


Oncology at AstraZeneca

We have the vision to redefine cancer care and, one day,
eliminate cancer as a cause of death. It is through
persistent innovation that we have built an industry-

leading pipeline across multiple scientific platforms, with

the aim of transforming outcomes and increasing the
potential for cures.

AstraZeneca attendance at the World Conference on Lung Cancer
(WCLC) Annual Meeting

presidential plenary oral

] . abstracts
presentation presentations

“Our data at WCLC support
our ambition to have the right
AstraZeneca medicine for
more than half of all patients
treated for lung cancer by
2030 and underscore the need
to increase screening and
early diagnosis to improve
patient outcomes. The strong
results from FLAURAZ2 will
further establish Tagrisso as
the backbone therapy in
EGFR-mutated non-small cell
lung cancer, and the recent
Breakthrough Therapy
Designation in the US is a
significant validation of the
potential we see for this
regimen.”

Dave Fredrickson
Executive Vice President,
Oncology
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For any questions or requests
for follow-up information,
please contact us at

IRDirectors@astrazeneca.com
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AstraZeneca’s ambition in Oncology
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Our Oncology strategy is built with one goal in mind — to push the
boundaries of science to change the practice of medicine and transform the
lives of patients living with cancer. Our broad pipeline of next-generation
medicines, together with our focus on excellence in execution, is aimed at
expanding treatment options and improving outcomes for patients with
solid tumours and haematological cancers.

We focus on

Pioneering research across multiple scientific
platforms and modalities.

Advancing innovative clinical strategies to treat
patients with early stages of disease and relapsed
or refractory patients.

Building expertise and leadership in the most
prevalent and highest mortality rate tumour types.

Delivering across our global footprint.
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3 CTx=chemotherapy; ADC = antibody-drug canjugate; 10'= imrﬁunothera‘p\(\
Collaboration partner: Daiichi Sankyo (Enhertu, Dato-DXd).

Optimising outcomes across early and
late-stage EGFRm NSCLC

FLAURA2 (Tagrisso + CTx)
AEGEAN (Imfinzi)
PACIFIC-R (Imfinzi)

Realising the potential of ADCs in advanced
NSCLC

TROPION-Lung04 (Dato-DXd + Imfinzi + CTx)
DESTINY-Lung02 (Enhertu)

Expanding novel 10 and combinations across
lung cancer settings

AEGEAN (Imfinzi)
POSEIDON (Imfinzi = Imjudo + CTx)

AstraZeneca at #WCLC23 C?



AstraZeneca in NSCLC

Establishing Tagrisso as backbone

resectable unresectable metastatic TKl in EGFRm
_ . 1L 2L+ .. . .
Ste. Il Ste. Ste. i Imfinzi leading 10 in unresectable
Est. epi (G7 ~200K ~30K ~70K ~350K ~290K . .
Pi(G7) Advancing best-in-class ADCs to
CRT > Imfinzi Imfinzi + Imjudo + CTx Imfinzi + ceralasertib replace systemic chemothera Py
PACIFIC oAl LATIFY liveri : if
Dato-DXd + 10 Delivering next-wave bispecifics
N Imfinzi CRT + Imfinzi TROPION-Lung08/TROPION-Lung07/AVANZAR Dato-DXd to improve on PD1/PD-L1
10 sensitive AEGEAN PACIFIC-2 410+ TROPION-Lung01
o Enhertu + 10 + CTx . . .
€.70% P DESTINY-Lung03 Developing novel combinations,
mjinzi compos . .
PACIFIC-8, -9 volrustomig + CTx AZD9592 (IiEGGFRRE/;MET ADC) including 10 + ADCs
improvements across eVOLVE-Lung02 . .
PD-L1 spectrum i Investing behind new
volrustomig + CTx it rilvegostomig (PD1/TIGIT) sabestomig .
NEOCOAST-2 i SBRT ARTEMIDE-1 (PD1/TIM3) technologies and platforms,
vz PACIFIC-4 7 S T— including cell therapy and
agrisso agrisso 3 g
EGFRM ADAURA S — FLAURA SAFFRON/SAVANNAH testing/screening
9 . AZD9592 (EGFR/cMET ADC
c.16% Taarisso LAURA Tagrisso + CTx ( E GRE/1€ )
neoADAURA FLAURA2
Dato-DXd s iti >50¢9
Other tumor TROPION-Lung01 Amblthn for 50/’ Of a"
i s TROPION-Lung05 .
drivers c.12% Y i e treated lung cancer patients
HER2m Enhertu Enhertu o o
c.2% DESTINY-Lung04 DESTINY-Lung02 to be EIlglble for an
established Soc AstraZeneca medicine by

the year 2030

— _
Estepi (G7) = estimated epidemiology across G7 (US, §U5 IP); St S% = stage; (= ct{emotherapy, SBRYT = = Stereotactic body ?ad|at|en therapy, CRT = chemoradlotherapy, perhbro =pembrolizumab; 10'=
immunotherapy; ADC = antibody-drug conjugate; PDIE prograrmped cell death protein 1; EGFR = epidermal growth-factor receptor; c-MET = mesenchymal-epithelial transition factor; TIGIT = T-cell

immunoreceptor with immunoglobulin‘and ITIMdomains; CTLA4 = cytotoxm TSlymphecyte associated protein 4; TIM3 = T-cell |mmunoglobu/lm and mucin domam -containing protem 3; SoC = standard of AStrazeneca at ‘ A CLC23 <

care; TKI = tyrosine kinase inhibitor. - O\ = A _ 1
Collaboration partners: Daiichi Sankyo (Enhertu Dato-DXd), Compugen (r|Ivegostom|g~} - 3 c X




Optimising
outcomes across

early and late-stage
EGFRm NSCLC




Advancing the treatment of EGFRm NSCLC

Establishing Tagrisso as backbone TKI for EGFRm NSCLC What’s new at #WCLC23

— Phase lll FLAURA2 Tagrisso + CTx
demonstrates statistically significant, clinically

EARLY STAGE METASTATIC meaningful improvement in PFS vs Tagrisso
Stg. I-lll resectable  Stg. lll unresectable 1L 2L monothera Py
— Additional subgroup analyses from AEGEAN
ADAURA LAURA FLAURA AURA3 and PACIFIC-R reinforce the importance of
E adjuvant Tagrisso Tagrisso post-CRT Tagrisso Tagrisso precision medicine in the treatment of NSCLC
©
£ NeoADAURA
"é neoadj. Tagrisso + CTx
o
S PACIFIC-4
SBRT > Tagrisso H1 2024 LAURA Phase Il
SAVANNAH Phase Il
2 FLAURA2 SAFFRON/SAVANNAH
§ Tagrisso + CTx Tagrisso + savolitinib H2 2024 NeoADAURA Phase Il
<
g ORCHARD?
— Tagri Dato-DXd
5 == >2024 | PACIFIC-4 Phase Il
lg SAFFRON Phase Il
9 ORCHARD Phase |l

A =3 S

\\\

~
1. ORCHARD is:Phase Il pIatform trial |nvest|gat|ng novel co\mblnatlgns in ad\/ancea‘EGFRm NSCLC patrentswho have progressed onfirst-line Tagrisso

at .
EGFRm = epidermal growth factor receptor. mutated NSCLC = non~ \smallcell’ lung cancer; TKI = tyrosine kinase inhibitor; Stg: = stage 1L ="Tst-|i line; 2L = 2nd- Ime CTx = chemotherapy SBRT = stereotactic - C
g ; , ‘AstraZeneca at #WCLC23

6 body radiotherapy; CRT = chemoradlotherap;( PFS = progressmn ~free surv@al S 4 {
Collaboration partner: Daiichi Sankyo (Dato- DXd) A\ ke - 3 c X




New at #WCLC23: FLAURA2 (‘T agrisso + CTx) demonstrates

statistically significant, clinically meaningful improvement

PFS per investigator assessment

Median PFS, months (95% Cl)

mPFS improvement of 8.8 months per

FLAURAZ2 offers unsurpassed efficacy with I Tegrisso + platinum-pemetrexed _ 25.5 (24.7, NC) | X :

a novel regimen that builds on clinician 1.0 -ty Tagrisso monotherapy 167 (14.1,21.3) investigator assessment with HR 0.62
experience with Tagrisso and chemotherapy. o o5l e oo

Tagrisso monotherapy is standard of care for 1L g o

EGFRm NSCLC. However, despite the observed 3 054

benefits, most patients will progress following 2 o5

treatment leaving an opportunity for additional gi

LSatgys 0 0 3 6 9 12 15 18 21 24 27 30 33

Data from FLAURA2 demonstrated that o Time from randomisation (months)

Tagrisso combined with platinum-pemetrexed B S G s e e 15 % & a4 a3

resulted in a statistically significant and
clinically meaningful improvement in PFS over
Tagrisso monotherapy in patients with 1L
EGFRm advanced NSCLC.

In addition, the safety profiles were as
expected for each treatment and were
manageable with standard medical practice,
with only 11% discontinuing Tagrisso in the
combination arm.

Follow-up continues for PFS2 and OS.

Data cut-off: 03 April 2023.

7 EGFRm = epidermal growth factor receptor mutated; NSCLC = non smalleqﬂlung cancer, 1L = 1st- Ime PFS progressmn -free survival; PFS2 = progressmn -free survival 2; 0S = overallsurvwal Cl=

PFS per BICR assessment

Median PFS, months (95% Cl)

mPFS improvement of 9.5 months per

. Tagrisso + platinum-pemetrexed 29.4 (25.1, NC)

1.0 e, Tagrisso monotherapy 19.9 (16.6, 25.3) B|CR assessment Wlth HR 0.62

0.9 - HR (95% Cl) 0.62 (0.48, 0.80);
2 084 p = 0.0002
S 07-
‘06 .
> 06-
5 054
2 044
©
& 034

0.2 4

0.1+

0 T T T T T T T T Ll T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
Time from randomisation (months)
No. at risk:
. 279 255 242 223 207 184 158 128 81 39 20 3 0
278 247 218 195 169 139 116 88 59 42 18 2 0

confidence interval; NC = not calculable; HR = hazard ratio; no. = number.

=
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New at #WCLC23: FLAURAZ (T agrisso + CTx) demonstrates

statistically significant, chmcally meamngful improvement

PFS benefits were consistent across all pre-defined

patient subgroups, including in the ~40% of patients
with CNS metastases at baseline as assessed by MRI

PFS across pre-defined subgroups

Tagrisso + platinum- Tagrisso
Subgroup pemetrexed monotherapy HR (95% Cl)
(Events / patients) (Events / patients)
J—— Stratified log-rank 120/279 166 / 278 —a— | 0.62 (0.49, 0.79)
patients Unadjusted Cox PH 120/279 166 /278 —a | 0.62(0.49, 0.78)
Sex Male 51/106 73 /109 — . I 0.54 (0.37,0.77)
Female 69/173 93/169 [E——| 0.67 (0.49, 0.92)
Chinese Asian 26/71 43/69 [ E— 0.49 (0.30, 0.81)
Race Non-Chinese Asian 54 /107 65 /107 —a—L 0.76 (0.53, 1.09)
Non-Asian 40/101 58 /102 —a— | 0.55 (0.37, 0.83)
1
—a— . o1, 1.
EGFR mutation test method Central 52/121 67/119 0 0.73 (0.51, 1.05)
Local 68/158 99 /159 —— 0.55 (0.40, 0.74)
— <65 years 73/174 97/166 —_—— : 0.59 (0.44, 0.80)
E 265 years 47 /105 69/112 ———— 0.68 (0.47, 0.98)
Smoking history ves 43/91 57/97 —a— 0.63 (0.42,0.94)
No 77/ 188 109 /181 —— | 0.61 (0.46, 0.82)
EGFR mutation ot Ex19del 65/172 94 /169 —— | 0.60 (0.44, 0.83)
Rl L858R 55/106 70/ 107 — | 0.63 (0.44, 0.90)
WHO PS 0 48 /101 57/102 T 0.79 (0.54, 1.16)
1 72/178 109 /176 —— 1 0.53 (0.39,0.72)
Y 2/11 79/11 — .47 (0.33, 0.
CNS status at baseline € B3 AL ! O (R, 005,
No 68/163 87/168 —— 0.75 (0.55, 1.03)
T 5 y
0.1 0.5 1

\

A\

Favours Tagrisso +

Y N
~ "\ N
~ AN

L~

T

< 5

Data cut off: 03 April 2023. 1.For EGFR mutation type, patients w}h both Eled\eI andLSSSR were included in Ex19de| group.

8 CTx = chemotherapy; PFS = progression-free-survival; CNS = central nervos@system, MRL= magnetic resonancé imaging; WHO PS = World Health Organisation performance score; EGFRm = ep|dermal

Investigator-assessed PFS with / without CNS metastases at baseline

With CNS metastases
Median PFS, months (95% Cl)

. Tagrisso + platinum-pemetrexed  24.9 (22.0, NC)

1.0 = Tagrisso monotherapy 13.8(11.0, 16.7)
0.8 HR (95% CI) 0.47 (0.33, 0.66)
0.6 —
0.4 —
0.2 =
0 T T T T T T T T ] T T 1
0 3 6 g 12 15 18 21 24 27 30 33 36
Time from randomisation (months)
No. at risk:
116 101 98 93 84 77 70 58 34 19 8 2 0
110 95 84 73 60 50 37 32 21 13 5 1 0

Without CNS metastases Median PFS, months (95% CI)

. Tagrisso + platinum-pemetrexed 27.6 (24.7, NC)

1.0 — Tagrisso monotherapy 21.0 (16.7, 30.5)
0.8 HR (95% CI) 0.75 (0.55, 1.03)
0.6 -
0.4 —
0.2
0 T T 1 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36
el Time from randomisation (months)
m 163 153 143 132 123 110 95 75 50 23 13 1 0
168 151 143 130 118 98 82 62 46 35 16 0 0

growth factor receptor mutated; NC'= not calculable; HR= hazard ratio;Cl = confidence interval;no. = number.

AstraZeneca at #WCLC23 C?



New at #WCLC23: AEGEAN ’EGFRm subgroup analysis

reinforces the need for precision medicine approaches in NSCLC

EFS! assessed by BICR

EGFRm subgroup

No. events / no. patients (%)
mEFS, months (95% Cl)
Unstratified HR' (95% CI)

Imfinzi arm
12/26 (46.2) 9/25 (36.0)
30.8 (11.4, NR) 19.6 (14.3, NR)
0.86 (0.35, 2.19)

1.0 ==y
0.9 - 11,1_ Median follow-up (range) in censored
| — patients: 16.6 months (0.0-36.4)
0.8 e
02 07 |-| "
w .29 59.3%
S 0.6 A 65.2% o
2 05 -
| 04 -
S
& 0.3 <
0.2 -
014 . Censored
00 T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomisation (months)
No. at risk
Imfinzi 26 23 20 17 14 13 13 10 10 9 9 2 2 0 0 0 0
35 22 19 6 12 9 8 2 2 2 2 0 0 0 0 0 0

reduction in risk of disease

14% recurrence, progression

Reinforces need for
EGFRm testing prior to

events or death neoadjuvant therapy

D N N N\ S
Data cut-off: 10 Nov 2022. 1. Assessed per RECIST vl.f; 2. AEs\essed\pe?lASII 2020 methodelogy;
2019;30:1321-28; 5. Huang Q, et-al. Oncoimmunaclogy 2018; 7:e1§36403‘, 6. LeeCK, etal. JAMA Oncol 2018;,4";210—6. EGFRm-= epidermal growth factor receptor mutated; NSCLC = non-small cell lung
cancer; (m)EFS = (median) event-free'survival;-BICR = blinded independén{\centra!:xeviéw; no.=number; Cl = €onfidence interval; HR = hazard ratio; NR =not reached; pCR = pathologic complete_

Pathological response rates?
(central lab)

PCR rate (%)

40

w
o

N
o

10

| (95% cI: -10.0, 19.1)

difference in pCR rates

Imfinzi vs placebo in
EGFRm patient subgroup

P-value = 0.000036 at
interim analysis

Difference = 13.0%
(95% CI: 8.7, 17.6)

Difference = 3.8%

Imfinzi arm Placebo arm Imfinzi arm Placebo arm
(N=26) (N=25) (N=366) (N=374)

No clear evidence of clinical benefit with perioperative
Imfinzi + neoadjuvant CTx in patients with EGFRm resectable NSCLC

N\ = /b

N T

3. tHeymach JV, et al. Cancer Res 2023;83 (8_

response; mITT = modified intentsto-treat; CTx = chemotherapy; ALK = anaplastic lymphoma receptor tyrosine kinase; EFS = event free survival.

Supplement):CT005; 4. Mazieres J, et al. Ann Oncol

Exploratory subgroup analysis from AEGEAN
reinforces the importance of early EGFRm testing in
the resectable setting to inform future treatment
decisions.

The Phase Il AEGEAN trial demonstrated that
perioperative Imfinzi + neoadjuvant CTx
significantly improved EFS and pCR vs neoadjuvant
CTx alone with a manageable safety profile3.

Whilst initially designed to allow patients with
EGFR/ALK mutations, after external data presented in
2021 suggested patients with these mutations exhibit
limited response to immunotherapy#®, AEGEAN was
amended to exclude these patients. Prior to this
amendment, the trial had already enrolled 51
patients with EGFRm (of a total 802 patients).

Exploratory subgroup analysis from AEGEAN assessing
outcomes specifically in patients with EGFRm NSCLC
demonstrated no clear evidence of clinical benefit in
this group, with an EFS HR of 0.86 after a median
follow-up of 16.6 months and difference in pCR rate
of 3.8%.

These data support the importance of precision
medicine approaches for the treatment of NSCLC.

‘AstraZeneca at #WCLC23 C?



New at #WCLC23: PACIFIC;R‘EGFRm subgroup analysis

reinforces the need for precision medicine approaches in NSCLC

Real-world PFS by EGFR status OS by EGFR status Subgroup analysis from PACIFIC-R reinforces the
need for targeted therapy and the potential for

Median PFS! Median OS! - o
(95% C1), months (95% Cl), months the P-hase i LAU RA tr.lal of maintenance
Lo Mutated 106 (8.7-27.3) Lon rosiros  Mutated  463(463-Ne) Tagrisso in patients with Stage lll unresectable
Wildtype 26.4 (20.5-35.7) (95% Cl: 64.4-88.8) Wildtype NR (NE-NE) EGFRm NSCLC.
os - .y 3-yr 0S: 67.9%1 PACIFIC-R is an ongoing real-world trial that has
e demonstrated further evidence for consolidation
- . 1 . . . . . .
. ch e N 2.yr 05: 76.7%! Imfinzi post-CRT in a diverse patient population,
£ i . 2 X 95% Cl: 72.4-80. . . 2 F 3
2 os 3-yr PFS: 45.0%' z e 2y 0siga consistent with findings from the pivotal, Phase Il
g ‘g T PACIFIC trial?>.
2 04 1 2 0.4- s H
= 1 ° Within the trial, 40.4% (466 of 1154) had a known
2-yr PFS: 38.6% o ara
(95%. 1 245-52.6 EGFR status and 4% (44 of 1154) were identified
0.2 1 0.2 1
3-yr PFS: 29.0%* as EGFRm
(95% Cl: 16.4-42.8) . .
Real-world PFS was lower among patients with
00 — r. o~ T T T T —T—T1 00 T EGFRm NSCLC compared to those with EGFRwt
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60 .
No. at risk Time from index date (months) No. at risk Time from index date (months) NSCI—C (mPFS 106 VS 264 monthS), Whlle OS was
Mutated 44 32 21 18 16 1 6 1 0 0 0 Mutated 44 a2 40 37 35 33 22 12 0 0 0 similar (463 months vs NR) in PACIFIC-R; these
Wildtype 420 336 273 235 209 183 89 15 0 0 0 Wildtype 422 408 379 344 316 295 228 61 2 0 0

findings were consistent with PFS and OS findings
for this sub-population in the PACIFIC trial.

. . . . Similar to the AEGEAN subgroup analysis, these
Real-world PFS was lower among patients with EGFRm NSCLC vs patients with data support the importance of precision

EGFRwt NSCLC, while OS rates were similar across EGFRm and EGFRwt subgroups medicine approaches for the treatment of NSCLC.

oL . ——— — —
A\ = e ~N

~
Data cut-off: 30 Nov 2021. 1. Calculated usmg the Kapﬂan Melermethod 2\G|rard\N etal, Qral Presentation 580. Presented at ESMO 10 2022 3. Antonia Sl et al., N EngIJ Med 2018 379: 2342 50;

4. Antonia SJ et al., N Engl J Med-2017;377: 1919~ 29; 5. Spigel DR\t al., TClin' Ongol 2022;40:1301-11. g = ’ - ‘% f <
EGFR(m/wt) = epidermal growth factor receptor (mutated/wﬂdtype) NSGkC non&malkcelllung cancer; PFS £ progressmn -free survival; 0S = overall survival; Cl = conﬂdencelnterval yr =year; no. = AStrazeneca at # CLC23

number; CRT = chemoradiotherapy. Y = r - BV asn



11

Realising the
potential of ADCs
in advanced

NSCLC




Dato-DXd in NSCLC

Ongoing Dato-DXd trials in NSCLC

Potential to replace systemic
Phase | TROPION-PanTumor01

DatO-DXd: novel TROPZ ADC 1 ChemOtherapy as monOtherapy Dato-DXd monotx (3L+ NSCLC, other)
and as backbone

| Phase Ill TROPION-Lung01
First Phase Il trial HLR for 2-3L NSCLC Dato-DXd monotx 2L/3L w/ and w/o AGA
in July, with mBC due H2 2023
fmmmmm-
1
G @) [ Vg ..
Cleavable :
Itetkrapeptide-based TOPO1 payload 2 Further outcomes with novel Phase Il ORCHARD
) ) X " Tagri Dato-DXd
et combination regimens AJEDERAS

2L+ mono

Ongoing signal generation in other Phase Il TROPION-Lung05
tumour types Dato-DXd single-arm 2L+ w/ AGA

EGFRm

Emerging 10 combination efficacy with Phase Ib TROPION-Lung02
trials in 1L advanced NSCLC Dato-DXd + pembro 1L/2L NSCLC
High-potency TOPO1 payload Signal-finding in earlier stage and with g
Payload with short systemic half-life CRlSiEssers onzolRilcrs  Jag gy < \%
Optimised DAR ~4 B
Tumour-selective cleavable linker 3 Assess predictive value of .é D s by P hamne®
Bystander anti-tumour effect TROP2 biomarker S Phase Ib TROPION-Lung0d
(@) Dato-DXd + Imfinzi or rilvegostomig (PD1/TIGIT)
Phase Ill AVANZAR trial ongoing in 1L - or volrustomig (PD1/CTLA4) (1L/2L)
i

NSCLC

Phase Ill AVANZAR
Dato-DXd + Imfinzi + CTx (1L)

N - SO —~——

v ~

Dato-DXd = datopotomab deruxtecan; NSCLC = non-shall cbn‘lu:g \c\arE;r,: MBC = Metastatic breast eancer;; ADC = antibody drug conjugate; TOPO1 = topoisometase type 1; DAR = drug to antibody ratio;

10 = immunotherapy; 1L = 1st-line; 3L =3rd-line; 2L = 2nd-line; vHD@! = high Ie\\/ei;(esults; monotx = monotherapy; AGA = actienable genomic alteration; pembro = pembrolizumab; PD-L1 = programmed - C
12 death-ligand 1; CTx = chemotherapy; PD1 = p(ogrammed death 15 TIGIT =Tcell imT\nun(\)receptor with Ig and ITIM domains; CTLA4= cytotoxi?T-lymphocyte—ass()ciated antigen 4. y AStrazeneca at #WCLC23 ?

Collaboration partners: Daiichi Sankyo (Dato-DXd), Compugen (rilvegostomig). S0 - 3 ' g, o v ; 5



New at #WCLC23: TROPION-Lung04 shows promising

response rates for both doublet and triplet regimens

Cohort 2 (doublet), 1L setting (N=14)*
ORR: 50.0%; DCR: 92.9%

PD-L1 status
<1% (n=5)
80 - m 1-49% (n=4)
60 - m >50% (n=5)
0 + Treatment ongoing

20—
ol
—20 -
—40 -
—60 -
.S 804
—100+

Interim data from TROPION-Lung04 provide
encouraging efficacy and safety signals for both
doublet and triplet regimens and set the stage 100-
for Phase lll trials TROPION-Lung07, TROPION-
Lung08 and AVANZAR.

TROPION-Lung04 is the second early phase trial
to provide evidence for the combination of
Dato-DXd + immunotherapy = chemotherapy in
NSCLC, following data presented for TROPION-
Lung02 at ASCO 2023. TROPION-Lung04 Cohort 2
focuses on the combinability of Dato-DXd with
Imfinzi (doublet) and Cohort 4 adds platinum

Best Percent Change in Sum of
Diameters from Baseline (%)

Cohort 2 (doublet), 1L setting (N=14)*

chemotherapy (triplet). The majority of patients 1004 PD-L1 status

- X X o - i <1% (n=5)
received the regimens in the 1L setting (Cohort 2, g B 1-49% (n=4)
74%; Cohort 4, 93%). =M T Discontinued sudy
Interim efficacy analyses demonstrated "E 20 Flremeneneens
promising ORRs with the doublet and triplet £ o
combinations, both in the 1L setting and the =
overall population. Responses were numerically z
higher with the triplet vs doublet combination, Pl
and were observed across all PD-L1 expression e

|EVE|S. —T1 T T T T T T T T T T T T T T 1
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Time from the First Dose Date (months)

X \\ \ ~ S:— |
Data cut-off: 6 March 2023. T =0 A~ <~ N
1. As assessed by investigator per RECIST v1.1. 2. Oner the 10 partial responses in Cohort Zwas confirmed after data cut-off.

Best Percent Change in Sum of

Percent Change from Baseline (%)

100

—40 -
—60
—80 -

—100

Cohort 4 (triplet), 1L setting (N=13)*
ORR: 76.9%;% DCR: 92.3%

PD-L1 status
<1% (n=5)
m 1-49% (n=3)
m >50% (n=5)
+ Treatment ongoing

Cohort 4 (triplet), 1L setting (N=13)!

PD-L1 status
<1% (n=5)
m 1-49% (n=3)
m >50% (n=5)
| Discontinued Study
+ Treatment Ongoing

NSCLC = non-small cell lung cancer; Dato-DXd = datopotomab deruxteca\n ASCB .= Amercian Society of Clinical Oncology; 1L = 1st- I|ne PD-L1= programmed death I|gand il ORR objective response

rate; DCR = disease control rate. . \ N R

BN

2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Time from the First Dose Date (months)

Collaboration partner: Daiichi Sankyo (Dato- DXd) N ' . 8 : - : 2 S

AstraZeneca at # WCLC23 C?



New at #WCLC23: TROPION-Lung04 showed promising

response rates for both doublct,;and triplet regimens

. . . -
Response in patients in the 1L setting No new safety signals observed in Cohorts 2 and 4 throughout dose escalation and
expansion. Grade 23 TEAEs were more frequently observed with triplet vs doublet regimen,
100 7.1 7.7 driven by haematological events.
80 Three cases of adjudicated ILD, two of which were Grade 1 or 2. No cases of Grade 5 ILD.
S X
o 60
c .
§ 40 Events, n (%) Cohortl\|2=(1d:ublet) CohortNill(;rlplet)
o - TEAES 19 (100) 14 (100)
Study treatment-related? 19 (100) 14 (100)
0 Grade >3 TEAEs 8 (42.1) 10 (71.4)
Cohort 2 (doublet) Cohort 4 (triplet) Study treatment-related? 6 (31.6) 8(57.1)
N=14 N=13 SAEs 7 (36.8) 5(35.7)
Study treatment-related? 6(31.6) 5(35.7)
m Complete response W Partial response TEAEs associated with Death 0 0
Stable disease Progressive disease Discontinuation of any drug 4(21.1) 3(21.4)
Discontinuation of Dato-DXd 4(21.1) 2 (14.3)
ILD adjudicated as drug-related 3 (15.8) 1(7.1)
Responses numerically higher with Graces L=t
triplet vs doublet, 76.9% vs 50% ORR s flee) W73
Grade >3 1(5.3)3

\~ =3 > =

’\\ .

Data cut-off: 6:March 2023. 1: As assessed by |nvest|g§tor v\1 il Z Treaﬁ'nent related TEAEs.are Telated to Dato- DXd durvalumab or carboplatm 3. There was one Grade 41LD adJud|cated EN

14 1L=1st-line; ORR = objective response; TEAE = treatment- emergent adverse event\Date DXd-= datopotomab deruxtecan LD = interstitial Iung disease.
Collaboration partner: Daiichi Sankyo (Dato-DXd). A\ * . = - 3 E c X

drug-related in a patient who received sotorasib-after PD. N N NG = ‘ i ‘ AstraZeneca at #WCLC23 C?



New at #WCLC23: DESTINY-Lung02 demonstrated deep and

durable responses with Enhertu 5.4mg/kg and 6.4 mg/kg

Primary results of DESTINY-Lung02
reinforce Enhertu as the standard of

care in previously treated HER2m
NSCLC.

Interim results, presented in 2022,
from the Phase Il DESTINY-Lung02
trial demonstrated deep and durable
responses with a manageable safety
profile, leading to the approval of
Enhertu 5.4mg/kg in HER2m mNSCLC.

Primary results of DESTINY-Lung02
reinforced response rates observed at
5.4mg/kg and 6.4mg/kg dose.
Responses were consistent regardless
of HER2 mutation type, HER2
amplification status and prior
systemic anticancer therapy.

The observed safety profile was
consistent with previous trials, no
new safety signals were observed and
safety favoured the 5.4mg/kg dose.

Data cut-off: 23 Dec 2022. 1. 56.9% and 60 0% of pat@nts in'the 5.4 mg/kg andG kag/kg arm?were censored; 2. 63.7% and 72. 0%3 of patients in' the 5 4 mg/kg and-6.4 mg/kg arms were censored; 3.
Activating HER2 mutation documented from-an archival or freshstumor tissue sample by certified Iocatlaboratory assessment; 4. HER2 amplification-status was evaluated using an exploratory Oncomine
DX Target test copy number algorithm on NSCLC formalin-fixed parafﬂn\embeﬁded tissue samples. - —

HER2 = human epidermal growth factor receptor 2; (m)NSCLC = (metastatichnon- -small cell lung-cancer; PFS = progressmn -free survival; OS = - overall survival; Cl = conﬁdence interval; BICR blinded

Enhertu 5.4 mg/kg Enhertu 6.4 mg/kg

N =102 N =50

oS

Enhertu 5.4 mg/kg Enhertu 6.4 mg/kg

N =102 N =50

Median (95% Cl),
months

0S events,?n (%)

19.5 (13.6-NE) NE (12.1-NE)

37(36.3) 14 (28.0)

100 ECIED (75 El) 9.9 (7.4-NE) 15.4 (8.3-NE)
months 100
| PFS events,'n (%) 44 (43.1) 20 (40.0)
g N 80
" )
% 60— 95 0]
> M- >
£ a0 = o
8 8
2 04 + Ccensored cases a_c-’ 20 + Censored cases
& = Enhertu 5.4 mg/kg = Enhertu 5.4 mg/kg
= Enhertu 6.4 mg/kg = Enhertu 6.4 mg/kg
0 T T T T T T T T T T T T T T | 0 T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 © & 2 33 4 5 6 7 8
Time (months)
Best percentage change in tumour size by BICR
407 Location of HER2 mutation:
= Kinase domain
B{ 207 Extracellular domain
]
8 -2
E
£ -0
-3
£ -60
S
-80
-100 -
. iiiiiiiiiiiiiiiiiiiiﬁiiiiiiiliiiiiiiiiiiiiiiiiiiliiiiiiiiiiiliiiiiiiiiﬁiiiiiiigiiiiii
HER2 amplification®
N |1 TP LT el TP FRFEEER HF
resoasroonocer A AR A0 R AR mA A ARRa ERaRRARc CAuReCERARcARaR-ARRRER-Rcacaatad
o ey i L EEE | (- B B - B RRORECRRDEROREREACR

T T T T T T T T T T T T T 1
9 10 11 12 13 14 15 16 17 18 19 20 21 22
Time (months)

Responses observed
regardless of HER2 mutation

type, amplification status
and number or type of prior
therapies

independent centralised review; TKI\= tyrosine kmase inkibitor; PD-L1 = programmed death-ligand 1. Collaboration partner: Daiichi Sankyo (Enhertu).
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Expanding novel 10
and combinations
across lung cancer




P
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g

Building blocks for IO expansion in NSCLC

— PACIFIC regimen to remain standard of care
in Stage Ill unresectable NSCLC

EARLY STAGE METASTATIC
Stg. I-111 Stg. I-Il Stg. Ill — PACIFIC-4 offers opportunity for entry
resectable unresectable unresectable into Stage I-Il unresectable NSCLC
. e e T — PACIF_IC-Z, -8, -9 explore Imfinzi
PACIFIC POSEIDON combinations
E——— — POSEIDON establishes foundation;
TROPION-Lung08/TROPION-Lung07/ opportunity for continued expansion in 1L
Imfinzi _ AVANZAR/TROPION-Lung02/TROPION-Lung04 Imfinzi + ceralasertib and 2L+ with novel combinations:
AEGEAN i CRT + Imfinzi LATIEY
i PACIFIC:2 Enhertu +10 + CTx — AVANZAR (Imfinzi + Dato-DXd)
PACIFIC-4 Imfinzi combos DESTINY-Lung03 .. .
IJ:ACIFIC-S, -9 — LATIFY (Imfinzi + ceralasertib)
improvements across ) ) ) .
055 P volrustomig + CTx — AEGEAN moves earlier with perioperative

eVOLVE-Lung02

Imfinzi in Stage II-lll resectable NSCLC

— Novel bispecifics portfolio (rilvegostomig,
volrustomig, sabestomig) provide
opportunity for next generation 10

sabestomig (PD1/TIM3)

volrustomig + CTx rilvegostomig (PD1/TIGIT)
NEOCOAST-2 ARTEMIDE-1

established SoC

\ \ \' \ \\ —~ ) P

10= |mmunotherapy NSCLC = non-small cell Iung car&r sTg ta ge; 1L Tst I|n 2L \andme CTx= chenotherapy SBRT stereotactic bodyradlotherapy CRT = chemoradmtherapy PD-L1= - A >

programmed death-ligand'1; Dato-DXd= datopotomab deruxteca EGPR emgermal\growth factor receptor; GMET = c- mesenchymal ep|thel|al transition factor; PD-1 = programmed death 3; TIGIT =T- : - ) y r <
17 ceil |mmunoreceptor with immunoglobutin apd ITIM domains; TIM3 T- chNmmumgI\buIm and mucin domain- contammg protein 3; SCLC = = small- cell lung cancer. g AStrazeneca at #/V- V CLCZS

Collaboration partners: Daiichi Sankyo (Dato- Xd) Compugen (rilvegostomig). = = 3 e . =y ¢ ¢ 3 7

7 i i r V74



New at #EWCLC23: AEGEAN ’As’urgical outcomes data support

utility of perioperative regimen in resectable NSCLC

Surgical approach Type of surgery Resection status by disease

stage (underwent surgery) With clinically meaningful efficacy, no

adverse impact on surgical outcomes,
and a manageable safety profile, the
AEGEAN regimen is a potential new
treatment option for patients with
resectable NSCLC.

In early-stage NSCLC, surgery remains
the primary curative-intent treatment;
therefore, ensuring that perioperative
therapy does not impact patients’ ability
to get the required surgery is critical.

100 100 100

80 80 80

60 60 60

40 40 40

49.2 50.7

20 20 20

Imf  Pbo Imf  Pbo Imf  Pbo Imf  Pbo Imf  Pbo Imf  Pbo Imf  Pbo Imf  Pbo Imf  Pbo

N=295 N=302 n=86 n=96 n=209 n=206 N=295 N=302 n=86 n=96 n=209 n=206 N=284 N=287 n=87 n=92 n=197 n=195 Surgical outcomes analyses of AEGEAN
showed the addition of perioperative
HEOpen HE Minimally invasive Other HH Lobectomy B M Pneumonectomy Other EERO EER1 R2 Missing ImfinZI to neoadjuva nt ChemOtherapy

did not confer any impact on surgery or
surgical outcomes and that the
perioperative regimen had a

Addition of perioperative Imfinzi to neoadjuvant CTx did not impact the ”?ar_‘lagiab'e Sugsica' Staf‘;ty pr?:'e'
feasibility, type, approach or timing of surgery in patients with resectable NSCLC O S e g N
and resulted in numerically higher RO resection rates

N .

~\ BN o

Y
A

18 Data cut-off = 10 Nov 2022. : \ S P F s £ : b : : s ‘AstraZeneca at #WCLC23 C?

v \! 3 = =
NSCLC = non-small celllung cancer; Imf = Imfinzi; pbo =placebo; CTx = chemotherapy~



New at #FWCLC23: Patients treated with POSEIDON regimen

more likely to receive long-term chmcal benefit

Long-term responders analysis reinforces >2x patients derived long-term clinical benefit when

the role of Imfinzi + Imjudo added to treated with POSEIDON regimen versus chemotherapy alone
chemotherapy in the management of
metastatic NSCLC.

. . . S
Subgroup analysis of the POSEIDON Phase I Patients with PFS Depth of response! in the PFS 212 months and PFS <12 months subgroups

trial demonstrated that >2x patients derived 212 months PFS 212 months

long-term clinical benefit when treated with 8 Median (range):-59.5 (-100.0,11.8) %

Imfinzi + Imjudo + chemotherapy vs 7 Imfinzi +
chemotherapy alone (16.6% vs 6.8%). 16.6 Imjudo +
15.7 Cix

PFS <12 months

Median (range): —27.8 (—85.4, 36.0)

Median (range): —29.7 (-100.0, 26.2)

Although there were higher percentages of
patients with some unfavourable prognostic
factors at baseline in the PFS <12 months
subgroup across treatment arms, baseline
demographics and disease characteristics
did not impact which patients derived a 6.8
long-term benefit with Imfinzi + Imjudo +
chemotherapy vs chemotherapy alone. 59

Patients with PFS 212 months demonstrated
improved ORR, DoR, and OS compared with CTx
the PFS <12 months subgroup, with 2-year 1

15 -

Patients, %

10 - Imfinzi +
CTx

Best change from baseline in target lesion size (%)

Imfinzi+

OS rates >87% across the three arms. imjudo+ I 1

Best objective response: [l rD O so B e O O Not evaluable

Data cut-off: 24 Jul 2019.
1. Confirmed objective response by BICR (RECIST vl.1

NSCLC = non-small cell lung cancer; PFS = progressmn -free survwal ORR \ob;ectlve response rate; DoR = duratlon of response; OS = overall survnval CTx = chemotherapy PD= progresswe dlsease SD = AStrazeneca at # V.V CLC23 ?

stable disease; PR = partial response; CR = complete response. B



Investor enquiries

Andy Barnett

Registered office and corporate headquarters

Head of Investor Relations
E: andrew.barnett@astrazeneca.com
T:+44 7384918 171

AstraZeneca PLC

1 Francis Crick Avenue

Cambridge Biomedical Campus Cambridge
CB2 OAA UK

Morgan Sanford

Lung | Gastrointestinal Cancers
E: morgan.sanford@astrazeneca.com

Corporate access
T:+1 617 510 8505

CorporateAccess@astrazeneca.com

Isabel Gibson
Contact us

Breast | Genitourinary | Gynaecological Cancers
E: isabel.gibson@astrazeneca.com
T: +44 7385 368 342

IRDirectors@astrazeneca.com

+44 20 3749 5000

Katherine Genis

Shareholder Helpline

Haematology | New Platforms
E: katherine.genis@astrazeneca.com

+44 800 389 1580 T:+1978 317 8657
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