoC treatment (based on the most appropriate option for the patient) that
the patient would receive if randomized to the SoC group (this group will be
defined prior to randomization of the patient).

Call the IVRS/IWRS to assign the eligible patient a unique patient identification
number. Patient identification numbers will start at 600 and will be assigned strictly
sequentially by IVRS/IWRS as patients are eligible for entry into the study. The
system will randomize the eligible patient to 1 of the 3 treatment groups.

If the patient is ineligible and not randomized, the IVRS/IWRS should be contacted to
terminate the patient in the system.

Patients will begin treatment on Day 0, which should be within 72 hours of randomization.
Patients must not be treated unless all eligibility criteria have been met.

If a patient withdraws from participation in the study, then his or her
enrollment/randomization code or patient identification number cannot be reused.
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34 Procedures for handling incorrectly enrolled or randomized
patients

Patients who fail to meet the eligibility criteria should not, under any circumstances, be
randomized or receive study medication. There can be no exceptions to this rule. Patients
who are enrolled but found to not meet all the eligibility criteria must not be randomized, and
must not be initiated on treatment and must be withdrawn from the study as a screen failure.

When a patient does not meet all the eligibility criteria but is randomized in error or
incorrectly started on treatment, the Investigator should inform the Study Physician
immediately, and the Study Physician and the Investigator should discuss whether to continue
or discontinue the patient from treatment. The Study Physician must ensure that all decisions
are appropriately documented.

3.5 Methods for assigning treatment groups

The actual treatment given to patients will be determined by the randomization scheme in the
IVRS/IWRS. The randomization scheme will be produced by a computer software program
that incorporates a standard procedure for generating randomization numbers.

One randomization list will be produced for each of the randomization strata. A blocked
randomization will be generated, and all centers will use the same list in order to minimize
any imbalance in the number of patients assigned to each treatment group.

Patients will be identified to the Centralized Randomization Center per country regulations.
Randomization codes will be assigned strictly sequentially, within each stratum, as patients
become eligible for randomization. The IVRS/IWRS Centralized Randomization Center will
inform the pharmacist of the kit identification number to be allocated to the patient at the
randomization visit.

3.6 Methods for ensuring blinding
Not applicable; this study is not blinded.

3.7 Methods for unblinding
Not applicable; this study is not blinded.

3.8 Restrictions

The following restrictions apply while the patient is receiving study treatment and for the
specified times before and after:

1. Females of childbearing potential who are sexually active with a non-sterilized male
partner must use at least 1 highly effective method of contraception (Table 1) from
the time of screening and must agree to continue using such precautions for 90 days
after the last dose of IP for those randomized to the monotherapy MEDI4736 arm
and 180 days after the last dose of IP for those randomized to the MEDI4736 +
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tremelimumab arm); cessation of birth control after this point should be discussed
with a responsible physician. Periodic abstinence, the rhythm method, and the
withdrawal method are not acceptable methods of birth control. Male partners of a
female patient must use a male condom plus spermicide throughout this period.
Female patients should refrain from breastfeeding throughout this period.

—  Females of childbearing potential are defined as those who are not surgically
sterile (ie, those who had bilateral tubal ligation, bilateral oophorectomy, or
complete hysterectomy) or those who are post-menopausal (defined as
amenorrheic for 12 months without an alternative medical cause).

—  Highly effective methods of contraception are described in Table 1. A highly
effective method of contraception is defined as one that results in a low failure
rate (ie, less than 1% per year) when used consistently and correctly. Note that
some contraception methods are not considered highly effective (eg, male or
female condom with or without spermicide; female cap, diaphragm, or sponge
with or without spermicide; non-copper containing intrauterine device;
progestogen-only oral hormonal contraceptive pills where inhibition of
ovulation is not the primary mode of action [excluding Cerazette (desogestrel)
which is considered highly effective]; and triphasic combined oral
contraceptive pills).

2. Non-sterilized males who are sexually active with a female partner of childbearing
potential must use a male condom plus spermicide from screening through 90 days
after receipt of the final dose of IP for those randomized to the MEDI4736 arm or
180 days for those randomized to the MEDI4736 + tremelimumab arm. Male
patients should refrain from sperm donation throughout this period. Female
partners of a male patient must use a highly effective method of contraception

throughout this period.

3. SoC therapy: Follow the local prescribing information relating to contraception,
the time limits for such precautions, and any additional restrictions for agents in the
SoC group.

4. All patients: Patients should not donate blood while participating in this study and

for 3 months following the last dose of study treatment.

Restrictions relating to concomitant medications are described in Section 7.7.

66 (223)



Clinical Study Protocol

Drug Substance MEDI4736 and tremelimumab
Study Code D4193C00002

Version 07

Date 12 December 18

Table 1 Highly effective methods of contraception (<1% failure rate)
Barrier/Intrauterine methods Hormonal Methods

Copper T intrauterine device Etonogestrel implants: eg, Implanon® or Norplant®
Levonorgesterel-releasing intrauterine Intravaginal device: eg, ethinylestradiol and

system (eg, Mirena®)* etonogestrel

Medroxyprogesterone injection: eg, Depo-Provera
Normal and low-dose combined oral contraceptive
pill

Norelgestromin/ethinylestradiol transdermal system
Cerazette (desogestrel)

This is also considered to be a hormonal method

3.9 Discontinuation of investigational product

An individual patient will not receive any further IP (MEDI4736, MEDI4736 + tremelimumab
combination, or SoC) if any of the following occur in the patient in question:

. Withdrawal of consent from further treatment with IP. The patient is, at any time,
free to discontinue treatment, without prejudice to further treatment. A patient who
discontinues treatment is normally expected to continue to participate in the study
unless they specifically withdraw their consent to further participation in any study
procedures and assessments (see Section 3.10).

. An AE that, in the opinion of the Investigator or the Sponsor, contraindicates
further dosing

. Any AE that meets criteria for discontinuation as defined in Section 6.7

. Pregnancy or intent to become pregnant

. Non-compliance with the study protocol that, in the opinion of the Investigator or

Sponsor, warrants withdrawal from study treatment (eg, refusal to adhere to
scheduled visits)

. Initiation of alternative anticancer therapy including another investigational agent

. Confirmed PD or clinical disease progression, and Investigator determination that
the patient is no longer benefiting from treatment with IP
3.9.1 Procedures for discontinuation of a patient from investigational product

At any time, patients are free to discontinue IP without prejudice to further treatment.
A patient who decides to discontinue IP will always be asked about the reason(s) for
discontinuation and the presence of any AE. If possible, they will be seen and assessed by an
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Investigator. AEs will be followed up (see Section 6). All study drugs should be returned by
the patient. The Study Physician should be notified of any ongoing AE that may delay
treatment or necessitate permanent discontinuation of treatment.

Patients who are permanently discontinued from further receipt of IP, regardless of the reason,
will be identified as having permanently discontinued treatment. Patients who are
permanently discontinued because of toxicity or withdrawal of consent from treatment, and in
the absence of PD, will be asked to come in for every protocol-specified visit and will follow
all protocol procedures with the exception of dosing (see Table 4). Patients permanently
discontinued due to objective disease progression according to RECIST 1.1will enter into
follow-up (see Table 5). All patients will be followed for survival until the end of the study.
Patients who decline to return to the site for evaluations should be contacted by telephone
every 2 months as an alternative.

3.10 Criteria for withdrawal of the patient from the study
3.10.1  Screen failures

Screen failures are patients who do not fulfill the eligibility criteria for the study, and therefore
must not be randomized. These patients should have the reason for study withdrawal recorded
as “Incorrect Enrollment” (ie, patient does not meet the required inclusion/exclusion criteria).
This reason for study withdrawal is only valid for screen failures (ie, not randomized patients).
Patients can be rescreened a single time, but they cannot be re-randomized.

3.10.2 Withdrawal of the informed consent

Patients are free to withdraw from the study at any time (IP and assessments) without
prejudice to further treatment.

Patients who withdraw consent for further participation in the study drug administration will
not receive any further IP, but will continue with post-withdrawal study assessments and
follow-up for survival until patient death, withdrawal of consent for ongoing follow-up, or end
of the study, whichever comes first. If the patient has expressly withdrawn their consent for
study assessments or survival follow-up, this should be clearly noted in the source
documentation. Note that the patient may be offered additional tests or tapering of treatment
to discontinue the IP safely.

A patient who withdraws consent will always be asked about the reason(s) for withdrawal and
the presence of any AE. The Investigator will follow up AEs outside of the clinical study.
The patient will return electronic PRO devices, if applicable.

If a patient withdraws from participation in the study then his or her enrollment or patient
identification number cannot be reused. Withdrawn patients will not be replaced.

3.10.2.1 Survival status for withdrawn consent and lost to follow-up patients

Patients will be considered lost to follow-up only if no contact has been established by the
time the study is completed (see Section 9.3), such that there is insufficient information to
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determine the patient’s status at that time. Patients who refuse to continue participation in the
study, including telephone contact, should be documented as “withdrawal of consent” rather
than “lost to follow-up.” Investigators should document attempts to re-establish contact with
missing patients throughout the study period. If contact with a missing patient is
re-established, the patient should not be considered lost to follow-up and evaluations should
resume according to the protocol.

In order to support key endpoints of PFS and OS analyses, the survival status of all patients in
the full analysis (FAS) and the safety analysis sets (SAS) should be re-checked, this includes
those patients who withdrew consent or are classified as “lost to follow-up.”

. Lost to follow-up — site personnel should check hospital records, the patient’s
current physician, and a publicly available death registry (if available) to obtain a
current survival status. (The applicable case report form [CRF] modules will be
updated.)

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

3.11 Discontinuation of the study

The study may be stopped if, in the judgment of the Sponsor, study patients are placed at
undue risk because of clinically significant findings that meet any of the following criteria:

° Meet individual stopping criteria or are otherwise considered significant
. Are assessed as causally related to study drug
° Are not considered to be consistent with continuation of the study

In addition, the study may be stopped based on the findings of the interim safety analysis or
for superiority based on interim OS analysis conducted by the Independent Data Monitoring
Committee (IDMC; see Section 6.8).

Regardless of the reason for termination, all data available for the patients at the time of
discontinuation of follow-up must be recorded in the eCRFs. All reasons for discontinuation
of treatment must be documented.

In terminating the study, the Sponsor will ensure that adequate consideration is given to the
protection of the patients’ interests. If this study is discontinued, all other studies involving
MEDI4736 or tremelimumab will remain open to enrollment and screening, if deemed
appropriate by the Sponsor.
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4. STUDY PLAN AND TIMING OF PROCEDURES

The procedures for the Screening and Treatment periods in this study are presented for the
MEDI4736 monotherapy and MEDI4736 + tremelimumab combination therapy groups in
Table 2 and for the SoC therapy group in Table 3. The procedures for the follow-up period
are presented in Table 4 and Table 5.

Imaging and procedures performed before signing the ICF may be used for screening purposes
if the patient consents. All screening procedures (with the exception of tumor biopsy [if
required] and PD-L1 testing) must be performed within 28 days prior to randomization.
Dosing must occur within 72 hours of randomization. Screening procedures required for
Cycle 1, Day 0 need not be repeated if they were performed within 3 days of Cycle 1, Day 0.

For re-treatment patients, the following assessments do not need to be completed: HPV,

]
I (°D-L ! (csting at time of retreatment

is optional).

All visits should be conducted based on the schedules provided in Table 2 through Table 5,
below, unless otherwise indicated.

e For patients on the immunotherapy arms, if dosing must be delayed due to a
treatment-related toxicity, the Toxicity Management Guidelines should be followed
(Table 9). If dosing must be delayed for reasons other than treatment-related toxicity,
dosing should occur as soon as clinically feasible.

e For patients on the standard of care arm, dosing may be delayed due to
treatment-related toxicity and subsequently resumed per the local standard clinical
practice. If dosing must be delayed for reasons other than treatment-related toxicity,
dosing should occur as soon as clinically feasible.

Tumor efficacy (RECIST) assessments dates are not affected by dose delays and remain as
originally scheduled, as they are based on the date of randomization (not the date of
treatment). All other scheduled assessments must be performed relative to the day of dosing
(even if dosing is delayed); all laboratory procedures required for dosing should be performed
within 3 days prior to dosing.
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