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SUMMARY OF CHANGES TABLE

AstraZeneca

CSP Version 3.0
@ CSP Version 2.0

DOCUMENT HISTORY

Document Date
17-Jul-2023
14-Jun-2023

04

@ Rationale for the Modification:
Theé"pibtocel been amended primarily to change the comparator from (active) AZD7442

(E to placebo. This change was initiated to bring the design of the local study in
line with &n‘[ changes in the Main Cohort of ongoing Phase I/III global study

(SUPERN
and appropria

05648110). Comparative evaluation with placebo is the most informative
he current stage of clinical development program.

A summary of changes i%ted below. Where applicable, the changes were also applied to

the synopsis.

9
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Summary of Changes:
List of Substantial Modifications
Section Number and Name Description of Change Brief Rationale
Global change The comparator has been changed from Bringing the design of the local study
(active) AZD7442 (EVUSHELD) to in line with the recent changes in the
placebo. As placebo comparator will be Main Cohort of ongoing Phase ITII
given as a single injection (whereas lobal stu

AZD7442 previously required two
injections) at each dosing occasion, the
injection of matching placebo that was

part of the blinded AZD3152
administration has been removed

Added justification for use of placebo as a Justification required due to the

comparator change of comparator
ications
Section Number and Name Description of Change Brief Rationale
Global change g e “AZD7442” has been Clarification of the text
chang urrent trade name
“EVUS ughout the document
Schedule of Activities Clarification
8.2.4 Clinical Safety Clarification, as urine tests may be
Laboratory Assessments performed at the clinic
1.3.3 Screening. Treatment, Added footnote to allow the scieenin Reflection of clinical practice
and Follow-up Activities — troponin test to be performed on Day 1
Main Cohort Participants (predose) and noted in the table that thi
assessment will be done using a loca ¢
laboratory
2.2.1 Severe Acute Updated statistics for COVID-19 cases ion brought up to date
Respiratory Syndrome
Coronavirus 2 Infection and
Disease
2.2.2 AZD5156. AZD3152, Removed reference to “the ongoing
and EVUSHELD pandemic”
4.3 Justification for Dose Removed sub-section “Justification for
AZ7D7442 Dose”
6.5 Concomitant Therapy In the table, the timeline for COVID-19 Clarification
antivirals and EVUSHELD has been
reworded for clarity
8.2.1 Physical Examinations Each clinically significant abnormal Timeframe updated for consistency
finding from the time of study intervention with AE collection period noted in
administration (was previously following Section 8.3.1
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Section Number and Name Description of Change Brief Rationale
randomization) should be reported as an
AE
9.4.3 Safety Noted that the most recent version of Contingency. as it may not always be
MedDRA will only be used where possible possible to use the latest version

"%
O
S
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1 PROTOCOL SUMMARY
1.1 Synopsis
Protocol Title:

A Phase II Randomized, Double-blind Study to Evaluate the Safety, Neutralizing Activity and
icacy of AZD3152 for Pre-exposure Prophylaxis of COVID-19 in Participants having an
eased Risk for Inadequate Response to Active Inmunization

le:

AZD3152, gle mADb, is being developed to have broad neutralizing activity across known
SARS- atlants of concern for pre-exposure prophylaxis of COVID-19.

_ \N)
This Phase ' g
] [15

conditions increa
are at high risk of d%

sess the safety and neutralizing activity of AZD3152 m adults with
of inadequate protective immune response after vaccination and thus

i el;)?vere COVID-19.
Evaluation of safety an compared to placebo 1s a generally accepted approach in the
early stages of clinical de of monoclonal antibodies (Decision of Council of the
Eurasian Economic Commissi ovember 3, 2016 Ne89 «Rules for conducting research on
biological medicines i the Eurasian & gmic Union»). This approach provides optimal
comparative data for subsequent inn, 1s ethically justified and does not carry any
additional risks in the conditions of a favourabé change in the epidemic situation in the Russian
Federation (in 2022, Rospotrebnadzor 1@5 gictions 1mposed in connection with the
pandemic). In addition, uneven inclusion m"“fhe groups 1s planned — fewer participants
will receive a placebo. All participants will be 8B rg€eiye SARS-CoV-2 vaccines after the
Day 29 assessments.The results of this study will p ‘jclinical data on safety, neutralizing
activity and efficacy of an mnovation drug in the ne the Russian Federation), which
will be a mandated by Russian law additional data@ for sthe AZD3152 marketing

authorization in Russia and will help expand the available ran; OVID-19 prophylaxis
strategy i conditions of continually virus evolving. .
Objectives and Endpoints /

Objectives Estimand Descriptions/En

Primary /

To evaluate the safety of AZD3152 compared with Population: Safety analysis set

laceb
placeno Endpoints: &

®  Occurrence of AEs collected throughout

study ﬁ
®  Occurrence of SAEs. MAAFEs, and AESIs
collected throughout the study
Intercurrent events: Treatment policy will be
applied, i.e.. all events collected will be included in the

CONFIDENTIAL AND PROPRIETARY 10 of 94
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AstraZeneca

analysis regardless of the presence and timing of
intercurrent events.

Summary measure: The number and proportion of
subjects with AEs. SAEs, MAAEs, AESIs.

Secondary

compare the nAb responses to the SARS-CoV-2
e ing dominant variant(s) of concern circulating
e course of the study in serum following

- placebo administration

Population: SARS-CoV-2 nAb analysis set

Endpoint: Titer for SARS-CoV-2 emerging dominant
variant(s) nAbs

Intercurrent events: Participants who experience a
protocol deviation that can interfere with an antibody
response or violate adherence to the assigned dose.
become infected. receive COVID-19 treatment or
vaccination that can alter nAb levels will have data
collected after the intercurrent event set to missing for
analysis of this endpoint (i.e.. while-on-treatment
strategy is applied).

Summary measure: Geometric mean titer (GMT) and
geometric mean fold rise (GMFRs) (from baseline
value through Day 29 after the single IM dose) of
SARS-CoV-2 nAbs.

Descriptive statistics for the log-transformed ftiter will
include the number of participants, GMT and GMFR.
onding gSD, 95% CI. minimum. and maximum

ized by treatment arm.

To compare the incidence of symptomatic COVID-19
cases in participants receiving study intervention.
(efficacy)

jFull analysis set
Endpoifit:dficidence of a post-treatment symptomatic

case (negative RT-PCR at baseline to
antigen test at any time up
spsciﬁed in the modified
ic COVID-19).

Intercurrent events: 1 ts
unblinded to treatment ass
non-investigational  produ 0!
prevention, in both cases prioriyto hayi
criteria for the COVID-19 endpointgivi
collected after the intercurrent event set
analysis of this endpoint (i.e.. while-
strategy is applied).

who become

and/or take other
VID-19
2 met the

Summary measure: incidence of a post-treatm
symptomatic COVID-19 case.

Exploratory

CONFIDENTIAL AND PROPRIETARY
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Sum mary measure

AE = adverse event; AESI = adverse event of special interest; CI = confidence interval; GMFR = ge
fold rise; GMT = geometric mean titer; gSD = geometric standard deviation; IMP = investigational
product; MAAE = medically attended adverse event: nAb = neutralizing antibody; RT-PCR = reverse trans
polymerase chain reaction; SAE = serious adverse event; SARS-CoV-2 = severe acute respiratory syndr
coronavirus 2; WHO = World Health Organization
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Overall Design

This is a Phase II study that will be conducted in approximately 116 participants to evaluate the
safety, neutralizing activity and efficacy of AZD3152.

Participants will be randomized in a 3:1 ratio to receive AZD3152 (300 mg, 2 mL) or placebo
(2 mL) administered IM in the anterolateral thigh.

y intervention will be handled by an unblinded pharmacist (or designee, in accordance with
jonal regulations) at the study site who will be independent of safety evaluations and
valuations.

If, follewin dy intervention administration, a subject develops COVID-19, according to the
Provision; endations on the methods for prevention, diagnosis and treatment of novel
coronavirus @l (COVID-19), issued by the Ministry of Health of the Russian Federation,
version 17 dated [ per 14, 2022 (Provisional recommendations 2022) (s)he must call “122”

pafessional who, among other procedures, will perform a COVID-

requested, as soon as possible®Al§OG%once a test result is available, the participant must report
within 3 days the date of test and its res the Investigator. If the test result is positive, the
Investigator (or his/her delegate, acc the local regulations and institution guidelines)
will make telephone calls every three days togollect safety data until the subject informs about

his/her recovery.
Disclosure Statement: / ’
This 1s a parallel group, safety, neutralizing activity Mé%cy evaluation study.

Number of Participants:

In total, approximately 87 participants will be exposed to a sing ﬁ of AZD3152 (300 mg,
2 mL) IM, and 29 participants will be exposed to a single dose 0fpla & mL) IM.

So

The duration of each participant’s involvement in the study will be approxim/ 1onths
from when the study intervention is administered.

Statistical Methods &

Categorical variables will be presented as frequencies and proportions in percent val
Continuous variables will be presented as means, geometric means (where applicable), standar /‘

deviations, geometric standard deviations (where applicable), medians, minimum and @
maximum, and quartiles (where applicable), with number of observations.

Intervention Groups and Duration:
Single dose of AZD3152 (300 mg, 2 mL) IM or placebo (2 mL) IM.

All
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the variables will be descriptively compared between treatment arms.

An interim analysis is planned after 116 participants have completed visit 4 (Day 29) to evaluate
early safety and efficacy data at Day 29.

This interim analysis will include primary endpoint variables: all AEs, SAEs, MAAEs, and
s and secondary efficacy endpoints: nAb responses to the SARS-CoV-2 emerging
Wnan‘[ variant(s) and incidence of symptomatic COVID-19 cases (only if at least one case
reported at time of data cut-off). This interim analysis will be provided by unblinded

tcaml’ e parameters, along with other results (disposition, demographic data etc.) will be
provi eatment arms. The comparisons between treatment arms will be performed
descrlptlv

The final an@ pelfomled once all participants complete Visit 6 (Day 181) or early

withdrawal from

Interim and final analyses will be de% detail in the Statistical Analysis Plan.
1.2 Schema

The study groups and overall study design ase desefibed in Figure 1.

Figure 1 Study Design 4

Overall N=116 /
Adult (218) subjects with Day 29 Day181
diseases/conditions resulting in Day 1 Interim analysis Final analysis
compromised immunity IP dosing (N = 116) (N =116)
AZD3152 IM in tight
N=87 0
1

Placebo IM in tight
N=29
I
Screening Follow-up

IM = intramuscular, 7 days 6 months

N = number of participants O/

Note: An interim analysis is planned after 116 participants have completed Visit 4 (Day 29). A final an@ll

occur after all participants have completed Visit 6 (Day 181) or have withdrawn from the study. The s
maintain a double-blinded (i. e.. blind for participants, Investigators/site staff, and AstraZeneca) until the prinjary

analysis ﬁ

1.3 Schedule of Activities

The study will consist of 2 periods: a screening period of up to 7 days (Day -7 through Day -1),
and a treatment and follow-up period lasting 6 months after the administration of study
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intervention (Table 1).

For participants with qualifying symptoms of COVID-19, additional telephone contacts
performed every 3 days should be incorporated in the schedule.

"%
O
S
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1.3.1 Scre
Table 1 Sch

Procedure

eatment and Follow-up Activities

AstraZeneca

Treatment and Follow-up Period

Visit

Day

4

5

6

Window (days)

15

29

21

181

+3

+3

+3

+5

+ 14

‘Written informed consent

Verify eligibility criteria

Randomization

Medical history and
demographics (including
COVID-19 vaccine status
and previous COVID-19
infection)

Full physical
examination, including
height and weight

Targeted physical
examination based on
medical history

X (predose)

Vital signs

XB

Serum chemistry,
hematology, coagulation
(local laboratory)

Troponin, high-sensitivity
test (local laboratory)

Xb
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Procedur Screening Treatment and Follow-up Period
Visit creening 1 3 4 5 6 EDV
Day -1 1 15 29 91 181 NA
Window (days) NA +3 +3 +3 +5 +14 NA

Follicle stimulating

hormone®

HIV test X

Electrocardiogram X

(single, to be performed

locally if feasible) ¢

Urine pregnancy test or X Xe

serum B-hCG (WOCBP

only)

Rapid antigen test for Xt

SARS-CoV-2 (performed

locally)

Weekly

telephone/email/text /

contacts-monitoring for < X

safety and COVID-19

qualifying symptom

Assessment of AEs X X

Assessment of SAEs, X (SAEs) X (ongoing observation and questioning) X

MAAES, and AESIs

Concomitant medications X X (ongoing observation and questioning) X
X (predose) X X X X
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Procedur Screening Treatment and Follow-up Period
Visit creening 1 2 3 4 5 6 EDV
Day -1 1 8 15 29 921 181 NA
Window (days) NA +3 +3 +3 +5 +14 NA
SARS-CoV-2 nAb serum X (predose) X X X X X X
sample”

- Fedose) x | x | x X

Study intervention

administration

Injection site reaction X X
monitoring

Immediate AEs* X

2 On dosing day, vital signs will be performed predose and again approxima 1 inutes after injection. Any abnormal vital signs must be repeated after
the participant has been at rest for at least 5 minutes.

® It is acceptable for this to be performed on Day 1 (predose). Test results must be 4 @ o dosing.

¢ If applicable, for female participants aged < 50 years and have been amenorrhoeic¥6 s and considered postmenopausal follicle stimulating hormone
test should be done before dosing.

4-The Investigator may add extra 12 lead resting ECG safety assessments if there are any @mdmgs or if the Investigator considers it is required for any

other safety reason.

¢ Sample urine or serum B-hCG pregnancy test must return a negative result before dosing.
f Sites will be provided with rapid antigen tests to be done in participants at sites before study intervenfl
b ® In each timepoint should be collected 2 aliquots each 3 mL (A and B). according to Investigational p

i Perform immediately, 30 minutes (+ 10 minutes) and 1 hour after injection, and prior to participant 1elease

¥ Immediate AEs will be collected for a 1-hour observation period after study intervention administration. Qd
tten

istration at Visit 1.
g manual.

AE = adverse event; AESI=adverse event of special interest; EDV = Early Discontinuation Visit; MAAE = medicall
nAb = neutralizing antibody: SAE = serious adverse event; SARS-CoV-2 = severe acute respiratory syndrome coro
potential; B-hCG = beta human chorionic gonadotropin.

rerse event; NA =not applicable;
OCBP = women of childbearing
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2 INTRODUCTION

2.1 Study Rationale

SARS-CoV-2 1s an RNA virus capable of undergomng rapid mutations that have resulted in

reduced responses to previously developed monoclonal antibodies (mAbs) used for cl2

ntion and/or treatment. AZD3152 1s a monoclonal antibody to the conservative epitope of

-CoV-2 spike protein and has a wide range of neutralizing activity against virus variants
viously prevalent and currently relevant.

by AZD3152 is mediated by multiple polar interactions of both heavy and
fong with hydrophobic interactions. The wide range of AZD3152 neutralizing
TQm the fact that this mAb binds to a highly conservative epitope that has

all known wvirus varnants that used to circulate previously and

AZD3152 1s developed to @w e neutralizing activity against known SARS-CoV-2 VOCs
for pre-exposure prophylaxi 'VID-19, resulting in the necessary level of protection

regardless of any potential future mutmt may develop as the SARS-CoV-2 virus evolves.

An mternational phase I/III trial VA (NCT05648110) 1s ongoing to evaluate
AZD3152 safety and neutralizing activiyf ingcomparison with placebo and AZD7442
(EVUSHELD), as a pre-exposure prophylasi d in adults and adolescents in the age of

12 years or above, with body weight of at least N

This Phase II study will assess the safety, neutrali wity and efficacy of AZD3152
adults with immunocompromised conditions, including cgmorbidities contributing to weakened
immunity, thereby increasing the risk of COVID-19 pro 1on up

—

In the Russian Federation this 1s the only planned AZD3152 stud

on safety, neutralizing activity and efficacy in the target populatione ian participants. This
study 1s legally required for AZD3152 marketing authorization in Ru §

While activity of previously authorized medications against new S @ riants 1s
decreasing, the need of mnovative compounds that would significantly incr: K ariety of
COVID-19 prevention methods is particularly high, and even more so — in erable
population at risk of developing severe disease.

Evaluation and marketing authorization of AZD3152 will ensure Russian participan p
re

I provide clinical data

access to the mnovative compound designed for COVID-19 prophylaxis, allowing health
professionals gain experience with this medicine and use it as one of the tools to control diseas
that jeopardize the community, which 1s relevant for the healthcare system in a setting when the
activity previously authorized medicines against new SARS-CoV-2 variants is decreasing.
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2.2 Background
2.2.1 Severe Acute Respiratory Syndrome Coronavirus 2 Infection and
Disease

Coronavirus SARS-CoV-2 is the causative agent of the ongoing COVID-19 pandemic that, as
of May 31, 2023, has caused over 767 million confirmed cases of COVID-19, including more
.8 million deaths, reported to the WHO (WHO 2023). The majority of coronaviruses cause
W disease in humans and animals; however, SARS-CoV-2 can replicate in the lower
®ory tract to cause acute respiratory distress syndrome and fatal pneumonia.
e

In nber 2020, a global vaccination campaign was initiated to protect against serious
diseas®, assogiated with COVID-19. Despite the rollout of effective vaccines, which have
significanf¥ ¢ ed the morbidity and mortality associated with SARS-CoV-2 infection, there
still 1‘emains@net medical need for the approximately 2% to 3% of the population who
remain at ris nd fatal COVID-19 due to decreased response to complete active
immunization be f conditions/comorbidities that impair the immune system, resulting in
reduced immune fuilction a.ld et al 2021, Harpaz et al 2016, Maltezou et al 2022, Parker
et al 2022) or for who ation is not su1table SARS-CoV-2 mutations may cause a
reduction in efficacy of cu_' available monoclonal antibodies (mAbs), which is why it is
particularly relevant to develep mAbs for COVID-19 prophylaxis for the population of

high-risk disease progression t sevele , due to the presence of conditions/comorbidities
resulting in weakened immunity.

Neutralizing mAbs were developed and de to protect those who have a reduced immune
response due to conditions / comorbldltle W the immune system and those at risk of
inadequate immune response to vaccination; ve pment of severe COVID-19. Such
antibodies act by inhibiting the ability of SAR Qntel host cells. Coronavirus entry

protruding from the viral surface (Hoffmann et al 20 et al 2017). The SARS-CoV-2
spike protein comprises 2 functional subunits responsib bindj
(S1 subumt) and fusion of the viral and cellular membranes (S2 sitb
comprises the RBD and contributes to stabilization of the p
anchored S2 subunit, which contains the fusion machinery (Bos L12016). The
SARS-CoV-2 spike protein is the sole viral membrane protein respon @ell entry. It binds
to the cellular receptor human angiotensin-converting enzyme 2 on the nd mediates
virus-cell fusion, allowing the viral genome to enter and replicate in the cel T]XXS -CoV-

into host cells is mediated by the SARS-CoV-2 @em which forms homotrimers

g to the host cell receptor
. The distal S1 subunit
n tate of the membrane

2 spike protein is surface-exposed and nAbs act through direct targeting o rotein.
Clinical studies have shown that mAbs that neutralize the spike protein are effica both
the prophylaxis and treatment settings (see sections above for more details). St )@0

compounds may be used as a supplement to vaccination or other methods of prophyla

Even with currently available mAbs, there i1s a continued need for additional tools to con
COVID-19 due to the emergence of new SARS-CoV-2 variants with spike proteins containin, /‘
amino acid substitutions that have reduced the neutralizing potency of the mAbs. This has @
necessitated continued development of novel antibodies that retain neutralizing functionality

against VOCs.
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2.2.2 AZD5156, AZD3152 and EVUSHELD

Ongoing mutations of SARS-CoV-2 results in the emergence of variants of concern that have
biologic characteristics determining increased infectivity, pathogenicity or reduced neutralizing
activity of antibodies, including available on the Russian market EVUSHELD (AZD7442).
Currently only omicron (PANGO B.1.1.529 line) is considered a VOC.

potency of EVUSHELD was reduced with the emergence of the Omicron lineage,
ecially the Omicron variants BA.1 and BA.1.1 (Case et al 2022; Lusvarghi et al 2022).
1zing potency was regained against the more recent Omicron variants BA.2, BA.3, and
1ekprakhon et al 2022). However, the loss of potency against BA.1 and BA.1.1
the, need for development of additional monoclonal antibodies. Alto results of
w€tic modeling with regards to BA.1 and BA.1.1 confirm that after IM
@00 mg (rather than 300 mg) median EVUSHELD serum concentrations
0
0

exceed the d values, consequently increasing the efficacy of the compound i the

prophylaxis 13 @

Novel monoclonal antilWesigned to prevent symptomatic COVID-19 must be able to

neutralize all known S V-2 viral variants and be resistant to further SARS-CoV-2

mutations. Such agents wotll an additional tool to mitigate individual risks, minimize
ut ag

1sed by Omicron (see 4.3.2 for more details).

outbreaks, and control the sp 1sease. AZD3152 1s being developed to provide efficacy
similar to that of EVUSHELD al wider range of SARS-CoV-2 variants, including
the ones for which a reduction of EV neutralizing activity has been reported.

AZD3152 bind to the SARS-CoV-2 spike protein receptor-binding domaifi. Li D1061,
AZD3152 has been engineered with the YTE (M257Y/S259T/T261E [Dall’ @006])

substitution to extend the mAb half-life, conferring protection from COVID-19 f

of at least 6 months, and the TM (L234F/L235E/P331S [Oganesyan et al 2008, Loo )
substitution to reduce effector function through reduced human FcRn or Clq binding, 1@:
the potential risk of ADE disease. Incorporation of these amino acid substitutions did no '
the neutralization potency of EVUSHELD i vitro.

-ation

ut EVUSHELD has wider efficacy against a
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concern.

AZD3152 efficacy for pre-exposure prophylaxis of COVID-19 is supported by the following
evidence:

e The mechanism of action and PK of AZD3152 are similar to those of AZD7442
(EVUSHELD).

Report on AZD3152 pharmacokinetics in transgenic mice expressing
as of June 14, 2022). Both agents bind to the epitopes of RBD on the spike
blocking its attachment to the human ACE2 receptor and preventing SARS-
esulting in its effective neutralization.

| neutralization data against Omicron variants BA.1, BA.1.1,
1.1, BF.7, XBB, and XBB.1 for AZD3152 are superior to those
of EVUSH Table 2). Currently the XBB.1 SARS-CoV-2 variant is
predominant in
e EVUSHELD has demonstr ficacy in reducing the incidence of symptomatic
COVID-19 compar h placebo n the PROVENT

1

(D8850C00002/NCT04625725) dy (Levin et al 2022), with relative risk
, 8
1s

fan Federation.

reduction 0of 76.73, 95% CI 46.

<0.001, and 1s approved as EVUSHELD
for the pre-exposure prophylax -19, and for treatment of COVID-19 in
the Russian Federation, the EU and /’
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Table 2 Assessment of antiviral activity of cilgavimab, tixagevimab, AZD3152,
AZDS5156 and EVUSHELD in a pseudovirus neutralization assay

R4

'v

-
N ™ |
€L

A N

,‘

Notes: IC50 values were calculated based on mean Yesl least two independent experiments, each of which

was conducted in three repetitive runs.
AZD1061 (cilgavimab, EVUSHELD component with a / &mg activity against Omicron compared to
tixagevimab)

IC50, Half maximal inhibitory concentration; mAb, monoclonal auO

Source: Study EVI5S156-0005.

L 4

Subjects belonging to prioritized populations (see Provisional re nf ations 2022), with
high risk of severe COVID-19 (eg, individuals with immunoco 1sing conditions or
comorbidities, including those taking immunosuppressive medications for whom
vaccination is not suitable, will benefit most from AZD3152 adlmmstlat@ VID-19
prophylaxis. It is noteworthy that currently XBB.1 is the predominant varia gnRUss1an
Federation, and the investigational product has higher neutralizing potentia it, as
compared to EVUSHELD (see Table 2).

The AZD3152 clinical trial program is presented below. 0
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Table 3 List of completed, ongoing and planned clinical trials
Protocol Status Beginning End Phase Expected Conducted
number of in the
subjects Russian
Federation
SUPERNOVA Ongoing December | February v 3256 no
D7000C00001 2022 2025
Little Dipper Planned April January I 48 no
000C00004 2023 2025
000C00007 Planned April August I 40 no
2023 2025
Planned June 2023 | April 2024 I 116 yes
AZ-R

Now SUPERNO%OSMS] 10) Phase I/III global study is ongoing to evaluate the safety
and neutralizing activity

pre-exposure prophylaxig’o
weighing at least 40 kg.
AZD5156 (combination of AY
Safety Cohorts, AZD3152 or placebo
(AZD7442) in the Sub-study (will be ¢
1054 subjects have been enrolled, 1e. €

e
volunteers, N=57) is complete and enrola#ent into,the main cohort (immunocompromised
patients) is ongoing. j

. No safety concerns were noted based on revi f #fety data from the Sentinel Safety
Cohort (Day 29) after study intervention dose. Over g ety analysis of data from healthy
participants in the Sentinel Safety Cohort supports n g

immunocompromised participants in the SUPERNOVA

being evaluated for the pre-exposure prophylaxis of COVID-19
inadequate immune response after vaccination (due to im
including comorbidities that may contribute to weakened immunif¥

severe COVID-19.

The results of this study will provide clinical data on safety and neutraliZing

D3152 in comparison with placebo and EVUSHELD for
BQVID-19 in adults and adolescents 12 years of age or older
gipants of the SUPERNOVA study receive IM injections of

d as phase II). At the beginning of August, 2023,
nt into the sentinel safety cohort (healthy

rward into the Main Cohort of

v.In th

3

innovation drug in the new region (the Russian Federation) will become an adéh

evidence supporting AZD3152 marketing authorization in the Russian Fedefatif
expand strategies for COVID-19 prophylaxis in a setting of continuous virus evolut

ocal study, AZD3152 is
with increased risk of
womising conditions
ing in a high risk of

AZD5156 and AZD3152 is provided in the Investigator’s Brochure for AZD5156

AZD3152.
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2.3 Benefit/Risk Assessment
2.3.1 Risk Assessment

AZD3152 1s a mAb directed against RBD of the SARS-CoV-2 S protein for neutralization of

the virus. AZD3152 is a virus-specific monoclonal antibody without any known endogenous

@ human target. There are no identified risks for AZD3152. The structural similarities between

3152 and EVUSHELD (AZD7442) components suggest similar safety profiles;

@ ications made for AZD3152 are not expected to have an effect on its safety, which 1s
rmed by an interim safety data review presented above.

The jisks associated with the administration of any immunoglobulin, including
polycl unoglobulin preparations and mAbs, imclude injection site reactions,
anaphylaxs, ther serious hypersensitivity reactions including immune complex disease,
and ADE of mfe

observed and may manifest as local inflammation, redness,
ing, and possible bleeding or infection at the site of injection.

will closely monitor participants during and after study
ﬁctions should be managed according to standard clinical

Injection site rea ma
itching, pain, swelling, b
Clinical studies with
mtervention administration!
practice.

Monoclonal antibodies have the po cause anaphylaxis and other hypersensitivity
reactions. Healthcare professionals are fanitligg with this risk, and the management of this risk

1s integrated mto routine medical practice wygten adnunistering proten-based infusion/injection
5althy volunteers who took part in the

therapies. Such reactions were not rep
/ .
For all mAbs, ADE of infection disease is a theoretic ‘1‘(@1?5 not been seen in the currently
S
e

SUPERNOVA clinical trial.
available mAbs to prevent or treat COVID-19. One o omes of ADE disease involves
increased binding efficiency of virus-antibody compl to Fc i earing cells and which

triggers virus entry. Such abnormal condition is not expected v 3152 because, similar
to EVUSHELD components, AZD3152 has been designed od#fication to prevent

mteers who took

occurring via this mechanism. Such reactions were not reported in he

binding to cellular Fc receptors, thus significantly lowering the y ADE of ifection
thyiy
part in the SUPERNOVA clinical trial.
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.3.2 Benefit Assessment

linical studies indicate that AZD3152 1s effective against a wide range of SARS-CoV-2
. therefore, AZD3152 must ensure sufficient level of protection from COVID-19 in

s cts. AZD3152 is similar (structurally and i terms of mechanism of action) to
E ich demonstrated an 83% reduced risk of developing symptomatic COVID-19
at 6 mo ompared with placebo m participants who were SARS-CoV-2 negative at baseline
has showr hase IIT PROVENT trial (Levin et al 2022), also suggesting AZD3152

an additional prophylaxis od that would provide effective prophylaxis to neutralize SARS-
CoV-2 and ensure prote€tig ﬁ inst emerging dominant variants, particularly in cases where
the risk of mounting inadequatgfmume response to complete active immunization is expected
(CDC 2021) (in which settingfimonoclogal antibodies are to be used as a supplementary
protection method, beyond those alre ilable), and those for whom vaccination is not
suitable.

The individuals to be included in this s@'e dults having an increased risk for the
development of severe COVID-19 due to iesponse to a complete course of active
immunization and, therefore, compromised éi 3] who AZD3152 would ensure
protection against COVID-19.

Despite the rollouf's effWARS-CoV—Z vaccines, there remains an unmet medical need in

2.3.3 Overall Benefit: Risk Conclusion O

stration, laboratory
9 days after the
are outweighed

and instrumental examinations as per section 1.3, possible vacc
administration of investigational products), potential risks related to
by the expected benefits that may be available to subjects with an increa
response to active immunization and development of severe COVID-19.
safety of AZD3152 1s confirmed by the safety results from the SUPERNOVA cliftliga¥tgial in a
sentinel cohort of healthy volunteers (n=57), consistent with phase I of clinical ment.
The collected data were consistent with further continuation of the clinical trial, prd oo

the second period — evaluation of AZD3152 efficacy and safety in the target populag:
immunocompromised patients (more than 1000 subjects have been randomized and doset@
now).

More detailed information about the known and expected benefits and potential risks of @
AZD3152/AZD5156 1s provided in the corresponding Investigator’s Brochure.
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3 OBJECTIVES AND ENDPOINTS

Table 4 Objectives and Endpoints
Objectives Estimand Descriptions/Endpoints
Primary

evaluate the safety of AZD3152 compared with | Population: Safety analysis set
pl Endpoints:

®  Occurrence of AEs collected throughout the

O study
/ ®  Occurrence of SAEs. MAAEs, and AESIs
@ collected throughout the study
Intercurrent events: Treatment policy will be
applied, i.e.. all events collected will be included in the

analysis regardless of the presence and timing of
O mntercurrent events.

Summary measure: The number and proportion of
/\ subjects with AEs. SAEs, MAAEs, AESIs.

Secondary
To compare the nAb responses to the SARS-Co Population: SARS-CoV-2 nAb analysis set
emerging dominant variant(s) of concern circula int: Titer for SARS-CoV-2 emerging dominant

during the course of the study in serum followin s) wAbs
; .events: Participants who experience a
prot (l won that can interfere with an antibody

AZD3152 or placebo administration
response @te adherence to the assigned dose,
become in . regérvig COVID-19 treatment or

vaccination that cg Ab levels will have data
collected after the fent évent set to missing for
analysis of this endpG while-on-treatment
strategy is applied).

Summary measure: Geometh er (GMT) and
geometric mean fold rise (G
value through Day 29 after the s
SARS-CoV-2 nAbs.

Descriptive statistics for the log-transformi

t
include the number of participants, GMT and@
corresponding gSD. 95% CI, minimum. and maxim

and summarized by treatment arm.

To compare the incidence of symptomatic COVID-19 | Population: Full analysis set @

cases in participants receiving study intervention. | gpdpoint: Incidence of a post-treatment symptomatic
(efficacy) COVID-19 case (negative RT-PCR at baseline to
positive RT-PCR or positive antigen test at any time up
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Objectives Estimand Descriptions/Endpoints

to 6 months AND symptoms specified in the modified
WHO definition of symptomatic COVID-19).

Intercurrent events: Participants who become
unblinded to treatment assignment and/or take other
non-investigational  product(s) for COVID-19

% prevention, in both cases prior to having met the

criteria for the COVID-19 endpoint, will have data

collected after the intercurrent event set to missing for
analysis of this endpoint (i.e.. while-on-treatment
O strategy is applied).

Summary measure: incidence of a post-treatment

/ symptomatic COVID-19 case.
Exploratory
Population:
Endpoints:
L]

S
—
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Objectives Estimand Descriptions/Endpoints

AE=a t; AESI = adverse event of special interest; CI = confidence interval; GMFR = geometric mean
fold rise; metric mean titer; gSD = geometric standard deviation; IMP = investigational medicinal
product; MAA@anlly attended adverse event; nAb = neutralizing antibody; RT-PCR = reverse transcription
polymerase cha = serious adverse event; SARS-CoV-2 = severe acute respiratory syndrome
coronavirus 2; WH Health Organization

O
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4 STUDY DESIGN

4.1 Overall Design

This 1s a Phase II study that will be conducted to evaluate the safety, neutralizing activity and
efficacy of AZD3152. The study will enrol approximately 116 adults who have a reduced
immune response due to a disease/condition affecting the immune system and who are at risk

eloping an underdeveloped immune response to vaccination and developing severe forms

will be randomized 3:1 to receive AZD3152 (300 mg, 2 mL) or placebo (2 mL)
in the anterolateral thigh on Day 1. A prerequisite for inclusion in this study is
that p paints have immunocompromised conditions, including comorbidities that may
ed immunity, which in turn increases their risk of progression to severe

disease. ( Ea
AZD3152 or plac%b

Study intervention will b
local and institutional reg
evaluations and other trial evaluafto

inistered as a single IM injection in the anterolateral thigh.

d by an unblinded pharmacist (or designee, in accordance with
at the study site who will be independent of safety

The study will be conducted at approxa @' 10 sites in the Russian Federation.

AEs will be collected for anl-hour observaii d after study intervention administration.
The duration of each participant’s involvem stady will be approximately 6 months
¢

Adverse events, SAEs, MAAEs, and AESIsg¥ill be collected throughout the study. Immediate
from when the study intervention is admjnjstelv‘:eé

If, following study intervention administration, a subj t@pg COVID-19, according to the
Provisional recommendations on the methods for preventign, diagn@sis and treatment of novel
coronavirus infection (COVID-19), issued by the Ministry of Hea e Russian Federation,
version 17 dated December 14, 2022 (Provisional recommendatig ) ¢)he must call “122”
to be visited by a healthcare professional who, among other proced®®s, 11l perform a COVID-
19 test. Once a visit by a healthcare professional has been requested, tie,s t must notify the
study doctor of the date symptoms occurred and the date a healthcare pr 1
requested, as soon as possible. Also, once a test result is available, the parti€ipa
within 3 days the date of test and its result to the Investigator. If the test restit®i ve, the
Investigator (or his/her delegate, according to the local regulations and institu I@lines)
will make telephone calls every three days to collect safety data until the subject 1

Overall study design is described in Figure 1.

ut
his/her recovery.
Participants can receive SARS-CoV-2 vaccines after the Day 29 assessments. O‘
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4.2 Scientific Rationale for Study Design

This study follows the design of exploratory phase II therapeutic trials. In accordance with the
Board of Eurasian Economic Commission Recommendations, such studies may include parallel
controls and comparison with baseline values, which applies to the design of this clinical trial.
In accordance with the Board of Eurasian Economic Commission Recommendations such
@ exploratory studies are of relatively short duration and are conducted with a small group of
ients using surrogate or pharmacological endpoints or clinical indicators. In this study, the
w\/ation period and sample size are consistent with such parameters. In addition to assessing
afety of IP, the study also assesses its neutralizing activity against relevant variants of
C @35, which is the standard surrogate point for assessing efficacy in this class of drug

for thi§ in fon.

Evaluatio and efficacy compared to placebo is a generally accepted approach in the
early stages i evelopment of monoclonal antibodies (Decision of Council of the
Eurasian Econon@nission November 3, 2016 Ne89 «Rules for conducting research on
biological medict m t wrasian Economic Union»). This approach provides optimal
comparative data for sub, ent interpretation, is ethically justified and does not carry any
additional risks in the coftdi f a favourable change in the epidemic situation in the Russian
Federation (in 2022, Ros or lifted restrictions imposed in connection with the
pandemic). In addition, unevenginichision ﬁ the study groups is planned — fewer participants

will receive a placebo. All participants able to receive SARS-CoV-2 vaccines after the
Day 29 assessments.

The overall study design is similar to the
(D8850C00002/PROVENT) as well as ot Iy designs evaluating SARS-CoV-2 mAbs
(Levin et al 2022, Fact Sheet EUA Bebtelovima# @ A a et al 2021, Weinreich et al 2021).
The main difference from other study desig e randomization ratio. Unequal
randomization ratio will cover the need for additio Onformation of AZD3152. Also,

BI.D (AZD7442) Phase III efficacy study

based on the available efficacy data, it is anticipated that{parti€ipants in the AZD3152 arm will
benefit more than participants in the placebo arm. AZD3 1s de
for future resistant mutations that may develop as the SARS-Cg
The data obtained in previous studies suggests that the 6-mohi

ping specially to prepare
fhis continues to evolve.
19d” following a single

AZD3152 injection is adequate to meet the study objectives. The s ahgimilarity between
AZD3152 and the components of the EVUSHELD drug suggests a safety profile of
AZD3152 to that of EVUSHELD: modifications made in the developme 3132 are not

expected to affect the safety of the drug, which was confirmed in the sentinéhcoh
study SUPERNOVA (D7000C00001). At the time of assessment on day 29, no g
were identified, allowing further enrolment of patients in phase III. The primary e
standard safety assessments.

pf'of clinical
2ty data
ts are

Although the primary endpoint of the study is aimed at assessing safety, the study also aimgfto
investigate the neutralizing activity against emerging dominant variants of SARS-CoV-2 /\
the efficacy of the drug. This study will help to identify a group of patients at high risk of
developing severe COVID-19 who may benefit most from the drug administration. @

The combination of objectives of this study is therefore consistent with the aim: to establish the
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safety of an immunobiological medicinal product and its preventive efficacy for individuals
with certain conditions or diseases that confer high risk of developing severe forms of COVID-
19.

4.2.1 Rationale for Study Population

@ This study will involve adults 18 years of age or older who have conditions/comorbidities that
ontribute to reduced immunity, which in turn increases their risk of progression to severe
% of disease. Due to the risk of developing an inadequate response to full vaccination due
une system dysfunction due to existing conditions/comorbidities, administration of
1ziag mADb is also recommended for such individuals (Provisional recommendations,

@ 24 December 2022; CDC 2020).

ver 1
Age, cofho les and immunosuppressive conditions, including the wuse of
immunosupptesSwe__therapy, are associated with the inadequate immune response to

vaccination. g
Immunological agiig is a -related dysregulation of the immune system, an age-related
change in the compone innate and adaptive immune system in the elderly, leading to

OAFENE
impaired formation of prounity following immunization or infection (Poland et al

2018, Wagner and Weinberg immermann and Curtis 2019).

Obesity has been shown to correlate ‘@ eaker immune response to vaccines, which can
also be considered a marker or state*of im#uposuppression. For example, obese people have
reduced CD8+ T-cell activation compared 46 healthy people of normal weight (Poland et al
2018, Wagner and Weinberger 2020, Zimm nngnd Curtis 2019).

Patients with chronic kidney disease are a prior & vaccination, but the adequacy of
S

the immunological response in this category of pati Of ot be high enough, and therefore
booster vaccination is needed, as well as the use of pr r@m&ll neutralizing antibodies both

as pre-exposure prophylaxis and as treatment (Provisio commendations, version 17 of 24
December 2022).

¢
Hippisley-Cox, et al. conducted a large-scale study on 6,952,440 d patients to develop

and test risk prediction algorithms for COVID-19-related mortality a italization in adult
patients after one or two doses of COVID-19 vaccine. Mortality fro
shown to be 1.2 to 2 times higher in vaccinated patients who had chronic obs
disease (COPD) and/or cardiovascular disease (coronary heart disease, strokeNatriadfibrillation,
heart failure, thromboembolism, peripheral vascular disease) (Hippisley-Cox, et
patients with these comorbidities also require the use of long-acting drugs con

neutralizing antibodies as pre-exposure prophylaxis

The study population most likely to benefit from receipt of IMP. The inclusion criteria Q
designed to select such individuals (for list of conditions, see Section 5.1). /‘
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4.3 Justification for Dose
4.3.1 Justification for AZD3152 Dose

The safety and tolerability of AZD3152 300 mg 1s being evaluated in the ongoing phase I/IIT
SUPERNOVA study, preliminary safety profile 1s briefly described 1n section 2.2.2.

@ 3152 demonstrated effective in vitro neutralization as on live SARS-CoV-2 virus, with
n

values obtained ﬁ‘om. ng/mL (BA.1.1 variant) to - ng/mL (D614G variant), and
seudovirus of current variants of the SARS-CoV-2 virus, with the obtained IC50 values

1 ange from

1

ng/mL (XBB.1 variant) to ng/mL (BA.2.75 variant). The newly
uculating BQ.1.1 and XBB.1 variants are also neutralized by AZD3152 with IC50
mL an

value ng/mL, respectively.

Based on
mg will ma
for such SARS-

@cal evidence it 1s predicted that administration of AZD3152 in a dose of 300
i

C@aﬂaﬂts as BA.1, BA.1.1, BA.2, BA4/5BA4.6,BQ.1,BQ.1.1, XBB.1
and BF.7 m at le ?:%tudy participants for greater than 6 months. The results of

ation of AZD3152 in the nasal epithelium lining fluid at above IC80

nonclinical studies eval neutralizing activity of the molecule are presented in detail in
“Module 2.6: Nonclinica cological written summary”. Drug substance: AZD3152 and

AZD5156. Date: February 06 ﬁ

4.3.2 Justification for Placebo

Evaluation of safety and efficacy compare 0 1s a generally accepted approach in the
early stages of clinical development of mon anggbodies (Decision of Council of the
Eurasian Economic Commission November 3, £89 %Rules for conducting research on
biological medicines i the Eurasian Economic Wnigh), is approach provides optimal
comparative data for subsequent interpretation, is et iﬁtiﬁed and does not carry any
additional risks in the conditions of a favourable change 1 e situation in the Russian

p1dgfi
Federation (in 2022, Rospotrebnadzor lifted restrictions imp connection with the
pandemic). In addition, uneven inclusion in the study groups ¥ :

€ fewer participants
will receive a placebo.
is a safe and wix& acebo option

m studies of parenteral dosage forms. A similar placebo option is used in the Maip#Cohort of
ongoing Phase I/III global study (SUPERNOVA, NCT05648110).
Placebo will be administered similarly to the AZD3152: single IM (thigh) injectiO\Q

4.4 End of Study Definition %

A participant 1s considered to have completed the study if he/she has completed all phases /\
the study including the last scheduled procedure shown in the appropriate SoA (Section 1.3). @

The end of the study i1s defined as the date of the last scheduled procedure shown in the
appropriate SoA (Section 1.3) for the last participant in the study.
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5 STUDY POPULATION

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

5.1 Inclusion Criteria

pants are eligible to be included in the study only if all of the following criteria apply:

icipant must be 18 years of age or older at the time of signing the informed consent.

1 informed consent obtained from the participant prior to performing any protocol-
1‘e@ dures, including screening evaluations.
3. Neg rapid antigen test SARS-CoV-2 at Visit 1.
4. Weigh @ at Visit 1.
5. Adult parfici increased risk of progression to severe forms of disease due to

Weinberger 2020, rmann and Curtis 2019), having at least 1 of the following risk
factors:

e Obese, e, B {
e Congestive heart failure
e  Chronic obstructive pu

e  Chronic kidney disease, ie, G

e Intolerant of vaccine. Defin
serious adverse event after rece

Immunosupp di?wfconditions (Furer et al 2020, Poland et al 2018, Wagner and
1

Isease
30 mL/min/1.73 m? (Lamb et al 2013)

ous history of severe adverse event or
e Immunocompromised state (must

approved vaccine.
} at 1 of the following risk factors at
enrollment)

a) Have cancer (eg, active solid tumors @matologic malignancies) except
for adequately treated:

— Non-melanoma skin cancer or lenti .
— Uterine cervical carcinoma in situ /
— Local prostate carcinoma

b) Have solid organ transplant or a hematopoietic stem nt (within 2
years of transplantation, are taking immunosuppression tHgra ho have
chronic graft-versus-host disease)

c) Are actively taking immunosuppressive medicines (eg, ng
corticosteroids [ie, > 20 mg prednisone or equivalent per d &n
administered for > 2 weeks], high-dose alkylating agents, antimet @
transplant-related 1mmunosuppressive drugs, cancer chemotherapeftic
agents classified as severely immunosuppressive [eg, Bruton’s tyros /\
kinase inhibitors], tumor-necrosis blockers, or other immunosuppressive or
immunomodulatory biologic agents for rheumatic diseases)

d) Received chimeric antigen receptor T-cell therapy
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e) Within 1 year of receiving B-cell depleting therapies (eg, rituximab,
ocrelizumab, ofatumumab, alemtuzumab)

f) Have a moderate or severe primary immunodeficiency (eg, DiGeorge
syndrome, Wiskott-Aldrich syndrome, severe combined immunodeficiency,
common variable immune deficiency, agammaglobulinemia)

@ 6. Medically stable defined as disease not requiring significant change in therapy or
spitalization for worsening disease during the 1 month prior to enrollment, with no acute
change in condition at the time of study enrollment as judged by the Investigator and no
cted changes at the time of the enrollment.
must not be pregnant or lactating and must still be using a highly effective method
oficont 1on or abstinence until at least 6 months after study intervention administration.

NOTE
e Wom of childbearing potential are defined as females who are either permanently
sterilized (L @ gffomy, bilateral oophorectomy, or bilateral salpingectomy), or who are
postmenopausal’

Females will be considered postmenopausal if they have been
amenorrhoei

for 12%months prior to the planned date of randomization without an

alternative medic @The following age-specific requirements apply:

o Females < 50 y would be considered postmenopausal if they have been
amenorrhoeic for nths or,more following cessation of exogenous hormonal

treatment and follicle stim:mmone levels in the postmenopausal range.

o Females > 50 years old considered postmenopausal if they have been
amenorrhoeic for 12 months or mosé following cessation of all exogenous hormonal
treatment.

e All female participants of childbearin 1 must have a negative urine pregnancy
test result at screening. / *

e Female participants of childbearing potential ne highly effective form of birth
control. A highly effective method of contraception is defined as one that can achieve a
failure rate of less than 1% per year when used comSistently*amnd correctly. Females of
childbearing potential who are sexually active with a ng ized male partner must
agree to use one highly effective method of birth con deéfined below, from
enrollment throughout the study and until at least 6 mon s ast dose of study
intervention. Cessation of contraception after this point sh 1scussed with a
responsible physician.

e Highly effective birth control methods include: Total sexual abstmen cceptable
method provided it 1s the usual lifestyle of the participant (defined as ﬁom
heterosexual intercourse during the entire period of risk associated wi
treatments) [(periodic abstinence eg, calendar, ovulation, symptothermal, post-
methods), declaration of abstinence for the duration of exposure to study mte
and withdrawal are not acceptable methods of contraception], a vasectomized par
Implanon®, bilateral tubal occlusion, intrauterine device/levonorgestrel mtlauterl
system, Depo-Provera™ injections, oral contraceptive, and Evra Patch™, Xulane™, or
NuvaRing® or their equivalents.

e The following are not acceptable methods of contraception: periodic abstinence
(calendar, symptothermal, post-ovulation methods), withdrawal (coitus interruptus),
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spermicides only, and lactational amenorrhea. Female condom and male condom should
not be used together.

8. Able to understand and comply with all study requirements/procedures, based on the
assessment of the Investigator.
5.2 Exclusion Criteria

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

omen who are pregnant, lactating, or of childbearing potential and not using a highly
ctive method of contraception or abstinence from at least 4 weeks prior to study
tion administration and until at least 6 months after study intervention

100.

ensitivity to any component of the study intervention.

3 Previou sitivity or severe adverse reaction following administration of a mAb.

4 Acute (time-@or febrile (temperature > 38.0°C) illness/infection on day prior to or
osin,

day of plann Ing; icipants excluded for transient acute illness may be dosed if
illness resolves and ﬁz‘escreened for enrollment once.

5 Blood drawn in excess ptal of 450 mL for any reason within 30 days prior to Visit 1.

6 Clinically significant bleedwg disorder (eg, factor deficiency, coagulopathy, or platelet

disorder), or prior history ©f ignif bleeding or bruising following IM injections or
venipuncture.

7 Has HIV infection.

8  Receipt of convalescent COVID-19 pl@e ent within 6 months prior to Visit 1.

9  Previous receipt of a mAb against SAR '

10 Receipt of a COVID-19 vaccine within 6 m r4o Visit 1.

11 Receipt of a COVID-19 antiviral for prophylaxt t least 2 weeks prior to Visit 1.

12 COVID-19 within 6 months prior to Visit 1 (confiffned ®ither by laboratory testing or a
rapid test [including at-home testing]).

13 Receipt of any IMP in the preceding 90 days or expected @ [MP during the period
of study follow-up. Concurrent participation in another imteryéntienal study where the

participant ceased IMP treatment >90 days who is in the follow- of the study and
not expected to receive further IMP, is permitted for inclusion.

14 Alcohol or substance abuse that, in the opinion of the Investigator, mig mt/ with the

ithin 6 months prior to Visit 1.

trial conduct or completion.

15 Deprived of freedom by an administrative or court order, or in emerge cg_, or
hospitalized involuntarily.

or interfere with evaluation of the study intervention or interpretation of participant sa
or study results.

16 Any condition that, in the opinion of the Investigator, might compromise participang s 6
y

®

17 Employees of AstraZeneca involved in planning, executing, supervising, or reviewing the
AZDS5156/AZD5132 program, clinical study site staff, or any other individuals involved
with the conduct of the study, or family members of such individuals.
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5.3 Lifestyle Considerations

e Participants must follow the contraception requirements outlined in above Sections.

e Restrictions relating to concomitant medications are described in Section 6.5.

ot subsequently randomly assigned to study intervention. A minimal set of screen failure
tion is required to ensure transparent reporting of screen failure participants to meet the
RT publishing requirements and to respond to queries from regulatory authorities.
rmation includes demography, screen failure details, eligibility criteria, and any

Individual/\@ not meet the criteria for participation in this study (screen failure) may be

rescreened if }&it has not met the eligibility criteria within the screening period and/or

54 Screen Failures
@ reen failures are defined as participants who consent to participate in the clinical study but
]

the reason for scr ure was transient (including but not limited to study equipment failure,
unforeseen persona evw mandate missed screening visit). Only a single rescreening is
allowed in the study and started within 2 weeks of the iitial screening. When possible,
the Investigator shoul the Study Physician prior to rescreening. Rescreened
participants should be assi 1e participant number as for the initial screening.

6 STUDY INTERVED@

Study intervention is defined as any invest#€ational intervention(s), marketed product(s) or
placebo intended to be administered to ofimedical device(s) utilised by a study participant
according to the study protocol.

L 4
6.1 Study Intervention(s) Administe/y
6.1.1 Investigational Products

ASTRAZENECA AB will supply LLC AstraZeneca Pharmace
intramuscular injection, at a dosage of 150 mg / ml, 2 ml in a
standard package "IN BULK".

\7D3152, solution for
estigational drug n a

Further secondary packaging, labelling and release of IMP, will be ca @[emtory of

the Russian Federation by Manufacturing site and by Sponsor, in accordanc it7ljcable
Placebo

regulations.
Participants will be randomized to receive AZD3152 or placebo (3:1 ratio). There is no cap@
du

randomization in each group to be implemented on site level of each investigational pro: /‘

because it will increase overage of IMP for trial conduction. Details of these study interventions
are presented in Table 5 and are described below.
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Each vial of AZD3152 contains colourless to slightly yellow, clear to opalescent solution for
mjection. Label-claim volume per vial is 2 ml.

m 1s colourless, clear solution for injection. _

AZD3152 or placebo will be administered as a single IM injection in the anterolateral thigh.

a articipant experiences an immediate hypersensitivity reaction after receipt of the IM
&\ appropriate necessary treatment should be prescribed. For details on the treatment of

Q'c reactions after study intervention IM injections see Appendix E.

Study
local and
evaluations

ﬁon will be handled by an unblinded pharmacist (or designee, in accordance with
nal regulations) at the study site who will be independent of safety
1a] evaluations.

Table 5 Investig 1P cts
Intervention name AZD3152 PLACEBO
Type Drug Placebo

Dose formulation AZD3152 will ied as a single | Placebo is
vial.

AZD3152 vial congdins 300 mg

solution for injectio

The solutions contain
AZD3152 in

1

Unit dose strength(s) | 300 mg AZD3152 at 150 mg/mL

Dosage level(s) 300 mg single dose of AZD3152 single dose

Route of 1 IM injection (thigh) of 2 mL of [ 1 IM injection (e 2 mL of
administration® AZD3152 placebo O

Use Investigational Placebo-comparator

IMP and NIMP IMP IMP

Sourcing AstraZeneca -
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Packaging and IMP will be provided in glass vials.
labelling Each glass vial will be labelled as per
country requirement.

mtramuscular; IMP = investigational medicinal product; NIMP = non-investigational medicinal product; w/v
reight per volume.

Preparation/Handling/Storage/Accountability

O/- IMP vials/ampoules are stored at 2°C to 8°C and must not be frozen.

The Investigator, or an approved designated representative (eg,
@ pharmacist), will ensure that all study intervention is stored in a secured

9 ¢ n refrigerated temperatures (2°C to 8°C) and in accordance with
p e regulatory requirements.

e A tempetature log will be used to monitor the storage conditions of IMP in
the stg @ airea. Temperature excursions outside the permissible range
listed 1 al supply packaging will be reported to the monitor upon
detection. A calibr; temperature monitoring device will be used to
record the te conditions in the drug storage facility or
refrigerator. Storage congditions stated in the Investigator’s Brochure may
be superseded by the 1dbel

e Study intervention must hg @ 1
preparation to prevent prolongeéc

e The Investigator or designee firm appropriate temperature
conditions have been maintained dug ansifgfor all study intervention

received and any discrepancies are reported #Use @
which a temperature deviation has been i@
prior to AstraZeneca's notification.

riginal packaging until the time of
gxposure.

study intervention for
witll not be permitted

e  Only participants enrolled in the study may receiv mtervention and
only authorised site staff may supply or administer stud§ int tion. All
study intervention must be stored in a secure, environm ntrolled,

and monitored (manual or automated) area in accordance wi belled
storage conditions with access limited to the Investigator and “#ithQriSed
site staff.

e The Investigator, mstitution, or the head of the medical institution (wher
applicable) 1s responsible for study intervention accountability, /‘
reconciliation, and record maintenance (ie, receipt, reconciliation, and final @
disposition records).
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e  Further guidance and information for the final disposition of unused study
interventions, detailed dose preparation, handling, and administration
information will be provided in the Investigational Product Handling
Manual.

@ The doses of AZD3152 and placebo for administration must be prepared by the Unblinded staff

members delegated by the Investigator (or an appropriate designee trained in study drug
aration), using aseptic technique and following local regulations and site requirements.
o

talkfime between retrieval of the drug from the vial/ampoule into the syringe and the start of
wistration must not exceed:

e 24 hours at 2°C to 8°C

/ e 4 hours at room temperature.
If the fina p@ 1s stored at both refrigerated and ambient temperatures, the total time must
2

not exceed §, Otherwise a new dose must be prepared from new vials/ampoules (that is,
the individual sté $ ime limits are not additive). AZD3152 and placebo do not contain
preservatives; any useWD of the vial/ampoule must be discarded immediately after use.

6.3 Measures to glﬂe Bias: Randomization and Blinding

6.3.1 Randomization

The participants will be randomized to receivepAZD3152 or placebo (3:1 ratio).

All participants will be centrally assigned %eq4@
Before the study is initiated, IWRS access and 4f
intervention will be administered at the Visit 1.

doinized study intervention using an IWRS.

/b\gill be provided to each site. Study

The IWRS will provide to the Investigator(s) or pharm: c@ kit identification number to be
allocated to the participant at the dispensing visit. Rou for t 1ll be described in the
IWRS user manual that will be provided to each center.

—

*

6.3.2  Blinding ﬂ/

Neither the participant nor any of the Investigators or Sponsor sta \'@ involved in the
treatment or clinical evaluation and monitoring of the participants will arg of ghe study
intervention received. Since AZD3152 and placebo are visually distifigt, praér to dose
preparation (due to differences in appearance), study intervention will be

Icd, by an
unblinded pharmacist (or designee, in accordance with local and institutional 1‘egul the
study site who will be independent of safety evaluations and other trial evaluations. P |

preparing and administering study intervention may be the same individual. Syringe '
will be required in order to maintain the blind. The Investigator responsible for safety
assessment will not attend the study intervention administration session but will be available /‘

case of emergency (eg, anaphylactic shock).

The following personnel will have access to the randomization list during the study, prior to
DBL:
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e Those carrying out the packaging and labelling of IMP

e Those generating the randomization list and IWRS system

e The AstraZeneca Alliance Team members responsible for supply chain
e Unblinded AstraZeneca designees (if applicable)

¢ Unblinded pharmacist

O e  Staff of bioanalytic laboratory
e  The unblinded team(s) (to be specified in the Study Integrity Plan) for
Q interim analysis at AstraZeneca and/or its delegate.

The r
appropria ]
or in the nStare
Investigator doCtutent
given to participa

tion code should not be broken except in medical emergencies when the
affagement of the participant requires knowledge of the treatment randomization,
a_participant wishes to be considered for a SARS-CoV-2 vaccine. The
d reports the action to AstraZeneca, without revealing the treatment
e AstraZeneca staff.

AstraZeneca retains the 1 reak the code for SAEs that are unexpected and are suspected
to be causally related to a d that potentially require expedited reporting to regulatory
authorities. Randomization j‘l not be broken for the planned analyses of data until all
decisions on the evaluability of'the data each individual participant have been made and
documented. 6

6.3.3 Procedures for Unblinding Q
The IWRS will be programmed with blin

within the IWRS system. In case of an emer
blinded study intervention will affect the immedi
(eg, antidote available), the therapy can be unblin
study site. Participant safety must always be the fifst ¢
determination. If a participant’s intervention assignmen
notified within 24 hours after breaking the blind. The Investiga
event to AstraZeneca, without revealing the treatment given to Pa fto the AstraZeneca
staff. &

function. Unblinding should only occur
ich the knowledge of the specific
ement of the participant’s condition
uthorized representatives of the
sideration in making such a
yided, the Sponsor must be

6.4 Study Intervention Compliance

When participants are dosed at the site, they will receive study intewentimQ/ from the
unblinded pharmacist or designee. The date, and time if applicable, of dose adniini @ in the
clinic will be recorded in the source documents and recorded in the eCRF.

6.5 Concomitant Therapy Q

Any medication or vaccine (including COVID-19 vaccines and over-the-counter or prescript /\
medicines) that the participant is receiving at the time of enrolment or receives during the study
must be recorded on the Concomitant Medication eCRF along with:

e Reason for use
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e Dates of administration including start and end dates

e Dosage information including dose and frequency

The Study Physician should be contacted if there are any questions regarding concomitant or

prior therapy.
@ 6 lists the permitted and restricted, medications during the study.

Permitted, Restricted, and Prohibited Medications

Type of medication/treatment Timeline/instructions
Routine vaccines except SARS- | All other vaccines except SARS-CoV-2
CoV-2 vaccines vaccines (see the ‘Restricted’ section

below) are permitted; however, they should
not be given within 14 days before or after
administration of study intervention.

Aller; unotherapy Allowed if participant has been receiving
stable desensitization therapy for allergies

/‘ for at least 30 days prior to screening and

there is no anticipated change during the

A treatment period. Allergen immunotherapy

should not be administered on the same day

as study intervention. Non-prescription
over-the-counter treatments for allergies
as antihistamines, decongestants, and
®steroids are permitted for such

Y If possible, administration of
dalimumab) should be
samne day as study

Commercial biologics,
prednisone, immunosuppressive | biologics
medications (eg, azathioprine, | avoided

tacrolimus, cyclosporine, | intervention

methotrexate, or cytotoxic

chemotherapy)

Intravenous immunoglobulin | Allowed. If possible,

infusion for participants with | immunoglobulin should be ag0i n the
common variable immune | same day as study intewentioO
deficiency

Participants may take concomitant medications prescribed by their hea
provider for management of chronic medical conditions and/or for hea
maintenance. Healthcare provider or, where appropriate, Investigators should
prescribe appropriate concomitant medications or treatments deemed necessary
to provide full supportive care and comfort during the study. Participants who
develop COVID-19 after receiving study intervention should be treated
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Use Category Type of medication/treatment | Timeline/instructions
according to local standard of care (which will be recorded as concomitant
medication), including investigational agents outside a clinical trial setting.

Prohibited None None
@ Restricted Blood/plasma donation Participants must abstain from donating

blood or plasma from the time of informed
a consent and for 5 half-lives after study
intervention administration, ie, 15 months.
& SARS-CoV-2 vaccines SARS-CoV-2 vaccines should not be given
O within 6 months prior to Visit 1 (see
/ Section 5). SARS-CoV-2 vaccines should
also not be given during the study until

after the Day 29 assessments.

-19 antivirals COVID-19 antivirals for prophylaxis

f should not be given within at least 2 weeks

prior to Visit 1 as well as during the study

O until after the Day 29 assessments. If the

/‘ participant develops COVID-19, standard

é of care treatment is allowed.

EVUSHELD EVUSHELD should not be given within

6 months prior to Visit 1 and until 6 months
after the dose of IMP.

SARS-CoV-2 = severe acute respiratory syndrome cor

L 4
6.6 Dose Modification //

Dose modifications will not be permitted during the studO

6.7 Intervention After the End of the Study
L 4
There is no intervention after the end of the study (see Section 4. /
7 DISCONTINUATION OF STUDY INTERVE ND
PARTICIPANT DISCONTINUATION/WITHD 7
7.1 Discontinuation of Study Intervention

Each participant will receive a single dose of study intervention (AZD3152 or pla a
participant experiences an immediate hypersensitivity reaction after receipt of the IM 1 0
the participant should remain in the study to be evaluated.

Note that discontinuation from study intervention is NOT the same as a withdrawal from the 4 @
study.

The study may be stopped if, in the judgment of AstraZeneca, trial participants are placed at
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unnecessary risk because of clinically significant findings that:
1. meet individual stopping criteria or are otherwise considered significant
2. are assessed as causally related to study drug,
@ 3. are not considered to be consistent with continuation of the study
ardless of the reason for termination, all data available for the participants at the time of
' inuation of follow-up must be recorded in the eCRF. All reasons for discontinuation of

éust be documented.
In termsaatuig*the study, the Sponsor will ensure that adequate consideration is given to the

protectio f@l‘ticipants’ interests.
See the SoA collected at the time of intervention discontinuation and follow-up

and for any furth: uationg that need to be completed (Section 1.3).
7.2 Participa rawal from the Study
A participant may withdra e study at any time at his/her own request or may be

withdrawn at any time at the d#Cretion ofythe Investigator for safety, behavioral, compliance,
or administrative reasons. This is expe e Uncommon.

about modified follow-up format (eg, telepho act, a contact with a relative or treating

A participant who considers withdrawing fromf the study must be informed by the Investigator
physician, or information from medical reco

At the time of withdrawal from the study, Ssi Te_, an Early Study Intervention
Discontinuation visit should be conducted, as shown See SoA for data to be collected
at the time of study withdrawal and follow-up and for her evaluations that need to be

completed (Section 1.3).
A participant who considers withdrawing from the study shot ‘!' {

“be asked about the
reasons and the presence of any AE. The investigator will follow up Aw&ide of the clinical

study.

If the participant withdraws consent for disclosure of future information, the Spon: ay retain
and continue to use any data collected before such a withdrawal of consent.

If a participant withdraws from the study, it should be confirmed if he/she still a g1‘eesQ
samples to be used in line with the original consent. If he/she requests withdrawal ofigo
for use of samples, destruction of any samples taken and not tested should be carried out
with what was stated in the informed consent and local regulation. The Investigator /‘
document the decision on use of existing samples in the site study records and inform the

Sponsor. @

If the participant withdraws from the study, then his/her enrollment/randomization code cannot
be reused. Withdrawal subjects will not be replaced.
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If any of the stopping criteria detailed in Section 7.2.1 are met, prior approval of a substantial
protocol amendment summarizing the emerging data and rationale for restart will be required
to support study restart.

7.2.1 Stopping Rules

The study will be put on temporary hold (defined as a pause in enrolment of the participants)

study intervention that, in the opinion of AstraZeneca, warrants suspension of further dosing
icipants until the safety finding is fully assessed.

@mg further safety data analysis if any SAE or other safety finding is assessed as related to

7. t to Follow up
A particip, il be considered lost to follow-up if he or she repeatedly fails to return for
scheduled Vi 1s unable to be contacted by the study site.

The following ac@st be taken if a participant fails to return to the clinic for a required
study visit:

visit a possible and counsel the participant on the importance of
maintainin® ighed visit schedule and ascertain whether or not the
participant wish: 1 should continue in the study.

designee must make €ve:
(where possible, 3 telep
participant’s last known nias
These contact attempts should B¢
record.

e Before a participant @f{ned lost to follow up, the Investigator or

e Should the participant continue to be
considered to have withdrawn from the stuig

e Site personnel, or an independent third party, V\x t to collect the
vital status of the participant within legal and el@?undaries for all
participants randomized, including those who did <
product. Public sources may be searched for vital stathssinformation. If

participant will not be considered lost to follow-up. Sponsor pefsef

not be involved in any attempts to collect vital status information. :
Discontinuation of specific sites or of the study as a whole are handled as part of Appendix A /‘
8 STUDY ASSESSMENTS AND PROCEDURES

Study procedures and their timing are summarized in the SoA. Protocol waivers or exemptions
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are not allowed.

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

Adherence to the study design requirements, including those specified in the SoA, is essential
and required for study conduct.

reening evaluations must be completed and reviewed to confirm that potential participants
ellglblll‘ry criteria. The Investigator will maintain a screening log to record details of
' ts screened and to confirm eligibility or record reasons for screening failure, as

ed as palT of the participant’s routine clinical management (eg, blood count)
ensigning of the ICF may be utlllzed for screening or baselme purposes

g 1 A.
Repeat or unscheduled

samples and must be cap
laboratories where participants 'v

ay be taken for safety reasons or for technical issues with the
he EDC system. This may include results from external
e tested positive for COVID-19.

8.1 Efficacy Assessmen

8.1.1 SARS-CoV-2 Neutralizing ibody Assessments

Serum samples to measure SARS-CoV- Vi
according to visits specified in the SoA (Table @
the SARS-CoV-2 emerging dominant variant(s) cifeul
validated live virus neutralization assays.

els will be collected from participants
hoifzed laboratory will measure nAbs to

8.1.2 Participant-reported COVID-19 SympUQ

To determine the incidence of infection, study sites will e participants weekly

(telephone/email/text) to check for any COVID-19 symptoms ex smce the last contact

and with reminders to monitor and report any COVID-19 symptoms. Q
1p

During these contacts, the Investigator will assess whether the partic

criteria for SARS-CoV-2 infection (adapted from the WHO COVID-19
defined by WHO 2022 in Clinical management of COVID-19: living guidelin
week.

The following criteria adapted from the WHO COVID-19 case definition clinical criteri

2022):

e Any two of the following: fever (subjective definition to be used for fever), cough; /‘
positive COVID-19 test (rapid antigen test or RT-PCR)

e Acute onset of ANY THREE OR MORE of the following signs or symptoms: fever
(subjective definition to be used for fever), cough, general weakness/fatigue, headache,

CONFIDENTIAL AND PROPRIETARY 46 of 94



Clinical Study Protocol - 3.0 AstraZeneca
AZD3152 - AZ-RU-00002

myalgia, sore throat, coryza, dyspnea, nausea/diarrhea/anorexia, conjunctivitis, positive
COVID-19 test, symptom as judged by the Investigator to be related to COVID-19.

If, following study intervention administration, a subject develops COVID-19, according to the
Provisional recommendations on the methods for prevention, diagnosis and treatment of novel
@ coronavirus infection (COVID-19), issued by the Ministry of Health of the Russian Federation,
rston 17 dated December 14, 2022 (Provisional recommendations 2022) (s)he must call “122”
@Visited by a healthcare professional who, among other procedures, will perform a COVID-
en test or RT-PCR. Once a visit by a healthcare professional has been requested, the

S t notify the study doctor of the date symptoms occurred and the date a healthcare
professio it has been requested, as soon as possible. Also, once a test result is available,
the partici{ t report within 3 days the date of test and its result to the Investigator. If the
test result 1s posttave, the Investigator (or his/her delegate, according to the local regulations and
institution guidels make telephone calls every three days to collect safety data until the

subject informs abGiit his/hefecovery Safety Assessments
# Qassessments are provided in the SoA (Section 1.3).

Planned time points for

8.2.1 Physical Exa

Full and targeted physical examination: e performed at the visits as specified in the SoAs
(Section 1.3).

e A full physical examinati®nh wat inelude, but is not limited to, assessment of
height, weight, general ap ead, ears, eyes, nose, throat, neck, skin,

as well as cardiovascular, resp ﬁdominal, and nervous systems. Each

clinically significant abnormal fi creening will be recorded in the
medical history in the eCRF.

e A targeted physical examination will include, IEE

not limited to, areas
0 Jiew complaints or
ignificant abnormal
Should be reported

suggested by the medical history. When thé
findings, this should be documented. Each cl
finding from the time of study intervention administfa
as an AE per Section 8.3.

8.2.2 Vital Signs O/

Vital signs, including pulse rate, respiratory rate, blood pressure (on a non-domin er

a 10-minute rest in a sitting position), and body temperature will be assessed at the wi S
specified in the SoAs (Section 1.3). On the visit 1 day 1, vital signs will be assessed p

and again approximately 10 to 15 minutes after the second injection is given. >

Situations in which vital sign results should be reported as AEs are described in Section 8.3.7.

o

8.2.3 Electrocardiogram

12-lead electrocardiogram will be performed at timelines as specified in the SoA (Section 1.3).

CONFIDENTIAL AND PROPRIETARY 47 of 94



Clinical Study Protocol - 3.0 AstraZeneca
AZD3152 - AZ-RU-00002

A 12-lead ECG will be obtained after 5 minutes’ supine rest, using the site’s own ECG
machines.

The Investigator will judge the overall interpretation as normal, borderline, or abnormal. If
abnormal, it will be documented as to whether or not the abnormality is clinically significant by
the Investigator. For all abnormalities (regardless of clinical significance), the specific type and
ature of the abnormality will be documented. Clinically significant findings should also be
1ented on the AE page of the eCRF.

estigator may add extra 12-lead resting ECG safety assessments if there are any

dings or if the Investigator considers it is required for any other safety reason.
ssrhts should be entered as unscheduled assessments.

1 Safety Laboratory Assessments

ematology, and coagulation analyses will be performed at a local
laboratory at or n the s site (see Section 1.3.1). Blood should be taken in the morning
on an empty stomach, after, hours of overnight fast.

Sample tubes and sample :aﬁ vary depending on laboratory method used and routine

practice at the site.

Additional safety samples may be if clinically indicated at the discretion of the

Investigator. The date, time of collection, ‘am@ results (values, units, and reference ranges) will
e:

be recorded on the appropriate eCRF.
d in Table 7.
/ ’

The laboratory variables that will be measur

Table 7 Laboratory Safety Variables
Hematology
‘White blood cell (WBC) count Neutrophils absolute’count
Red blood cell (RBC) count Lymphocytes ab @
Hemoglobin (Hb) Monocytes absolute co
Hematocrit (HCT) Eosinophils absolute co Q
Mean corpuscular volume (MCV) Basophils absolute count
Mean corpuscular hemoglobin (MCH) Platelets
Mean corpuscular hemoglobin concentration O
(MCHC)
Serum Chemistry
Sodium Alkaline phosphatase (ALP)
Potassium Alanine aminotransferase (ALT)
Urea Aspartate aminotransferase (AST)
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Creatinine (and estimated glomerular filtration Gamma glutamyl transpeptidase (GGT)
rate [eGFR])

Albumin Total bilirubin (TBL)
Calcium Conjugated bilirubin
@ Phosphate Troponin, high-sensitivity test (screening only)

cose (random)
C lation

$ artial thromboplastin time (aPTT) Prothrombin time (PT) (or international
normalized ratio)

Other (women o earing potential only)

Urine or serum (B-hCG) preghancy test Follicle stimulating hormone®

For female particip#
screening if they have been
treatment.

In case a participant shows an AST T=3 N together with total bilirubin = 2 x ULN please refer to
Appendix D for further instructions.

agedh< 50 years who are considered postmenopausal, will be performed at
@ ic for 12 months or more following cessation of exogenous hormonal
d AL

B-hCG = beta human chorionic gonadotropi per limit of normal

For WOCBP only, a urine or serum B-hCGgregnancy test will be performed locally at Visit 1.
The test must be negative before dosing. A iegnancy test may be performed if a urine
pregnancy test is not possible. / .

8.2.5 Other Safety Assessments /

8.2.5.1 Immediate Adverse Events

Participants will be kept under observation for 1 hour after stud
ensure their safety. Any AE that occurs during this period will
and in the eCRF.

y Al ntion administration to
déon the source document

As with any biologic product, hypersensitivity reactions (including an axas) and injection
site reactions are possible. Therefore, appropriate drugs and medical equipfent fo sfeat these
reactions must be immediately available, and study personnel must be traine ’

ognize and
treat anaphylaxis. Management of anaphylaxis and hypersensitivity should b& @ 1ed in
accordance with current standard of care and clinical guidelines.

8.2.5.2 Injection Site Reactions

Injection site reactions may be observed and may manifest as local inflammation, redness,
itching, pain, swelling, bruising, and possible bleeding or infection at the site of injection.
Diameters of any redness/swelling will be recorded.

Any AEs should be reported as described in Section 8.3. &:

CONFIDENTIAL AND PROPRIETARY 49 of 94



Clinical Study Protocol - 3.0 AstraZeneca
AZD3152 - AZ-RU-00002

Injection site reactions will be monitored as specified in the SoAs (Section 1.3). On study day
where study intervention is administered, the injection site monitoring will be performed
immediately after, 30 minutes (+ 10 minutes), and 1 hour after both injections are complete and
also prior to participant release. Injection site reactions will also be monitored on Visit 2 (Day
8).

y AEs should be reported as described in Section 8.3.
. Adverse Events and Serious Adverse Events
ipal Investigator is responsible for ensuring that all staff involved in the study are
fanfilidr w1 content of this section.
The definifio AE or SAE can be found in Appendix B.

Adverse even eported by the participant (or, when appropriate, by a caregiver,
surrogate, or the pant’s legally authorized representative or equivalent representative as

locally defined).

The Investigator and any s are responsible for detecting, documenting, and recording
events that meet the definiti

8.3.1 Time Period and Fre r Collecting AE and SAE Information
AEs, MAAE, AESI will be collected fromgthe time of study intervention administration

throughout the study, up to and including th€ lastgvi

/Z;F throughout the study, up to and
Any AESIs will be specified in the eCRF by Investiga(@'ﬂl be assessed from the time of
study intervention (see Section 8.3.4).
If the Investigator becomes aware of an AE/SAE with a sus n@ isab relationship to the
study mntervention that occurs after the data collection period specCif e protocol, or after

the end of the clinical study in a participant treated by him or her, the tor shall, without
undue delay, but not late than 24 hours, report the serious adverse even @nsor.

SAEs will be recorded from the time of signiu@
including the last visit.

8.3.2 Follow-up of AEs and SAEs

Any AEs that are unresolved at the participant’s last AE assessment in the study @ lowed
up by the Investigator for as long as medically indicated, but without further recording
eCRF. AstraZeneca retains the right to request additional information for any participan

ongoing AE(s)/SAE(s) at the end of the study, if judged necessary. 6

Adverse event variables

The following variables will be collected for each AE:

e AE (verbatim)
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e The date and time when the AE started and stopped

e Severity grade/maximum severity grade/changes in severity grade

e  Whether the AE is serious or not

e Investigator causality rating against the Investigational Product(s) (yes or no)

e Action taken with regard to Investigational Product(s)

O e Ifthe AE caused participant’s withdrawal from study (yes or no)

& e Qutcome

In ad(@ following variables will be collected for SAEs:

@ate AE met criteria for SAE
. 'ﬁP fivestigator became aware of SAE
e AFis sert ue to

e Date 1zation

e Date of dm

e Probable caus&eat

e Date of death A

e Autopsy performed
e (Causality assessment in T dy procedure(s)

e Causality assessment to other ne
e Description

Severity ratings will be used, adapted from the CTCAE %5. H 2017), and are described in
Appendix B.

8.3.3 Causality Collection /’

The Investigator should assess causal relationship between IMP and

and answer ‘yes’
or ‘no’ to the question ‘Do you consider that there is a reasonable possibili e event may
have been caused by the investigational product?’

For SAEs, causal relationship should also be assessed for other medica study
procedures. Note that for SAEs that could be associated with any study procedureyth al
relationship is implied as ‘yes’. &

A guide to the interpretation of the causality question is found in Appendix B. O‘

8.3.4 Adverse Events of Special Interest

Adverse events of special interest will be AESIs will be specified in the eCRF by Investigator
and will be assessed from the time of study intervention.
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An AESI is an event of scientific and medical interest, specific to the further understanding of
the safety profile of the study intervention and requires close monitoring and rapid
communication by the Investigators to AstraZeneca. An AESI can be serious or non-serious.

The AESIs for AZD3152 are:
: Q.. . .

8.3. ically Attended Adverse Events
Medically. @ adverse events will be collected according to the time points specified in the

SoAs (Sec

Medically attende events are defined as AEs leading to medically-attended visits that
were not routine visits for ical examination or vaccination, such as an emergency room
visit, or an otherwise un ed visit to or from medical personnel (medical doctor) for any
reason. Adverse events, in abnormal vital signs, identified on a routine study visit will

not be considered MAAEs. /\

8.3.6 Adverse Events Basethﬁs and Symptoms

All AEs spontaneously reported by the parficipant or care provider or reported in response to
the open question from the study site sta gVe
previous visit/you were last asked?’ or revealed byf@bservation will be collected and recorded
in the eCRF. When collecting AEs, the recordia@ 1agfoses is preferred (when possible) to

recording a list of signs and symptoms. However fﬁosis 1s known and there are other

signs or symptoms that are not generally part of th , the diagnosis and each sign or
symptom will be recorded separately. (1 i

tomatic SARS-CoV-2
gction) will be collected

Diagnoses of suspected or confirmed COVID-19, confirmedgd
infection, and/or recurrence of COVID-19 (or of SARS-CoV-2
and recorded in the eCRF as an AE.

8.3.7 Adverse Events Based on Examinations and Tests &
@ sed in the

The results from the CSP mandated laboratory tests and vital signs will be

CSR. Q

Deterioration as compared to baseline in protocol-mandated laboratory values, 180S

should therefore only be reported as AEs if they fulfil any of the SAE criteria, are the re f
discontinuation of treatment with the investigational product or are considered to be clinic@
relevant as judged by the Investigator (which may include but not limited to consideration as

whether treatment or non-planned visits were required or other action was taken with the study
intervention, eg, dose adjustment or drug interruption). @

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

y new or aggravated clinically relevant abnormal medical finding at a physical examination
ompared with the baseline assessment will be reported as an AE unless unequivocally related

0 isease under study.
8. Law

Cases T articipant shows elevations in liver biochemistry may require further evaluation
and occurgen AST or ALT > 3 x ULN together with total bilirubin > 2 x ULN may need
to be reported a

S
Where AST or x ULN together with TBL > 2 x ULN occurs, where no other reason,
other than the study inte 10n, can be found to explain the combination of increases, eg,
elevated alkaline phosp, mdicating cholestasis, viral hepatitis, another drug should be
evaluated. The elevation 1 inases must precede or be coincident with (ie, on the same

day) the elevation in TBL, 1s no specified timeframe within which the elevations in
transaminases and TBL must occur.

Please refer to Appendix D for further inStfiction on cases of increases in liver biochemistry

and evaluation of HL.

8.3.9 Reporting of Serious Adversé

All SAEs must be reported whether or not considere : ﬁy related to the IMP. All SAEs will

be recorded m the eCRF.

personnel will inform

tely but no later than
¢

the appropriate AstraZeneca representatives within one day ie,
24 hours of when he or she becomes aware of it.

If any SAE occurs in the course of the study, Investigat(Q othg g‘ 5
|

The designated AstraZeneca representative will work with the Investi nsure that all the
necessary information is provided to the AstraZeneca Patient Safety da ite within one
calendar day of initial receipt for fatal and life-threatening events and with@ dar days
of initial receipt for all other SAEs.

For fatal or life-threatening AEs where important or relevant information is miQ
follow-up will be undertaken immediately. Investigators or other site personnel will{i
AstraZeneca representatives of any follow-up information on a previously reported SAE
one calendar day, ie, immediately but no later than 24 hours of when he or she becomes a

of it. /

Once the Investigators or other site personnel indicate an AE is serious in the EDC system, an @
automated email alert is sent to the designated AstraZeneca representative.
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If the EDC system is not available, then the Investigator or other study site staff reports a SAE
to the appropriate AstraZeneca representative by telephone.

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

reference document for definition of expectedness/listedness is the AZD3152/AZD5156
igator’s Brochure.

Pregnancy

All pr % and outcomes of pregnancy should be reported to AstraZeneca except for:

o If th cy s discovered before the study participant has received any study
interventi

e Pregnancies in t%r of male participants

8.3.10.1 Maternal Exp
The IMP should not be given tc@ant men.
A

Pregnancy itself is not regarded a rse event unless there is a suspicion that the
investigational product under study may ghave interfered with the effectiveness of a
ggll?b

contraceptive medication. Congenital ano, th defects and spontaneous miscarriages
should be reported and handled as SAEs. ghabortions without complications should not
be handled as AEs. The outcome of all pi€ ontaneous miscarriage, elective
termination, ectopic pregnancy, normal birth or ¢o stal anomaly/birth defect) should be
followed up and documented even if the participant f '

thued from the study.
If any pregnancy occurs in the course of the study, then t vestigater or other site personnel

informs the appropriate AstraZeneca representatives within 1 dg , | edlately but no later
than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the Inves ensure that all
relevant information is provided to the AstraZeneca Patient Safety data within 1 or
S calendar days for SAEs (see Section 8.3.9) and within 30 days for all o cies.

The same timelines apply when outcome information is available.

The PREGREP module in the eCRF is used to report the pregnancy and the pap@i

PREGOUT module 1s used to report the outcome of the pregnancy.
8.3.11 Medication Error, Drug Abuse, and Drug Misuse @

8.3.11.1 Timelines
If an event of medication error, drug abuse, or drug misuse occurs during the study, then the
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Investigator or other site personnel informs the appropriate AstraZeneca representatives within
1 calendar day, ie, immediately but no later than 24 hours of when they become aware of it.

The designated AstraZeneca representative works with the Investigator to ensure that all

relevant information i1s completed within 1 (Initial Fatal/Life-Threatening or follow up

Fatal/Life-Threatening) or 5 (other serious initial and follow up) calendar days if there is an

@ AE associated with the event of medication error, drug abuse, or misuse (see Section 8.3.9)
&withm 30 days for all other medication errors.

Medication Error

Fo oses of this clinical study a medication error is an unintended failure or mistake in
the tréatmentddrocess for an IMP or AstraZeneca NIMP that either causes harm to the participant
or has the pgoteatsal to cause harm to the participant.

The full defi mples can be found in Appendix BB 4.

8.3.11.3 Drug

Drug abuse is the persis gissporadic intentional, non-therapeutic excessive use of IMP or
AstraZeneca NIMP for a pd reward or desired non-therapeutic effect.

The full definition and examplﬁ‘ be fﬁd in Appendix BB 4.

8.3.11.4 Drug Misuse

Drug misuse is the intentional and inappgopriate use (by a study participant) of IMP or
AstraZeneca NIMP for medicinal purposes ide of the authorized product information, or for
unauthorized IMPs or AstraZeneca NIMPs, otitsi intgended use as specified in the protocol

and includes deliberate administration of the pro efvrong route.
In this study participants will receive investigational produgfS administered IM in the
anterolateral thigh on Day 1. All participants will be dosed at€h hey will receive study

intervention directly from the unblinded pharmacist or designee,™® y edical supervision.
The chance for drug abuse and drug misuse by participant is rare.

The full definition and examples can be found in App

8.4 Overdose Q
For this study, any dose of study intervention (or dosing frequency) gre hat 1s
specified in this protocol will be considered an overdose (see Table 5).

e An overdose with associated AEs is recorded as the AE diagnosis/symptoms_o
relevant AE modules in the eCRF and on the Overdose eCRF module. Q
e An overdose without associated symptoms is only reported on the Overdose eC /‘

module. @
If an overdose on an AstraZeneca study intervention occurs in the course of the study, the
Investigator or other site personnel inform appropriate AstraZeneca representatives
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immediately, but no later than 24 hours of when he or she becomes aware of it.

The designated AstraZeneca representative works with the Investigator to ensure that all
relevant information is provided to the AstraZeneca Patient Safety data entry site within one or
5 calendar days for overdoses associated with an SAE (see section 8.3.8) and within 30 days

@ for all other overdoses.

Q Human Biological Samples
ugtions for the collection and handling of biological samples for central assessment will be

the study specific laboratory manual. Samples should be stored in a secure storage
uate measures to protect confidentiality. For further details on Handling of

Samples see Appendix C.

Samples willbesgred for a maximum of 15 years from the date of the issue of a Clinical Study
Report m line consent and local requirements, after which they will be
destroyed/repatria

8.5.1

8.5.2 SARS-CoV-2 Neutralizing Anti ’

Neutralizing antibody titers against SARS-CoV- e evaluated using a validated live
neutralization assay. Samples for the assessment of n antibody titers against SARS-
CoV-2 should be collected per the SoAs (Section 1.3.K. At each gisit 2 aliquots should be
collected: main and back up.

8.

8.5.4 Pharmacodynamics &
Pharmacodynamics will not be evaluated. /\
8.5.5 Virologic Assessments

At Visit 1, a rapid test for SARS-CoV-2 antigens will be performed at the study sites to assess
mnclusion criteria, materials for the test will be provided by AstraZeneca. Sample collection and
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assay procedure will be carried out according to the instructions enclosed in the commercial
rapid test kit.

8.6 Optional Genomics Initiative Sample

Optional Genomics Initiative research is not applicable in this study.
@jﬂ Medical Resource Utilization and Health Economics
di

ical Resource Utilization and Health Economics parameters are not evaluated in this study.
STATISTICAL CONSIDERATIONS
91 O

tistical Hypotheses

The prim ive of the study is to evaluate the safety of AZD3152 compared with placebo.
No formal stati thesis was proposed, and the data presentation and analysis will be
descriptive in its

9.2 Sample Si rmination

The primary objective of th is to evaluate the safety of AZD3152 compared with placebo.
Corresponding primary endpoume examined:

e Occurrence of AEs collected t the study
e Occurrence of SAEs collected thro
e Occurrence of MAAESs collected throu @y

e Occurrence of AESIs collected throughout {

Sample size determination is based on the probability-b appr ¢h for a single event. The
probability of adverse event is p, therefore, the probability of ng eventis (1 —p)

The probability of no observations in n observations = (1 — p)"'n, a i probability is equal to
(1 - power). We need to solve an equation: (1 — p)"n = (1 — power) wiich ts Qgual to n*logl0(1

—p) =logl0 (1 — power).
Solving for n, we get: n = logl0 (1 — power) / logl0(1 — p) C/

The choice of th' threshold of AE rates was based on the data from PROQ y
(D8850C00002/NCT04625725). The study was performed in similar population y,
information used for the calculation was collected during a minimum of 5-month safety

up in all participants and a median duration of follow-up was approximately 6 months, w

1s equal to the planned observation period in the current study, additional safety data (collecte /‘
for the longer follow-up period) in the final study report for PROVENT study was quite similar @
to what is collected at 5-month safety follow-up. In PROVENT study the frequencies of SAE

were low: - in mAb (EVUSHELD) group and - in placebo group. Percentages of

subjects experienced at least one AESI (anaphylaxis and other severe hypersensitivity reactions
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and reactions at the site of injection) were also low and comparable both in mAb and placebo
groups respectively). Therefore, the lowest frequency among all categories
of safety events in active therapy arm (in participants i the EVUSHELD group) was
reported as _ For sample size calculation in local study the -]threshold of AE rates
was used as clinically justified, because 1t will be sufficient to detect the rarest important AEs
(SAEs, AESIs) in AZD3152 arm.

e target power for AZD3152 group would be 80%, the equation to solve is

The a
occurring

. subjects will receive AZD3152 will allow for the recognition of AEs
lency of . or higher witl power. With randomization at 3:1 ratio, we
should inclu ' an 108 participants subjects in AZD3152 group am. n placebo
group). Thus, wit @ tation that drop-out rate will be around 5%, we should randomize 116

participants. it ecVDSISZ arm and. in placebo arm).
9.3 Populatiofis Qnalyses

The following populations

Table 8 Populations for An
Population/Analysis set Description
Full analysis set (FAS)/ All randomized (@articifa 'ho received part or all of study intervention.
Safety analysis set Participants in the e classified according to the assigned treatment.

The safety analysis sé ud@ participants from the FAS but report
participants according to 1al treatment received regardless of the
assigned treatment.

SARS-CoV-2 neutralizing All participants in the FAS i

antibody analysis set measurements (i.e. at least one post-
measurable SARS-CoV-2 titer in ser
according to the actual received treatment.

and post-dose antibody

measurement with a

ipamnts will be classified

Participants with protocol deviations that ma r@ywith generation or
interpretation of an antibody response may be excl data collected
after the protocol deviations set to missing.

9.4 Statistical Analyses O

The statistical analysis plan will be finalized before conducting an interim analysis t@n
data i 116 subjects during the follow-up period of 29 days after administration o
mtervention.

This section contains all the main features of the proposed analysis of the primary and secondary
endpoints and how issues encountered in the analysis will be managed. Given the exploratory
nature of the study, the section provides more general principles and guidance for some
variables.
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94.1 General Considerations

Categorical variables will be presented as frequencies and proportions in percent. Continuous

variables will be presented as means, geometric means (where applicable), standard deviations,

geometric standard deviations (where applicable), medians, minimum and maximum, and

quartiles (where applicable), with number of observations. When necessary, means and

geometric means will be provided with two-sided 95% confidence intervals (CI). Treatment
will be descriptively compared by corresponding variables.

a and results of the analyses will be presented in the form of tables as well as listings,
eatment arms and participant numbers. Methods of analysis will be outlined in detail
in the Analysis Plan.

Validated @Mam version 9.4 or R statistical package version 4.2 or higher will be used

for statistica sis and reporting of the study data. The results of the analysis presented in
the clinical s @ will be validated according to the company's standard operating
procedures.

9.4.2 Endpoints
9.4.2.1 Primary Endp /‘
AEs and

Primary safety endpoint includ

s, MAAEs, and AESIs collected throughout the
study. Adverse events and SAEs will b "-@ ] using the most recent version of MedDRA and
will be summarized by system orgarnf‘Classaitd preferred term and by severity and relationship
to study intervention as judged by the Investa@z

Intercurrent events: treatment policy will be ..all events collected will be included
in the analysis. Pe

Safety analysis set will be used for the analysis of thi

Number and proportion of participants with AEs, SAES,
throughout the study period after study intervention administrataé
for each arm, and will be descriptively compared between arms.

94.2.2 Secondary Endpoint(s) /Q

Secondary endpoint: Titer for SARS-CoV-2 emerging dominant vari

&
Corresponding endpoints are GMTs and GMFTs for SARS-CoV-2 elnerzomuant

variant(s) nAbs.

nand AESIs (occurring
'a‘%aly will be provided

antibody response or violate adherence to the assigned dose, become infected, receive CO

19 treatment or vaccination that can alter nAb levels will have data collected after
intercurrent event set to missing for analysis of this endpoint (i.e., while-on-treatment strategy
1s applied).

Intercurrent events: Participants who experience a protocol deviation that can interfere %1 \/@

SARS-CoV-2 neutralizing antibody analysis set will be used for the analysis of this endpoint.
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Descriptive statistics for the log-transformed titer will include the number of participants, GMT
and GMFR, corresponding gSD. 95% CI, mmimum, and maximum and summarized by
treatment arm, visit and optionally by virus variant.

The dominant SARS-CoV-2 variants circulating during the study will be 1dentified by the time
of analysis.

nary measures for nAb responses against the emerging dominant variant circulating during
e gqurse of the study will be presented as GMT and GMFR at each scheduled visit involving
n of the relevant biosamples.

GMT @nd 7T will be descriptively compared between treatment arms.
Secondar?y

1poi
RT-PCR atb “I;
symptoms specifi @

Intercurrent events: Parﬂt%ﬂs who become unblinded to treatment assignment and/or take

nt: incidence of a post-treatment symptomatic COVID-19 case (negative
ositive RT-PCR or positive antigen test at any time up to 6 months AND
e modified WHO definition of symptomatic COVID-19).

other non-investigational py (s) for COVID-19 prevention, in both cases prior to having
met the criteria for the CO dpoint, will have data collected after the intercurrent event
set to missing for analysis o ndpoint (i.e., while-on-treatment strategy is applied).

The numbers and percentages of s @ tic COVID-19 cases up to 6 months will be
presented. Treatment arms will be descriptiVely compared by corresponding variables.
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Safety

will be presented using safety analysis set.

Adversg gvenfs will be coded using the most current version of MedDRA, where possible. They

will be st #9ed by system-organ class, preferred term, severity and relationship to the study
mtervention ssed by the Investigator.

Adverse events v presented as frequencies and percentages of participants with reported
AEs for each systeth-org s (SOC) and preferred term (PT) i the tables by treatment

groups

- Overall table for AEs: O/\

- AEs by SOC and PT, with additional wn by relationship to the study intervention:
- AEs by SOC and PT, with additional breakdéwn by grade 3 or higher according to CTCAE;
- SAEs by SOC and PT, with additional bre& relationship to the study intervention;

- MAAEs by SOC and PT, with additional break Eltionshjp to the study intervention;

- AESIs by SOC and PT, with additional breakdown by 1@ship to the study mntervention;

- Additional tables can be planned and detailed in the Statistical Plan.
¢

Laboratory values will be presented in tables with descriptive st: treatment arms for
each visit for measured values and for each wvisit after study inter ninistration for

changes relative to baseline values. There will also be tables of shifts re rms for each

parameter for each treatment arm. /
Vital signs as well as electrocardiogram (ECG) results will be presented with

descriptive statistics by treatment arm for each visit for the measured values and

after study mtervention administration for changes relative to the initial values. & :

All safety parameter data will be presented in the listings.
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9.5 Interim Analyses
Interim analysis (unblinded)
An interim analysis is planned after 116 participants have completed Visit 4 visit 4 (Day 29) (or

early withdrawal from the study) to evaluate early safety at Day 29. Efficacy data may be
presented as appropriate at interim analysis if adequate data allows.

@ interim analysis will include primary endpoint variables: all AEs, SAEs, MAAEs, and

nd-nAb responses to the SARS-CoV-2 emerging dominant variant(s).

T rim analysis will be unblinded and will be performed by a separate unblinded team. All
the p terSy along with other results (disposition, demographic data etc. — to be specified in
the SAP) #1 ovided by treatment arms. Treatment arms will be descriptively compared
by corres:pm@fI 1ables.

Final analysis (u ed)

The final analysis will f rmed once all subjects complete Visit 6 (Day 181) or early
withdrawal from the study.

Results of exploratory endpoin%y be presented in a clinical study report or in a

separate report.
The Statistical Analysis Plan will describe lganned analyses in more detail.

The study will maintain a double-blinded (1.e"7bl; participants and Investigators/site staff)

until the final analysis. To maintain the integri f}g‘m allow for rigorous evaluation of

safety and efficacy through the end of the study, the s# sonnel and participants will remain

blinded to the treatment assignment until the end o lf and final readout. The interim

analysis will be carried out by an unblinded analysis tealh at AstraZgneca or its delegates, and

the procedure will be detailed in a Study Integrity Plan. Participant g! nblinding information
(]

will be kept strictly confidential, and the rationale for any unb 11 Re documented.

%,
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10 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS

"%
O
S
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Appendix A Regulatory, Ethical, and Study Oversight Considerations
Al Regulatory and Ethical Considerations

e  This study will be conducted in accordance with the protocol and with the
following:

@y Consensus ethical principles derived from international guidelines including the

Declaration of Helsinki and Council for International Organizations of Medical Sciences

(CIOMS) International Ethical Guidelines
éslicable ICH Good Clinical Practice (GCP) Guidelines
Ap

o) icable laws and regulations
The protocol, protocol amendments, ICF, Investigator Brochure, and other
relevant documents (eg, advertisements) must be submitted to an IRB/IEC

Investigator and reviewed and approved by the IRB/IEC before the
dy i1s 1itiated.

the studysécsiets except for changes necessary to eliminate an immediate

hazard to study partiétpants.
e AstraZeneca wi nsible for obtaining the required authorisations

to conduct the study f#6ém the concerned Regulatory Authority. This
responsibility may be 'del tito a CRO but the accountability remains
S

with AstraZeneca.

*
e  The Investigator will be responsi /r providing oversight of the conduct

of the study at the site and adher equirements of ICH guidelines,
the IRB/IEC, and all other applicab al regudations

Regulatory Reporting Requirements for SAEs (’
0

e  Prompt notification by the Investigator to the Sp

SAE is essential
so that legal obligations and ethical responsibiliti the safety of
participants and the safety of a study interventi@ clinical
investigation are met.
e The Sponsor has a legal responsibility to notify both the IOCQ Ty
authority and other regulatory agencies about the safety of
intervention under clinical investigation. The Sponsor will comp
country-specific regulatory requirements relating to safety reporting to /\
regulatory authority, Institutional Review Boards (IRB)/Independent
Ethics Committees (IEC), and Investigators. @
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0

AstraZeneca

e For all studies except those utilizing medical devices, Investigator safety
reports must be prepared for suspected unexpected serious adverse
reactions (SUSAR) according to local regulatory requirements and

Sponsor policy and forwarded to Investigators as necessary.

applicable), and all other applicable local regulations

o European Medical Device Regulation 2017/745 for clinical device research (if

e An Investigator who receives an Investigator safety report describing a

/® appropriate according to local requirements.

Regulatory Re(@equirements for Serious Breaches
. 0

fication by the Investigator to AstraZeneca of any (potential)

A (potential) serious breach is promptly reported to AstraZeneca or delegated party, thr

ethica

rights of a participant or the reli
study.

AstraZeneca representativ
it.

SAE or other specific safety information (eg, summary or listing of SAEs)
from the Sponsor will review and then file it along with the [Investigator’s
Brochure or state other documents] and will notify the IRB/IEC, if

p :
seriﬁ‘ !‘ h of the protocol or regulations is essential so that legal and
. E

nd robustness of the data generated in the clinical

s are met.
A ‘serious breach’ meanfa b%ly to affect to a significant degree the safety and

e If any (potential) seriglis breach occurs in the course of the study,
Investigators or oth ersonnel will inform the appropriate
fky after he or she becomes aware of

e In certain regions/countries, As( ne¢a has a legal responsibility to

notify both the local regulatory authesity andgether regulatory agencies

about such breaches.

AstraZeneca will comply with country-specific regula fements relating to

Clinical Trials Regulation 536/2014 applies, AstraZeneca is reqiiredto enter details of

serious breach reporting to the regulatory authority, IRB/IEC C&esﬁgators. If EU

serious breaches into the European Medicines Agency CTIS. It is

rtant t

ote that
redacted versions of serious breach reports will be available to the p ﬁls
t

e The Investigator should have a process in place to ensure

The site staff or service providers delegated by the InvestigatorfmstitutimQ 0

identify the occurrence of a (potential) serious breach

the contacts (email address or telephone number) provided by AstraZeneca.

A2

Financial Disclosure

Investigators and sub-Investigators will provide the Sponsor with sufficient, accurate financial
information as requested to allow the Sponsor to submit complete and accurate financial
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certification or disclosure statements to the appropriate regulatory authorities. Investigators are
responsible for providing information on financial interests during the course of the study and
for 1 year after completion of the study.

A3 Informed Consent Process

e The Investigator or his/her representative will explain the nature of the
O study to the participant or his/her legally authorised representative and

answer all questions regarding the study.
& e Participants must be informed that their participation is voluntary, and they
O are free to refuse to participate and may withdraw their consent at any time
/ and for any reason during the study.
@ The medical record must include a statement that written informed consent
btained before the participant was enrolled in the study and the date
e Wil consent was obtained. The authorised person obtaining the
onsent must also sign the ICF.

e Partic nust be re-consented to the most current version of the ICF(s)
during 1pation in the study

e Acopyofthe ICF be provided to the participant or the participant’s
legally authorised re; ntative.

A participant who 1s rescreened is not requiséd togsign another ICF.

The ICF will contain a separate section that add @ anddocuments the collection and use of
any mandatory and/or optional human biologrea &. The Investigator or authorised
designee will explain to each participant the objectiv alysis to be done on the samples
and any potential future use. Participants will be told they are free to refuse to participate

in any optional samples or the future use and may with their génsent at any time and for
any reason during the retention period.

A4 Data Protection /

e Participants will be assigned a unique identifieri\b
participant records or datasets that are transferred t

contain the identifier only; participant names or any which
would make the participant identifiable will not be transferre;
e The participant must be informed that his/her personal study-re a

will be used by the Sponsor in accordance with local data protecti
The level of disclosure and use of their data must also be explained to /‘
participant in the informed consent.

e The participant must be informed that his/her medical records may be @
examined by Clinical Quality Assurance auditors or other authorised

CONFIDENTIAL AND PROPRIETARY 66 of 94



Clinical Study Protocol - 3.0 AstraZeneca
AZD3152 - AZ-RU-00002

personnel appointed by the Sponsor, by appropriate IRB/IEC members,
and by inspectors from regulatory authorities.

AS Dissemination of Clinical Study Data

http://astrazenecagrouptrials. pharmacm.com and http://www.clinicaltrials.gov as will the

A description of this clinical study will be available on
@@uﬂy of the study results when they are available. The clinical study and/or summary of
d

results may also be available on other websites according to the regulations of the
s in which the study is conducted.

A a Quality Assurance
All participant data relating to the study will be recorded on eCRF unless
ansmitted to the Sponsor or designee electronically (eg, laboratory data).
@\Vestigator 1s responsible for verifying that data entries are accurate
d co by electronically signing the eCRF.
e Thedny,

igator must maintain accurate documentation (source data) that

e The Investg€ator musg, permit study-related monitoring, audits, IRB/IEC
review, and regu ency inspections and provide direct access to
source data dociinen

e QTLs will be pl‘edef@' ntify systematic issues that can impact

participant safety an y ity of study results. These predefined
parameters will be monito the study, and important deviations
from the QTLs and remedial acts ken will be summarized in the CSR.

e Monitoring details describing strategy? (eg, risk-based initiatives in
operations and quality such as Risk agemefitand Mitigation Strategies
and Analytical Risk-Based Monitoring). @ 5, ;esponsibilities and
requirements, including handling of nonco

plia Issues and monitoring
techniques (central, remote, or on-site monito provided in the
Monitoring Plan.

e The Sponsor or designee is responsible for the data n@%ﬂ of this
T

study including quality checking of the data.

e The Sponsor assumes accountability for actions delegatQ&e

individuals (eg, Contract Research Organizations).

e Study monitors will perform ongoing source data verification to confitm
that data entered into the eCRF by authorised site personnel are accuraté,
complete, and verifiable from source documents; that the safety and rights @
of participants are being protected; and that the study is being conducted
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in accordance with the currently approved protocol and any other study
agreements, ICH GCP, and all applicable regulatory requirements.

e Records and documents, including signed ICFs, pertaining to the conduct
of this study must be retained by the Investigator for a minimum of

25 years after study archiving or as required by local regulations, according
@ to the AstraZeneca Global Retention and Disposal Schedule. No records
O may be destroyed during the retention period without the written approval
of AstraZeneca. No records may be transferred to another location or party
&C\ without written notification to AstraZeneca.

f@e Documents

e documents provide evidence for the existence of the participant and
stantiae the integrity of the data collected. Source documents are filed
at th estigator’s site.

be cons h the source documents or the discrepancies must be
explained. or may need to request previous medical records
or transfer reco dmg on the study. Also, current medical records
must be avallable

e Datae @ in the eCRF that are transcribed from source documents must
! he

e Definition of what source data can be found in Study
Monitoring Plan.
A8 Study and Site Start and Closure

pen for recruitment of

The study start date is the date on which the clinical study willfb
participants.

The first act of recruitment 1s the first participant screened and will b

The Sponsor designee reserves the right to close the study site or termina
for any reason at the sole discretion of the Sponsor. Study sites will be
completion. A study site i1s considered closed when all required documents an
have been collected and a study-site closure visit has been performed.

The Investigator may initiate study-site closure at any time, provided there is 1‘easonabk9
and sufficient notice is given in advance of the intended termination.

Reasons for the early closure of a study site by the Sponsor or Investigator may include but are 4
not limited to: @
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e Failure of the Investigator to comply with the protocol, the requirements
of the IRB/IEC or local health authorities, the Sponsor's procedures, or
GCP guidelines

e Inadequate recruitment of participants by the Investigator

e Discontinuation of further study intervention development

study is prematurely terminated or suspended, the Sponsor shall promptly inform the

(s) used 1n the study of the reason for termination or suspension, as specified by the
tory requirements. The Investigator shall promptly inform the participant and
ropriate participant therapy and/or follow-up.

Participants inated sites will have the opportunity to be transferred to another site to
continue the stud

A9 Publicatioﬁcy

e Ther of this study may be published or presented at scientific
meetings. this is_foreseen, the Investigator agrees to submit all
manuscripts or abs o the Sponsor before submission. This allows the
Sponsor to proteét p tary information and to provide comments.

e The Sponsor will co with the requirements for publication of study

results. In accordance™as andard editorial and ethical practice, the
Sponsor will generally sup @ ion of multicentre studies only in
their entirety and not as indivi e data. In this case, a coordinating
Investigator will be designated greement.

e Authorship will be determined by “mmtual agfeement and in line with
International Committee of Medical Editors authorship
requirements.

CONFIDENTIAL AND PROPRIETARY 69 of 94



Clinical Study Protocol - 3.0 AstraZeneca
AZD3152 - AZ-RU-00002

Appendix B Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

B1 Definition of Adverse Events

An adverse event 1s the development of any untoward medical occurrence in a patient or clinical
study participant administered a medicinal product and which does not necessarily have a causal
onship with this treatment. An AE can therefore be any unfavourable and unintended sign

g abnormal laboratory finding), symptom (for example nausea, chest pain), or disease
otally associated with the use of a medicinal product, whether or not considered related to

t I product.
The te used to include both serious and non-serious AEs and can include a deterioration
of a pre-e dical occurrence. An AE may occur at any time, including run-in or washout

periods, eve y intervention has been administered.
B2 Defi no ious Adverse Events
A SAE is an AE occurrigg g ﬁi o any study phase (ie, run-in, treatment, washout, follow-up),

that fulfils one or more of ollowing criteria:
e Results in ﬂeath

e Is immediately lafe- ning

e Requires in-particip hospitalization or prolongation of existing
hospitalization ﬁ

e Results in persistent or sig fhﬂity or incapacity.
e Is acongenital anomaly or birt %

e Is an important medical event that fhay jéopardise the participant or may
require medical treatment to prevent one of th omes listed above.

¢
Adverse Events for malignant tumours reported during a study enerally be assessed
as SAEs. If no other seriousness criteria apply, the ‘Important Medi ’ criterion should
be used. In certain situations, however, medical judgement on an indiv basis should
be applied to clarify that the malignant tumour event should be assessed an
serious AE. For example, if the tumour is included as medical history and
during the study, but the progression does not change treatment and/or prog

slen occurs
f the

malignant tumour, the AE may not fulfil the attributes for being assessed as serio &h
. AlSo

reporting of the progression of the malignant tumour as an AE is valid and should occ
some types of malignant tumours, which do not spread remotely after a routine treatme

does not require hospitalization, may be assessed as non-serious; examples in adults incl@/‘

Stage 1 basal cell carcinoma and Stage 1A1 cervical cancer removed via cone biopsy. @

Life-threatening
‘Life-threatening” means that the participant was at immediate risk of death from the AE as it
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occurred, or it is suspected that use or continued use of the product would result in the
participant’s death. ‘Life-threatening” does not mean that had an AE occurred in a more severe
form it might have caused death (eg, hepatitis that resolved without hepatic failure).

Hospitalization

Outpatient treatment in an emergency room is not in itself a serious AE, although the reasons
it may be (eg, bronchospasm, laryngeal oedema). Hospital admissions and/or surgical
rations planned before or during a study are not considered AEs if the illness or disease

zistedh before the participant was enrolled in the study, provided that it did not deteriorate in an
nexpec way during the study.

Impo t ical Event or Medical Treatment

Medical a "ﬁ ific judgement should be exercised in deciding whether a case is serious in
e fopeitant medical events may not be immediately life threatening or result in
sability or incapacity but may jeopardise the participant or may require
prev e or more outcomes listed in the definition of serious. These

should usually be consid Serious.

Simply stopping the suspe: ﬁs not mean that it is an important medical event; medical

judgement must be used.
e Angioedema n(@enough to require intubation but requiring iv

hydrocortisone treatmen

e Hepatotoxicity causeq paracetamol (acetaminophen) overdose
requiring treatment with Acyspel

e Intensive treatment in an e f
bronchospasm

e Blood dyscrasias (eg, neutropenia or

Severity Rating Scale:

The following severity ratings will be used, adapted from the CTCAE v5.0 Q/ :

e Grade 1: An event of mild intensity that is usually transi y
require only clinical or diagnostic observations. The event d@e

generally interfere with usual activities of daily living.

e Grade 2: An event of moderate intensity that is usually alleviated wi
additional, specific therapeutic intervention, which is minimal, local, or
non-invasive. The event interferes with usual activities of daily living,
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S

causing discomfort, but poses no significant or permanent risk of harm to
the participant

Grade 3: A severe event that requires intensive therapeutic intervention but
1s not immediately life-threatening. The event interrupts usual activities of
daily living, or significantly affects the clinical status of the participant.

Grade 4: An event, and/or its immediate sequelae, that is associated with
an imminent risk of death and urgent intervention is indicated.

Grade 5: Death, as result of an event.

B3 uide to Interpreting the Causality Question
When ma @Ssessment of causality consider the following factors when deciding if there

1s a ‘reasonable

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

sibili

” that an AE may have been caused by the drug.

e Course. Exposure to suspect drug. Has the participant actually
rec:f:ivlﬁe suspect drug? Did the AE occur in a reasonable temporal
re 0@0 the administration of the suspect drug?

Consis known drug profile. Was the AE consistent with the
previous kflowledg e suspect drug (pharmacology and toxicology) or
drugs of the sa cological class? Or could the AE be anticipated
from its pharmacologicalgroperties?

De-challenge experierige.
reducing the dose of the

e AE resolve or improve on stopping or

No alternative cause. The Jh.e reasonably explained by another

aetiology such as the underly e, other drugs, other host or
environmental factors.

Re-challenge experience. Did the AE reo e suspected drug was
reintroduced after having been stopped? A’ %vould not normally
recommend or support a re-challenge. }

Laboratory tests. A specific laboratory investiga b&‘formed) has

confirmed the relationship. /

Is there a known mechanism?

Is this a recognised feature of overdose of the drug? &:

Causality of ‘related’ is made if following a review of the relevant data, there is evidence for a
‘reasonable possibility’ of a causal relationship for the individual case. The expression
‘reasonable possibility” of a causal relationship is meant to convey, in general, that there are
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facts (evidence) or arguments to suggest a causal relationship.

The causality assessment is performed based on the available data including enough information
to make an informed judgment. With no available facts or arguments to suggest a causal
relationship, the event(s) will be assessed as ‘not related’.

@ Causal relationship in cases where the disease under study has deteriorated due to lack of effect
d be classified as no reasonable possibility.

Medication Error, Drug Abuse, and Drug Misuse

¥0ses,Of this clinical study a medication error is an unintended failure or mistake in
the treatmen @ ess for an AstraZeneca study intervention that either causes harm to the
participant or*has .. ential to cause harm to the participant.

A medication errofds not I f efficacy of the drug, but rather a human or process related
failure while the drug is inf€ontrol of the study site staff or participant.

Medication error includes here an error.
e  Occurred. @
e Was identified 4nd 1 ted before the participant received the drug.
e Did not occur, but circgimst were recognised that could have led to an
error. 6

¢
Examples of events to be reported in clinical studieséd'cation eITOorS:

e  Drug name confusion.

e Dispensing error eg, medication prepared tly, even if it was not
actually given to the participant.

¢
¢  Drug not administered as indicated, for example,A ute or wrong site
of administration.

e Drug not taken as indicated eg, tablet dissolved in watefwhendt should be

room temperature.

e  Wrong participant received the medication (excluding IWRS errors). O >

e  Wrong drug administered to participant (excluding IWRS errors). @

taken as a solid tablet. Q
e Drug not stored as instructed eg, kept in the fridge when it @at

Examples of events that do not require reporting as medication errors in clinical studies:
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e Errors related to or resulting from IWRS - including those which lead to
one of the above listed events that would otherwise have been a medication
erTor.

e Participant accidentally missed drug dose(s) eg, forgot to take medication.

e Accidental overdose (will be captured as an overdose).

O e Participant failed to return unused medication or empty packaging.

ion errors are not regarded as AEs, but AEs may occur as a consequence of the

i-. ¥
med c¢§nor.
Drug A #
For the p e

non-therapeutic e
non-therapeutic effeg

Any events of drug abus@ ! - without associated AEs, are to be captured and forwarded to
l [©

the DES using the Drug A eport Form. This form should be used both if the drug abuse
7

his study, drug abuse is defined as the persistent or sporadic intentional,
e use of IMP or AstraZeneca NIMP for a perceived reward or desired

happened 1n a study participafl e drug abuse involves a person not enrolled in the study
(such as a relative of the study participa

Examples of drug abuse include but are n

e  The drug is used with pffof getting a perceived reward (by the study
participant or a person not @' d wpthe study)
In this study participants will receive investigata jgroducts administered IM in the
anterolateral thigh on Day 1. All participants will be @the site, they will receive study
intervention directly from the unblinded pharmacist or designee, er medical supervision.
The chance for drug abuse and drug misuse.

¢
Drug Misuse /
Drug misuse 1s the intentional and inappropriate use (by a study g&gant) of IMP or
AstraZeneca NIMP for medicinal purposes outside of the authorized pro ifitformation, or for
unauthorized IMPs or AstraZeneca NIMPs, outside the intended use as speci inghe protocol
and includes deliberate administration of the product by the wrong route.
Events of drug misuse, with or without associated AEs, are to be captured and forw e

happened in a study participant or if the drug misuse regards a person not enrolled in the s
(such as a relative of the study participant).

DES using the Drug Misuse Report Form. This form should be used both if the dru u
téy /

®

Examples of drug misuse include but are not limited to:

e The drug is used with the intention to cause an effect in another person
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e  The drug is sold to other people for recreational purposes
e  The drug is used to facilitate assault in another person

e  The drug is deliberately administered by the wrong route

e  The drug is split in half because it is easier to swallow, when it is stated in
@ the protocol that it must be swallowed whole
O e Only half the dose is taken because the study participant feels that he/she

1s feeling better when not taking the whole dose
O e Someone who is not enrolled in the study intentionally takes the drug.

In this stid icipants will receive investigational products administered IM in the
anterolateral ay 1. All participants will be dosed at the site, they will receive study
intervention dire the unblinded pharmacist or designee, under medical supervision.

The chance for uwug misuse by participant is rare.
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Appendix C Handling of Human Biological Samples

C1 CHAIN OF CUSTODY
A full chain of custody i1s maintained for all samples throughout their lifecycle.

@ The Investigator at each centre keeps full traceability of collected biological samples from the

eipants while in storage at the centre until shipment or disposal (where appropriate) and
ords relevant processing information related to the samples whilst at site.

Phe $ample receiver keeps full traceability of the samples while in storage and during use until
used 1S of or until further shipment and keeps record of receipt of arrival and onward

shipm osal.

AstraZeneca@e ated representatives will keep oversight of the entire life cycle through
internal procedfir toring of study sites, auditing or process checks, and contractual
requirements of e laboratory providers.

sample archive facilities a be tracked by the appropriate AstraZeneca Team during for
the remainder of the sample

If required, AstraZeneca will ensure ning biological samples are returned to the site
according to local regulations or at tH€ endwf the retention period, whichever 1s the sooner.

Samples retained for ‘@Will be stored in the AstraZeneca-assigned biobanks or other

C2 Withdrawal of Informed Co for Donated Biological Samples

AstraZeneca ensures that biological samples a @ ned'tq the source or destroyed at the end
of a specified period as described in the informed

If a participant withdraws consent to the use of donate@cal samples, the samples will be
disposed of/destroyed/repatriated, and the action docume s are already analysed,
AstraZeneca is not obliged to destroy the results of this researc

Following withdrawal of consent for biological samples, further s ' 1pation should be
considered in relation to the withdrawal processes outlined in the inf nsent.
The Investigator: O/

e Ensures participant’s withdrawal of informed consent to the us nated

samples 1s highlighted immediately to AstraZeneca or delegat :

e Ensures that relevant human biological samples from that partlc
stored at the study site, are immediately identified, disposed o
appropriate, and the action documented. /

e Ensures that the participant and AstraZeneca are informed about the
sample disposal.
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AstraZeneca ensures the organization(s) holding the samples is/are informed about the
withdrawn consent immediately and that samples are disposed of or repatriated as appropriate,
and the action 1s documented, and study site is notified.

C3 International Airline Transportation Association 6.2 Guidance
Document
LLING AND SHIPMENT OF BIOHAZARD SAMPLES
1onal Airline Transportation Association (IATA)
/ Jdata.org/whatwedo/cargo/dgr/Pages/download.aspx) classifies infectious
su es intg 3 categories: Category A, Category B or Exempt
Category ious Substances are infectious substances in a form that, when exposure to

it occurs, 18 cC le of causing permanent disability, life-threatening or fatal disease in

otherwise althy humans or animals.
Category A Patt@e, eg, Ebola, Lassa fever virus. Infectious substances meeting these
criteria which caus¢ disea humans or both in humans and animals must be assigned to
UN 2814. Infectious s which cause disease only in animals must be assigned to
UN 2900. O

Category B Infectious Substaé‘are uifectious Substances that do not meet the criteria for
inclusion in Category A. Category B pa ‘@ s are, eg, Hepatitis A, C, D, and E viruses. They
are assigned the following UN numb€r and¥tgper shipping name:

e [UN 3373 — Biological Substanée, Category B
e gt N 3373 and IATA 650

Exempt - Substances which do not contain infectiofis ances or substances which are
unlikely to cause disease in humans or animals are not suject to these Regulations unless they
meet the criteria for inclusion in another class.

e are to be packed in accord

e Clinical study samples will fall into Categ gxempt under IATA
regulations 7

e  Clinical study samples will routinely be packed an d at ambient
temperature n IATA 650 compliant ackaging
(https://www .iata.org/whatwedo/cargo/dgr/Documents/DGR- -
P1650.pdf).

e Biological samples transported in dry ice require additional da
goods specification for the dry-ice content

®
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Appendix D Actions Required in Cases of Increases in Liver
Biochemistry and Evaluation of Hy’s Law

D1 Introduction

This Appendix describes the process to be followed in order to identify and appropriately report
PHL cases and HL cases. It is not intended to be a comprehensive guide to the management of
ted liver biochemistries.

the course of the study the Investigator will remain vigilant for increases i liver

@L The Investigator is responsible for determining whether a participant meets
potential P

riteria at any point during the study.
All source§ of vln‘ atory data are appropriate for the determination of PHL and HL events; this
includes samplesMaken at scheduled study visits and other visits including central and all local

laboratory evalua @ ven if collected outside of the study visits; for example, PHL criteria
could be met by ahwgl V?T from a central laboratory and/or elevated TBL from a local

laboratory.

The Investigator will also verse Event data (for example, for AEs that may indicate
elevations in liver biochemis 1 possible PHL events.

The Investigator participates, togettraZeneca clinical project representatives, in

review and assessment of cases meeting P iteria to agree whether HL criteria are met. HL
criteria are met if there is no alternative ezplan
other than DILI caused by the IMP.

1on for the elevations in liver biochemistry
The Investigator is responsible for recording daé' o PHL/HL cases and for reporting
SAEs and AEs according to the outcome of the re ssessment in line with standard
safety reporting processes.
¢

Potential Hy’s Law: C{
AST or ALT > 3 x ULN together with TBL > 2x ULN at any point @ study following
t

the start of study medication irrespective of an increase in Alkaline Pho C‘ALP).
Hy’s Law /

AST or ALT > 3x ULN together with TBL > 2x ULN, where no other reason, 0 the
IMP, can be found to explain the combination of increases, eg, elevated ALP 1n @g

cholestasis, viral hepatitis, another drug.

D2 Definitions

For PHL and HL the elevation in transaminases must precede or be coincident with (ie, ODQ/\
same day) the elevation in TBL, but there is no specified timeframe within which the elevations
in transaminases and TBL must occur.

CONFIDENTIAL AND PROPRIETARY 78 of 94



Clinical Study Protocol - 3.0 AstraZeneca
AZD3152 - AZ-RU-00002

D3 Identification of Potential Hy’s Law Cases

In order to identify cases of PHL it 1s important to perform a comprehensive review of laboratory
data for any participant who meets any of the following identification criteria in isolation or in
combination:

e ALT>3xULN
O e AST>3xULN
@ e TBL>2xULN
L u@ratories Being Used:
i

e No A\GfraZeneca representative
e Deternlific wh the participant meets PHL criteria (see Section D 2 for
definition) bygey

awing laboratory reports from all previous visits
e  Promptly enter 2at0ry data into the laboratory eCRF
D4 Follow-up

D4.1 Potential Hy’s Law C@ot met

If the participant does not meet PHL criteriafthe
e tha ’articipant has not met PHL criteria.
y results according to the guidance

e Inform the AstraZeneca representati

e Perform follow-up on subsequent lab
provided in the CSP.

D 4.2 Potential Hy’s Law Criteria met .
1a.

If the participant does meet PHL criteria the Investigator will: @

e Inform the AstraZeneca representative that the participant has met

e Notify the AstraZeneca representative who will then inform the central @%&m

e Within 1 day of PHL criteria being met, the Investigator w port the
case as an SAE of Potential Hy’s Law; serious criteria ‘Importa
event’ and causality assessment ‘yes/related” according to CSP proeg
SAE reporting.

e For participants that met PHL criteria prior to starting IMP, the Investigator / @

is not required to submit a PHL SAE unless there is a significant change®
in the participant’s condition
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e The Study Physician contacts the Investigator, to provide guidance, discuss
and agree an approach for the study participants’ follow-up (including any
further laboratory testing) and the continuous review of data

e Subsequent to this contact the Investigator will:

o Monitor the participant until liver biochemistry parameters and appropriate clinical
symptoms and signs return to normal or baseline levels, or as long as medically indicated.
O Completes follow-up SAE Form as required.

vestigate the etiology of the event and perform diagnostic investigations as discussed
the Study Physician.
gte the three Liver eCRF Modules as information becomes available.

*A ‘signifieant’ change in the participant’s condition refers to a clinically relevant change
pdiyid®al diver biochemistry parameters (ALT, AST or TBL) in isolation or in

combination, or pically relevant change in associated symptoms. The determination of
whether there has be€n a si ant change will be at the discretion of the Investigator, this may
be in consultation with

DPhysician if there is any uncertainty.
D5 Review and nt of Potential Hy’s Law Cases

The mstructions in this Section should

wed for all cases where PHL criteria are met.

As soon as possible after the biochemis
Physician contacts the Investigator in order,
1s an alternative explanation for meeting

bnormality was initially detected, the Study
reyvs vailable data and agree on whether there
i#esia other than DILI caused by the IMP, to
ensure timely analysis and reporting to healt 1t1 ithin 15 calendar days from date
PHL criteria was met. The Study Safety Physici {e involved in this review together

with other subject matter experts as appropriate. Q
According to the outcome of the review and assessment® the tigator will follow the
instructions below.

¢
Where there is an agreed alternative explanation for the ALT o tf TBL elevations, a
determination of whether the alternative explanation is an AE will efland subsequently
whether the AE meets the criteria for a SAE:

e If the alternative explanation is mot an AE, 1‘eco%‘naﬁve

explanation on the appropriate eCRF

e If the alternative explanation is an AE/SAE: update the ery
submitted Potential Hy’s Law SAE and AE eCRFs accordingly
new information (reassessing event term; causality and serious
criteria) following the AstraZeneca standard processes. /‘

If it 1s agreed that there 1s no explanation that would explain the ALT or AST and TBL elevations @
other than the IMP:
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¢ Send updated SAE (report term ‘Hy’s Law’) according to AstraZeneca
standard processes.
o The ‘Medically Important’ serious criterion should be used if no other serious
criteria apply
o As there is no alternative explanation for the HL case, a causality assessment of
‘related’ should be assigned.

ation until such time as an informed decision can be made:

s Law, (report term now °‘Hy’s Law case’) ensuring causality

sment 1s related to IMP and seriousness criteria is medically
impor ccording to CSP process for SAE reporting.

. Corf llow-up and review according to agreed plan. Once the

neces lementary information is obtained, repeat the review and

assessm termine whether HL criteria are still met. Update the

previously submit L SAE report following CSP process for SAE
reporting, accordin he outcome of the review and amending the

reported term if an @mﬁve explanation for the liver biochemistry

@ Provides any further update to the previously submitted SAE of Potential

elevations is determin

D6 Laboratory Tests 6/0

The list below represents the standard, compreh st of follow-up tests which are
recommended but not mandatory. The list may be modified Based on clinical judgment. Any
test results need to be recorded.

Hy’s Law Lab Kit for Laboratories ¢

Additional standard chemistry and coagulation GGT
tests LDH

Prothrombin time ®O
INR
Viral hepatitis IgM anti-HAV
HBsAg &

IgM and IgG anti-HBc

HBV DNA?
IgG anti-HCV
HCV RNA®
IgM anti-HEV
HEV RNA
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Additional standard chemistry and coagulation
tests

GGT

LDH
Prothrombin time
INR

Other viral infections

IgM & IgG anti-CMV
IgM & IgG anti-HSV
IgM & IgG anti-EBV

holic hepatitis

CD-transferrin

0 une hepatitis

ANA
Anti-LKM
ASMA

Alpha-1-antitrypsin
Ceruloplasmin

Iron

Ferritin

Transferrin
Transferrin saturation

* HBV DNA is only recommend G

® HCV RNA is only recommende ‘%

Ab = antibody; ANA = antinuclear anfibody; AS
deficient; CMV = cytomegalovirus; EBV =E
hepatitis A virus; HBc = hepatitis B core anti
antigen; HCV = hepatitis C virus; HEV = hepatitis
INR = international normalized ratio; LDH = lactat;

G,
2

Vi

hy

anti-HBc is positive.

anti-HCV is positive or inconclusive.

= anti-smooth muscle antibody; CD = carbohydrate

virus; GGT = gamma glutamyl transpeptidase; HAV =

= hepatitis B virus; HBsAg = hepatitis B surface

: HSV = herpes simplex virus; Ig = immunoglobulin;
g

se; LKM = liver/kidney microsomal

%

%
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Appendix E  Anaphylaxis

The NIAID and FAAN clinical criteria for diagnosing anaphylaxis are as follows (Sampson et
al 2006):

Anaphylacxis is highly likely when any one of the following three criteria is fulfilled

cute onset of an illness (minutes to several hours) with involvement of the skin, mucosal
tissue, or both (eg, generalized urticaria, itching or flushing, swollen lips-tongue-uvula)

AT LEAST ONE OF THE FOLLOWING:
espiratory compromise (eg, dyspnea, wheeze-bronchospasm, stridor, reduced PEF,
i}

oxXemia)
(b ed blood pressure or associated symptoms of end-organ dysfunction (eg,
hi [collapse], syncope, incontinence)

pllowing that occur rapidly after exposure to a likely allergen for that
everal hours)

(a) Involvemeft of th -mucosal tissue (eg, generalized urticaria, itch-flush, swollen
lips-tongue-u

(b) Respiratory comp@ g, dyspnea, wheeze-bronchospasm, stridor, reduced PEF,

hypoxemia)
(c¢) Reduced blood pressure or as d symptoms (eg, hypotonia [collapse], syncope,
incontinence)

(d) Persistent gastrointestinal symptomsgfeg, crampy abdominal pain, vomiting) OR

3 Reduced blood pressure after expost
several hours)

allergen for that patient (minutes to

(a) Adults: systolic blood pressure of less Hg or greater than 30% decrease

from that person’s baseline
To assist with the mitigation of these AEs, see Table 9, wQ:at gor1Ees reactions by severity
of symptoms and proposes severity-specific treatment and offes® ahce on management of
study intervention. Final treatment is at the discretion of the Investig

. should reflect local

standard of care. ;

Table 9 An Approach to Management of Anaphylactic, @ ensitiyity, and
Post-injection Reactions

Severity of Symptoms Treatment Study Inter
Mild local reactions (During and | Evaluate participant, including close | Pause or hold additio
post injection and monitoring of vital signs. intervention injection &
hypersensitivity) At the discretion of the Investigator, | immediately.
Mild injection site reactions such treat participant, for example, with: At the discretion of the ﬁ
as redness, mild swelling, pain at Localized cold pack or heat to the Investigator, resume current
the injection site or headache, injection site. study intervention @
nausea, non-pruritic rash, or mild | If more generalized reaction: administration under
hypersensitivity reactions - observation.
including localized at the injection
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Severity of Symptoms Treatment Study Intervention

site or generalized cutaneous e  Diphenhydramine 50 mg PO or
reactions such as mild pruritus, equivalent and/or

flushing, rash, dizziness,
headache, <20 mm Hg change in
systolic BP from pre-
administration measurement. paracetamol and/or

a ®  Topical antihistamines and/or
low-potency topical
corticosteroid preparations
O and/or

e  Anti-nausea medication, as

/ needed.
Moderate re guring or Evaluate participant, including close | Stop or hold additional study

immediately post i monitoring of vital signs. intervention administration

®  Acetaminophen 500 to 650 mg
or equivalent dose of

Treat participant, for example, with: | immediately.

At the discretion of the
Investigator, resume current
study intervention

Injection site reactw
those listed above under mil
reactions but excluding moder.
hypersensitivity reactions (see

Normal saline (~500 to
1000 mL/hour IV) and/or

below). 1phe ydramine 50 mg IV or | administration under
eq and/or observation.
. ce hen 500 to 650 mg
or equivalént dose of
paracetamol
®  Anti-naus€a ntigmetic
intramuscul .
Moderate hypersensitivity Evaluate participant, in e | Stop study intervention
reactions monitoring of vifal signs. administration immediately
Reactions which may include Treat participant, for example.With:
gelllc.J;a,ltl.zed ralslh (:r dmlc;?a;_t ®  Nommal saline (~500 to PR
palpitations, chest discomfort, 1000 mL/hour IV) and/or
shortness of breath, hypo- or
hypertension with > 20 mm Hg ¢  Diphenhydramine 50 mg IV or
change in systolic BP from pre- equivalent and/or

or equivalent dose of

infusion measurement. ®  Acetaminophen 500 to 650 mg < /

paracetamol and/or
® IV corticosteroids, such as &

hydrocortisone 100 mg or

methylprednisolone 20 to

40 mg.
Severe Evaluate participant, including close | Stop study intervention
Above plus fever with rigors, monitoring of vital signs. administration immediately. Do
hypo- or hypertension with not resume current dosing.
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Severity of Symptoms Treatment Study Intervention
=40 mm Hg change in systolic Maintain airway, oxygen if Permanently discontinue study
BP, signs of end-organ available. intervention administration.
dysfunction (eg, symptomatic Treat participant immediately, for Consider need for additional
hypotension such as hypotonia, example with: oral antihistamine

@ syncope, . Normal saline (~500 to administration or oral
incontinence, seizure) from 1000 mL/hour IV) corticosteroid administration to
-infusion measurement, or . Epinephrine for prevent reoccurrence of
ing, angioedema, or stridor bronchospasm, hypotension symptoms over subsequent 2 to
unresponsive to IV fluids, or 3 days.
Li —@]iﬂ angioedema. Dose and route as per
Defin agfaetion that is local SOC, example, epinephrine
life-threat equires 1:1000, 0.5 to 1.0 mL administered
pressor and/offvefitidator support SC for mild cases and intramuscular
or shock associ idemia | for more severe cases
and impairing vital ction | * IV corticosteroids, such as
due to tissue hypoperfusion hydrocortisone 100 mg or
ethylprednisolone 20 to 40 mg
Diphenhydramine 50 mg IV
ivalent
. inophen 500 to
650 m alent dose of
paracetamo
Call emergenéy medicalfransport
for transport v hospital
based on judgme:
Investigator. ¢
Grade 3 wheezing, h f.% ;
angioedema is unresponsive O
single dose of epinephrine
Grade 4 event
At the discretion of the ¢
Investigator
BP = blood pressure; IV = intravenous; PO = per os (oral); SC = subcutaneously; SO d of care.

Y
Qs

®
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Appendix F  Abbreviations

Abbreviation or special Explanation
term
ADE Antibody dependent enhancement
AE Adverse event
I Adverse event of special interest

Alkaline phosphatase

Alanine aminotransferase
A Aspartate aminotransferase
Clq Complement component 1q
CI Confidence interval
CIOMS ouncil for International Organizations of Medical Sciences
CONSORT Congolidated Standards of Reporting Trials
Csp ical Study Protocol
CSR tudy Report
CTCAE inology Criteria for Adverse Events
CTIS Clinical Trial ion System
DBL Database lo
DES Data entry site
DILI Drug-induced liver
ECG Electrocardiogram
ECMO Extracorporeal membrane oxy
eCRF Electronic case report form
EDC Electronic data capture
EU European union R
EUA Emergency use authorization
FAAN Food allergy and anaphylaxis network
FAS Full analysis set
Fc Fraction crystallizable
FcRn Neonatal Fc receptor
GCP Good clinical practice
GMFR Geometric mean fold rise (GMT ratio of post-treatment titer to baseline
GMT Geometric mean titer
gSD Geometric standard deviation
HIV Human immunodeficiency virus
HL Hy’s law
ICxx Concentration required for XX% inhibition
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Abbreviation or special Explanation
term
ICF Informed consent form
ICH International council for harmonisation
IEC Independent ethics committee
Ig Immunoglobulin
Illness day
Intramuscular
Investigational medicinal product
IRB Institutional review board
ITWRS Interactive web response system
MAAE Medically attended adverse event
mAb Monoclonal antibody
MedDRA ‘WI dictionary for regulatory activities
nAb izing antibody
NIAID I‘@uﬂ B'tute of allergy and infectious disease
NIMP Non-ifvestigatio al edicinal product
NIV Non-invasive
PEF Peak expiratory flow
PHL Potential Hy’s law
PK Pharmacokinetics
QTL Quality tolerance limit .
RBD Receptor-binding domain
RNA Ribonucleic acid O
RT-PCR Reverse transcription polymerase chain reacti
SAE Serious adverse event 4
SAP Statistical analysis plan
SARS-CoV-2 Severe acute respiratory syndrome coronavirus 2
SoA Schedule of activities
SpO, Oxygen saturation
SUSAR Suspected unexpected serious adverse reaction
TBL Total bilirubin
™ L2341/1235e/p33 1s substitutions in the immunoglobulin heavy chain to reduc
receptor and c1q binding
ULN Upper limit of normal
Us United states of America
vocC Variant of concern
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Abbreviation or special Explanation
term
WHO World health organization
WOCBP Woman of childbearing potential
YTE M252Y/S254T/T256E substitutions in the immunoglobulin heavy chain to
@ increase FcRn affinity that results in the increased half-life of an antibody

o2
S
Q

o
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Appendix G Forms of Early Safety Data Review (ESDR) Decision by the
Safety Assessment Committee in the SUPERNOVA Study

These forms are appended as separate documents.
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Appendix H Protocol Version History

The Summary of Changes Table for the current revision is located directly before the Table of
Contents.

"%
O
S
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