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AstraZeneca £

PROTOCOL SYNOPSIS

A Multicentre, Randomised, Double-Blind, Placebo-controlled Phase IIb
Study to Compare the Efficacy and Safety of Two Dosing Regimens of
Intravenous Infusions of CytoFab™ (AZD9773) in Adult Patients With
Severe Sepsis and/or Septic Shock

Details of all sites, investigators and related study personnel will be documented in the study
central files.

PAREXEL is responsible for all aspects of study management, monitoring, medical
monitoring, data management, statistical analysis and report writing under supervision of
AstraZeneca as documented in the relevant agreements between PAREXEL and AstraZeneca.

International Co-ordinating Investigator

The signatory co-ordinating investigator for the Clinical Study Report will be designated by
AstraZeneca.

Study period Phase of development

Estimated date of first patient Phase IIb

enrolled

Estimated date of last patient
completed
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Objectives

The primary objective is to evaluate the effect of two different doses of AZD9773
(CytoFab™) versus placebo on ventilator-free days (VFDs) over 28 days in patients with
severe sepsis and/or septic shock, who are receiving appropriate standard of care.

The secondary objectives are to evaluate the effect of two different doses of AZD9773 versus
placebo in patients with severe sepsis and/or septic shock on the following:

1. 7-day and 28-day mortality.

2. Safety and tolerability.

3. Morbidity (VFDs at Day 15 [over 14 days]), organ function, shock, intensive care
unit (ICU) — length of stay, ICU-free days, hospitalisation.

4. Mortality at Day 90.

5. Health-related Quality of Life (HRQoL) of sepsis survivors at Day 29 and Day 90.

6. The biological effect on plasma tumour necrosis factor alfa (TNFa) levels and

relevant cytokines and chemokines.

7. To explore the predictive characteristics of selected biomarkers on outcome
parameters.
8. To determine the population pharmacokinetics (PK) of AZD9773 via sparse

sampling and to assess the relationship between PK and measures of
pharmacodynamic (PD) response, efficacy and adverse events (AEs) in patients
with severe sepsis and/or septic shock.

Study design

This is a randomised, double-blind, placebo-controlled, international multicentre Phase IIb
study evaluating the efficacy and safety of multiple intravenous (iv) infusions of AZD9773 in
patients with acute severe sepsis and/or septic shock (within 24 hours of an organ failure).

The study will randomise approximately 300 patients (100 patients per treatment arm).

Blood samples for genetic and/or biomarker research will be collected in those patients who
provide written informed consent for this purpose.

Target patient population

The target population for the study comprises adult patients with severe sepsis and/or septic
shock (within 24 hours of an organ failure) who have objective clinical evidence of infection.
They must meet the criteria for systemic inflammatory response syndrome (SIRS), and have
cardiovascular and/or respiratory failure (see Table 2).
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Investigational product, dosage and mode of administration and duration of treatment

AZD9773: lyophilised powder for solution for iv infusion containing a specified number of
units of AZD9773. AZD9773 is reconstituted with saline and diluted in saline solution to the
required volume for administration.

AZD9773 is al

AZD9773 is

Study drug (blinded using an opaque sleeve, fastened with tamper-evident tape over the iv bag
prior to dispensing) is administered by iv infusion as:

AZDI773 250/50 units/kg (Dose arm 1):

Single iv loading infusion of 250 units AZD9773 per kg body weight (maximum 25000 units)
diluted to a volume of 250 mL over 30 minutes followed by 50 units AZD9773 per kg body
weight (as measured as close as possible to the first dose but within 24 hours before the first
dose) diluted to a volume of 100 mL over 30 minutes once every 12+2 hours for up to a
maximum of 9 iv maintenance doses (maximum 5000 units each).

AZDI773 500/100 units/kg (Dose arm 2):

Single iv loading infusion of 500 units AZD9773 per kg body weight (maximum 50000 units)
diluted to a volume of 250 mL over 30 minutes followed by 100 units AZD9773 per kg body
weight (as measured as close as possible to the first dose but within 24 hours before the first
dose) diluted to a volume of 100 mL over 30 minutes once every 12+2 hours for up to a
maximum of 9 iv maintenance doses (maximum 10000 units each).

Placebo:

Placebo will be saline solution (0.9% sodium chloride) administered as iv infusions in an
equivalent volume to the active treatment (volume of 250 mL for the loading dose and
100 mL for maintenance doses) with the same regimen and at the same times as noted for
Dose arms 1 and 2.

Duration of treatment

Up to a maximum of 10 doses (a loading dose followed by up to a maximum of 9 maintenance
doses) of blinded study drug will be administered, one dose every 12+2 hours.

For details on monitoring requirements during dosing, dosing interval adjustments, and
procedures in case of missed doses, see Section 4.1.
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Safety Review and Independent Data Monitoring Committee

An Independent Data Monitoring Committee (IDMC) will be convened and will meet once
100 patients have reached Day 29 to review safety assessments and make recommendations to
continue or stop the study based on safety findings. Serious Adverse Events (SAEs), AEs and
mortality rates will be reviewed and individual and aggregated safety data will be evaluated
by the IDMC. Full details of the IDMC procedures and processes can be found in the IDMC

Charter.
Efficacy
. Primary outcome variable:
VFDs over 28 days.
. Secondary outcome variables:
7-day mortality.
28-day mortality.
Time to death.
Mortality at Day 90.
VFDs at Day 15 (over 14 days).
Shock-free days at Day 15 (over 14 days).
Organ failure-free days at Day 15 (over 14 days).
Hospitalisation.
ICU - length of stay at Day 29.
ICU-free days at Day 15 (over 14 days) and at Day 29.
Short Form - 36 Health Survey, version 2 Acute (SF-36v2 Acute) - Domain
score summaries (Physical Health and Mental Health) plus individual scales
Physical Functioning and Bodily Pain measured at Day 29 and Day 90.
Pharmacokinetic

Sampling will be done for PK assessments in this study. Full details of the
population PK and PK-PD analysis will be given in the Pharmacokinetic Analysis
Plan. Results will be reported in a separate report.
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Pharmacodynamic
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Cytokines: serum TNFa, interleukin (IL)-6, and IL-8, multiplex assay for
exploratory chemokines, neutralising antibody assay.

General assessment of sepsis, organ function and sepsis care

Modified Sequential Organ Failure Assessment (SOFA) score.
Glasgow Coma Score.
Volume of iv fluids in the 24 hours prior to randomisation.

Assessment of renal function and injury by plasma renal panel for exploratory
analysis.

Procalcitonin.

Lactate.

Infection assessment at study entry and any subsequent infection during the study.
(The site of infection at screening should be noted. All patients must have a blood

culture prior to randomisation. The blood culture result does NOT have to be
known prior to randomisation.)

Time to study drug administration (relative to qualifying organ failure).
Time of initial antibiotic dose relative to the qualifying organ failure.

Time of initial antibiotic dose from point of care for infection causing the septic
episode.

AEs, SAEs, deaths.

Laboratory safety assessments: haematology, clinical chemistry, coagulation
parameters, and safety monitoring (troponin I, protein C activity, human anti-sheep
antibody [HASA] IgG, total HASA bridging assay and IgE); urinalysis.

Vitals signs and oximetry.

12-lead electrocardiogram (ECG).
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Timing of analysis

All study data will be analysed after the 28-day follow up is complete for all patients. A
further analysis will be performed using the Day 90 assessment to understand longer-term
patient outcomes (survival and HRQoL).

Statistical methods

The sample size has been based on the primary outcome variable of VFDs over 28 days. The
Phase IIb study in 81 patients with D-CytoFab has been used as an estimate of the between
patient standard deviation (SD) (11.380). Assuming this SD holds for the current study, then
100 patients per group will provide 90% power to detect an underlying true difference in
means between a dose of AZD9773 and placebo of 4.2 VFDs using a 10% one-sided
significance level. Given this is an exploratory Phase IIb study, a 10% one-sided significance
level is considered appropriate as this implies a 1 in 10 chance of a false positive finding
which is consistent with the aim in Phase II of identifying a promising therapy.

The following efficacy endpoints will be subjected to formal statistical analysis: VFDs over
28 days and at Day 15 (over 14 days), 7-day mortality, 28-day mortality, mortality at Day 90,
organ failure-free days at Day 15 (over 14 days), shock-free days at Day 15 (over 14 days)
and ICU-free days at Day 15 (over 14 days). All other data will only be summarised.

All efficacy data will be summarised and analysed using the per protocol (PP) population
(including only patients without important detected protocol deviations affecting the efficacy
endpoints; data will be considered according to the actual treatment first received).
Additionally, an intention-to-treat (ITT) analysis of the endpoints listed above for formal
analysis will also be undertaken using the ITT population (all randomised patients will be
included and data will be considered according to the randomised treatment).

For each of the endpoints subject to statistical analysis the following statistical comparisons
will be performed: AZD9773 dose arm 1 versus placebo, AZD9773 dose arm 2 versus
placebo, and combined AZD9773 dose arms 1 and 2 versus placebo. Although there are three
primary comparisons, this is an exploratory Phase II study and consequently no adjustment for
multiple comparisons will be made. The nominal significance level used will be 10%
one-sided. However, it is important to note that the study has only been sized based on VFDs
over 28 days; this study is not powered to detect a statistically significant difference in 7-day
mortality, 28-day mortality or mortality at Day 90. In this case the confidence intervals (Cls)
will provide a guide to the possible range of the true treatment effect. This may also be the
case for the other secondary endpoints.

For the formal statistical analysis of all endpoints apart from mortality, an analysis of
covariance model will be fitted allowing for treatment group and the following baseline
covariates: Acute Physiology and Chronic Health Evaluation (APACHE) II score

(4 categories based on the quartiles of the baseline score), age (2 categories: <60, >60), region
(3 categories: Australia, North America [Canada & USA] and All Other) and an indicator
variable if the patient was on mechanical ventilation at baseline (2 categories: yes or no). The
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difference for each of the comparisons will be presented in terms of the difference in the Least
Square Means (LSMeans) and the associated two-sided 80% CI and one-sided p-value.
Additionally, a two-sided 95% CI and two-sided p-value will be presented.

In terms of these endpoints for the PP population, the effect of other baseline variables
(examples include baseline TNFa, Xigris use prior to study treatment and presence of shock at
baseline) on the treatment comparisons will also be explored via a series of analyses including
the covariates as specified above for each of the levels of these baseline variables separately.
The difference in the treatment LSMeans and the associated two-sided 80% Cls estimated for
each level of the covariates will be presented graphically on the same plot. Additionally, an
analysis of variance will also be performed for the PP and ITT populations (with no covariates
and only treatment as a factor).

The formal analysis of 7-day mortality, 28-day mortality and mortality at Day 90 will be
undertaken for each of the treatment comparisons separately using a
Cochran-Mantel-Haenszel test in which the test will be stratified on the basis of the same
covariates as for VFDs. The corresponding relative risk, the associated two-sided 80% Cls
and one-sided p-value will be calculated using the procedure PROC FREQ in SAS.
Additionally, a two-sided 95% CI and two-sided p-value will be presented. An unstratified
analysis will also be performed for the PP and ITT populations. Additionally, for the PP
population the impact of other baseline variables (examples include baseline TNFo, Xigris®
use prior to study treatment and presence of shock at baseline) on the treatment comparisons
will also be explored by undertaking a series of analyses for each of the levels of these
baseline variables separately. The relative risks for the treatment comparisons along with the
associated two-sided 80% CIs from these analyses will be presented graphically. A
Kaplan-Meier curve of time to death will also be produced and both a stratified (using the
same covariates as for the analysis of 28-day mortality) and unstratified log rank test will be
undertaken.

Demography data will be summarised using the PP and ITT populations while safety data will
be summarised using the safety population (all patients who start an infusion of study drug
will be included and summarised according to the actual treatment first received). Safety and
tolerability will be assessed in terms of AEs, SAEs, deaths, laboratory data, vital signs data
and ECG data. AEs will be coded according to the Medical Dictionary for Regulatory
Activities (MedDRA). Treatment-emergent AEs (events which were not present at baseline or
worsened in severity following the start of treatment) will be summarised.
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LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

The following abbreviations and special terms are used in this study protocol.

(L})J Abbreviation or Explanation
D special term
|
% AE Adverse Event (see definition in Section 7.3.1)
E APACHE Acute Physiology and Chronic Health Evaluation
C apTT Activated Partial Thromboplastin Time
% AZD9773 AZD9773 refers to the active constituent of CytoFab™, ie, thTNFa
<>E immune Fab (ovine) produced usin
N It does not
5 refer to any thTNFa immune Fab (ovine), but only that produced by the
8 manufacturing process outlined above.
5 AZD9773 Total Fabs Rh TNFa immune Fab and all other non-TNF-directed Fabs present in
ul CytoFab™
@ BP Blood Pressure
CL_ CCC Clinical Co-ordinating Centre
'_
5 CIl Confidence Interval
% CRO Contract Resea.l Organisation
@)
9 CSA Clinical Study Agreement
(2) CytoFab™ Medicinal product to be used in this study and planned for use in future
O studies and commercial supply. CytoFab™ is a sterile lyophilised powder
= for solution for intravenous infusion containing a specified number of units
o of AZD9773
—
; D-CytoFab Development-CytoFab. Material used in previously conducted Phase I and
LL
O
x DNA Deoxyribonucleic Acid
@]
O ECG Electrocardiogram
a)
E ELISA Enzyme-linked Immunosorbent Assay
@ EC Ethics Committee, synonymous to Institutional Review Board (IRB) and
2 Independent Ethics Committee (IEC)
& ECRF Electronic Case Report Form
0
E ERT eResearch Technology
Fab Fragment of immunoglobulin produced by papain treatment
FiO, Fraction of Inspired Oxygen
GCP Good Clinical Practice
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Abbreviation or
special term

Explanation

GMP
HASA
HCG
HIV
HR
HRQoL
IB
ICH
ICU
IDMC
Ig

IL

International
Co-ordinating
investigator

IP

ITT

U

v

IVRS
LIMS
LOCF
LSMeans
MedDRA

Neutralising antibody
(NAB) assay

OAE

PaCO,
PaO,
PD
PGx

Good Manufacturing Practice

Human Anti-Sheep Antibody

Human Chorionic Gonadotropin

Human immunodeficiency virus

Heart Rate

Health-related Quality of Life
Investigator Brochure

International Conference on Harmonisation
Intensive Care Unit

Independent Data Monitoring Committee
Immunoglobulin

Interleukin

If a study is conducted in several countries the International Co-ordinating
Investigator is the Investigator co-ordinating the investigators and/or
activities internationally.

Investigational Product

Intention-to-treat

International Unit

Intravenous(ly)

Interactive Voice Response System
Laboratory Information Management System
Last Observation Carried Forward

Least Square Means

Medical Dictionary for Regulatory Activities

Determination of NABs to TNFa in the presence of diluted human serum
from patients previously dosed with AZD9773, by reference to a standard
curve of AZD9773

Other Significant Adverse Event (ie, adverse events of particular clinical
importance, other than SAEs and those AEs leading to discontinuation of
the patient from study treatment; see definition in Section 12.1.1

Partial Pressure of Arterial Carbon Dioxide
Partial Pressure of Arterial Oxygen
Pharmacodynamic

Pharmacogenetics
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Abbreviation or Explanation

special term

PK Pharmacokinetic

PR Pulse Rate

PRO Patient Reported Outcome

PP Per Protocol

PT Prothrombin Time

QTcB QT with Bazett correction

QTcF QT with Fridericia correction

rh Recombinant Human

RR Respiratory Rate

SAE Serious Adverse Event (see definition in Section 7.3.2).
SAP Statistical Analysis Plan

SD Standard Deviation

SF-36v2 Acute Short Form 36 Health Survey, Version 2 Acute
SIRS Systemic Inflammatory Response Syndrome
SOC System Organ Class

SOFA Sequential Organ Failure Assessment

SpO, Oxygen Saturation by Pulse Oximetry
TEAE Treatment-Emergent Adverse Event

TNFa Tumour Necrosis Factor alfa

USA United States of America

VFD Ventilator-Free Day

WBC White Blood Cell

WBDC Web Based Data Capture

WD Withdrawal
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1. IMPORTANT MEDICAL PROCEDURES TO BE FOLLOWED
BY THE INVESTIGATOR
1.1 Medical emergencies and AstraZeneca contacts

The international co-ordinating investigator is responsible for ensuring that procedures and
expertise are available to handle medical emergencies during the study. A medical
emergency usually constitutes a serious adverse event (SAE) and is to be reported as
detailed in Section 7.3.4.

Procedures for managing infusion reactions are described in Appendix D.

In the case of a medical emergency the investigator may contact the Medical Monitor. If the
Medical Monitor is not available, contact the Study Delivery Team Physician at AstraZeneca
Research and Development.

Name Role in the study Address & telephone number
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Name Role in the study Address & telephone number

1.2 Overdose

The definition of overdose for study drug in this study is a dose equal to or exceeding

750 units/kg body weight. NOTE: There is no known antidote to AZD9773 and the Clinical
Co-ordinating Center (CCC) or the Medical Monitor should be contacted with any concerns.
In the event of an overdose, the following reporting requirements should be adhered to and
sent to PAREXEL:

o An overdose with associated SAEs should be recorded as the SAE
diagnosis/symptoms on the relevant adverse event (AE) forms in the electronic case
report form (eCRF) and on the Overdose eCRF module.

THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

o An overdose with associated non-serious AEs is recorded as the AE
diagnosis/symptoms on the relevant AE modules in the eCRF and on the Overdose
eCRF module.

o An overdose without associated symptoms should only be reported on the Overdose
eCRF module.
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Symptoms resulting from an overdose should be treated as the patient’s medical condition
indicates.

1.3 Pregnancy

The outcomes of any conception occurring from the date of the first dose until 90 days after
the last dose and must be followed-up and documented.

All outcomes of pregnancy must be reported to PAREXEL.

1.3.1 Maternal exposure

Patients with a positive pregnancy test (except for post-partum) will be discontinued from
study treatment (see Section 5.4.1).

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

Female patients must refrain from becoming pregnant during the study treatment period and
three months following the last dose, since the potential effects on the developing foetus are
unknown.

If any pregnancy occurs in the course of the study, then investigators or other site personnel
will inform appropriate AstraZeneca representatives immediately but no later than the end of
the next business day. The designated AstraZeneca representative, together with the
investigator, will ensure that all relevant information is provided to the appropriate
AstraZeneca Clinical Patient Safety data entry site within 30 calendar days.

The PREGREP module in the eCRF will be used to report the pregnancy and related
information, including expected delivery date and details of previous pregnancies.
Information relating to the pregnancy outcome will be reported on the “AstraZeneca
Pregnancy Outcome Report” via fax.

1.3.2 Paternal exposure

Male patients must refrain from fathering a child during the study and three months following
the last dose, since the potential for chromosomal aberrations in male gametes, and possible
teratogenic effects thereof, are unknown.

Pregnancy of the patient’s partner is not considered to be an AE. However, if possible, the
outcome of all pregnancies (spontaneous miscarriage, elective termination, normal birth or
congenital abnormality) will be followed-up and documented as per International Conference
on Harmonisation (ICH)/Good Clinical Practice (GCP) guidance (see Section 1.3.1 above).
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2. INTRODUCTION

2.1 Background
2.1.1 Sepsis

Sepsis is a life-threatening disorder that arises through the body’s response to infection. Itis a
complex clinical syndrome that may occur in any age group, and in response to a multitude of
microbial pathogens or inflammatory conditions, from multiple different anatomical sites
within the body. According to current understanding, the critical pathophysiological trigger is
a disturbance in the equilibrium between the pro-inflammatory and anti-inflammatory
responses to infection (Marshall 2003).

Severe sepsis and/or septic shock is an important cause of morbidity and mortality in
hospitalised patients despite the establishment of specialised critical care units, the availability
of broad-spectrum antimicrobial agents, and advancement in the management of inter-current
conditions that put patients at risk for the development of severe sepsis and/or septic shock.
Indeed, the incidence of severe sepsis and/or septic shock continues to increase, probably due
to the overall aging of the general population, the increasing use of invasive procedures and
aggressive cancer chemotherapies, and the increase in antibiotic resistance. Despite medical
progress, mortality rates remain unacceptably high, and consequently there is an urgent
medical need to develop an efficacious treatment in sepsis.

Current therapy for sepsis includes eradication of the infection (eg, using antibiotics and,
where appropriate, surgical intervention), resuscitation and restoration of tissue perfusion,
restoration of adequate oxygen delivery, and renal replacement therapy. Drotrecogin alfa
(activated) recombinant human (rh) activated protein C (Xigris®, Eli Lilly and Company) has
been approved in the USA and European Union (EU) for the treatment of adult patients with
severe sepsis and at a high risk of death.

The release of cytokines into the circulation is an essential part of the inflammatory cascade
that underlies sepsis. Experimental and clinical data have shown that the pro-inflammatory
cytokine tumour necrosis factor-a (TNFa) is a principal initiator of this cascade (Balk and
Bone 1989, Bone et al 1989). TNFa is the first cytokine to be released by macrophages in
response to infection (van der Poll and van Deventer 1999), and once in the circulation, it
causes systemic inflammation through stimulating the widespread release of “downstream”
cytokines such as interleukin (IL)-6 and IL-8 in uninfected tissues (Thijs and Hack 1995).
Given its important role as an early mediator in the inflammatory response, TNFa is an
appropriate target for the treatment of sepsis.

2.1.2 AZD9773 (CytoFab™)
AZD9773 (CytoFab™) is a
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AZD9773 is

Other anti-TNF approaches have been evaluated in sepsis. The potential advantages of
AZD9773 over previously tested agents designed to neutralise TNFa are:

o Unlike monoclonal antibodies, AZD9773 is a polyclonal product that can bind to
more than one domain of TNFa (Nelson et al 2000) to enhance TNF neutralisation.

. Being an antibody Fab fragment rather than an intact antibody, AZD9773 is small
and may penetrate into tissues (eg, in the lung) where TNFa can reside and mediate
an inflammatory response (Covell et al 1986, Schaumann et al 1986, Rice et al

2006)

. In contrast to intact antibodies against TNFa that are cleared over days to weeks,
AZD9773 is cleared more rapidly and has a shorter half-life (approximately
20 hours).

. Unlike TNF-soluble receptors, AZD9773 has a high affinity for TNFa.

Prior to the development of AZD9773, a related form of this drug product (D-CytoFab) has

been investigated in clinical studies. Phase I and II studies using D-CytoFab have indicated a

potential therapeutic benefit of treating patients with severe sepsis with polyclonal ovine Fab

fragments targeted against TNFa (see Section 2.1.4). Since the conduct of these studies with

D-CytoFab, significant manufacturing changes have been introduced in order to ensure quality

and to enable increased production for further study and commercialisation of the dru
roduct. The key modification has been

s not believed to present an increased safety
concern. This view is based upon long history of safe use of many antisera derived from
animals, eg, Crofab, and the nonclinical assessment of AZD9773 (see Section 2.1.3). Most
importantly, the safety and tolerability of AZD9773 has been evaluated in patients with severe
sepsis over a wide range of doses in a recent Ila study (D0620C00004).

THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

Further information on AZD9773 and D-CytoFab is provided in the current investigator
brochure (IB).
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2.1.3 Nonclinical studies

For information regarding the nonclinical studies conducted with AZD9773, refer to the
current IB.

2.14 Clinical studies

Data from Phase I and II clinical studies with D-CytoFab have demonstrated a potential
therapeutic benefit of treating patients with severe sepsis with polyclonal ovine Fab fragments
targeted against TNFa. A trend towards improved all-cause 28-day mortality was seen
compared to placebo (37% versus 26%) (Rice et al 2006). The number of serious and
non-serious AEs was comparable between placebo and D-CytoFab groups.

An ascending-dose single- and multiple-dose Phase Ila study, D0620C00004, has been
completed with AZD9773 in a similar population. At entry to the study, the median Acute
Physiology and Chronic Health Evaluation (APACHE) II score was 27. The highest dose
studied was a single loading infusion of 750 units AZD9773/kg followed by 9 maintenance
doses of 250 units AZD9773/kg. The overall findings were that the infusion rate and dose
were well tolerated without significant safety concerns. The administration of AZD9773
resulted in sustained reduction of serum levels of TNFa close to the limit of quantification of
the assay for the duration of the dosing period. The overall mortality rate in this study was
28% in single- and multiple-dose cohorts of AZD9773 (n=47) and 26% on the placebo arm
(n=23). The number of serious and non-serious AEs was comparable between AZD9773 and
placebo groups. During the course of the study, unblinded safety data were reviewed by an
Independent Data Monitoring Committee (IDMC) on 10 occasions. There were no
recommendations to modify or stop the study for safety reasons based on these multiple
unblinded reviews.

Further information regarding the Phase Ila clinical study (D0620C00004) conducted with
AZD9733 is provided in the current IB.

2.1.5 Pharmacogenetics

AstraZeneca intends to perform genetic research (pharmacogenetics [PGx]) in the AZD9773
clinical development programme to explore how genetic variations may affect the clinical
parameters associated with AZD9773. Collection of deoxyribonucleic acid (DNA) samples
from populations with well-described clinical characteristics may aid in the identification of
future drug targets and projects to validate identified targets.

Future research may suggest other genes or gene categories as candidates for influencing not
only response to AZD9773 but also susceptibility to sepsis for which AZD9773 may be
evaluated. Thus, this genetic research may involve study of additional un-named genes or
gene categories, but only as related to acute sepsis.

THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.
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2.2 Research hypothesis

The research hypothesis to be tested in this study is that TNF neutralisation by AZD9773
results in clinically meaningful benefit to severe sepsis and/or septic shock patients as
reflected in ventilator-free days (VFDs), mortality and organ dysfunction.

2.3 Rationale for conducting this study

There is a medical need for a safe and efficacious treatment of severe sepsis and/or septic
shock. Phase I and II studies with D-CytoFab have indicated a potential therapeutic benefit of
treating patients with severe sepsis with polyclonal ovine Fab fragments targeted against
TNFa. The safety profile of AZD9773 has been evaluated in a Phase Ila study
(D0620C00004) in patients with severe sepsis; AZD9773 was well tolerated in this study and
had an acceptable safety profile. Data from that Phase Ila (D0620C00004) study have been
used to determine the doses and infusion rates for use in this study.

This study is being conducted to assess the effect of AZD9773 in a larger population of severe
sepsis and/or septic shock patients. It is intended to further substantiate the biological and
clinical effects of AZD9773 across doses. A Phase IIb study of D-CytoFab in severe sepsis
patients showed significant improvement in VFDs and intensive care unit (ICU)-free days
along with a trend toward improved survival in the AZD9773 group. The current Phase IIb
study is designed to evaluate the effect of AZD9773 in a similar setting. Thus VFD over

28 days is the primary endpoint and mortality, shock-free days, Health-related Quality of Life
(HRQoL) and other organ failure assessments are important secondary endpoints. This
Phase IIb study may or may not be large enough to show definitive effects on these endpoints
(sepsis outcomes) but trends are expected. Effects across the doses will help to characterise
AZDI9773.

In a Phase IIb study conducted with D-CytoFab, a loading dose of 250 units/kg followed by
9 doses of 50 units/kg every 12 hours infused over 30 minutes was associated with a
significant, prompt and sustained suppression of plasma TNFa during treatment such that
TNFa was undetectable in plasma during the entire 5 days of active treatment (Rice et al
2006). This dosing regimen was found to significantly improve clinical outcomes for the
D-CytoFab-treated group with no adverse safety findings. The optimal duration of therapy
with an anti-TNFa agent is a balance between intervening to suppress TNFa bursts while not
inhibiting the host inflammatory response for too long. A treatment period of 5 days was
chosen for the Phase IIb study of D-CytoFab and for the recently completed Phase Ila study
(D0620C00004) conducted withAZD9773. In this Phase IIb study the maximum treatment
period will also be 5 days

In a recently completed Phase Ila study (D0620C00004) conducted with AZD9773, similar
effects on plasma TNFa were seen. This particular study was not powered to detect efficacy,
but did demonstrate that loading doses of up to 750 units/kg and maintenance doses of up to
250 units/kg every 12 hours were well tolerated in patients with severe sepsis.
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At the present time, there are no commercially available and approved prognostic assays for
sepsis mediators measured in the blood. Several biomarker assay systems are in development
(not by AstraZeneca) and may become available in the near future. One blood sample is being
drawn prior to dosing from patients who provide consent for their sample to be held for
analysis. It is unlikely that the result of this testing will be reported in time for the Clinical
Study Report.

AZD9773 neutralises released TNFa and through this effect can decrease the production of
other cytokines. This effect of AZD9773 will be assessed by measuring serum levels of
TNFa, IL-6, IL-8, and multiplex assay for exploratory chemokines. The analysis of the
multiplex assay for exploratory chemokines is not planned to be included in the Clinical Study
Report for this study. Procalcitonin will be explored as an infection and prognostic marker.

The purpose of the genetic research is to generate data for use in future retrospective analyses.
Future genotyping could be correlated with pharmacokinetic (PK) profiles or markers of
AZD9773 response and/or susceptibility to or prognosis of sepsis. The results of the genetic
research will not form part of the Clinical Study Report for this study. The results may be
pooled with genetic data from other studies on AZD9773 to generate hypotheses to be tested
in future studies.

2.4 Benefit/risk and ethical assessment

Data from Phase I and II clinical studies with D-CytoFab have demonstrated a potential
therapeutic benefit of treating patients with severe sepsis with polyclonal ovine Fab fragments
targeted against TNFa (see Section 2.1.2). The Phase IIb study in 81 patients also indicated a
benefit in increased mean VFDs for D-CytoFab versus placebo (15.0 versus 9.8 VFDs,
respectively), as well as a trend towards improved all-cause 28-day mortality compared to
placebo (37% versus 26%). The number of AEs and SAEs was comparable between placebo
and D-CytoFab groups. The overall mortality rate in the Phase Ila study (D0620C00004) was
28% in single- and multiple-dose cohorts of AZD9773 (n=47) and 26% on the placebo arm
(n=23). The mortality rate in the multiple-dose AZD9773 cohorts was 23%. The number of
serious and non-serious AEs was comparable between AZD9773 and placebo groups. Based
on data available to date, the TNF neutralising capabilities and the tolerability profile of
AZD9773 appear to be similar to D-CytoFab. Thus, AZD9773 has a potentially favourable
risk/benefit profile.

Treatment with AZD9773 initial infusion will be given within a monitored setting (ie, ICU or
Emergency Department, with a nurse to patient ratio of at least 1:2 and with physiological
monitoring [vital signs and cardiac]). These are closely monitored environments equipped to
deal with adverse reactions. Investigators will be capable of assessing and treating immediate
hypersensitivity reactions and medications required will be ready to use if required. The
safety and tolerability of the dose regimen and rate of infusion in this study have been
established from the Phase 2a study (D0620C00004). The doses selected for this study were
considered well tolerated in the Phase 2a study (D0620C00004) and produced detectable
suppression of circulating TNFa for the duration of dosing.
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For further details on the overall risk and benefits of AZD9773, see the current IB.

3. STUDY OBJECTIVES

3.1 Primary objective

The primary objective is to evaluate the effect of two different doses of AZD9773 versus
placebo on VFDs over 28 days in patients with severe sepsis and/or septic shock, who are
receiving appropriate standard of care.

3.2 Secondary objectives

The secondary objectives are to evaluate the effect of two different doses of AZD9773 versus
placebo in patients with severe sepsis and/or septic shock on the following:

1. 7-day and 28-day mortality.

2. Safety and tolerability.

3. Morbidity (VFDs at Day 15 [over 14 days]), organ function, shock, ICU — length of
stay, ICU-free days, hospitalisation.

4. Mortality at Day 90.

5. HRQoL of sepsis survivors at Day 29 and Day 90.

6. The biological effect on plasma tumour necrosis factor alfa (TNFa) levels and

relevant cytokines and chemokines.

7. To explore the predictive characteristics of selected biomarkers on outcome
parameters.
8. To determine the population PK of AZD9773 via sparse sampling and to assess the

relationship between PK and measures of pharmacodynamic (PD) response,
efficacy and adverse events (AEs) in patients with severe sepsis and/or septic shock.

33 Other objectives

Optional blood samples will be collected in this study for genetic (PGx) and future biomarker
research. No planned number of patients is required for this genetic and biomarker research.
The samples will be stored and may be analysed in future research. All patients meeting the
study eligibility criteria may participate in the genetic and/or biomarker research.
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4. STUDY PLAN AND PROCEDURES

4.1 Overall study design and flow chart

This Clinical Study Protocol has been subject to a peer review according to AstraZeneca
standard procedures.

This is a randomised, double-blind, placebo-controlled, international multicentre Phase IIb
study evaluating the efficacy and safety of multiple iv infusions of AZD9773 in patients with
acute severe sepsis and/or septic shock (within 24 hours of organ failure).

The target population for the study comprises adult patients with severe sepsis and/or septic
shock who have objective clinical evidence of infection, meet the criteria for systemic
inflammatory response syndrome (SIRS), and have cardiovascular and/or respiratory failure
according to the definitions in Section 5.1. Written informed consent for participation in the
study is required from the patient (or his/her legally authorised representative) before any
study-specific procedures are conducted.

Approximately 300 patients will be entered into the study (ie, allocated to study treatment)
from approximately 100 centres. The maximum duration that a patient is expected to remain
in the study including screening and the follow-up phone contact is approximately 91 days
(about 13 weeks). An IDMC will be convened and will meet once 100 patients have reached
Day 29 to review safety assessments and make recommendations to continue or stop the study
based on safety findings (see Section 13.6).

The study design is presented in Figure 1 and the study plan is presented in Table 1. Day 1 is
defined as time 0 hours (start of first infusion of study drug) to the end of that calendar day.
The study comprises the following three periods:

Screening period

During the screening period, patients will be entered into the study on the basis of inclusion
and exclusion criteria. Patients will have the option to provide a blood sample for biomarker
research within 3 hours prior to the first dose (preferably at the same time as the first pre-study
drug infusion cytokine blood sample) and a blood sample for genotyping. Patients (or their
legally authorised representative) who agree to take part in the genetic research will be asked
to sign a separate informed consent form to confirm their willingness to have this sample
taken. Patients (or their legally authorised representative) who agree to take part in the
biomarker research will be asked to sign either a separate informed consent form or note
consent in a specific section of the general informed consent form to confirm their willingness
to have this sample taken. The samples will be stored and may be analysed in future research.

THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

Eligible patients (ie, those who have met the study inclusion and exclusion criteria) will be
randomised in a 1:1:1 ratio to receive either AZD9773 250/50 units/kg or AZD9773

500/100 units/kg or placebo (saline). Dosing will be determined by body weight (taken at
screening as close as possible to the first dose but within 24 hours before the first dose) up to
100 kg. Patients with a body weight >100 kg will receive doses corresponding to 100 kg.
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Treatment period (Day 1 up to Day 5)

Day 1 begins at the start of the first dose (within 24 hours of qualifying organ failure) and
continues until the end of that calendar day.

AZD9773 250/50 units/kg (Dose arm 1):

Single iv loading infusion of 250 units AZD9773 per kg body weight (maximum 25000 units)
in a volume of 250 mL over 30 minutes followed by 50 units AZD9773 per kg body weight in
a volume of 100 mL over 30 minutes once every 12+2 hours for up to a maximum of 9 iv
maintenance doses (maximum 5000 units each) or until the patient no longer requires
haemodynamic or ventilatory support and ICU care and there is no evidence of worsening
organ failure (see below for duration of treatment).

AZDI9773 500/100 units/kg (Dose arm 2):

Single iv loading infusion of 500 units AZD9773 per kg body weight (maximum 50000 units)
in a volume of 250 mL over 30 minutes followed by 100 units AZD9773 per kg body weight
in a volume of 100 mL over 30 minutes once every 12+2 hours for up to a maximum of 9 iv
maintenance doses (maximum 10000 units each) or until the patient no longer requires
haemodynamic or ventilatory support and ICU care and there is no evidence of worsening
organ failure (see below for duration of treatment).

Placebo:

Placebo will be saline solution (0.9% sodium chloride) administered as iv infusions in an
equivalent volume to the active treatment (in a volume of 250 mL for the loading dose and
100 mL for maintenance doses) with the same regimen and at the same times as noted for
Dose arms 1 and 2 or until the patient no longer requires haemodynamic or ventilatory support
and ICU care and there is no evidence of worsening organ failure (see below for duration of
treatment). The pharmacy at each study centre will supply saline for the study.

Duration of treatment

Up to a maximum of 10 doses (a loading dose followed by up to a maximum of 9 maintenance
doses) of AZD9773 will be administered, one dose every 12+2 hours until the patient no
longer requires haemodynamic or ventilatory support, no longer requires ICU admission and
there is no evidence of worsening organ failure for at least 24 hours. Maximum duration of
study drug treatment will be up to approximately 5 days for all patients.

Location of treatment

The initial infusion of study drug will be given to patients in a monitored setting (ie, ICU or
emergency department, with a nurse to patient ratio of at least 1:2 and with physiological
monitoring [vital signs and cardiac]). Another location in the hospital may be acceptable if it
meets these criteria and is approved by the CCC. Subsequent doses will be given to patients
in a monitored setting as above.
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Timing of treatment

If necessary, a one-time dosing interval adjustment can be made after the loading dose to
create a suitable morning/evening schedule 12 hours apart. The dosing interval adjustment
must be such that the first maintenance dose is given a minimum of 6 hours and a maximum
of 15 hours after the loading dose. Dosing can be discontinued before all 10 doses are
administered if the patient improves and maintains improvement for 24 hours. Improvement
is defined as a patient no longer requiring haemodynamic or ventilatory support, no longer
requiring ICU admission and there is no evidence of worsening organ failure for at least

24 hours. This may require laboratory confirmation for liver and/or renal function or platelets.

Dosing should not continue past Day 6. During the treatment period, the patient will be given
supportive care for the management of severe sepsis and/or septic shock as well as any
treatment required for inter-current disease.

Missed and late doses

Time windows for dosing of £2 hours have been factored into the study but it is possible that
these windows may be missed or doses given late due to such factors as patient in surgery or
X-ray suite, etc. If a dose is late by 2 to 5 hours, the CCC should be contacted first and then
the dose should be given immediately. The next scheduled dose should be given at the
scheduled time. If a dose is late by over 5 hours, it should be missed and the next scheduled
dose should be given at the scheduled time. Below are two example scenarios where the
previous dose was given on time but the next dose, dose 6, is late.

Dose Scheduled dose time Scenario 1 Scenario 2
No.

5 Day 3, 06:00
(given at scheduled time)

6 Day 3, 18:00 Dose 6 is late and the time is | Dose 6 is late and the
between 20:00 and 23:00 time is after 23:00

Contact the CCC first and Miss this dose
then give this dose

immediately
7 Day 4, 06:00 Give this dose at scheduled Give this dose at
time scheduled time

If a PK sample was scheduled for the missed dose, the PK sample should be taken at the next
dose and the actual time that the dose was given and the actual sample time and date should be
recorded.

Missed doses will not be replaced.

29 (103)



cchoo
Rectangle

cchoo
Rectangle


THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

Revised Clinical Study Protocol
Drug Substance AZD9773
Study Code D0620C00003
Edition Number 1

In the case where a patient stops study drug early because of improvement, protocol
assessments including PK should be continued.

Follow-Up Period (Day 7-10, Day 15, Day 29, Day 90)

Ventilator use will be assessed during the first complete 28 days of the study period. After
completing the treatment period, patients will be followed-up for 28 FULL CALENDAR
days after start of study drug administration, with a post-study follow up at Day 90 to further
understand longer-term patient outcomes. Follow-up assessments in surviving patients are
scheduled for Days 7-10, Day 15, Day 29 and Day 90 (see Table 1 for time windows for these
assessments). At Day 15 and Day 29, every effort will be made to obtain a blood sample for
safety laboratory assessments. These assessments may occur in the hospital for those
remaining hospitalised, as a follow-up visit if a patient is able to attend after hospital
discharge, or study centre personnel or a third party vendor may visit the patient. A medically
qualified physician will conduct an examination of patients at Day 29 or at discharge from
hospital, whichever occurs first. In the event a patient is discharged before Day 29, a
telephone contact is planned at Day 29 for assessment of AEs, survival, and assessment of
secondary infections or other AEs (if these have occurred, details will be obtained from
patients’ medical records). It is planned that patients (or a designate) will also complete a
HRQoL assessment at Day 29. Additionally, a second post-study follow-up by telephone
contact will be undertaken at Day 90 to assess longer-term outcomes (SAEs considered related
to study drug, survival, presence of secondary infections, follow-up of AEs ongoing at Day 29
and HRQoL information).

Independent Data Monitoring Committee

An IDMC will be convened and will meet once 100 patients have reached Day 29 to review
safety assessments and make recommendations to continue or stop the study based on safety
findings. All patients who receive a dose of study drug will be evaluated for safety and
tolerability. Enrolment will continue unless there is an unexpected safety concern. The
treatment regimens may be adjusted or suspended depending on the IDMC review outcome.

Details on the IDMC are provided in Section 13.6 and full details of the IDMC procedures and
processes can be found in the IDMC Charter.
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Figure 1 Study flow chart

Treatment: Follow-up

AZDI9773 250/50 units/kg or
AZD9773 500/100 units/kg or

placebo
< L it >
Up to 0 hours D1°-6° D7-10 D15+1° D29"+2 D90+14
(phone phone
contact) contact®
Screening” D29%-6/+14  Final
blood Follow-up
0 sample visit or
. h
Randomisation” Withdrawal

a

THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

Abbreviations: AE = adverse event; CCC=Clinical Coordinating Centre; HRQoL~= Health-related Quality of Life; ICU=intensive care unit;

PK=pharmacokinetic, VFD=ventilator-free day.

Informed consent must be obtained prior to any study-specific procedure.

Randomisation prior to dosing.

Day 1 begins at the start of the first dose (within 24 hours of qualifying organ failure) and continues until the end of that calendar day. The initial dose
must be administered in a monitored setting (ie, ICU or emergency department, with a nurse to patient ratio of at least 1:2 and with physiological
monitoring [vital signs and cardiac]). Another location in the hospital may be acceptable if it meets these criteria and is approved by the CCC.

In the case where a patient stops study drug early because of improvement, protocol assessments including PK should be continued.

At Day 15 (£1 day), every effort will be made to obtain a blood sample for safety assessments (if no longer hospitalised, the patient may visit the study
centre, or study centre personnel or a blood draw vendor may visit the patient).

At Day 29+2 the patient will be assessed for AEs, survival, ventilator use for assessment of VFDs, presence of secondary infections or other AEs, and
HRQoL. If the patient is discharged, telephone contact is planned. A medically qualified physician will conduct an examination of patients at Day 29 or
at discharge from hospital, whichever occurs first. 28-day survival assessment must take place after a minimum of 28 FULL CALENDAR days
has elapsed since start of study.

At Day 29 (-6 days/+14 days), every effort will be made to obtain a blood sample for safety assessments (if no longer hospitalised, the patient may visit
the study centre, or study centre personnel or a blood draw vendor may visit the patient).

A telephone contact is planned at Day 90 (+14 days) for assessment of SAEs considered related to study drug, survival, presence of secondary
infections, follow-up of AEs ongoing at Day 29 and HRQoL information.

31 (103)


cchoo
Rectangle

cchoo
Rectangle


THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

Revised Clinical Study Protocol
Drug Substance AZD9773
Study Code D0620C00003
Edition Number 1

Table 1 Study plan
Assessments Screening Treatment period” Follow-up
UptoOh | D1* D2 D3 D4 D5 D6 | D7 D8 D9 D10 |D15+1° D29+2°¢ D29°  D90+14°
or WD -6/+14  or WD
Admission to ICU X
(date/time)°
Informed consent; X
assignment of E-code
Inclusion/exclusion X
criteria
Adverse events X! X X X X X X X X X X X Xe X®
Pregnancy test (serum and X"
urine)
Demographics, Charlson X
Comorbidity Scale,
APACHE II (all
questions)'; medical/
surgical history
Optional blood sample for pd
biomarker research
Optional blood sample for X*
genetic research
24-hour volume status X
Physical examination; X! 0 N 0. N 0. O NN 0. C LN 0.4 N 0. ¢ b X"
Lung auscultation, dermal
examination
Blood sample: clinical X° xP X1 xP Xt X xt XP X1
chemistry, haematology
Blood sample: coagulation X° xP X1 xP Xt X xt XP X1
parameters
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Table 1 Study plan
Assessments Screening Treatment period” Follow-up
UptoOh | D1* D2 D3 D4 D5 D6 | D7 D8 D9 D10 |D15+1° D29+2°¢ D29°  D90+14°
or WD -6/+14  or WD

Urine sample: urinalysis X° X1 X1 X1 X1
Protein C activity X°
Troponin I X° X4 X1
HASA IgG and total X° X1 X1
HASA bridging assay
NAB assay X° X1 X1
IgE X° (X*
Procalcitonin X x*s X X1 X4
Lactate Xo* X* X
12-lead ECG X' X' 4-6 hours X X

after last

dose'

BP, PR, RR, temperature, X X X X X X X X X X X X
blood O,"
PK" X X X X X 12 hours X

after last

dose

Height X
Weight XV XV
Modified SOFA Score® X X X X X X X X X X X X
Glasgow Coma Score X X X
Pre-study and concomitant X X X X X X X X X X X X
medication”
Infection assessment X* X X X X X X X X X X X X
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Table 1 Study plan

Assessments Screening Treatment period” Follow-up

UptoOh | DI* D2 D3 D4 DS D6 | D7 D8 D9 D10 |D15x1° D29+2° D29  D90+14°
or WD -6/+14 or WD

Randomisation X

>~
>~
o
>~
>~
o

Study drug
administration®

Pulmonary assessment

>
>
>
>
>
>

Ventilator use
Cytokines TNFo™

blood IL-6, IL-8%
sample

Multiplex assay*

T T B
T T I B
T T I B
T T A
T T R

Plasma renal panel™

7-day mortality, 28-day X X X
mortality®®, and mortality
at Day 90

HRQOLHE Xae Xae

Abbreviations: AE = adverse event; APACHE=acute physiology and chronic health evaluation; BP=blood pressure; D=day; ECG=electrocardiogram;
eCRF = electronic Case Report Form; HRQoL=Health-related Quality of Life; ICU=intensive care unit; [g=immunoglobulin; HAS A=human anti-sheep
antibody; IL=interleukin; NAB=neutralising antibody assay; PK=pharmacokinetics; PR=pulse rate; RR=respiratory rate; SAE = serious adverse event;
SF-36v2 Acute=Short Form-36 Health Survey, version 2 Acute; SOFA=sequential organ failure assessment; TNF=tumour necrosis factor;
WD=withdrawal.

a  Day 1 starts at first administration of study drug (within 24 hours of qualifying organ failure) and finishes at the end of that calendar day.
In the case where a patient stops study drug early because of improvement, protocol assessments including PK should be continued.

¢ Every effort should be made to obtain a blood sample for safety assessments at this visit (if no longer hospitalised, the patient may visit the study centre,
or study centre personnel or a third party vendor may visit the patient). At Day 29 or at discharge from hospital, whichever occurs first, a medically
qualified physician will conduct an examination of patients. If the patient has been discharged then telephone contact will be made. The window for the
Day 29 blood sample is —6 to +14 days.
Phone call only. Visit window is +14 days.

e  Or monitored setting (ie, ICU, hospital ward or emergency department with a nurse to patient ratio of at least 1:2 and with physiological monitoring
[vital signs and cardiac]).
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AEs and SAEs will be collected from the provision of written informed consent for the study to Day 29.

SAEs and AEs ongoing at Day 29 will be followed up until they resolve. SAEs and AEs ongoing at Day 90 will be considered to be ongoing at end of
study. An SAE beginning after Day 29 need only be reported at the investigator’s discretion if considered related to study drug.

Patients may be entered into the study on the basis of a negative urine pregnancy test, pending the results of a serum pregnancy test. If the serum
pregnancy test is positive, the patient must be discontinued from study treatment unless the patient is felt to have a post-partum elevation of f human
chorionic gonadotropin.

The APACHE II score will be calculated using completed standard of care laboratory assessments from the 24 hours preceding randomisation.

Within 3 hours prior to the first dose (preferably at the same time as the first pre-study drug infusion cytokine blood sample).

At screening but may be taken at any time during the study.

The baseline physical examination (including lung auscultation and dermal examination) should be done within 4 hours before dose administration.

A minimum of a lung auscultation and dermal examination must be performed after each dose. In the event of an infusion reaction (as evidenced by a
causal change in BP, skin or lung examination), an additional full physical examination should be performed and changes (skin, lung, physical
examination and BP) should be recorded in the eCRF.

Physical examination should be done at discharge if discharge is before Day 29.

One sample should be collected within 12 hours before dose administration (6 hours for lactate).

Record only if available and do not draw these laboratory blood samples if not available or required for other purposes.

Collect the sample at the routine collection time closest to 8 a.m.

In the event a patient experiences a hypersensitivity reaction, a blood sample for tryptase, IgE and quantitative eosinophil count should be obtained at
20 to 60 minutes post suspected infusion or hypersensitivity reaction and at Day 29.

There must be an interval of at least 6 hours between the lactate screening samples and the samples at Day 1. To preserve this minimum 6-hour window,
the Day 1 samples may in fact need to be taken on Day 2.

ECG should be recorded as follows: baseline (pre-infusion Day 1; Day 1 end of infusion; Day 3 before first dose and end of infusion; Day 5 before first
dose and end of infusion; Day 5 ECG 4-6 hrs after last dose; Day 10 at the same time as the PK sample; and Day 29 or at discharge. All ECGs will be
obtained in triplicate within approximately 1 to 2 minutes, ensuring that the 3" reading is prior to infusion start for pre-infusion measurements.

Collect only those values closest to 8 a.m.

PK blood samples should be taken as described in Section 7.7.1. Note: Some PK samples may need to be taken on the following day depending on the
time of first dose administration.

Weight will be measured at screening as close as possible to the first dose but within 24 hours before the first dose. If the patient is discharged prior to
Day 6, weight should be measured at discharge.

Modified SOFA scores: the worst BP and saturation values of the day should be used, and if no value is collected, the last assessment performed should
be the value for that day. On days when laboratory results are unavailable, values will be extrapolated from the previous available values

(Section 13.3.5).

Investigators will record all pre-study concomitant medications taken by patients in the 2 weeks prior to written informed consent and all on-study
concomitant medication taken during the study until Day 29. They will record medications (name of drug, route of administration, start date, stop date).
If vasopressors are required during the loading dose, the following should be recorded from 2 hours before the loading dose, during the loading dose and
until 30 minutes after completion of the loading dose: name of drug, start date and time, dose, all interim rate changes during administration, route of
administration, stop date and time. This applies only to the loading dose. Additional information (as above but also including start time and stop time)
will be recorded for the following medications/therapies: antibiotics, steroids, Xigris, blood products, immunosuppressants, anti-TNFs (see
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Sections 5.4.1, bullet point 9, 6.1 and 6.5.2). Oral nutrition supplements and total parenteral nutrition, with and without lipids, will be recorded in the
e¢CRF from randomisation end of treatment.

The site of infection at screening should be noted. All patients must have a blood culture prior to randomisation. The blood culture result does NOT
have to be known prior to randomisation. Positive culture results defining the index infection will also be recorded. Any subsequent positive culture
will also be recorded. The site of infection, associated pathogen(s) and antimicrobial susceptibility for the associated pathogens will be recorded.
TNFa samples should be taken as follows: screening - pre-infusion; Day 1 at 1-2 hours after the end of infusion; before the morning dose on Day 2 and
1-2 hours after the end of infusion on Day 2, before the morning dose on 4, and 6; and on Days 7, 10 and 15.

IL-6 and IL-8 samples should be taken as follows: screening - pre-infusion; Day 1 at 1-2 hours after the end of infusion; before the morning dose on
Days 2, 4, and 6.

Samples for multiplex assay for exploratory chemokines and for exploratory plasma renal panel should be taken at the same time as samples for
cytokines or other blood samples and the date and time should be noted.

28-day survival assessment must take place after a minimum 28 FULL CALENDAR days have elapsed since start of study and within 2 days
after Day 29.

HRQoL will be assessed via completion of the SF-36v2 Acute questionnaire by the patient or designate at Days 29 and 90.
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4.2 Rationale for study design, doses and control groups

In a Phase IIb study conducted with D-CytoFab employing a loading dose of 250 units/kg
followed by 9 doses of 50 units/kg every 12 hours, there was a significant, prompt and
sustained suppression of plasma TNFa during treatment such that TNFo was undetectable in
nearly all plasma samples obtained during the entire 5 days of active treatment. Modest and
transient rises of TNFa in the treated group occurred in only 2 patients. These 2 patients had
the highest baseline TNFa levels of the group, suggesting that dosing was in the optimal
region. This dosing regimen was found to significantly improve clinical outcomes for the
D-CytoFab-treated group with no adverse safety findings.

In a recently completed Phase IIa study (D0620C00004) conducted withAZD9773, similar
effects on plasma TNFa were seen. This particular study was not powered to detect efficacy,
but did demonstrate that loading doses of up to 750 units/kg and maintenance doses of up to
250 units/kg every 12 hours were well tolerated in patients with severe sepsis.

In this Phase IIb study, which is powered to detect an effect on the parameter of VFD as a
measure of efficacy, both the 250/50 units/kg regimen and the 500/100 units/kg regimen will
be evaluated to determine which dose regimen should be employed in further clinical studies
to evaluate an effect of AZD9773 on 28-day mortality. Both of these dose regimens were well
tolerated in the Phase Ila (D0620C00004) study and the 250 units/kg dose was also well
tolerated in the earlier D-CytoFab study. A dose regimen lower than 250/50 units/kg was not
included in this Phase IIb study because 250/50 units/kg produced significant clinical benefit
with D-CytoFab and there is currently no tolerability concern with the doses chosen for this
study. The higher dose will explore the possibility of increased benefit with more TNFa
suppression and help define the therapeutic dose-response.

The optimal duration of therapy with an anti-TNFa agent is a balance between intervening to
suppress TNFa bursts while not inhibiting the host inflammatory response for too long. A
treatment period of 5 days was chosen for the Phase IIb study of D-CytoFab and for the
recently completed Phase Ila study (D0620C00004) conducted withAZD9773. In this

Phase IIb study the maximum treatment period will also be 5 days.

In the D-CytoFab Phase IIb study, and the AZD9773 Phase Ila study (D0620C00004), nearly
all patients receiving study drug treatment had undetectable TNFa during dosing, but within
48 hours after the last dose, mean plasma TNFa levels rose to those comparable to placebo
recipients, consistent with the plasma half-life of both D-CytoFab and AZD9773 (18-20 hours
in AZD9773 Phase Ila study).

The inclusion of a placebo control will enable an evaluation of efficacy and help to identify
drug-related AEs from those due to the disease under study. All patients will receive current
standard of care for severe sepsis and/or septic shock in addition to AZD9773 or placebo.
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Safety laboratory monitoring will include markers for potential cardiac, coagulation, renal,
liver, hypersensitivity and immunological events. The measurement of HASA will be
performed to determine if exposure to AZD9773 induces HASA formation. Tryptase is a
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protease released by mast cells. It is found in all human mast cells but in few other cells and
thus is a good marker of mast cell activation. This may be helpful in the assessment of
hypersensitivity or infusion reactions should they occur.

3. PATIENT SELECTION CRITERIA

Patient population should be selected without bias.

Investigators must keep a record of patients who entered pre-study screening by meeting
inclusion/exclusion criteria but were never enrolled, eg, a patient screening log. To enter the
study, each patient must meet all of the inclusion criteria and none of the exclusion criteria for
this study. Under no circumstances can there be exceptions to this rule.

Patients will be recruited from health care-related institutions or facilities.

Summary of inclusion criteria (complete details are listed in section 5.1)

l. Adults with a first episode of sepsis during this hospitalisation (including transfer
from another hospital) (Inclusion criterion 1).

2. Objective evidence of infection that requires parenteral antibiotics (Inclusion
criteria 2 and 5).

3. At least 2 of 4 SIRS criteria in the 24 hours before organ dysfunction (must include
either fever OR elevated white blood cells [WBC]) (Inclusion criterion 3).

4. Cardiovascular or respiratory dysfunction (Inclusion criteria 4 and 5).

Overview of exclusion criteria (complete details are listed in section 5.2)

l. Moribund (not likely to survive 24 hours) or significant comorbidities making
survival for 3 months unlikely (Exclusion criterion 5).

2. Immunocompromising comorbidities or concomitant medications.

e Advanced human immunodeficiency virus (HIV) infection (CD4 <50/mm°)
(Exclusion criterion 4).

e Stage Il or IV cancer (see Appendix J) (Exclusion criterion 7).

e Haemopoietic or lymphoreticular malignancies not in remission (Exclusion
criterion 9).

e Receiving radiation therapy or chemotherapy (Exclusion criterion 10).

e Stem cell, organ or bone marrow transplant in the past 6 months (Exclusion
criterion 11).
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e High dose steroids or other immunocompromising drugs (Exclusion
criterion 12).

e  Absolute neutrophil count <500 per uL not due to sepsis (Exclusion
criterion 13).

3. Concomitant diseases:

e  Cirrhosis with portal hypertension or Childs-Pugh Class C (Exclusion
criterion 14).

e Burns over > 30% of body surface area (Exclusion criterion 15).

e New York Heart Association functional Class IV due to heart failure or any
disorder (Exclusion criterion 16).

e Deep seated fungal infection or active tuberculosis (Exclusion criterion 21).
e History of chronic hypercarbia, respiratory failure in past 6 months or use of
home oxygen in the setting of severe chronic respiratory disease (Exclusion

criterion 23).

e Neuromuscular disorders that impact breathing/spontaneous ventilation
(Exclusion criterion 24).

e  Quadriplegia (Exclusion criterion 25).
e Cardiac arrest in the past 30 days (Exclusion criterion 26).
4. Medication and allergy disqualifications.

e Previously received ovine derived products (CroFab™, DigiFab™) (Exclusion
criterion 18).

e  Sheep product allergy or allergy to latex, papain, chymopapain (Exclusion
criterion 18).

e Treatment with anti-TNF agents within the last 8 weeks (Exclusion
criterion 19).

5. Pregnancy or plans to breast feed upon resolution of sepsis (Exclusion criterion 17).
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5.1 Inclusion criteria

For inclusion in the study patients must fulfil the following criteria.

l. Patients undergoing a first episode of sepsis during this hospitalisation (including
transfer from another hospital).

2. Objective clinical evidence of infection; at least 1 of the following (see also
inclusion criterion 5). Including:

e Perforated viscus.

e  WBC and/or pathogens in a normally sterile body fluid.

e Radiographic evidence of pneumonia.

e Signs of a local source of infection such as cellulitis.

e A syndrome associated with a high risk of infection (eg, ascending cholangitis).

e Positive culture from blood or from another normally sterile body fluid prior to
study drug administration.

e Evidence of an infecting organism such as pneumococcal antigen or Legionella
antigen.

3. Patients must meet at least 2 of the following 4 SIRS criteria at least one of which
must be the core temperature criterion or the WBC criterion (see also inclusion
criterion 5); these criteria do not have to be met simultaneously; the actual values
and the date and time that the criteria were met will be collected.

e Hypothermia by core temperature <36°C, or hyperthermia >38°C measured via
any means.

e Heart rate (HR)>90 beats per minute.

e Respiratory rate (RR) >20 breaths/minute related to septic event or partial
pressure of arterial carbon dioxide (PaCO2) <32 mmHg related to septic event
or requiring mechanical ventilation related to septic event.

e Total WBC absolute count >12000 cells/mm?® or <4000 cells/mm”. In the
presence of granulocyte-stimulating factor, for those patients whose WBC
absolute count is >12000 cells/mm’, they must have a fever and at least one
other criterion (RR or HR).

4. Patients must meet criteria for cardiovascular and/or respiratory dysfunction (see
also inclusion criterion 5). Newly developed organ failures must be due to the acute
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septic process and not be explained by a chronic condition or by effects of
concomitant therapy. Time of onset of the protocol qualifying organ
dysfunction/failure will be recorded. For cardiovascular dysfunction, the time of
organ dysfunction/failure is defined as the time of initiation of vasopressors. The
time of pulmonary dysfunction/failure is defined as the time that the patient meets
the appropriate PaO,/FiO; (or SpO,/FiO; ratio) ratio while on mechanical
ventilation (for organ dysfunction/failure definitions, see Table 2). An arterial
blood gas or recording of the patient’s SpO, value within 2 hours of intubation will
be required otherwise the 24 hour clock will begin at the time of intubation.
Patients who have been on mechanical ventilation for more than 48 hours prior to
the CCC call cannot use pulmonary dysfunction as the qualifying organ failure.
These patients can be enrolled if they meet criteria for cardiovascular dysfunction.
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Table 2 Organ dysfunction/failure definitions
System / organ Definition
Cardiovascular System Hypotension, as defined as a systolic blood

pressure <90 mmHg, or a mean arterial blood
pressure <65 mmHg requiring vasopressors
despite a) a volume infusion of 20 mL/kg
crystalloid or colloid equivalent over 4-6 hours
before randomisation or b) 30mL/kg crystalloid or
colloid equivalent in the 24 hours prior to
randomisation after consultation with the CCC.

NOTE 1: If hypotension and vasopressor
requirement is in the setting of intubation, the
patient must still be vasopressor-dependent 1 hour
after intubation. Patients requiring vasopressors
prior to intubation are eligible for the study.

NOTE 2: 10 mL/kg of colloids = 20 mL/kg
crystalloids.

Pulmonary Dysfunction Pulmonary dysfunction is defined as the patient
requiring mechanical ventilation related to the
septic process and having a PaO,/Fi0, <300 (or
Sp0,/Fi0, <357). However, if lung is the
primary site of infection then PaO,/Fi0, must be
<200 (or SpO,/FiO, <214). Arterial blood gas
measurements are preferred but if unobtainable,
SpO, will be sufficient. SpO, should be obtained
for all patients. If SpO,/FiO; is being used,
saturation must be < 97%. Otherwise, SpO,
should be measured at a different FiO, if
clinically appropriate, or arterial blood gases
should be obtained and PaO,/Fi0O, used instead.

Patients who have been on mechanical ventilation
for more than 48 hours prior to the CCC call
cannot use pulmonary dysfunction as the
qualifying organ failure. These patients can be
enrolled if they meet criteria for cardiovascular
dysfunction.

Abbreviations: 0 = Clinical Co-ordinating Centre; FiO, = fraction of inspired oxygen; PaO, = partial pressure of
arterial oxygen.; SpO, = Oxygen saturation by pulse oximetry.

5. Sepsis (infection + SIRS criteria) must be present prior to cardiovascular and/or
respiratory failure. SIRS criteria and cardiovascular and/or respiratory failure do
not need to be present simultaneously but SIRS criteria must have been
demonstrated at some time within the 24 hours preceding the initial cardiovascular
and/or respiratory failure, even if SIRS criteria have been present for more than
24 hours. In the case where the patient first presents with cardiovascular and/or
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respiratory dysfunction due to infectious process (eg, a new hospital admission),
SIRS criteria must be met prior to study drug administration.

Study drug administration must occur within 24 hours after the onset of qualifying
cardiovascular and/or respiratory failure.

In addition to the above criteria, for inclusion in the genetic and/or biomarker research
undertaken in this study, patients must fulfil the following criterion:

1. Provision of informed consent for genetic and/or biomarker research (by the patient
or his/her legally authorised representative).

If a patient declines to participate in the genetic and/or biomarker research, there will be no
penalty or loss of benefit to the patient. The patient will not be excluded from other aspects of
the study described in this Clinical Study Protocol, so long as they consent.

5.2 Exclusion criteria

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

1. Age <18 years of age.
2. Failure to obtain informed consent.
3. Clinical judgment by the investigator that the patient should not participate in the

study (reasons will be recorded in the screening log).

4, HIV infection in association with a last known CD4 count of SSO/mm3,
cytomegalovirus, disseminated mycobacterium avium complex disease,
toxoplasmosis, or progressive multifocal leukoencephalopathy.

5. Moribund, and death is considered imminent within 24 hours.

6. Inability to maintain a mean arterial pressure >50 mmHg when measured via an
arterial line and/or systolic blood pressure (BP) >70 mmHg for at least 1 hour prior
to screening despite the presence of vasopressors and iv fluids.

7. Patient is not expected to survive 90 days because of underlying medical condition,
such as poorly controlled neoplasm (eg, Stage III or IV cancer). Appendix J
contains the specific exclusion criteria for malignancies (contact the CCC for
guidance).

8. Patient’s family is not committed to aggressive management of the patient’s
condition, or the combination of sepsis and underlying illness makes it unlikely that
life support will be maintained.
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9.

10.
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11.

12.

13.

14.

15.

16.

17.

18.

Haemopoietic and lymphoreticular malignancies, unless in remission (patients in
remission must have completed induction and consolidation therapy before
provision of written informed consent for the study).

Patients undergoing active radiation or chemotherapy treatment for any type of
malignancy. Hormonal manipulation therapies for breast and prostate malignancies
are permitted.

Any stem cell, organ or bone marrow transplant within the past 6 months prior to
provision of informed consent for study.

High dose steroids (eg, >40 mg or 0.5 mg/kg prednisone or a steroid with
equivalent activity, daily for >7 days) within 1 month before provision of written
informed consent for the study (See Appendix I).

Granulocytopenia, not due to sepsis, as evidenced by leukocyte absolute neutrophil
count <500 per pL.

Patients with biopsy proven cirrhosis and documented portal hypertension; episodes
of past upper gastrointestinal bleeding attributed to portal hypertension; or prior
episodes of hepatic failure/encephalopathy/coma or patients who appear to be
Childs-Pugh Class C.

Second or third degree burns involving more than 30% of body surface within
5 days before provision of written informed consent for the study.

Conditions resulting in a New York Heart Association Class IV functional status.

Females of child bearing potential who do not have a negative pregnancy test
(serum) at screening (patients may be entered into the study on the basis of a
negative urine pregnancy test, pending the results of a serum pregnancy test; if the
serum pregnancy test is positive, the patient must be discontinued from study
treatment). Post-partum patients who have a persistent positive pregnancy test
(human chorionic gonadotropin [HCG] values have not had time to decrease) will
be allowed in the study. Females who are lactating and insist on breast feeding
within 5 days of the last dose of study drug if their sepsis resolves.

Potential intolerance to AZD9773 drug product:

e Any history of hypersensitivity reaction to sheep products, latex, papain or
papaya, chymopapain, eg, meat tenderisers or contact lens cleaning solution
containing papain or chymopapain.

e Previously administered antivenom manufactured using ovine serum, digoxin

immune Fab (DigiFab™, DIGIBIND®) crotalidae polyvalent immune Fab
(ovine) (CroFab™), or other sheep-derived product.
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19.

20.
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21.

22.

23.

24.

25.

Treatment with anti-TNF antibodies (eg, infliximab [REMICADE®, Centocor],
adalimumab [Humira®, Abbott Laboratories], etanercept [Enbrel®, Immunex]) or
IL-1 Receptor Antagonist (Kineret) within last 8 weeks.

Enrolment in an interventional experimental protocol involving investigational drug
or a medical device within 60 days before provision of written informed consent for
the study or within five half-lives of the study drug, whichever is longer
(Co-enrolment in process of care trials or comparative trials of approved products
will be allowed if the protocol has been approved in advance by the sponsor, as long
as the co-enrolment does not violate participation in the other protocol).

Deep-seated fungal infection (eg, histoplasmosis, cryptococcal meningitis and
aspergillosis). Superficial fungal infections are not excluded (eg, tinea pedis, yeast
infections [eg, oral thrush, candida dermatitis] limited to skin).

Active tuberculosis (documented, or strong clinical suspicion or patients receiving
active treatment for tuberculosis).

Severe chronic respiratory disease (ie, present before the onset of the current
episode of severe sepsis and/or septic shock) that would prevent weaning from
mechanical ventilation. Examples of severe disease may include:

e  Chronic hypercarbia (PaCO, >45 mmHg) and /or chronic hypoxemia (partial
pressure of arterial oxygen [PaO,] <55 mmHg) on fraction of inspired oxygen
(Fi0,)=0.21, OR

e Hospitalisation for respiratory failure (PaCO, >50 mmHg or PaO, <55 mmHg
or oxygen saturation [O, Sat] <88% on FiO, = 0.21) within last 6 months, or
chronic use of home ventilation, OR

e Unable to climb stairs or perform household duties due to chronic restrictive,
obstructive, neuromuscular, chest wall or pulmonary vascular disease resulting
in severe exercise restriction, OR

e Use of continuous home oxygen prior to hospital admission. Sleep apnoea
treated with continuous positive airway pressure or biphasic positive airway
pressure oxygen during sleep is acceptable.

End-stage neuromuscular disorders that impair the patient’s ability to ventilate
spontaneously (eg, amyotrophic lateral sclerosis).

Patients with complete quadriplegia (traumatic or otherwise). All other patients not
ambulatory (eg, chronically bed-bound, failure to thrive, cachexia) prior to onset of
sepsis will need to be reviewed and approved by the CCC prior to enrolment.
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26. Patients with cardiac arrest requiring cardiopulmonary resuscitation within the past
30 days. If the patient has documented complete neurological recovery or if the
cardiopulmonary resuscitation was brief and associated with intubation the patient
will not be excluded. The patient must be able to follow commands post-arrest.

217. Involvement in the planning and/or conduct of the study (applies to AstraZeneca
and PAREXEL staff and/or staff at the study site).

28. Previous randomisation of treatment in the present study or any other AZD9773
study.

Patients must not enter the genetic and/or biomarker portion of the study if the following
exclusion criterion is fulfilled

1. Patients who have received a whole blood transfusion within 120 days of the date of
genetic sample collection.

5.3 Procedures for handling incorrectly included patients

Patients that do not meet the inclusion/exclusion criteria for the study should not, under
any circumstances, be randomised into the study - there are no exceptions to this rule.

If any randomised patients are subsequently found to have not met the inclusion/exclusion
criteria then a discussion must occur between the CCC, the Medical Monitor, the AstraZeneca
Study Team Physician and the investigator regarding whether to continue or discontinue the
patient from the study treatment. Such patients should only be discontinued from treatment if
there are safety concerns. However, as this study is including an Intention-to-treat (ITT)
analysis, any such patient must be followed up according to the study plan. Decisions must be
appropriately documented by the CCC.

5.4 Withdrawal of patients
5.4.1 Criteria for discontinuation from the study treatment

Patients may be discontinued from study treatment at any time. Specific reasons for
discontinuing a patient from study treatment are:

. Voluntary discontinuation by the patient who is at any time free to discontinue
study treatment, without prejudice to further treatment (incapacitated patients may

be withdrawn from study treatment by their legally authorised representative).

. AEs (eg, risk to patients as judged by the investigator and/or IDMC, CCC,
PAREXEL or AstraZeneca).

o Severe non-compliance to protocol as judged by the investigator and/or CCC,
PAREXEL, or AstraZeneca.

. See Section 5.3 for the procedures for handling incorrectly enrolled patients.
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5.4.2

Patient discharged from an adequately monitored setting.
Positive pregnancy test (except for post-partum).

Severe reaction to study drug infusion, or progressive, moderate reaction continuing
to worsen, or the patient is refractory (eg, moderate reaction which does not respond
to treatment) or at the discretion of the investigator (Appendix D) or study drug is
not tolerated.

Treatment is unblinded by the site investigator or designee.

Need for immunosuppressant drugs and/or anti-TNF antibodies other than study
drug. In the event of the need for these medications, the patient will be
discontinued from study treatment but details of the medications (drug name, start
date and time, dose, route of administration, stop date and time) will be collected
for 28 days from the start of study drug (see Section 6.5.2 on concomitant
medications).

Dosing can be discontinued before all 10 doses are administered if the patient
improves and maintains improvement for 24 hours (see Section 4.1).

Criteria for discontinuation from the study

Patients may be discontinued from the study at any time. See Section 5.4.4 for the procedures
for discontinuing a patient from the study. Specific reasons for discontinuing a patient from
this study are:

Voluntary discontinuation by the patient who is at any time free to discontinue
his/her participation in the study, without prejudice to further treatment
(incapacitated patients may be withdrawn from the study by their legally authorised
representative)

Patient lost to follow-up

Screening Failures. Note: This is only applicable as a reason for study
discontinuation if the patient has not been randomised.

A discussion between the CCC, the Medical Monitor, the AstraZeneca Study Team Physician
and the investigator must take place before a patient is withdrawn from the study for reasons
other than those specified above.

All patients who die before Day 90 will be classified as completing the study.
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543 Criteria for discontinuation from genetic and/or biomarker research

Specific reasons for discontinuing a patient from the genetic and/or biomarker research are:

o Withdrawal of consent for genetic and/or biomarker research. A patient may
withdraw from either of these research sample populations at any time, independent
of any decision concerning participation in other aspects of the main study
described in this protocol. These patients may continue in the main study providing
they have not also withdrawn consent from participation in the main study, and their
data will be used in the analysis of the primary and secondary objectives.

Voluntary discontinuation by the patient will not prejudice further treatment.

5.4.4 Procedures for discontinuation of a patient from the study

A patient (or legally authorised representative will be asked in the case of incapacitated
patients) that discontinues 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 investigator(s). AEs
will be followed up (refer to Sections 7.3.3 and 7.3.4). The reason for discontinuation from
study drug or from the study must be recorded in the eCRF.

Patients who discontinue study treatment will be given appropriate treatment in accordance
with institutional protocol and best practice. Every effort will be made to collect safety data
from patients who discontinue.

Discontinuation of patients will be recorded in the Interactive Voice Response System
(IVRS).

Procedures for discontinuation from study treatment

Patients who discontinue study drug should remain in the study and continue to have all
scheduled assessments as shown in Table 1 (an assessment of all-cause mortality is required at
Day 29 [+2] and Day 90, and a blood sample is required at Day 29 [-6/+14]) unless consent is
withdrawn for participation in the study.

Procedures for discontinuation from study

In the case of withdrawal from the study, if possible, patients should be seen and assessed by
an investigator. At the time of withdrawal, the procedures scheduled for the Day 29
Follow-up Visit should be performed, or Day 90 if the Day 29 Follow-up Visit has already
occurred (see Table 1). AEs should be followed up as described in Sections 5.4.2, 7.3.3

and 7.3.4.
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5.4.5 Procedures for discontinuation from genetic and/or biomarker aspects of the
study

Patients who discontinue from the study should always be asked specifically whether they are
withdrawing or continuing their consent for this genetic research or for future biomarker
analysis. It must be established whether the patient:

. Agrees to the sample(s) and any DNA extracted from the sample(s) being kept for
genetic and/or biomarker research in the future

o Withdraws consent for the sample(s) to be kept for genetic and/or biomarker
research in the future and/or wishes the sample(s) to be destroyed. Destruction of
the sample(s) (or the DNA extracted from the sample[s]) will only be possible so
long as the particular sample(s) is traceable. In the event that genetic and/or
biomarker research has already been performed, AstraZeneca will retain the results
and associated data for regulatory reasons but these will not be used in any
subsequent analyses.

The international co-ordinating investigator is responsible for providing written notification to
AstraZeneca of any patient who has withdrawn consent for the use of the sample(s) taken for
genetic and/or biomarker research. AstraZeneca will provide written confirmation to the
investigator of the actions taken with the sample(s), which must be filed in the investigator
study file.

6. STUDY CONDUCT

6.1 Restrictions during the study
The following are prohibited during the study treatment period:

o Immunosuppressant drugs (eg, methotrexate, cyclosporine, tacrolimus).

. Anti-TNF antibodies (eg, infliximab, adalimumab, etanercept) other than study
drug.

. If any of the above criteria are fulfilled, the patient must be withdrawn from study

treatment in accordance with Section 5.4.1

Patients of reproductive capability must agree to use one of the following forms of
contraception throughout the study period and for 90 days after discontinuation of treatment:
abstinence, oral contraceptives or other hormonal therapy (eg, hormone implants),
intra-uterine device, diaphragm with spermicide or condom with spermicide. It is not known
whether AZD9773 interacts with hormonal contraceptives: if female patients are taking
hormonal contraceptives to prevent pregnancy then this should be combined with a barrier
method of contraception. For males, in the event that a female partner becomes pregnant, due
to the unknown risk for the foetus, male partners have the same responsibility with regard to
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contraception.

6.2 Patient enrolment and randomisation

Patient eligibility will be confirmed by the CCC following a telephone interview with the
enrolling site. If the patient meets the criteria for participation in the study, the CCC will
provide the enrolling site with an enrolment authorisation number. The site will call the IVRS
and enter the enrolment authorisation number into the IVRS that will, in turn, enrol the
subject. Once enrolled, the pharmacist will be provided with the subject E-code (assigned by
the site), the date of birth and the weight. The pharmacist will call the IVRS system that will
issue them a randomisation number and allocated treatment for that patient based upon a
predetermined randomisation schedule.

The investigative site personnel will:

l. Identify a potential patient and assign a unique screening number.
2. Complete an enrolment authorisation worksheet.
3. Contact the CCC and present the enrolment worksheet information to determine

patient eligibility (see Sections 5.1 and 5.2).
4. On obtaining the informed consent, assign an E-code.

The patient E-code will be assigned in chronological order of receiving informed
consent and this number will be used throughout the study. If a patient is
subsequently not randomised, his or her patient number will not be re-used. Patient
E-codes will be 8-digit identifiers, Exxxxyyy, where xxxx is a 4-digit centre
identifier and yyy is a 3-digit patient identifier.

5. Be provided with a 5-digit enrolment authorisation number by the CCC if the
patient meets all inclusion criteria and no exclusion criteria, and informed consent
has been obtained from the patient or their guardian/legal representative.

6. Study centre pharmacists will be provided with patient demographic data (including
E-code, date of birth, weight [as taken at screening measured as close as possible to
the first dose but within 24 hours before the first dose]) by the investigator and enter
the IVRS to receive the randomisation number and allocated treatment for each
eligible patient.

If a patient discontinues participation in the study, then his/her enrolment/randomisation code
cannot be re-used.

If patients have discontinued their participation in the study then they cannot re-enter into the
study.
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6.2.1 Procedures for randomisation

Patients will be randomised to treatment following verification of conformance with eligibility
criteria at screening. Central randomisation via IVRS will be used to allocate patients to
treatment groups (AZD9773: dose 1, dose 2, placebo) in a 1:1:1 ratio and avoid selection bias.

Randomisation will be performed in blocks based on a computer-generated randomisation
scheme provided by AstraZeneca. The size of randomisation blocks will not be disclosed to
the study centres. Randomisation will not be stratified. The randomisation scheme will
randomly assign the study drug to the randomisation numbers.

Randomisation codes will be assigned strictly sequentially as patients become eligible for
randomisation. Randomised patients who terminate their study participation for any reason,
regardless of whether the study drug was taken or not, will retain their randomisation number.
The next patient will be given the next randomisation number.

Patients who are withdrawn after randomisation will not be replaced.

Sections 6.3.1 and 6.3.2 describes procedures for blinding and breaking the blind.

6.3 Blinding and procedures for unblinding the study
6.3.1 Methods for ensuring blinding

The study will be performed in a double-blind manner. The patient, the investigator and study
centre staff will be blinded to study drug allocation. The study centre pharmacist will be
unblinded to study drug and will prepare AZD9773 or placebo for a patient as specified by the
randomisation scheme and IVRS (pharmacists will call into IVRS to obtain the
randomisation/treatment allocation details). All study drug will be blinded using an opaque
sleeve, fastened with tamper-evident tape over the iv bag prior to dispensing to other study
personnel to maintain the double-blind conditions. Pharmacists will be given specific
instructions for study drug preparation and will note if the double-blind conditions have been
compromised or the blind broken. All loading doses will be made up to a volume of 250 mL
and all maintenance doses will be made up to a volume of 100 mL. Lot numbers of AZD9773
dispensed will be recorded by the pharmacist and monitored by an unblinded monitor. Other
study centre staff and monitors will not be given access to lot number information.

Procedures in the case of unblinding by the investigator or designee are described in
Section 6.3.2.

6.3.2 Methods for unblinding the study

Individual treatment codes, indicating the treatment randomisation for each randomised
patient, will be available to the investigator(s) or pharmacists from the IVRS. The process for
unblinding will be described in the IVRS user manual that will be provided to each centre.

THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

The treatment code must not be broken except in medical emergencies when the appropriate
management of the patient necessitates knowledge of the treatment randomisation. There is
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no known antidote to AZD9773, and CCC or the Medical Monitor should be contacted with

any concerns. Hence, overdose will not normally be considered a reason for breaking the
blind.

If the treatment code is broken then the investigator(s) must document and report to
AstraZeneca. AstraZeneca retains the right to break the code for SAEs that are unexpected
and are suspected to be causally related to an IP and that potentially require expedited
reporting to regulatory authorities. Treatment codes will not be broken for the planned
analyses of data until all decisions on the evaluability of the data from each individual patient
have been made and documented.

If the blind is broken, the date, time and reason will be recorded in IVRS, and any associated
AE report. If a patient’s study treatment is unblinded by the investigator or designee, the
patient will be withdrawn from study treatment as described in Section 5.4.4.

The IDMC will be provided with unblinded data for their review but AstraZeneca and
PAREXEL staff and investigators involved in the study will remain blinded.

6.4 Treatments
6.4.1 Identity of investigational product(s)

Details of the investigational study drug are provided in Table 3. Further information on
AZD9773 can be found in the current IB. Doses will be prepared by a pharmacist unblinded
to study treatment as specified in the Pharmacist Handling Instructions. All study drug will be
blinded using an opaque sleeve, fastened with tamper-evident tape over the iv bag prior to
dispensing to other study personnel.
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Table 3 Investigational product
Investigational Dosage form and strength Manufacturer Formulation
product number
AZD9773 5000 units of AZD9773 F13605
lyophilised powder/vial for
reconstitution in saline and
dilution in saline for iv infusion
(dose is dependent on treatment
arm)
Active Component AZD9773 (rth TNFa immune Fab
Excipients Di-sodium hydrogen phosphate,
USP, Ph Eur Sodium chloride,
USP, Ph Eur
Placebo 0.9% sodium chloride Not applicable

Vials of AZD9773 will be supplied by AstraZeneca or an AstraZeneca designee to each
centre. Study centres will be supplied with sufficient AZD9773 for the study.

Prior to use, AZD9773 must be reconstituted with saline. For iv loading infusions, the
reconstituted solution will be diluted to 250 mL of saline solution. For all iv maintenance
doses, the reconstituted solution will be diluted to 100 mL of saline solution.

Placebo

Placebo will be saline solution (0.9% sodium chloride) administered as an iv infusion in an
equivalent volume to the active treatment (volume of 250 mL for the loading dose and

100 mL for maintenance doses). The pharmacy at each study centre will supply saline for the
study.

6.4.2 Doses and treatment regimens

During the treatment period, patients will receive AZD9773 250/50 units/kg or AZD9773
500/100 units/kg or placebo. The first dose of study drug should be administered within

24 hours after confirmation of the onset of qualifying organ failure resulting in severe sepsis
and/or septic shock (see Section 5.1 for further details on inclusion criteria). Study drug will
be administered by iv infusion.

Each infusion in all treatment arms will be administered over a 30-minute period. Medical
management of infusion reactions is detailed in Appendix D. AZD9773 and placebo will be
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administered by the investigator or medically qualified personnel in a medically monitored
setting. The dose, infusion time and volume remaining for each dose will be recorded in the
eCRF together with the date and time of administration (using 24:00-hour clock).

If vasopressors are required during the loading dose, the following should be recorded from

2 hours before the loading dose, during the loading dose and until 30 minutes after completion
of the loading dose: name of drug, start date and time, dose, all interim rate changes during
administration, route of administration, stop date and time. This applies only to the loading
dose.

The body weight measured at screening, measured as close as possible to the first dose but
within 24 hours before the first dose, will be the body weight used for all dose calculations
during the study. The maximum dose given is based on a 100 kg body weight. If a patient
weighs >100 kg, he or she will be given the maximum dose. See Appendix D for more
detailed guidance on handling tolerability.

The last dose may be on Day 5 or Day 6 depending on the start time of the loading dose on
Day 1. Dosing should not continue past Day 6.

If necessary, a one-time dosing interval adjustment can be made after the loading dose to
create a suitable morning/evening schedule 12 hours apart. The dosing interval adjustment
must be such that the first maintenance dose is given a minimum of 6 hours and a maximum
of 15 hours after the loading dose. Dosing can be discontinued before all 10 doses are
administered if the patient improves and maintains improvement for 24 hours. Improvement
is defined as a patient no longer requiring haemodynamic or ventilatory support, no longer
requiring ICU admission and there is no evidence of worsening organ failure for at least

24 hours.

Time windows for dosing of £2 hours have been factored into the study but it is possible that
these windows may be missed or doses given late due to such factors as patient in surgery or
X-ray suite, etc. If a dose is late by 2 to 5 hours, the CCC should be contacted first and then
the dose should be given immediately. The next scheduled dose should be given at the
scheduled time. If a dose is late by over 5 hours, it should be missed and the next scheduled
dose should be given at the scheduled time. Below are two example scenarios where the
previous dose was given on time but the next dose, dose 6, is late.
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Dose Scheduled dose time Scenario 1 Scenario 2
No.

5 Day 3, 06:00
(given at scheduled time)

6 Day 3, 18:00 Dose 6 is late and the time is | Dose 6 is late and the
between 20:00 and 23:00 time is after 23:00

Contact the CCC first and Miss this dose
then give this dose

immediately
7 Day 4, 06:00 Give this dose at scheduled Give this dose at
time scheduled time

If a PK sample was scheduled for the missed dose, the PK sample should be taken at the next
dose and the actual time that the dose was given and the actual sample time and date should be
recorded.

Missed doses will not be replaced.

In the case where a patient stops study drug early because of improvement, protocol
assessments including PK should be continued.

6.4.3 Labelling

Labels will be prepared in accordance with Good Manufacturing Practice (GMP) and local
regulatory guidelines. The labels will fulfil GMP Annex 13 requirements for labelling. Label
text will be translated into local language. Labels will include the following the following
information: protocol number, storage conditions, batch identification number, and
instructions for dosing; there will be a blank line for the pharmacist to add the patient’s
enrolment number. The iv bag cover labelling will contain similar information but will
exclude the batch number in order to maintain the investigator blinding.

6.4.4 Storage

All study drugs must be kept in a secure place under appropriate storage conditions. The
Pharmacist Handling Instructions and the Investigational Product label specify appropriate
storage and shelf life.

6.5 Pre-study, concomitant and post-study treatment(s)

6.5.1 Pre-study treatments

THIS IS A PRINTED COPY OF AN ELECTRONIC DOCUMENT. PLEASE CHECK ITS VALIDITY BEFORE USE.

Investigators will record all pre-study concomitant medications taken by patients in the
2 weeks prior to patients providing written informed consent for the study. In addition,
special attention will be paid to eliciting information about the pre-study therapies listed
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below. Patients are not eligible for the study if they have taken any of following within the
specified timeframe:

o Immunosuppressants (eg, methotrexate, cyclosporine, tacrolimus) within 2 months
before provision of written informed consent for the study.

. High dose steroids (eg, >40 mg or 0.5 mg/kg prednisone or a steroid with
equivalent activity, daily for >7 days) within 1 month before provision of written
informed consent for the study.

o Currently undergoing active radiation or chemotherapy (including non-cytotoxic)
treatment for any type of malignancy (hormonal manipulation therapies for breast
and prostate malignancies are permitted).

° Antivenom manufactured using ovine serum, digoxin immune Fab, crotalidae
polyvalent immune Fab (ovine), or other parentally-delivered sheep-derived product
at any time.

. Anti-TNF antibodies (eg, infliximab, adalimumab, etanercept) within 8 weeks

before provision of written informed consent for the study.

6.5.2 Concomitant medications

All medications and aspects of medical management that are standard in the treatment of
severe sepsis and/or septic shock as well as any treatment for inter-current diseases will be
allowed with the exception of the following during the treatment period (Days 1 to 6):

. Immunosuppressant drugs (eg, methotrexate, cyclosporine, tacrolimus)
. Anti-TNF antibodies (eg, infliximab, adalimumab, etanercept) other than study
drug.

Patients requiring immunosuppressant drugs and/or anti-TNF antibodies during the treatment
period (Days 1 to 6) will be discontinued from study treatment (see Section 5.4.1). If given
during the treatment period or at any time prior to Day 29, the following information should
be recorded in the eCRF: name of drug, start date and time, dose, route of administration, stop
date and time, from 14 days prior to the loading dose until Day 29.

Drotrecogin alfa (activated) use will be permitted at the discretion of the treating physician. If
drotrecogin alfa (activated) is administered, the s