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In order, among other things, to utilise the 'safe harbour' provisions of the US Private Securities Litigation Reform Act 1995, we are providing the following cautionary
statement: This document contains certain forward-looking statements with respect to the operations, performance and financial condition of the Group, including,
among other things, statements about expected revenues, margins, earnings per share or other financial or other measures. Although we believe our expectations are
based on reasonable assumptions, any forward-looking statements, by their very nature, involve risks and uncertainties and may be influenced by factors that could
cause actual outcomes and results to be materially different from those predicted. The forward-looking statements reflect knowledge and information available at the
date of preparation of this document and AstraZeneca undertakes no obligation to update these forward-looking statements. We identify the forward-looking
statements by using the words 'anticipates', 'believes', 'expects', 'intends' and similar expressions in such statements. Important factors that could cause actual results
to differ materially from those contained in forward-looking statements, certain of which are beyond our control, include, among other things: the loss or expiration of,
or limitations to, patents, marketing exclusivity or trademarks, or the risk of failure to obtain and enforce patent protection; effects of patent litigation in respect of IP
rights; the impact of any delays in the manufacturing, distribution and sale of any of our products; the impact of any failure by third parties to supply materials or
services; the risk of failure of outsourcing; the risks associated with manufacturing biologics; the risk that R&D will not yield new products that achieve commercial
success; the risk of delay to new product launches; the risk that new products do not perform as we expect; the risk that strategic alliances and acquisitions, including
licensing and collaborations, will be unsuccessful; the risks from pressures resulting from generic competition; the impact of competition, price controls and price
reductions; the risks associated with developing our business in emerging markets; the risk of illegal trade in our products; the difficulties of obtaining and maintaining
regulatory approvals for products; the risk that regulatory approval processes for biosimilars could have an adverse effect on future commercial prospects; the risk of
failure to successfully implement planned cost reduction measures through productivity initiatives and restructuring programmes; the risk of failure of critical processes
affecting business continuity; economic, regulatory and political pressures to limit or reduce the cost of our products; failure to achieve strategic priorities or to meet
targets or expectations; the risk of substantial adverse litigation/government investigation claims and insufficient insurance coverage; the risk of substantial product
liability claims; the risk of failure to adhere to applicable laws, rules and regulations; the risk of failure to adhere to applicable laws, rules and regulations relating to
anti-competitive behaviour; the impact of increasing implementation and enforcement of more stringent anti-bribery and anti-corruption legislation; taxation risks;
exchange rate fluctuations; the risk of an adverse impact of a sustained economic downturn; political and socio-economic conditions; the risk of environmental
liabilities; the risk of occupational health and safety liabilities; the risk associated with pensions liabilities; the impact of failing to attract and retain key personnel and to
successfully engage with our employees; the risk of misuse of social medial platforms and new technology; and the risk of failure of information technology and
cybercrime. Nothing in this presentation / webcast should be construed as a profit forecast.
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Forward-looking statements



Establish Lynparza leadership 
as monotherapy

Scientific leadership in DDR

Deliver next-generation 
DDR medicines: 

AZD0156, AZD1390 (ATM 
inhibitors), 

AZD2811 (aurora kinase B 
inhibitor), DNA-PK

2016 - 2018 2019 - 2021

Launch Lynparza
combinations (VEGF, IO)

2022 - 2025

Expand Lynparza beyond 
BRCA (Study 08, prostate 

cancer)

Launch AZD1775 (WEE1) / 
AZD6738 (ATR) Lynparza

combinations

Developing chemo-free regimens, extending survival
DNA damage response: Lynparza and beyond
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One launched medicine, four clinical and two preclinical projects:
uniquely placed to exploit the full range of therapeutic opportunities afforded by DDR

Preclinical Phase I Phase II Approved
Deep development portfolio from preclinical to launch
AstraZeneca portfolio targets distinct aspects of DDR
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ATM = ataxia-telangiectasia mutated; ATR = ataxia-telangiectasia and Rad3-related; DNA-PK = DNA-dependent protein kinase; DSB = 
double strand break; PARP = poly ADP-ribose polymerase; SSB = single-strand break.



Next-generation combinations underway
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Lynparza: IO and DDR 

Triple-negative breast cancer
• HRR1m (BRCA)
• HRRm (non-BRCA)
• Non-HRRm

Lynparza +
ATR (AZD6738) 

(n=150)

Lynparza +
WEE1 (AZD1775) 

(n=150)

Lynparza 
(n=150)

Ovarian cancer n=30
(3rd-line and later 
platinum-sensitive, 

gBRCAm)

Small-cell lung cancer 
n=34

(Relapsed 3-6 months 
post 1st-line platinum 

chemo)

Gastric cancer n=37
(2nd-line)

Breast cancer n=38
(1st to 3rd-line HER2-
negative, non-platinum 
refractory, gBRCAm)

Potential additional 
indication (future)

PARPi / 
IO-naïve
patients

Lynparza + novel DDR
VIOLETTE Phase II trial

Lynparza + Imfinzi
MEDIOLA Phase II trial

1. Homologous recombination repair mutation.

✓

✓

✓

✓



Company Target Medicine Pre-clinical Phase I Phase I/II Phase II Phase III Launched
AstraZeneca PARP Lynparza

AstraZeneca Wee1 AZD1775

AstraZeneca ATR AZD6738

AstraZeneca AKB AZD2811

AstraZeneca ATM AZD0156

AstraZeneca ATM AZD1390

AstraZeneca DNA-PK AZD7648

Clovis

PARP

rucaparib

Tesaro niraparib

Medivation	(Pfizer) talazoparib

AbbVie veliparib

Eli	Lilly

Chk	1/2

LY	2606368

Genentech GDC-0575

Merck MK-8776

Eli	Lilly LY	2603618

Novartis CHIR-214

Cancer	Research	UK CCT241533

Pfizer
ATM

CP	466722

Merck-Serono M3541

Merck-Serono
DNA-PK

MSC	2490484A

Vertex	Pharma/Merck-Serono VX	984

Vertex	Pharma/Merck-Serono ATR VX	970
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Broad DDR portfolio; deep scientific understanding is 
driving combination approach
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Capivasertib (AZD5363): targeting AKT

• AKT is a key node in the PI3K-
AKT network: common 
oncogenic pathways converge

• AKT is key driver of resistance 
to multiple therapies, including 
hormonal therapies and 
chemotherapy

• Genetic alterations in the PI3K-
AKT network are common in a 
number of tumours

OpportunityAKT pathway Hypothesis

Combinations:

inhibition of AKT to prevent 
early adaptation and 
feedback responses

Patient selection: 

genetic alterations in the 
network (AKT1, PTEN, PIK3CA, 
etc.) 
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Capivasertib: PAKT randomised Phase IIb; 1st-line TNBC1

PAKT overall survival: ITT population

1. Triple-negative breast cancer.
Source: ASCO 2018, abstract #1007.

PAKT progression-free survival: PI3KCA/AKT/PTEN 
altered (aberrations by NGS on FFPE)

Median OS (95% CI) 19.1m vs. 12.6m
HR (95% CI) ) 0.61 (0.37, 0.99)

Median PFS (95% CI) 9.26m vs. 3.75m
HR (95% CI) 0.30 (0.11, 0.79)

Capivasertib + paclitaxel

Placebo + paclitaxel Placebo + paclitaxel

Capivasertib + paclitaxel
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Q&A



Use of AstraZeneca conference call, webcast and presentation slides
The AstraZeneca webcast, conference call and presentation slides (together the ‘AstraZeneca Materials’) are for your personal, non-
commercial use only. You may not copy, reproduce, republish, post, broadcast, transmit, make available to the public, sell or otherwise reuse or
commercialise the AstraZeneca Materials in any way. You may not edit, alter, adapt or add to the AstraZeneca Materials in any way, nor
combine the AstraZeneca Materials with any other material. You may not download or use the AstraZeneca Materials for the purpose of
promoting, advertising, endorsing or implying any connection between you (or any third party) and us, our agents or employees, or any
contributors to the AstraZeneca Materials. You may not use the AstraZeneca Materials in any way that could bring our name or that of any
Affiliate into disrepute or otherwise cause any loss or damage to us or any Affiliate. AstraZeneca PLC, 1 Francis Crick Avenue, Cambridge
Biomedical Campus, Cambridge, CB2 0AA. Telephone + 44 20 3749 5000, www.astrazeneca.com
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