
Investor  science  conference  call:
American  College  of  Rheumatology  2015

San  Francisco,  California,  USA 11  November  2015



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;; the risk of substantial adverse
litigation/government investigation claims and insufficient insurance coverage;; effects of patent litigation in respect of IP rights;; exchange rate fluctuations;; the risk that
R&D will not yield new products that achieve commercial success;; the risk that strategic alliances and acquisitions, including licensing and collaborations, will be
unsuccessful;; the impact of competition, price controls and price reductions;; taxation risks;; the risk of substantial product liability claims;; 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 of delay to new product launches;; the difficulties of obtaining and maintaining regulatory approvals for
products;; 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 risk that new products do not perform as we expect;; failure to achieve strategic priorities or to meet targets or expectations;; 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 risk of misuse of social medial platforms and new technology;; the risks associated with developing our
business in emerging markets;; the risk of illegal trade in our products;; the risks from pressures resulting from generic competition;; the risk of failure to successfully
implement planned cost reduction measures through productivity initiatives and restructuring programmes;; economic, regulatory and political pressures to limit or
reduce the cost of our products;; the risk that regulatory approval processes for biosimilars could have an adverse effect on future commercial prospects;; the impact of
failing to attract and retain key personnel and to successfully engage with our employees;; the impact of increasing implementation and enforcement of more stringent
anti-­bribery and anti-­corruption legislation;; 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



Thomas  Kudsk  Larsen
Head  of  Investor  Relations

Introduction
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2015  investor  science  events  for  each  main  therapy  area

ASCO  2015,  June

• Durva  +  treme  combo

– Phase  Ib  in  lung  cancer  and  dose  
selection  for  Phase  II/III

• Small-­molecule  portfolio,  including

Lynparza,  Iressa,  AZD9291

Oncology

ACC  2015,  March

• Brilinta/Brilique

– Phase  III  PEGASUS  trial

– FDA-­approval  already  in  
September  2015

Cardiovascular  &  Metabolic  
Disease

ACR  2015,  November

• anifrolumab  (previously  MEDI-­546)

– Phase  II  data  in  lupus

– Phase  III  programme

Respiratory,  Inflammation  &  
Autoimmunity

2015:  A  great  year  for  science   in  AstraZeneca



• Lupus  &  targeting  the  interferon  pathway
– Bing  Yao,  Head  of  Respiratory,  Inflammation  &  Autoimmunity  iMED,  MedImmune

• Anifrolumab  Phase  II  lupus/SLE
– Richard  Alan  Furie,  MD,  Chief,  Division  of  Rheumatology,  North  Shore-­LIJ  Health  
System

• Anifrolumab  current  &  future  plans
– David  J.  Chang,  MD,  VP  and  Head,  Inflammation,  Autoimmunity  &  Neuroscience,  
Global  Medicines  Development

• Q&A
Total  duration  ~1  hour
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Agenda:  Meet  the  experts



Bing  Yao
Head  of  Respiratory,  Inflammation  &  Autoimmunity  iMED,  MedImmune

Lupus  &  targeting  the  interferon  pathway



Chronic  disease   with  unpredictable,   recurring   flares

Widespread   organ  and  tissue  damage:  Any  part  of  
the  body,  including   skin,  joints,  heart,  lungs,  blood,  
liver,  kidneys,  and  brain

About  90%  women,  usually   of  childbearing   age

Limited  efficacy  and  poor  tolerability   of  standard  of  
care
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High  unmet  need  for  systemic  lupus  erythematosus   (SLE)

Disease  activity

Time

Organ  damage

Time

Need  more  effective  therapies   to  reduce  
disease  activity,  steroids  use,  and   flares
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Lupus  epidemiology   in  select  countries

EU  &  Japan  (188k)

EU  &  Japan  (209k)US  (398k)

US  (358k)

Mild,  40%
NSAIDs,  COX-­2s,  

hydroxychlorquine  (HCQ)

Moderate,  40%
Hydroxychloroquine,  oral  
corticosteroids  (OCS),  

azathioprine,  methotrexate,  MMF,  
belimumab

Severe,  20%
HCQ,  oral  and  IV  
steroids,  MMF,  

cyclophosphamide,  
belimumab,  
rituximab

2015  diagnosed  
patients

2015  medicine-­
treated  patients   (90%)

Patient
segmentation

Lupus  nephritis  accounts  for  about  20%  of  SLE  patients

Source:  Decision  Resources  2014  and  primary  market  research
NSAID  =  Non-­Steroidal  Anti-­Inflammatory  Drugs      MMF  =  Mycophenolate  Mofetil
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Many  challenges  to  medicine  development   in  lupus

Waxing  and  waning
nature  of  disease

Disease  assessments   not  
sensitive  to  changes

Evolving  knowledge   of  
underlying  

pathophysiology

Heterogeneity   of  organ  
manifestations

Only  one  new  medicine  approval  in  close  to  60  years  and  multiple  failures  since

Target  critical  pathways;;  diagnostics  to  select  right  patients;;  multiple
global  disease  activity  and  organ  specific  disease  activity  measures
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Anifrolumab  mechanism  of  action

Maturation  of  monocytes  which  enhances  the  
function  of  effector  T  cells

Expression  of  BLyS  from  dendritic  cells  which  
enhances   survival  of  B  cells

Expansion  of  plasma  cells  and  
production   of  autoantibodies

T  cell and  B  cell  release  of  cytokines  
causing   tissue  damage

Type I interferons

Interferons  
drive  multiple  
pathways  
central  to  
pathogenesis

Anifrolumab  suppresses   interferon  gene  signature   to  normal  level
Gene  signature  used  as  a  potential  predictor  of  responders

Anifrolumab



Mounting  evidence  and  support  for  anifrolumab  as  a  
potential  future  medicine

High  Interferon   Gene  Signature   is  
Associated   with  Increased  Disease  Activity,  
Reduced  Complement   C3  and  C4,  and  
Increased  Oral  Corticosteroid   Use  in  
Systemic  Lupus  Erythematosus   (SLE)

Anifrolumab,   an  Anti-­Interferon   Monoclonal  
Antibody,   in  Moderate   to  Severe  Systemic  

Lupus  Erythematosus   (SLE)

Anifrolumab   Differentially   Suppresses  
Peripheral   Biomarkers  of  Systemic  Lupus  
Erythematosus   Compared   with  Placebo   in  a  

Phase  IIb  Trial

Geographic   Differences  in  Demographics,  
Clinical   Characteristics,  and  Standard   of  

Care  in  Multinational   Studies   of  Patients   with  
Moderate   to  Severe  Systemic   Lupus  

Erythematosus

Target  Modulation   of  a  Type  I  Interferon  
Gene  Signature   and  Pharmacokinetics   of  
Anifrolumab in  a  Phase  IIb  Study  of  Patients  
with  Moderate   to  Severe  Systemic  Lupus  

Erythematosus

Functional   and  Mechanistic   Characterization  
of  Anifrolumab,   a  Fully  Human,   Anti-­IFNAR1  
Monoclonal   Antibody   for  the  Treatment   of  

Systemic  Lupus  Erythematosus

AstraZeneca  
&  

MedImmune

Lupus  
abstracts  

presented  at  
ACR  2015

Sifalimumab  (previously  MEDI-­545):  Positive  Phase  IIb  validated  clinical  relevance  of  targeting  IFNa
Anifrolumab:  Only successful  Phase  II  in  SLE  meeting  primary  and  all  key  secondary  endpoints
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Richard  Alan  Furie,  MD
Chief,  Division  of  Rheumatology,  North  Shore-­LIJ  Health  System

Anifrolumab  Phase  II  lupus/SLE



13



14



15



16



17



18



19



20



21



22



23



24



25



26



27



28



29



30



31



32



33



34



35



36



37



38



39



40



41



David  J.  Chang,  MD
VP  and  Head,  Inflammation,  Autoimmunity  &  Neuroscience,  Global  Medicines  Development

Anifrolumab  current  &  future  plans
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Potential  differentiators  of  anifrolumab  in  SLE

• Most  advanced  molecule  targeting  IFNAR1

• Blocks  all  Type  1  interferons  (not  just  IFN-­α)
First-­in-­class

mechanism  of  action

Potential  best-­in-­disease  
efficacy

Personalised   healthcare  
approach

• 26.0% treatment  difference  vs.  placebo  on  SRI(4)  
response  at  day  365  with  a  sustained  reduction  of  OCS

• 29.8% treatment  difference  vs.  placebo  on  reduction  of  
OCS  dosage  at  day  365  to  <=  7.5  mg/day2

• Complementary  IFN  test

1. Type  1  Interferon  receptor
2. In  patients  receiving  >=10  mg/day  of  OCS  at  baseline



TULIP  (Treatment  of  Uncontrolled  Lupus  via  the  Interferon  Pathway)
Trial  objectives

• Evaluate  the  effect  of  anifrolumab  compared   to  placebo  on  disease  activity  
as  measured  by  SLE  Responder  Index  of  ≥4  [SRI(4)]  at  week  52

Primary  
objective
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Evaluate  the  effect  of  anifrolumab  compared  to  placebo  on:
• SRI(4)  at  week 52  in  the  IFN  test-­high  sub-­group
• %  subjects  achieving  OCS  dose  ≤7.5 mg/day  at  week  40  -­ 52
• ≥50%  reduction  in  CLASI1 activity  score  at  week  12
• SRI(4)  at  week 24
• Annualised  flare  rate  through  52  weeks

Key  
secondary  
objectives

1.  CLASI  =  Cutaneous  Lupus  Erythematosus  Disease  Area  and  Severity  Index



Trial  design

Phase  III  multi-­center,   randomised,  double-­blind,  placebo  controlled  trialDesign

D3461C00005
TULIP  SLE  1

Protocol  
number

D3461C00004
TULIP  SLE  2

~170  sites  
450  patients

Sample  
size

~140  sites
360  patients

Adults  with  active  moderate-­to-­severe  SLE,  ANA1  (+)  and/or  elevated  anti-­
dsDNA2 or  anti-­Smith  antibodies  and  receiving  standard  of  care

Trial  
population

• 1:2:2  randomisation  ratio  
• anifrolumab  150mg  
• anifrolumab  300mg  
• placebo  

Dosing
(IV,  Q4W)

• 1:1  randomisation   ratio
• anifrolumab  300mg  
• placebo  
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1:  ANA  =  Anti-­Nuclear  Antibody
2:  anti-­double-­stranded  DNA



Day  -­30  to  day  -­1 8  weeks  
Follow-­up  period52  weeks

Trial  schema
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Screening  
period Treatment  period Follow-­up

Week  52
Primary  endpoint:

SRI(4)

Randomisation
week  0,  day  1

W
8

W
4

W
12

W
16

W
20

W
24

W
28

W
32

W
36

W
40

W
44

W
48

Week  
64

Patients  completing  the  trial  are  eligible  for  long-­term  extension  trial



Phase   III  SLE  programme   initiated

• Final  data  available:   2018
• Regulatory   submission:   2019

Life-­cycle  management   programme

• Phase   II  lupus  nephritis trial  expected   to  start  before  year-­end
• Phase   I  subcutaneous   administration trial  also  expected   to  start  before  year-­

end
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Anifrolumab  development   status



Participants

• Richard  Alan  Furie,  MD,  Chief,  Division   of  Rheumatology,   North  Shore-­LIJ  Health  
System

• Bing  Yao,  Head  of  Respiratory,   Inflammation  &  Autoimmunity   iMED,  MedImmune

• David  J.  Chang,  MD,  VP  and  Head,   Inflammation,  Autoimmunity   &  Neuroscience,  
Global  Medicines   Development

Please  press  *1  on  your  phone  to  indicate  that  you  wish  to  ask  a  question
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Questions  &  Answers



Confidentiality  Notice  
This  file  is private  and  may  contain  confidential  and  proprietary  information.  If  you  have  received  this  file  in  error,  please  notify  us  and  remove  
it  from  your  system  and  note  that  you  must  not  copy,  distribute  or  take  any  action  in  reliance  on  it.  Any  unauthorized  use  or  disclosure  of  the  
contents  of  this  file  is  not  permitted  and  may  be  unlawful.  AstraZeneca  PLC,  2  Kingdom  Street,  London,  W2  6BD,  UK,  T:  +44(0)20  7604  8000,  
F:  +44  (0)20  7604 8151,  www.astrazeneca.com
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