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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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Investor science events in each therapy area
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2019: a successful year for the pipeline

European Society of 
Cardiology (Sep)

• Conference call

American Society of 
Nephrology (Nov)

• Conference call

American Society of 
Clinical Oncology (Jun)

• Meet AZN management 
event(s); conference 
call

European Society of 
Medical Oncology (Sep)

• Conference call

American Society of 
Hematology (Dec)

• Conference call

Oncology Cardiovascular, renal 
and metabolism

American College of 
Rheumatology (Nov)

• Conference call

Respiratory
(and immunology)

For AstraZeneca investor and analyst events, please visit https://www.astrazeneca.com/investor‐relations/results‐and‐presentations.html.
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2019 ASH: strong, increasing presence

54% increase in ASH
abstracts 2018 to 2019

Key abstracts
at ASH 2019

Submitted   Accepted   Rejected1

8

722

8 oral presentations
22 poster presentations
7 published only
37 total accepted abstracts

7

17

7 oral presentations
17 poster presentations
24 total accepted abstracts

2019 2018

RWE burden
in MCL

ELEVATE TN
(CL‐007) CLL

RWE novel agents
in veterans

RWE burden
in CLL

Monotherapy 
(CL‐001) update

Clinician/patient 
Tx prefs in CLL

RWE w/Calquence
in MCL and CLL

Calquence HEOR/RWE
and PRO

Moxetu‐
momab

Calquence/ven
/obin untx CLL

Oral presentations Posters

Moxetumumab
1053 update

AZD2811NP in 
AML/MDS

Pipeline

40 37 1

40 abstracts submitted; 37 abstracts accepted ‐ externally‐sponsored research ~13% of total
Commonly used abbreviations in this presentation:
CLL = chronic lymphocytic leukaemia   MCL = mantle cell lymphoma
SLL = small lymphocytic lymphoma   PFS = progression‐free survival.1. Two abstracts were withdrawn.
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Dr. John Byrd
Primary investigator,
Phase III ELEVATE TN trial

Susan Galbraith
Senior Vice President,
Head of Early Oncology
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Calquence Phase III ELEVATE TN trial

Sharman, ASH 2019

Background
• The treatment of symptomatic CLL has changed dramatically with the introduction of the 

Bruton tyrosine kinase inhibitor (BTKi) ibrutinib
• Prior to ibrutinib introduction, obinutuzumab (G) plus chlorambucil (Clb) was a standard 

frontline chemoimmunotherapy for CLL, with median PFS of 26.7 months and an ORR of 
78%.1 This regimen has served as a control arm for several recent phase 3 studies2,3

• Studies combining rituximab with ibrutinib have not shown added benefit over ibrutinib 
alone4,5

• G combined with ibrutinib has been FDA-approved;6 however, the benefit of adding G to a 
BTKi vs a BTKi alone has not been evaluated 

• Acalabrutinib is a more selective BTKi, with less off-target kinase inhibition in vitro compared 
with ibrutinib7 and a favorable safety profile, prompting this evaluation as a frontline therapy 
with or without G

CLL, chronic lymphocytic leukemia; ORR, overall response rate; PFS, progression-free survival
1. Goede V, et al. NEJM 2014;370:1101-1110; 2. Moreno C, et al. Lancet 2019;20:43-45; 3. Fisher K, et al. NEJM 2019;380:2225-2236; 4. Woyach JA, et al. NEJM 2018;379:2517-2528; 
5. Burger JA, et al. Blood 2019;133:1011-1019; 6. Janssen Global. Imbruvica press release. 2019. Available from: https://www.janssen.com/us-fda-approves-imbruvica-ibrutinib-plus-
obinutuzumab-first-non-chemotherapy-combination-regimen (Accessed November 8, 2019); 7. Barf T, et al. J Pharmacol Exp Ther 2017;363(2):240-252



Trial design
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ELEVATE TN Study Design (ACE-CL-007) 

Acala, acalabrutinib; CIRS, Cumulative Illness Rating Scale; ECOG PS, Eastern Cooperative Oncology Group performance status; IRC, independent review committee; IV, intravenously; 
OS, overall survival; PO, orally 

Acalabrutiniba + Obinutuzumab (G)b
a100 mg PO BID 

b1000 mg IV on D1, 2, 8, and 15 of Cycle 2, + D1 of 
subsequent 28-day cycles for a total of 6 cycles 

Treatment-naive CLL 
(N=535)

Age ≥65 or 
<65 years with coexisting 
conditions:
• CIRS score >6, or
• creatinine clearance <70 

mL/min

Stratification
• del(17p), y vs n
• ECOG PS 0-1 vs 2
• Geographic region (N 

America, W Europe, or 
other)

Primary endpoint
• PFS (assessed by IRC) Acala-G 

vs G-Clb  
Key secondary endpoints
• PFS acalabrutinib vs G-Clb
• ORR (assessed by IRC and 

investigator)
• Time to next treatment
• OS
• Safety

R
A
N
D
O
M
I
Z
E

Crossover from G-Clb to acalabrutinib was allowed after IRC-confirmed progression

1:1:1

• Interim analysis was planned based on events (after occurrence of ~111 IRC-assessed PFS events in the combination therapy 
arms) or after 24 months if the required number of events was not met by this time

Obinutuzumab (G)c + Chlorambucild
c1000 mg IV on D1, 2, 8, and 15 of Cycle 1, + D1 of 

subsequent 28-day cycles for a total of 6 cycles
d0.5 mg/kg PO on D1 + 15 of each 28-day cycle for 6 cycles 

Acalabrutinib
100 mg PO BID



Patient demographics
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Patient Demographics and Baseline Characteristics 

aTwelve patients <65 years old did not meet eligibility criteria of having a CIRS score of >6 or creatinine clearance of 30-69 mL/min
IGHV, immunoglobulin heavy-chain variable gene; TP53, tumor protein 53 gene

Characteristic
Acala-G
N=179

Acalabrutinib
N=179

G-Clb 
N=177

Age, median (range), years
≥65 years, n (%)
<65 years,a n (%)

Creatinine clearance 30-69 mL/min
CIRS-G >6

70.0 (41.0-88.0)
144 (80.4)
35 (19.6)

2 (1.1)
30 (16.8)

70.0 (44.0-87.0)
151 (84.4)
28 (15.6)

4 (2.2)
21 (11.7)

71.0 (46.0-91.0)
153 (86.4)
24 (13.6)

7 (4.0)
15 (8.5)

EGOG-PS, n (%)
0-1
2

169 (94.4)
10 (5.6)

165 (92.2)
14 (7.8)

167 (94.4)
10 (5.6)

Rai stage, n (%)
III
IV

48 (26.8)
38 (21.2)

50 (27.9)
37 (20.7)

40 (22.6)
38 (21.5)

High-risk features, n (%)
del(17p) 17 (9.5) 16 (8.9) 16 (9.0)
del(11q) 31 (17.3) 31 (17.3) 33 (18.6)
Unmutated IGHV 103 (57.5) 119 (66.5) 116 (65.5)
Mutated TP53 21 (11.7) 19 (10.6) 21 (11.9)
Complex karyotype 29 (16.2) 31 (17.3) 32 (18.1)

Time from initial diagnosis, 
median (range), months 30.5 (0.4-284.5) 24.4 (0.4-242.6) 30.7 (0.3-247.0)



PFS (primary endpoint)
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Months
30 36 42

Number at risk
179 176 170 168 163 160 159 155 109 104 46 41 4
179 166 161 157 153 150 148 147 103 94 43 40 4
177 162 157 151 136 113 102 86 46 41 13 13 3

IRC-Assessed Progression-Free Survival
Median follow-up 28.3 months

93%

87%

Kaplan-Meier estimates performed by IRC and all analyses for the intention-to-treat population. No. of events: Acala-G, 14 (7.8%); Acala, 26 (14.5%); G-Clb, 93 (52.5%)
aPost hoc analysis.
Richter’s transformation occurred in: Acala-G n=1, Acala n=5, G-Clb n=1

47%

2

2
3

1260 24

Hazard ratio (95% CI)

Acala-G 
vs G-Clb

0.10 (0.06, 0.17) 
p<0.0001

Acalabrutinib 
vs G-Clb

0.20 (0.13, 0.30) 
p<0.0001

Acala-G vs
acalabrutiniba 0.49 (0.26, 0.95) 

Acala-G
Acala
G-Clb (Median PFS 22.6 months [95% CI 20.2, 27.6])



PFS by subgroup, 1
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IRC-Assessed PFS Benefit Consistent Across Subgroups

Favor Acala-G 
or acalabrutinib 

Favor G-Clb



PFS by subgroup, 2
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IRC-Assessed PFS Benefit Consistent Across Subgroups

Favor Acala-G 
or acalabrutinib 

Favor G-Clb
aPrespecified subgroup definition for bulky disease (5 cm) was different than what is presented (10 cm).
NE, not estimable

a



Overall response rate
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Response Stable disease
Acalabrutinibb

N=179

Complete response

Complete response/incomplete marrow recovery

Partial response/nodular partial response

Stable disease

aSix patients (3%) had unknown response, and one patient (1%) had a response of non-PD, defined as not having adequate CT or MRI data and not meeting criteria for PD by physical  
examination. bTwo patients (1%) had PR-L, three patients (2%) had PD, 12 patients (7%) had unknown response, and one patient's (1%) response was not evaluable. cTwo patients (1%) 
had non-PD, 12 patients (7%) had an unknown response, one patient (1%) had no evaluable disease, and eight patients' (5%) responses were not evaluable
PD, progressive disease; PR, partial response; PR-L, partial response with lymphocytosis

IRC-Assessed Response Rates

Response Stable disease
G-Clbc

N=177

0

R
es

po
ns

e
(%

)

Response Stable disease
Acala-Ga

N=179

23
(13%)

144
(81%) 152

(85%)
131

(74%)

8
(5%)

1
(1%)1

(1%)

ORR n=168
93.9% (95% CI 89.3, 96.5)

ORR n=153
85.5% (95% CI 79.6, 89.9)

ORR  n=139
78.5% (95% CI 71.9, 83.9)

4
(2%)

8
(5%)

15
(9%)

20

10

30

40

50

60

70

80

90

100

p<0.0001

p=0.0763



Overall survival
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24 30 36 42

179 178 176 173 170 168 167 165 164 122 75 47 15 3
179 175 173 171 169 167 166 163 15 119 77 49 19 5
177 168 165 163 163 160 158 154 150 111 70 44 17 4

Overall Survival 
(Median follow-up 28.3 months)

82 of 177 patients (46%) randomized to G-Clb had disease progression, 
45/82 (55%) crossed over to receive acalabrutinib monotherapy

Acala-G
Acala
G-Clb

Deaths N (%)

Acala-G 9 (5.0)

Acala 11 (6.1)

G-Clb 17 (9.6)

Hazard ratio (95% CI)

Acala-G 
vs G-Clb

0.47 (0.21, 1.06) 
p=0.0577

Acalabrutinib 
vs G-Clb

0.60 (0.28, 1.27) 
p=0.1556

Number at risk

0 126



Safety overview
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Safety Overview

AE type, n (%)
Acala-G 
N=178

Acalabrutinib 
N=179

G-Clb
N=169

Patients with ≥1 AE (all grades) 171 (96.1) 170 (95.0) 167 (98.8)

Serious AEs 69 (38.8) 57 (31.8) 37 (21.9)

Grade ≥3 125 (70.2) 89 (49.7) 118 (69.8)

Grade 5 5 (2.8)a 7 (3.9)b 12 (7.1)c

Safety was assessed in all patients who received ≥1 dose of treatment. Continuous acalabrutinib treatment resulted in a longer reporting period for AEs in both acalabrutinib-containing arms, 
with median exposure of 27.7 months (2.3-40.3) for Acala-G, 27.7 months (0.3-40.2) for Acala vs 5.6 months (0.9-7.4) for G-Clb
Grade 5 AEs are presented for randomization and cross over periods including treatment and non-treatment emergent AEs. aPneumonia (n=1), metastases to bone (n=1), sepsis (n=2), 
gastric cancer stage IV (n=1). bBronchopulmonary aspergillosis, goiter, myositis, septic shock, cardiac failure, febrile neutropenia, Parkinson’s disease (all n=1). cBacterial sepsis, cardiac 
arrest, acute myocardial infarction, acute myelomonocytic leukemia, brain neoplasm, cholangiocarcinoma, duodenal ulcer hemorrhage, lung adenocarcinoma, pneumonia pneumococcal, 
progressive multifocal leukoencephalopathy, sepsis, subarachnoid hemorrhage (all n=1)



Adverse events, most common (≥15% patients)
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Most Common AEs (≥15% Patients) in Any Treatment Arm

AEs reported are from the treatment-emergent period (first dose through to 30 days after the last dose of study drug or the first date starting a new CLL therapy, whichever is earliest)
IRR, infusion-related reaction; URTI, upper respiratory tract infection

AEs, n (%)

Acala-G
N=178

Acalabrutinb
N=179

G-Clb
N=169

Any Grade ≥3 Any Grade ≥3 Any Grade ≥3
Headache 71 (39.9) 2 (1.1) 66 (36.9) 2 (1.1) 20 (11.8) 0

Diarrhea 69 (38.8) 8 (4.5) 62 (34.6) 1 (0.6) 36 (21.3) 3 (1.8)

Neutropenia 56 (31.5) 53 (29.8) 19 (10.6) 17 (9.5) 76 (45.0) 70 (41.4)

Fatigue 50 (28.1) 3 (1.7) 33 (18.4) 2 (1.1) 29 (17.2) 1 (0.6)

Contusion 42 (23.6) 0 27 (15.1) 0 7 (4.1) 7 (4.1)

Arthralgia 39 (21.9) 2 (1.1) 28 (15.6) 1 (0.6) 8 (4.7) 2 (1.2)

Cough 39 (21.9) 0 33 (18.4) 1 (0.6) 15 (8.9) 0

URTI 38 (21.3) 4 (2.2) 33 (18.4) 0 14 (8.3) 1 (0.6)

Nausea 36 (20.2) 0 40 (22.3) 0 53 (31.4) 0

Dizziness 32 (18.0) 0 21 (11.7) 0 10 (5.9) 0

IRR 24 (13.5) 4 (2.2) 0 0 67 (39.6) 9 (5.3)

Pyrexia 23 (12.9) 0 12 (6.7) 1 (0.6) 35 (20.7) 1 (0.6)



Adverse events, serious

18

Calquence Phase III ELEVATE TN trial

Sharman, ASH 2019

Most Common Serious AEs

SAE, serious adverse event 

SAEs (≥2% patients), n (%)
Acala-G
N=178

Acalabrutinib
N=179

G-Clb
N=169

Any 69 (38.8) 57 (31.8) 37 (21.9)

Pneumonia 12 (6.7) 5 (2.8) 3 (1.8)

IRR 4 (2.2) 0 2 (1.2)

Anemia 3 (1.7) 4 (2.2) 0

Febrile neutropenia 3 (1.7) 2 (1.1) 7 (4.1)

Tumor lysis syndrome 1 (0.6) 0 8 (4.7)



Adverse events, clinical interest
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Events of Clinical Interest for Acalabrutinib

There were no reported events of ventricular tachyarrhythmias
aDefined as any serious or grade ≥3 hemorrhagic event, or any grade hemorrhagic event in the central nervous system. bIncludes gastric ulcer hemorrhage, gastrointestinal hemorrhage, 
hematemesis, postprocedural hemorrhage, and subdural hemorrhage. cIncludes hemarthrosis, postprocedural hematoma, and retinal hemorrhage. dIncludes subdural hemorrhage and 
hemoptysis. eIncludes non-small cell lung cancer (n=2), squamous cell carcinoma (n=2), basosquamous carcinoma, bladder transitional cell carcinoma, breast cancer, gastric cancer stage 
IV, metastases to bone, prostate cancer, and renal cell carcinoma (all n=1). fIncludes prostate cancer (n=2), glioblastoma, malignant melanoma in situ, transitional cell carcinoma (all n=1). 
gIncludes prostate cancer, acute myelomonocytic leukemia, and lung adenocarcinoma (all n=1)
NMSC, nonmelanoma skin cancer 

AEs, n (%)
Acala-G 
N=178

Acalabrutinib
N=179

G-Clb
N=169

Any Grade ≥3 Any Grade ≥3 Any Grade ≥3
Atrial fibrillation 6 (3.4) 1 (0.6) 7 (3.9) 0 1 (0.6) 0

Hypertension 13 (7.3) 5 (2.8) 8 (4.5) 4 (2.2) 6 (3.6) 5 (3.0)
Bleeding

Major bleedinga

76 (42.7)
5 (2.8)b

3 (1.7)
3 (1.7)

70 (39.1)
3 (1.7)c

3 (1.7)
3 (1.7)

20 (11.8)
2 (1.2)d

0
0

Infections 123 (69.1) 37 (20.8) 117 (65.4) 25 (14.0) 74 (43.8) 14 (8.3)

Second primary malignancies, 
excluding NMSC 10 (5.6)e 6 (3.4) 5 (2.8)f 2 (1.1) 3 (1.8)g 2 (1.2)
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Conclusions
• In the ELEVATE TN study: 

– acalabrutinib + G and acalabrutinib monotherapy both significantly improved progression-free 
survival vs chemoimmunotherapy (G + Clb), with a tolerable safety profile in patients with TN 
CLL

– benefit of acalabrutinib with or without G was consistent across most prespecified subgroups 
irrespective of high-risk disease characteristics

– despite crossover for disease progression in the G + Clb arm, fewer deaths were seen with 
acalabrutinib + G and acalabrutinib monotherapy, though longer follow-up is needed to detect 
a difference in overall survival

• Acalabrutinib has demonstrated efficacy and a consistent safety profile in TN and R/R 
patients (ASCEND1), and is now an approved treatment for patients with CLL

R/R, relapsed/refractory; TN, treatment-naive
1. Ghia P, et al. European Hematology Association Library 2019;273259:LB2606
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Phase III data readouts in CLL provide momentum

22

Haematology: Calquence

$173m
worldwide Calquence sales since

launch in November 2017

17,000
patients in front-line
CLL; US and EU51

11,000
patients in relapsed/refractory

CLL; US and EU5

Trial/milestone Phase Status

ACE-CL-309 ASCEND in
relapsed/refractory CLL III Approved (US)

ACE-CL-007 ELEVATE TN in 
previously-untreated CLL III Approved (US)

Calquence regulatory 
submissions in CLL (EU, JP) - H1 2020

ACE-CL-006 ELEVATE RR in 
relapsed/refractory high-risk 
CLL

III Data 2021+

ACE CL-311 in previously-
untreated CLL (w/venetoclax) III Data 2021+

Key data readouts
and milestones

1. France, Germany, Italy, Spain and UK.
Source: company‐published sales and epidemiology data.
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Haematology: Calquence

Calquence is indicated for the treatment of adult patients 
with:

• MCL who have received at least one prior therapy1

• CLL or SLL (front line and relapsed/refractory CLL)

Monotherapy (MCL, CLL or SLL) or Calquence in 
combination with obinutuzumab for front-line CLL/SLL

Warnings and 
precautions

Indication
and usage

Adverse events Rate of occurrence

Serious and opportunistic infections Grade 3 or higher
19%

Hemorrhage Grade 3 or higher
3.0%

Cytopenias

Grade 3/4, 
neutropenia (23%), anemia 

(8%), thrombocytopenia (7%), 
and lymphopenia (7%) 

Second primary malignancies 12%

Atrial fibrillation and flutter Grade 3 
1.1% 

No warning for hypertension, tumour lysis syndrome,
embryo-fetal toxicity. No ventricular tachyarrhythmias 

1. Accelerated approval based on overall response rate. Continued approval for this indication may be contingent upon verification 
and description of clinical benefit in confirmatory trials.
Source: FDA prescribing information.



Building on Calquence foundation, as CLL emerges
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Haematology: ‘What’s next?’

• AZD5991 (MCL1 inhibitor): novel 
macrocyclic chemistry

• AZD4573 (CDK91 inhibitor): distinct 
mechanism of targeting MCL1

• AZD2811 (Aurora kinase B 
inhibitor): targeting various tumours

• AZD0466 (Bcl2/xL programme): 
Phase I planning

•

ASCEND PFS hazard ratio 0.31

•

Favourable safety profile in CLL

• ASCEND
Met Phase III primary endpoint in 
relapsed/refractory CLL

• ELEVATE TN
Met Phase III primary endpoint in 
previously-untreated CLL
Also met key secondary endpoint 
of monotherapy Calquence vs. 
chlorambucil and obinutuzumab

Next wave of innovation
in haematology

EU, JP regulatory
submission in H1 2020

Calquence
in CLL

EHA presentation and
front‐line high‐level results

‘What’s
next?’

1. Cyclin‐dependent kinase 9.

IdR = idelalisib and rituximab.
BR = bendamustine and rituximab.
Source: EHA 2019.
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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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