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COVID 19 has significantly impacted global public health and

economies and is here to stay
Cumulative confirmed COVID iq deaths Dee 202 5

Linitadtesting end challenges inthe attribution of the cause ofdeath means th® thenumberof confirmed deaths may nottsan accuracetcctnc of the true number of

deathsfrom CCW1D 39

World

■

More than 65 million cases1

Over 1 3 million deaths1 2

76 7 billion global GDP loss3

11 trillion in fiscal measures3

1 7 h

1

Deaths

No data C 10 50 _5CO 5 CCQ 1Q 0Q0 50 000 100 030

Source Jarms Hopkins Jni’ ercity C55E COV1D 1 Data Last undated Deceirber D OfiiLondor tTmei OurWorld In Data CC BY

1 World Health Organization https www who int emergencies diseases novel coronavirus 2019 Accessed 07 December 2020

2 Our world in data https ourworldindata org covid deaths Accessed 06 Dec 2020

3 Statista https www statista com topics 6139 covid 19 impact on the global economy Accessed 27 October 2020

5



1009562

Severe Acute Respiratory Syndrome Coronavirus 2 SARS CoV 2

SARS CoV 2 infection causes COVID 19

• Corona refers to the crown like appearance of the virus due to

the S spike proteins
• The S protein is a target for mAh and vaccine development

• Single stranded RNA virus

• Mutations occur at rate ~l 2 every 14 days
Transmission electron micrograph Frederick National Laboratory

• Seasonal strains 229E NL63 OC43 and HKU1

Endemic and cause ~30 of seasonal upper respiratory infections

5 10 in adults generally benign
• First identified in humans in the 1960 s

Spike S

A

sr Nucleocapsid N

TS
Membrane M

V
• SARS and MERS

• 2002 03 Severe Acute Respiratory Syndrome SARS outbreak

• Middle East Respiratory Syndrome outbreak since 2012
Envelope E

RNA viral genome
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Spike protein is the primary target for COYID 19 mAb and vaccine

development

Trimeric S protein in

down inactive state

Trimeric S protein in

up active state

• Spike S protein is responsible for

binding and fusion to host cell membrane

• Spike receptor binding domain RBD

binds to the host cellular receptor ACE 2

• Multi step conformation

change required for ACE 2 receptor

binding

• Most SARS and MERS neutralizing Abs

target major domains of the spike protein

ACE 2 cellular

receptor

RBO \m 4

p
NTD

m Stem

“3E Virus membrane
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AZD7442 a long acting monoclonal antibody combination for

prevention and treatment of COVID 19

0 © Half Life Extension
AZD8895 AZD1061

Y Y
»

• Substitutions in Fc

domain of IgGs can

change FcRn recycling
‘YTE

• Increased half life 4x

{20 vs 70 100 days12

Viral entry mechanism

of SARS CoV 2 Intervention Strategy

Target SARS CoV 2 spike protein
Lfougim

A
AZD7442

©
iga 14 1 worn

SARS COV2

¥
SARS CoV 2

Fc Effector KnockoutSpike ^
protein T

A
jr Receptor binding

domain RBD of

£4 spike protein binds

^\ J toACE2receptor

\

4

t©» SARS COV2

mAb2

• Antibody dependent enhancement ADE

of disease can be elicited by SARS

CoV other CoV Abs

• L234F L23SE P331S triple substitutions

TM ablates effector function of

antibodies3

T
§

Angiotensin converting

enzyme ACE 2

receptors Virus cannot bind and

infection is prevented

©Host cell Mallory RM et al Biologicals 2017

Robbie et al AAC 2013

3Oganesyan et al ACDBC 2008
Host cell
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Prevention and treatment studies

LAABS

AZD7442 Aa»

1 1Virus

replication
Respiratory

distress

s
Organ failureVirus entry

lV
i’ ■

k

Prevention Treatment
3 —

Pre emptive
treatment

PET

Pre exposure

Prophylaxis
PREP

Post exposure

prophylaxis
PEP

Late disease

treatment

Early disease

treatment

“Out Patient

Confirmed SARS

CoV 2 infection

and or early onset

of symptoms

People known to

have been exposed
to SARS 2 who are

asymptomatic

Confirmed

SARS CoV 2

infection and no

symptoms

“In Patient

Hospitalized
Confirmed SARS

CoV 2 infection

People at risk of

SARS 2 infection

ACTIV 3ACTIV 2

TACKLE
PROVENT STORM CHASER
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Viral Dynamics and Timing of Different Interventions
Out PatientTreatment

300 mg IV and 600 mg IM

ACTIV 2 TACKLE

US Ex US

10s
SARS CoV 2 Virus

In Patient Hospitalization Treatment

600 mg IV

ACTIV 3
US Ex US

Post Exposure

Prophylaxis
300 mg IM

STORMCHASER
US UK

SARS 2 Ab
Pre Exposure Prophylaxis

300 mg IM

PROVENT

■

m
102 PCR sensitivity

US UK Spain France Belgium

S ISM IQ
■ —f

180 25 20 15 10 5

H

0 5 10 15 20 25 30 35

Day from infection
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AZD7442 Summary of Projected Global Clinical Studies 7 Dec 2020 update

2020 2021 2022

Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4

T
Efficacv readout

Final safety readout
Ph1 n 60 5 1

I i r
AZ Sponsored

Ph 3 Prophylaxis STORM CHASER n 1125 2 1

Ph3 Prophylaxis PROVENT n 5 000 2 1

f
Ph 3 Outpatient Treatment TACKLE n TBD

♦

Ph2
3^utpatient Treatment

ACT1V 2 IM n 220 2000 1 1 1

Ph2 3 Outpatient Treatment ACTIV 2 IV n 220 2000 1 1

»

Ph2 In pt
ACTIV 3

n 300

Ph3 In patient ACTIV 3 Selected dose

n 1000 1 1

it1 1

AZKK Japan Ph1 n 32 3 1

I I i r i
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AZD8895 and AZD1061 simultaneously bind to unique
non overlapping epitopes on the spike protein RBD

AZD8895
AZD1061

F486A

JL0483A

■

i yJr
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iK444A
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i s
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\ Jr yN ^

Receptor binding domain of spike

Figure reproduced with permission fromZostSJ et al Potently neutralizing and protective human antibodies against SARS CoV 2 Nature 2020 584 443 449
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AZD8895 and AZD1061 are highly potent neutralizing antibodies

SARS CoV2 wt neutralization
Live virus neutralization assay

Pseudovirus

IC50 ng mL
100 i mAb

Vanderbilt USAMRIID

IIC50 ng mL IC50 ng mL

UMD

C99 ng ml80
c

| 60

40

^ 20

—

AZD8895

— AZD1061

— AZD7442

AZD8895 0 2 32 12 4 2 9
_G

AZD1061 1 2 115 36 6 3 4

AZD74420
0 1 26 11 9 2 3

1 1T T T

0 01 0 1 1 10 100

mAb ng mL
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Prophylaxis or treatment with AZD7442 protects rhesus

monkeys from SARS CoV 2 infection

• Rhesus monkeys
• Prophylaxis groups mAb administered on Day 3

• AZD7442 at 40 mg kg N 3 or 4 mg kg N 4

• Isotype mAb at 40 mg kg N 3

1x10s TCID50 SARS CoV 2 was used to infect animals via the intranasal and intratracheal route on Day 0

Treatment group 40 mg kg AZD7442 administered on Day 1 N 4

♦ One animal in AZD7442 and control groups were euthanized and necropsied on Day 2

PK and viral loads measured through day 14

AZD7442

Control IgG

Day 3 Day 0 Dayl Day 2 Day 14

Prophylaxis groups only Treatment group only

Data on file
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AZD7442 protects non human primates from SARS CoV 2

infection in prophylaxis and treatment

Prophylaxis
io6

E 105
to

8
104

103
UL

1 102

a

o lsotype control

♦AZD7442 40mg kg

AZD7442 4mg kg

IBronchoalveolar

lavage lung

LOD

101 T T T T T T

0 2 4 6 8 10 12 14

106

£ 105
to

8
10‘ ~

io1
cc

1 io2

cr

Isotype control

» AZD7442 40mg kg

AZD7442 4mg kg

1

Nasal swab

—LOD

101 T T T T T T

0 2 4 6 8 10 12 14

Days post infection

Prophylaxis AZD7442 administered 3 days prior to infection Treatment AZD7442 administered 1 day after infection

Data on file Draft Report MCBS7442 0006
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AZD7442 protects non human primates from SARS CoV 2

infection in prophylaxis and treatment

Prophylaxis Treatment

io6

E 105
to

8
104

103
UL

1 102

106_|
a

£ 10 5 ~°~
Isotype control

AZD7442 40mg kg

o Isotype control

♦AZD7442 40mg kg

■AZD7442 4mg kg

I IBronchoalveolar

lavage lung

104
O

1Q3
od

1 102
LODLOD

101 101 T T T T T TT T T T T T

0 2 4 6 8 10 12 14 0 2 4 6 8 10 12 14

106

105
to

8
10‘ ~

io1
cc

1 io2

106

„E 105

8
104

1103
2 102

cr

o Isotype control

AZD7442 40mg kg

Isotype control

AZD7442 40mg kg

AZD7442 4mg kg

1 I

Nasal swab

—LOD LOD

101 101T T T T T T T T T T

0 2 4 6 8 10 12 14

Days post infection

0 2 4 6 8 10 12 14

Days post infection

Prophylaxis AZD7442 administered 3 days prior to infection Treatment AZD7442 administered 1 day after infection

Data on file Draft Report MCBS7442 0006
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AZD7442 Phase 1 Study Design
Safety
follow up

Safety
Review

1

1i T
Day 1

Dosing
Day 361

Day8 Day 10

\\ i 1
Cohort la

AZD7442 300 mg IM n 10

Placebo n 2

Cohort lb

AZD7442 300 mg IV n 10

Placebo n 2

Cohort 2

AZD7442 1000 mg IV n 10

Placebo n 2}
Dosing completed

Cohort 3

AZD7442 3000 mg IV n 10

Placebo n 2}

Cohort 4

Co Administration

AZD7442 3000 mg IV n 10

Placebo n 2
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06 Dec 2020

AZD7442 Global Phase 1 Study Safety

• Second Interim Analysis 27 Nov 2020 Safety
• Approx 3 months follow up for 300 mg IM and IV cohorts

7 Days follow up for 3 000 mg co administered

• Observations

• NoSAEs

• All observed AEs of mild or moderate severity
• No hypersensitivity reactions

• No injection site reactions

• No infusion reactions

• No imbalance between placebo and active treatment arms

20
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06 Dec 2020

AZD7442 Global Phase 1 Study PK

Second Interim Analysis 27 Nov 2020 PK
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VirodmicsHigh levels of neutralizing antibodies observed in serum

after 300mg IM and 300mg IV AZD7442 dosing
nAb Titers from AZD7442 Phase 1 study in a validated live SARS CoV 2 PRNTao assay

4096 1

2048

^ 1024
o

512

O
256

K 128

££ 64

• Placebo

a AZD7442 300mg IM

▼ AZD7442 300mg IV

■ Convalescent Plasma

At

Q_

i32

16
m

8

DAY 1 DAY 8
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Predicted serum AZD7442 concentration and anti SARS 2 CoV 2 neutralizing Ab
titers over time following a single dose administration of 300 mg IM AZD7442

SARS 2 Neutralizing Ab titerAZD7442 serum concentration

8192
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AZD7442

Manufacturing update
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PROYENT Patient Population

Adults 18 years of age who are candidates for benefit from passive immunization with antibodies

1 Having increased risk for inadequate response to active immunization predicted poor responders to

vaccines OR

2 Having increased risk for SARS CoV 2 infection defined as those whose locations or circumstances put

them at appreciable risk of exposure to SARS CoV 2 and COVID 19

♦ Cohort 1 Adults 60 years of age Of these 40 to 60 will be residents of long term care facilities All

such participants will be considered as being at increased risk for inadequate response to active

immunization on the basis of age presumed immunosenescence Cohort 1 will be capped not to exceed

65 of total participants randomized Stratified by residence in LTCF or not

Cohort 2 Adults 60 years of age Of these 40 to 60 will be enrolled on the basis ofbeing at increased

risk ofSARS CoV 2 infection due to location or circumstances that put them at appreciable of

infection Cohort 2 will be capped not to exceed 50 of total participants randomized Stratified by risk of

exposure to infection with SARS CoV 2
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STORMCHASER Patient Population

• Adults 18 years of age with potential exposure to a specific identified individual with laboratory confirmed
SARS COV 2 infection symptomatic or asymptomatic who are therefore at appreciable risk of imminently

developing COVID 19

Cohort 1 Adults 60 years of age living in long term care facilities

In this context includes skilled nursing facilities assisted living facilities and independent living
facilities for senior adults

• Cohort 1 will be capped not to exceed 80 of total participants

Cohort 2 Other adults 18 years of age with potential exposure to a specific identified individual SARS

COV 2 infection

May include but are not limited to those living in institutional residences military lodging
dormitories etc household contacts health care workers long term care facility workers and

workers in occupational or industrial settings in which close contact is common

Cohort 2 will be capped not to exceed 50 of total participants
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