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BACKGROUND: AZD2811 is a potent, selective Aurora kinase B inhibitor. We report the dose-escalation phase of a first-in-human
study assessing nanoparticle-encapsulated AZD2811 in advanced solid tumours.
METHODS: AZD2811 was administered in 12 dose-escalation cohorts (2-h intravenous infusion; 15‒600 mg; 21-/28-day cycles) with
granulocyte colony-stimulating factor (G-CSF) at higher doses. The primary objective was determining safety and maximum
tolerated/recommended phase 2 dose (RP2D).
RESULTS: Fifty-one patients received AZD2811. Drug exposure was sustained for several days post-dose. The most common
AZD2811-related adverse events (AEs) were fatigue (27.3%) at ≤200 mg/cycle and neutropenia (37.9%) at ≥400 mg/cycle. Five
patients had dose-limiting toxicities: grade (G)4 decreased neutrophil count (n= 1, 200 mg; Days 1, 4; 28-day cycle); G4 decreased
neutrophil count and G3 stomatitis (n= 1 each, both 400mg; Day 1; 21-day cycle); G3 febrile neutropenia and G3 fatigue (n= 1
each, both 600 mg; Day 1; 21-day cycle +G-CSF). RP2D was 500mg; Day 1; 21-day cycle with G-CSF on Day 8. Neutropenia/
neutrophil count decrease were on-target AEs. Best overall responses were partial response (n= 1, 2.0%) and stable disease
(n= 23, 45.1%).
CONCLUSIONS: At RP2D, AZD2811 was tolerable with G-CSF support. Neutropenia was a pharmacodynamic biomarker.
CLINICAL TRIAL REGISTRATION: NCT02579226.
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INTRODUCTION
The Aurora kinases are a family of serine/threonine kinases that
play a critical role in the regulation of mitosis and chromosome
alignment, accurate chromosomal segregation, and cytokinesis [1].
Aurora kinase B (AURKB) is responsible for phosphorylation of
Ser10 of histone H3, which is required for correct chromosome
condensation during mitosis [2]. AURKB is frequently over-
expressed in various solid tumours and haematological malig-
nancies [3–9], leading to chromosomal instability [10, 11], and is
associated with poor prognosis [11–14]. Several AURKB inhibitors
have been investigated in phase 1–2 clinical trials, with success in
some solid tumours, especially those with rapid cell turnover and
dependency on efficient mitoses, such as small cell lung cancer
(SCLC) [15–21].
AZD2811, formerly designated AZD1152 hydroxyquinazoline

pyrazole anilide (AZD1152 hQPA), is an intravenously adminis-
tered, potent and selective inhibitor of AURKB activity [22].
Inhibition of AURKB induces chromosome misalignments during

mitosis and failed cytokinesis, leading to polyploidy and
eventually to cell death [5]. Barasertib (AZD1152) is a prodrug of
AZD2811 that converts rapidly to the active drug in plasma. In
previous research, barasertib showed promising efficacy in the
treatment of acute myeloid leukaemia (AML), but had to be
administered as a continuous 7-day intravenous (IV) infusion [17].
In patients with advanced solid tumours, the use of barasertib was
limited by frequent bone marrow toxicities and poor clinical
response [18]. The requirement for continuous IV infusion and the
toxicity profile of the prodrug limited its utility, leading to the
development of an alternative formulation in which the active
drug is incorporated into a nanoparticle carrier, allowing extended
release of the active payload [23]. This formulation provides an
extended exposure profile when administered as a 2- to 4-h
infusion similar to that of the barasertib 7-day infusion. In animal
models of SCLC and diffuse large B-cell lymphoma (DLBCL),
AZD2811 showed greater efficacy and less toxicity at half the dose
intensity of barasertib [23, 24].
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This first-in-human, phase 1 study was conducted to determine
the maximum tolerated dose (MTD), recommended phase 2 dose
(RP2D), dosing schedule, safety, tolerability, and pharmacokinetics
(PK) of AZD2811 as second-line or later therapy in patients with
advanced solid tumours (NCT02579226; also called REFMAL 390)
with disease progression or intolerance to standard therapies, or
for whom no standard of care existed. The study consisted of Part
A (dose escalation) and Part B (dose expansion in patients with
SCLC). Here we report the results of Part A.

METHODS
Trial design
This multicentre, open-label study was conducted in the USA. The dose-
escalation schema is shown in Supplementary Fig. 1.

Participants
The study enrolled patients aged ≥18 years, with histological or cytological
confirmation of a solid tumour. They could have received ≤3 prior
chemotherapy regimens in the metastatic setting. Other key inclusion
criteria included Eastern Cooperative Oncology Group performance status
(ECOG PS) 0–1, measurable or non-measurable (but evaluable in non-
target lesions) disease according to Response Evaluation Criteria in Solid
Tumours version 1.1 (RECIST1.1), adequate organ function, and predicted
life expectancy ≥12 weeks.
Patients must not have received radiotherapy, immunotherapy,

chemotherapy or investigational drugs within 21 days or 5 half-lives (with
a minimum of 21 days) of enrolment (screening), and could have no
unresolved National Cancer Institute (NCI) Common Terminology Criteria
for Adverse Events (CTCAE) v4.03 treatment-related adverse event (TRAE)
of grade >1, with the exception of alopecia. Radiotherapy or surgery for
brain metastases was allowed if therapy was completed ≥3 weeks
previously, neurologic symptoms were mild, and there was no evidence
of central nervous system disease progression or requirement for chronic
corticosteroid therapy. Other key exclusion criteria included previous
treatment with alisertib, grade ≥2 diarrhoea, major surgery ≤21 days or
minor surgery ≤7 days from starting study drug, and pregnancy, lactation,
or breastfeeding.

Interventions
AZD2811 was administered as an IV infusion over 2 h. The study included
12 dose-escalation cohorts. In Cohorts 1–6, dosing took place on Days 1
and 4 of a 28-day cycle, at 15 mg, 25mg, 38mg, 51mg, 100mg, and
200mg. In Cohort 1, the starting dose was to be administered to a single
patient on Days 1 and 4. If this patient had a dose-limiting toxicity (DLT) or
grade ≥2 adverse event (AE), more patients could be added to Cohort 1, up
to a maximum of 6. Starting with Cohort 2, at least 3 evaluable patients
were enrolled at each dose level (3+ 3 design) and were evaluated for
1 cycle before escalation to the next dose level. If one patient experienced
a DLT, an additional 3 patients were treated with the same dose. Therefore,
a maximum of 6 evaluable patients could be enrolled per dose level.
In Cohort 7, the Day 4 dose was removed from the schedule, and

patients received AZD2811 200mg on Day 1 of a 28-day cycle. Granulocyte
colony-stimulating factor (G-CSF; filgrastim [short-acting G-CSF] or
pegfilgrastim [long-acting G-CSF]) as primary prophylaxis for neutropenia
was optional in Cohorts 7–9. In Cohorts 8–12, the cycle length was
reduced, so dosing occurred on Day 1 of a 21-day cycle, at doses of
200–600mg. Patients in Cohorts 10–12 received mandatory G-CSF on Day
8 after dosing in Cycle 1 as primary prophylaxis for neutropenia. PEGylated
G-CSF (e.g. pegfilgrastim) could not be given later than Day 8 (in a 21-day
cycle) due to its long half-life. G-CSF had to be discontinued at least 48 h
prior to the next dose of AZD2811.
Patients could continue to receive AZD2811 as long as they continued to

show clinical benefit, as judged by the investigator, and did not meet
discontinuation criteria. Treatment could be discontinued due to patient
decision, investigator decision, AEs, severe noncompliance with the
protocol, confirmed disease progression, or incorrect initiation of the
investigational drug.
A DLT was defined as any of the following toxicities that occurred during

the DLT evaluation period (the first 28 days [if a 28-day cycle] or the first
21 days [if a 21-day cycle] from the start of AZD2811), unless unequivocally
due to underlying malignancy or an extraneous cause: grade 4
neutropenia for >7 days or febrile neutropenia; grade 4 thrombocytopenia

or grade 3 thrombocytopenia associated with bleeding; concurrent grade
≥3 elevation of total bilirubin, alanine aminotransferase (ALT), aspartate
aminotransferase (AST) or alkaline phosphatase (ALP) lasting >48 h, or any
change in liver function test results consistent with Hy’s Law; any grade ≥3
non-haematological AE (except grade 3 nausea, vomiting, stomatitis and/
or diarrhoea that was controlled within 4 days with standard supportive
care, or grade 3 elevations in ALT/AST that return to meet initial eligibility
criteria within 7 days of study drug interruption); inability to receive all
doses in Cycle 1 due to treatment-related toxicity; or grade ≥2 non-
haematological toxicity at any time during treatment that was deemed to
be dose-limiting by the investigator and the medical monitor. The MTD/
RP2D was evaluated in patients who received all AZD2811 doses in Cycle 1
and completed all safety evaluations, or had a DLT in Cycle 1.
AEs were assessed throughout the treatment and follow-up periods.

Patients were followed until all treatment-related toxicity resolved, or for at
least 30 days post-study drug discontinuation. AEs were graded according
to CTCAE v4.03. Venous blood samples (4mL) for measurement of AZD2811
concentrations were collected at Cycle 1 Days 1–6, 8, 15, 16, and 22 and
Cycle 2 Day 1 in Cohorts 1–6; Cycle 1 Days 1, 4, 8, 12, and 22 in Cohort 7;
Cycle 1 Days 1, 4, 8, 12, and 15 and Cycle 2 Day 1 in Cohorts 8–12. Tumour
imaging assessments using computed tomography or magnetic resonance
imaging of the chest and abdomen/pelvis were performed at screening
(≤28 days prior to initiation of treatment), and then every 2 cycles.

Objectives and endpoints
The primary objective was to evaluate the safety profile and determine the
MTD/RP2D and schedule of AZD2811 by assessing the incidence of DLTs,
AEs, and abnormal laboratory test results. Secondary objectives were
evaluation of PK parameters and preliminary assessment of antitumour
activity, including objective response rate (ORR [complete response +
partial response (CR+ PR)]) based on RECIST v1.1, and incidence of best
overall response, stable disease (SD) and progressive disease (PD).

Statistical methods
The safety analysis set comprised all patients who received at least one
dose of AZD2811. The PK analysis set comprised all patients who received
at least one dose of AZD2811 with at least one reportable concentration.
The evaluable-for-efficacy analysis set comprised all patients who received
at least one dose of AZD2811 and had a baseline tumour assessment.
There was no formal statistical analysis of safety and efficacy data. The
numbers of patients experiencing each AE were summarised by Medical
Dictionary for Regulatory Activities (MedDRA) version 22.1 system organ
class, MedDRA preferred term, and CTCAE grade. The ORR and best overall
response based on RECIST 1.1 were summarised. AZD2811 blood
concentrations and derived PK parameters were summarised by dose
regimen. Summary statistics were calculated for area under the curve
(AUC), time of maximum concentration (tmax), and maximum concentration
after a single dose (Cmax).

RESULTS
Demographics and baseline characteristics
Patients were enrolled from 16 November 2015 to 11 October
2018. At the time of database lock on 24 July 2020, 51 patients
had been recruited into the dose-escalation phase and had
received at least one dose of AZD2811: 24 patients in Cohorts 1–6
(AZD2811 administered on Days 1 and 4 of each cycle) and
27 patients in Cohorts 7–12 (AZD2811 administered on Day 1 of
each cycle). Most cohorts consisted of 3 patients except for
Cohorts 6 (9 patients), 7 (4 patients), 9 (8 patients), and
12 (6 patients); additional patients were recruited to ensure a
sufficient number of evaluable patients for the DLT assessment
(Supplementary Fig. 1 and Supplementary Table 1). Progressive
disease was the main reason for treatment discontinuation (83.3%
and 81.5% across Cohorts 1–6 and 7–12, respectively).
Patient demographics and disease characteristics are shown in

Table 1. Median age was 61 years (range 38–81), 43.1% of patients
were male, and the most common primary tumour types were
lung (29.4%; comprising non-small-cell lung cancer (NSCLC) 13.7%,
SCLC 13.7%, mesothelioma 2.0%), breast (19.6%), and prostate
(11.8%). Patients were heavily pretreated: the median number of
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regimens of previous systemic therapy (chemotherapy, immu-
notherapy, hormonal therapy, targeted therapy) or radiotherapy
for metastatic disease was 3 (range 1–9) across all cohorts.

Study drug exposure
The median number of cycles was 4.0 in Cohorts 1–6 and 2.0 in
Cohorts 7–12. The median treatment duration was 109 days
(range 29–480) and 43 days (range 12–561), respectively. Notably,
1 patient in Cohort 8 received ≥24 cycles, 1 patient in Cohort 7
received ≥20 cycles, 1 patient in Cohort 6 received ≥17 cycles of
treatment, 1 patient in Cohort 5 received ≥10 cycles, and
2 patients in Cohort 10 received ≥6 cycles of treatment.

DLTs and determination of RP2D
All DLTs are shown in Table 2 and Supplementary Table 1. Among
patients who received escalating doses of AZD2811 (15–200 mg)

on Days 1 and 4 every 28 days in Cohorts 1–6, there were no DLTs
in the first five cohorts (15–100 mg). In Cohort 6 (200 mg),
1 patient experienced a DLT of grade 4 decreased neutrophil
count, necessitating the expansion of the cohort to 6 evaluable
patients. From Cohort 7 onwards, AZD2811 was administered only
on Day 1 of each cycle, and optional G-CSF on Day 8 was
introduced. From Cohort 8 onwards, the cycle length was reduced
from 28 to 21 days; Cohorts 7 and 8 (200 mg on Day 1 every
28 days and 200mg on Day 1 every 21 days, respectively) were
assessed concurrently, and no DLTs were reported in either
cohort. In Cohort 9 (400 mg AZD2811 on Day 1 every 21 days),
DLTs were reported in 2 of 6 evaluable patients (grade 3 stomatitis
in 1 patient and grade 4 decreased neutrophil count in 1 patient,
requiring treatment with G-CSF). The Safety Review Committee
allowed enrolment in further cohorts at doses ≥400 mg only if
G-CSF prophylaxis was mandatory; this applied from Cohort 10
onwards. Patients in Cohort 10 therefore received the same dose
as Cohort 9, but with added G-CSF support on Day 8; no DLTs
were reported. In Cohort 11 (600 mg on Day 1 every 21 days +
G-CSF on Day 8), 2 out of 3 evaluable patients experienced DLTs
(grade 3 febrile neutropenia in 1 patient and grade 3 fatigue in
1 patient). Consequently, in Cohort 12 the AZD2811 dose was
reduced to 500mg every 21 days, with mandatory G-CSF on Day 8,
and there were no DLTs among the 6 evaluable patients; this dose
was therefore determined to be the MTD/RP2D.

Safety
All-cause AEs (Fig. 1a) were reported in 100% of patients who
received ≤200mg AZD2811 per cycle (Cohorts 1–5 and 7–8;
n= 22), and 96.6% of patients who received ≥400 mg AZD2811
per cycle (Cohorts 6 and 9–12; n= 29). The most common all-
cause AEs in the ≤200mg/cycle cohorts were fatigue (45.45%),
nausea (27.3%), constipation (22.7%), and diarrhoea (22.7%), while
the most common AEs in the ≥400 mg/cycle cohorts were fatigue
(44.8%), neutropenia (41.4%), nausea (34.48%), decreased appetite
(24.1%), and decreased neutrophil count (24.1%). Grade ≥3 all-
cause AEs occurred in 27.3% of patients in the ≤200mg/cycle
cohorts and 72.4% in the ≥400mg/cycle cohorts; the most
common were dyspnoea (9.1%) in the former and neutropenia
(37.9%) and decreased neutrophil count (24.1%) in the latter,
indicating the need for G-CSF at higher doses.
AEs related to AZD2811 (Fig. 1b) occurred in 90.9% of patients

in the ≤200mg/cycle cohorts and 82.8% of patients in the
≥400 mg/cycle cohorts. The most common AZD2811-related AEs
were fatigue (27.3%), nausea (22.7%), diarrhoea (22.7%), cough
(13.6%), and decreased neutrophil count (13.6%) in the ≤200mg/
cycle cohorts, and neutropenia (37.9%), fatigue (34.48%), nausea
(31.0%), decreased neutrophil count (24.1%), diarrhoea (13.8%),
and decreased appetite (13.8%) in the ≥400mg/cycle cohorts.
Grade ≥3 AZD2811-related AEs occurred in 13.6% of patients in
the ≤200mg/cycle cohorts (anaemia, fatigue, neutropenia, and
decreased neutrophil count in 1 patient [4.5%] each) and 65.5% of
patients in the ≥400mg/cycle cohorts (most commonly neutro-
penia [37.9%], decreased neutrophil count [24.1%], fatigue [6.9%],
and febrile neutropenia [6.9%]).
Serious AEs (SAEs; Table 2) occurred in 2 patients (9.1%) in the

≤200 mg/cycle cohorts and 6 patients (20.7%) in the ≥400mg/
cycle cohorts. Neither of the SAEs in the ≤200 mg/cycle cohorts
were related to AZD2811, but the SAEs in 3 (10.3%) patients in the
≥400 mg/cycle cohorts were related to AZD2811: febrile neutro-
penia and agranulocytosis in 1 patient in Cohort 11; febrile
neutropenia alone in 1 patient in Cohort 11; and an infusion-
related reaction in 1 patient in Cohort 9 (this was the only report
of an infusion-related reaction in the study and led to treatment
discontinuation). Two deaths due to AEs occurred on treatment
but were not considered related to AZD2811: one was due to
cardiac arrest (Cohort 9) and the other was due to sepsis
(Cohort 11).

Table 1. Patient demographics and disease characteristics.

Total (N= 51)

Median age (range), years 61 (38–81)

Sex, n (%)

Male 22 (43.1)

Female 29 (56.9)

Race, n (%)

White 45 (88.2)

Black or African American 3 (5.9)

Other 1 (2.0)

Missing 2 (3.9)

ECOG PS, n (%)

0 15 (29.4)

1 35 (68.6)

2 1 (2.0)a

Number of prior systemic therapies

Median (range) 3 (1–9)

1 line, n (%) 7 (13.7)

2–3 lines, n (%) 25 (49.0)

>3 lines, n (%) 19 (37.3)

Best overall response to most recent prior regimen, n (%)

CR 1 (2.0)

PR 6 (11.8)

Non-CR/non-PD 2 (3.9)

SD 16 (31.4)

PD 18 (35.3)

NE 1 (2.0)

NA 6 (11.8)

Missing 1 (2.0)

Primary diagnosis, n (%)

Breast 10 (19.6)

Colon 3 (5.9)

Lung 15 (29.4)

NSCLC 7 (13.7)

SCLC 7 (13.7)

Mesothelioma 1 (2.0)

Ovary 2 (3.9)

Prostate 6 (11.8)

Other 15 (29.4)

CR complete response, ECOG PS Eastern Cooperative Oncology Group
performance status, NA not available, NE not evaluable, PD progressive
disease, PR partial response, SD stable disease.
aPatient enrolled in error.
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Dose interruptions due to AEs occurred in 3 patients (13.6%)
receiving ≤200mg/cycle: grade 2 rash (initially recorded as
treatment-related, but later found to be not related) and grade 1
nasal congestion and oropharyngeal pain (not treatment-related)
in 1 patient in Cohort 1; grade 1 increased blood creatinine and
grade 2 AST elevation (not treatment-related) in 1 patient in Cohort
3; and grade 2 ALT and AST elevations (not treatment-related) in 1
patient in Cohort 4. Dose interruptions due to AEs occurred in 3
patients (10.3%) receiving ≥400mg/cycle: grade 3 agranulocytosis
and grade 3 febrile neutropenia (both treatment-related) in 1
patient in Cohort 11; grade 3 hypoxia (not treatment-related) in 1
patient in Cohort 6; and grade 3 pathological fracture (not
treatment-related) in 1 patient in Cohort 11.
Dose reduction due to AZD2811-related AEs occurred in

1 patient (4.5%) in the ≤200mg/cycle cohorts: grade 3 neutropenia

in Cohort 8, requiring reduction from 200 to 100mg in Cycle 3.
Dose reductions due to AZD2811-related AEs occurred in 5 patients
(17.2%) in the ≥400mg/cycle cohorts: doses were reduced from
200mg (on Days 1 and 4) to 100mg in 3 patients in Cohort 6 due
to grade 3 fatigue, grade 4 neutropenia, and grade 4 decreased
neutrophil count (each n= 1) in Cycles 3, 2, and 2, respectively;
from 400 to 200mg in Cycle 2 due to grade 4 decreased neutrophil
count in 1 patient in Cohort 9; and from 600 to 400mg in Cycle 2
due to grade 4 neutropenia and grade 3 fatigue in 1 patient in
Cohort 11. No patient required more than one dose reduction. One
patient in Cohort 11 experienced febrile neutropenia in Cycle 1
but, due to a dosing error, continued to receive a dose of 600mg
in Cycle 2 instead of a reduced dose of 400mg (according to the
toxicity management guidance); this patient died due to sepsis,
considered unrelated to AZD2811.
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Fig. 1 All-cause and treatment-related AEs. a All-cause AEs (all grades) occurring in ≥15% of patients and all-cause grade ≥3 AEs occurring in
≥2 patients, and b treatment-related AEs (investigator-assessed; all grades) occurring in ≥15% of patients and treatment-related grade ≥3 AEs
occurring in ≥1 patient.
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Throughout dose escalation, absolute neutrophil count (ANC)
was used to monitor bone marrow toxicity and as a marker for
pharmacodynamic activity. Counts <500 cells/μL were observed at
doses ≥200mg/cycle and were more common at higher doses, with
acceptable rates of grade 4 decreases in ANC at doses up to
500mg/cycle (Fig. 2). Administration of G-CSF on Day 8 supported
ANC recovery before subsequent cycles (Supplementary Fig. 2A–C),
allowing tolerability of the RP2D of 500mg on Day 1 of each 21-day
cycle.

PK parameters
Compartmental PK analysis was used to derive AUC from time
zero to the time of the last planned sampling time in the study
(AUC0–504h). Cmax and tmax were derived using the standard non-
compartmental approach. PK parameters of Cmax, tmax, and
AUC0–504h are summarised by cohort in Supplementary Table 2,
and geometric mean AZD2811 whole blood concentrations are
presented by cohort in Fig. 3. Maximum AZD2811 whole blood
concentrations were observed after the end of infusions (Days 1
and 4). Following a 2-h infusion on Day 1, AZD2811 blood
exposure was sustained for several days, with a gradual and
monophasic decline in concentration post-infusion until approxi-
mately 96 h. There was evidence of a second and third phase, 96

and 264 h post-dose. AZD2811 PK appeared broadly dose-
proportional across the dose range evaluated (Supplementary
Fig. 3). Urine samples were only collected in the first four cohorts,
and AZD2811 concentrations were below the limit of quantifica-
tion in the majority (>80%). Consequently, only the total amount
of unchanged AZD2811 excreted into urine over 0–72 h was
calculated; the maximum amount excreted was 294.40 µg for a
patient in Cohort 4 (51 mg AZD2811), which represented <1% of
the dose.

Preliminary antitumour activity
Best overall response is shown in Table 3 and duration of
treatment is shown in Supplementary Fig. 4. One patient with
prostate cancer in Cohort 6 had a confirmed PR; there were no
CRs. The rate of SD (≥8 weeks for patients treated on a 28-day
cycle, ≥6 weeks for patients treated on a 21-day cycle) across all
cohorts was 45.1%. Most patients with sustained SD received
≥100mg/cycle.
Notably, the patient in Cohort 6 with a PR had an 80% reduction

from baseline in sum of target lesion diameters. The first two scans
showed SD, then a PR was observed at the third scan. He
remained on treatment for a further 40 weeks and then
discontinued. He had previously received 3 treatment regimens
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Fig. 2 Dose–response for grade 4 decreases in absolute neutrophil count in Cycle 1. Based on ANC laboratory data. Figure shows the
percentage grade 4 ANC decreases per cohort in Cycle 1 (coloured dots) versus planned total Cycle 1 dose. A grade 4 ANC decrease was
defined as an ANC < 500 cells/μL post-baseline. The size of the coloured dots represents the relative cohort size. The black dashed line and
grey shaded area represent the best fit of the data and 95% confidence interval based on simple logistic regression, respectively. Patients
without ANC observations in Cycle 1 were excluded. ANC absolute neutrophil count, G-CSF granulocyte colony-stimulating factor.
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for metastatic prostate cancer (bicalutamide, leuprolide acetate,
and abiraterone acetate), and had a best overall response of SD
prior to progression on all 3 regimens with a rapid rise of prostate-
specific antigen reported with the bicalutamide regimen. A tissue
sample from this patient showed three distinct AR mutations, a
BRCA2-ERG rearrangement and a TMPRSS2 rearrangement;
plasma samples showed mutations in ARID1A, MET, RB1, AR and
CDKN2A. Germline testing showed a BRCA2 deletion/duplication.
Additionally of note, 1 patient with cancer of pancreaticobiliary
origin in Cohort 8 had SD for 66 weeks; this patient had a best
overall response of PR or non-CR/non-PD before progression on
3 prior treatment regimens (FOLFIRINOX [folinic acid, fluorouracil,
irinotecan, and oxaliplatin], capecitabine, and paclitaxel plus
gemcitabine followed by gemcitabine). Another patient with
adenocarcinoma of the breast in Cohort 7 had the longest

duration of therapy of >17 months, and a best overall response of
SD. The patient had oestrogen receptor-positive, progesterone
receptor-positive disease, and HER2 non-amplified status by dual
in situ hybridisation. Immunohistochemistry staining showed the
tumour was positive for AE1/3, CK7, GATA-3 and GCDFP-15; and
was negative for CK20, PAX-8, CDX-2, WT-1, TTF-1, mammaglobin
and BRAF V600E. Genomic profiling showed a TP53 R723H
mutation.

DISCUSSION
In the dose-escalation phase of this first-in-human study, AZD2811
was assessed in 12 cohorts; the MTD and RP2D were determined
to be 500 mg on Day 1 of a 21-day cycle with mandatory
combination G-CSF. Administration of AZD2811 only on Day 1 of
each cycle (rather than on Days 1 and 4) was implemented
alongside the addition of G-CSF prophylaxis with the aim of
managing recovery from neutropenia and improving patient
convenience, and may also facilitate potential combinations with
other treatments in future studies. A cycle length of 21 days rather
than 28 days was deemed to be preferable to minimise the fall in
drug concentrations below the active level between cycles; this
increase in dose intensity was considered particularly important
for the treatment of patients with rapidly growing tumours such
as SCLC, ovarian cancer, and aggressive lymphomas. Mandatory
G-CSF (administered on Day 8 of each cycle) minimised the impact
of treatment-related neutropenia/decreased neutrophil count at
higher doses. The MTD/RP2D was investigated in the expansion
phase of this study (to be published separately) in patients with
previously treated SCLC (both limited-stage [LS] and extensive-
stage [ES]), whose tumours are expected to be sensitive to AURKB
inhibition due to the characteristic rapid proliferation and reliance
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Table 3. Best overall response (evaluable-for-efficacy analysis set).

Total (N = 51) n (%)

Partial response 1 (2.0)

Stable disease ≥2 cycles 23 (45.1)

Progressive disease 22 (43.1)

RECIST progression 19 (37.3)

Death 3 (5.9)

Not evaluable 5 (9.8)

Stable disease <2 cycles 1 (2.0)

Incomplete post-baseline assessments 4 (7.8)

Two cycles defined as 56 days in 28-day cycles; 42 days in 21-day cycles.
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on accelerated mitosis of SCLC. The dosing schedule assessed in
Cohort 6 (200 mg AZD2811 on Days 1 and 4 every 28 days) was
also explored in the N3 cohort of the SCLC Umbrella Korea Studies
(SUKSES-N3), a phase 2 trial of second- or third-line therapy for LS-
or ES-SCLC. There were no objective responses but 5/15 (33.3%)
patients had SD [25]. Other dosing schedules are also being
explored in a phase 1/2 study (NCT03217838) of AZD2811 as
monotherapy or in combination with azacitidine or venetoclax in
patients with AML or myelodysplastic syndrome (MDS); initial
safety data have been published [26].
In previous phase 1 studies in patients with advanced solid

tumours, AURKB inhibitors have been generally well tolerated,
with bone marrow and gastrointestinal toxicities typically being
the most common AEs [15, 18, 19, 21]. AZD2811 monotherapy was
tolerable with G-CSF support in the current study, and AEs were
similar in type and frequency to the previous phase 1 studies. In
contrast to chemotherapy, there was little evidence of cumulative
toxicity with AZD2811; dose modifications (interruptions or
reductions) were rare and several patients remained on treatment
for long periods, including 3 who stayed on treatment for over
1 year. Unlike previous experience with barasertib [17], stomatitis
was not a prominent AE. In SUKSES-N3, 9/15 (60.0%) patients
without prophylactic G-CSF had target-related grade ≥3 neutro-
penia, of whom 6 (40.0%) had febrile neutropenia, including
1 (6.7%) with septic shock due to pneumonia with grade
4 neutropenia [25]. In patients receiving ≥400mg/cycle in the
current study, grade ≥3 AZD2811-related neutropenia occurred in
37.9%, decreased neutrophil count in 24.1%; and febrile neutro-
penia in 6.9% of patients. One patient with febrile neutropenia
died due to sepsis, which was considered unrelated to AZD2811.
Based on the key role of AURKB in mitosis, neutropenia and

decreased neutrophil count are expected toxicities of treatment
with AURKB inhibitors due to the rapid rate of cell division in bone
marrow neutrophils [2]. On-target neutrophil count decrease or
neutropenia were therefore used as a surrogate pharmacody-
namic marker. All patients who experienced clinical benefit and
extended treatment durations received AZD2811 doses associated
with neutropenia. Neutropenia was not observed in Cohorts 1–5,
but emerged at high rates in Cohort 6 (55.6%, all grade 3/4), and
Cohorts 7–12 (29.6%, nearly all grade 3/4). These results imply that
AZD2811 doses >200 mg/cycle elicit a pharmacological response
in bone marrow. To mitigate the effects of neutropenia, G-CSF was
added to the treatment regimens in several cohorts, and was
shown to support ANC recovery before subsequent cycles,
preventing cumulative toxicity. Neither the grade nor the depth
of ANC reduction were related to the number of cycles, indicating
the absence of cumulative toxicity. Dose reductions due to AEs
were reported only in patients receiving AZD2811 doses ≥200 mg/
cycle.
Other AURKB inhibitors have demonstrated limited antitumour

activity in phase 1 studies in patients with advanced solid
tumours. For example, with BI 831266, 1 patient (4%) experienced
a PR and 4 patients (16%) had SD [19], while with BI 811283, no
objective responses were reported but 30–33% of patients had
SD, depending on the treatment schedule [21]. Similarly, in the
phase 1 study of barasertib in advanced solid tumours, there were
no objective responses, and SD was reported in 23% of patients
[18]. However, the efficacy of barasertib was considerably more
promising in patients with AML [17], prompting the development
of the nanoparticle-encapsulated form of AZD2811, with the aim
of increasing biodistribution to tumours and maximising the
therapeutic effect while reducing toxicity by sparing healthy tissue
[23]. In our study, preliminary antitumour activity was greater than
that observed in previous studies, with 1 patient having a PR and
nearly half (45.1%) of patients having SD. This observation aligns
with preclinical results in which the nanoparticle formulation of
AZD2811 displayed slower onset and more prolonged inhibition
of AURKB in tumours compared with barasertib, together with

more effective tumour growth inhibition in multiple models [23]. It
is not immediately clear whether the enhanced antitumour
activity of AZD2811 compared with barasertib is entirely
attributable to the nanoparticle formulation, or whether the
higher doses accessible in the presence of G-CSF prophylaxis are
also impacting efficacy. This was explored further in the dose-
expansion part of this study in patients with SCLC (to be published
separately), which assessed the pharmacodynamic effects of
AURKB inhibition to assess AZD2811 target inhibition and its
downstream effect in tumour tissue. Further insight may also be
gained from the assessment of nanoparticle-encapsulated
AZD2811 in patients with AML or MDS [26].
With respect to the patient with PR, we hypothesise that the

RB1 mutation or the BRCA2 deletion/duplication may be the most
relevant alterations associated with this patient’s response, as
synthetic lethality between RB1 deficiency and Aurora B kinase
inhibitors [27], as well as between BRCA1/2 mutations and DDR
pathway inhibitors, has been reported previously [28, 29].
Analyses of PK data demonstrated that maximum AZD2811

whole blood concentrations were observed after drug infusion.
The long-circulating nanoparticle formulation provided more
sustained and extended total AZD2811 blood exposure compared
with historical measurements in barasertib clinical studies
[15, 16, 30]. As such, the sustained exposure of the nanoparticle
formulation may address some of the issues observed with the
barasertib formulation, including long infusion times required for
target coverage and low therapeutic index.
This study has some limitations. This efficacy analysis was

limited by the small and heterogeneous population that
prevented reliable identification of subgroups of patients who
may respond to AZD2811. At the time of study initiation, there
were no predictive biomarkers for AURKB inhibitors, but research
is underway to identify potential biomarkers and molecularly
defined patient subsets who may be sensitive to AZD2811 [31, 32].
While AZD2811 antitumour activity appears limited, it is possible
that enhanced efficacy could be achieved at higher doses;
however, it is not feasible to assess this due to dose-limiting
neutropenia, even in the presence of G-CSF prophylaxis. The
strength of AZD2811 may be its ability to provide durable tumour
control, as seen in almost half of patients in our study.
In conclusion, 500mg of AZD2811 in a 21-day cycle dosed on

Day 1, with G-CSF support on Day 8, was tolerable in patients with
advanced solid tumours. On-target neutropenia was a pharmaco-
dynamic biomarker and was manageable with the addition of
G-CSF. This RP2D has been investigated in the dose-expansion
phase of the study in patients with SCLC and will be published
separately (Johnson et al., manuscript in preparation).

DATA AVAILABILITY
Data underlying the findings described in this manuscript may be obtained in
accordance with AstraZeneca’s data sharing policy described at https://
astrazenecagrouptrials.pharmacm.com/ST/Submission/Disclosure.

REFERENCES
1. Meraldi P, Honda R, Nigg EA. Aurora kinases link chromosome segregation and

cell division to cancer susceptibility. Curr Opin Genet Dev. 2004;14:29–36.
2. Monier K, Mouradian S, Sullivan KF. DNA methylation promotes Aurora-B-driven

phosphorylation of histone H3 in chromosomal subdomains. J Cell Sci.
2007;120:101–14.

3. Araki K, Nozaki K, Ueba T, Tatsuka M, Hashimoto N. High expression of Aurora-B/
Aurora and Ipl1-Like midbody-associated protein (AIM-1) in astrocytomas. J
Neurooncol. 2004;67:53–64.

4. Bischoff JR, Anderson L, Zhu Y, Mossie K, Ng L, Souza B, et al. A homologue of
Drosophila aurora kinase is oncogenic and amplified in human colorectal cancers.
EMBO J. 1998;17:3052–65.

5. Gautschi O, Heighway J, Mack PC, Purnell PR, Lara PN Jr, Gandara DR. Aurora
kinases as anticancer drug targets. Clin Cancer Res. 2008;14:1639–48.

M.L. Johnson et al.

1913

British Journal of Cancer (2023) 128:1906 – 1915

https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Disclosure
https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Disclosure


6. Grimwade D, Walker H, Harrison G, Oliver F, Chatters S, Harrison CJ, et al. The
predictive value of hierarchical cytogenetic classification in older adults
with acute myeloid leukemia (AML): analysis of 1065 patients entered into
the United Kingdom Medical Research Council AML11 trial. Blood.
2001;98:1312–20.

7. Hamada M, Yakushijin Y, Ohtsuka M, Kakimoto M, Yasukawa M, Fujita S. Aurora2/
BTAK/STK15 is involved in cell cycle checkpoint and cell survival of aggressive
non-Hodgkin’s lymphoma. Br J Haematol. 2003;121:439–47.

8. Hartsink-Segers FA, Zwaan CM, Exalto C, Luijendijk MWJ, Calvert VS, Petricoin EF,
et al. Aurora kinases in childhood acute leukemia: the promise of aurora B as
therapeutic target. Leukemia. 2013;27:560–8.

9. Sen S, Zhou H, White RA. A putative serine/threonine kinase encoding gene BTAK
on chromosome 20q13 is amplified and overexpressed in human breast cancer
cell lines. Oncogene. 1997;14:2195–200.

10. Hontz AE, Li SA, Lingle WL, Negron V, Bruzek A, Salisbury JL, et al. Aurora A and B
overexpression and centrosome amplification in early estrogen-induced tumor
foci in the Syrian hamster kidney: implications for chromosomal instability,
aneuploidy, and neoplasia. Cancer Res. 2007;67:2957–63.

11. Ota T, Suto S, Katayama H, Han Z-B, Suzuki F, Maeda M, et al. Increased mitotic
phosphorylation of histone H3 attributable to AIM-1/Aurora-B overexpression
contributes to chromosome number instability. Cancer Res. 2002;62:5168–77.

12. Takeshita M, Koga T, Takayama K, Ijichi K, Yano T, Maehara Y, et al. Aurora-B
overexpression is correlated with aneuploidy and poor prognosis in non-small
cell lung cancer. Lung Cancer. 2013;80:85–90.

13. Tang A, Gao K, Chu L, Zhang R, Yang J, Zheng J. Aurora kinases: novel therapy
targets in cancers. Oncotarget. 2017;8:23937–54.

14. Kanda A, Kawai H, Suto S, Kitajima S, Sato S, Takata T, et al. Aurora-B/AIM-1 kinase
activity is involved in Ras-mediated cell transformation. Oncogene.
2005;24:7266–72.

15. Boss DS, Witteveen PO, van der Sar J, Lolkema MP, Voest EE, Stockman PK, et al.
Clinical evaluation of AZD1152, an i.v. inhibitor of Aurora B kinase, in patients
with solid malignant tumors. Ann Oncol. 2011;22:431–7.

16. Löwenberg B, Muus P, Ossenkoppele G, Rousselot P, Cahn J-Y, Ifrah N, et al. Phase
1/2 study to assess the safety, efficacy, and pharmacokinetics of barasertib
(AZD1152) in patients with advanced acute myeloid leukemia. Blood.
2011;118:6030–6.

17. Kantarjian HM, Martinelli G, Jabbour EJ, Quintás-Cardama A, Ando K, Bay J-O,
et al. Stage I of a phase 2 study assessing the efficacy, safety, and tolerability of
barasertib (AZD1152) versus low-dose cytosine arabinoside in elderly patients
with acute myeloid leukemia. Cancer. 2013;119:2611–9.

18. Schwartz GK, Carvajal RD, Midgley R, Rodig SJ, Stockman PK, Ataman O, et al.
Phase I study of barasertib (AZD1152), a selective inhibitor of Aurora B kinase, in
patients with advanced solid tumors. Invest N Drugs. 2013;31:370–80.

19. Dittrich C, Fridrik MA, Koenigsberg R, Lee C, Goeldner R-G, Hilbert J, et al. A phase
1 dose escalation study of BI 831266, an inhibitor of Aurora kinase B, in patients
with advanced solid tumors. Invest N Drugs. 2015;33:409–22.

20. Helfrich BA, Kim J, Gao D, Chan DC, Zhang Z, Tan A-C, et al. Barasertib (AZD1152),
a small molecule Aurora B inhibitor, inhibits the growth of SCLC cell lines in vitro
and in vivo. Mol Cancer Ther. 2016;15:2314–22.

21. Mross K, Richly H, Frost A, Scharr D, Nokay B, Graeser R, et al. A phase I study of BI
811283, an Aurora B kinase inhibitor, in patients with advanced solid tumors.
Cancer Chemother Pharmacol. 2016;78:405–17.

22. Mortlock AA, Foote KM, Heron NM, Jung F-H, Pasquet G, Lohmann J-JM, et al.
Discovery, synthesis, and in vivo activity of a new class of pyr-
azoloquinazolines as selective inhibitors of Aurora B kinase. J Med Chem.
2007;50:2213–24.

23. Ashton S, Song YH, Nolan J, Cadogan E, Murray J, Odedra R, et al. Aurora kinase
inhibitor nanoparticles target tumors with favorable therapeutic index in vivo. Sci
Transl Med. 2016;8:325ra17.

24. Floc’h N, Ashton S, Ferguson D, Taylor P, Carnevalli LS, Hughes AM, et al. Mod-
eling dose and schedule effects of AZD2811 nanoparticles targeting Aurora B
kinase for treatment of diffuse large B-cell lymphoma. Mol Cancer Ther.
2019;18:909–19.

25. Park S, Shim J, Mortimer PGS, Smith SA, Godin RE, Hollingsworth SJ, et al.
Biomarker-driven phase 2 umbrella trial study for patients with recurrent small
cell lung cancer failing platinum-based chemotherapy. Cancer. 2020;126:
4002–12.

26. Donnellan WB, Atallah EL, Asch AS, Patel MR, Yang J, Eghtedar A, et al. A phase I/II
study of AZD2811 nanoparticles (NP) as monotherapy or in combination in
treatment-naïve or relapsed/refractory AML/MDS patients not eligible for inten-
sive induction therapy. Blood. 2019;134:3919.

27. Dick FA, Li SS-C. Drugging RB1 deficiency: synthetic lethality with Aurora kinases.
Cancer Discov. 2019;9:169–72.

28. Pilié PG, Tang C, Mills GB, Yap TA. State-of-the-art strategies for targeting the DNA
damage response in cancer. Nat Rev Clin Oncol. 2019;16:81–104.

29. Topatana W, Juengpanich S, Li S, Cao J, Hu J, Lee J, et al. Advances in synthetic
lethality for cancer therapy: cellular mechanism and clinical translation. J Hematol
Oncol. 2020;13:118.

30. Dennis M, Davies M, Oliver S, D’Souza R, Pike L, Stockman P. Phase I study of the
Aurora B kinase inhibitor barasertib (AZD1152) to assess the pharmacokinetics,
metabolism and excretion in patients with acute myeloid leukemia. Cancer
Chemother Pharmacol. 2012;70:461–9.

31. Della Corte CM, Ajpacaja L, Cardnell RJ, Gay CM, Wang Q, Shen L, et al. Activity of
the novel Aurora kinase B inhibitor AZD2811 in biomarker-defined models of
small cell lung cancer. Ann Oncol. 2019;30:v716.

32. Gay CM, Stewart CA, Park EM, Diao L, Groves SM, Heeke S, et al. Patterns of
transcription factor programs and immune pathway activation define four major
subtypes of SCLC with distinct therapeutic vulnerabilities. Cancer Cell.
2021;39:346–60.e7.

ACKNOWLEDGEMENTS
The authors thank Aramy Forrest, DK Strickland, and Sarah Cannon Development
Innovations for their management of study conduct. The authors also thank Wolfram
Brugger, MD, PhD, Julie Charlton, PhD, Jon Travers, PhD, and Carrie Adelman, PhD,
all of AstraZeneca, for their contributions to the study. Medical writing support for
the development of this manuscript, under the direction of the authors, was
provided by Susanne Gilbert and Helen Kitchen of Ashfield MedComms (New York,
NY and Macclesfield, UK), an Ashfield Health Company, and was funded by
AstraZeneca.

AUTHOR CONTRIBUTIONS
Conception and design: MLJ, CG, SJ, JEP, AM, and HB. Collection and assembly of
data: MLJ, JSW, G Falchook, CG, SJ, DS, G Fabbri, CK, LS, PS, JC, and HB. Data analysis
and interpretation: MLJ, CG, SJ, G Fabbri, CK, JEP, LS, AM, SS, PS, JC, and HB. Writing,
review and/or revision of the manuscript: all authors. Final approval of manuscript: all
authors.

FUNDING
This study was funded by AstraZeneca.

COMPETING INTERESTS
MLJ reports research funding (paid to institution) from AbbVie, Acerta, Adaptim-
mune, Amgen, Apexigen, Arcus Biosciences, Array BioPharma, Artios Pharma,
AstraZeneca, Atreca, BeiGene, BerGenBio, BioAtla, Boehringer Ingelheim, Calithera
Biosciences, Checkpoint Therapeutics, Corvus Pharmaceuticals, Curis, CytomX,
Daiichi Sankyo, Dracen Pharmaceuticals, Dynavax, Lilly. Elicio Therapeutics, EMD
Serono, Erasca, Genentech/Roche, Genmab, Genocea Biosciences, GlaxoSmithKline,
Gritstone Oncology, Guardant Health, Harpoon, Helsinn Healthcare SA, Hengrui
Therapeutics, Hutchison MediPharma, IDEAYA Biosciences, IGM Biosciences,
Immunocore, Incyte, Janssen, Jounce Therapeutics, Kadmon Pharmaceuticals, Loxo
Oncology, Lycera, Memorial Sloan-Kettering, Merck, Mirati Therapeutics, NeoIm-
mune Tech, Neovia Oncology, Novartis, Numab Therapeutics, OncoMed Pharma-
ceuticals, Pfizer, PMV Pharmaceuticals, RasCal Therapeutics, Regeneron
Pharmaceuticals, Relay Therapeutics, Revolution Medicines, Ribon Therapeutics,
Rubius Therapeutics, Sanofi, Seven and Eight Biopharmaceuticals/Birdie Biopharma-
ceuticals, Shattuck Labs, Silicon Therapeutics, Stem CentRx, Syndax Pharmaceuticals,
Takeda Pharmaceuticals, Tarveda, TCR2 Therapeutics, Tempest Therapeutics, Tizona
Therapeutics, TMUNITY Therapeutics, Turning Point Therapeutics, University of
Michigan, Vyriad, WindMIL, and Y-mAbs Therapeutics, and consulting/advisory roles
(paid to institution) for AbbVie, Achilles Therapeutics, Amgen, AstraZeneca, Axelia
Oncology, Atreca, Black Diamond, Boehringer Ingelheim, Bristol-Myers Squibb,
Calithera Biosciences, Checkpoint Therapeutics, CytomX Therapeutics, Daiichi
Sankyo, EcoR1, Editas Medicine, Eisai, EMD Serono, G1 Therapeutics, Genentech /
Roche, Genmab, GlaxoSmithKline, Gritstone Oncology, Guardant Health, Ideaya
Biosciences, iTeos, Incyte, Janssen, Lilly, Loxo Oncology, Merck, Mirati Therapeutics,
Novartis, Oncorus, Pfizer, Regeneron Pharmaceuticals, Ribon Therapeutics, Sanofi-
Aventis, Turning Point Therapeutics, and WindMIL. JSW reports honoraria from
AstraZeneca. GFalchook reports advisory roles (paid to institution) for Fujifilm,
Silicon, Navire, Turning Point, Predicine and (paid to self) EMD Serono, honoraria
from Total Health Conferencing and Rocky Mountain Oncology Society, research
funding (paid to institution) from 3-V Biosciences, Abbisko, Abbvie, ABL Bio ADC
Therapeutics, Aileron, American Society of Clinical Oncology, Amgen, ARMO/Eli Lilly,
Artios, AstraZeneca, BeiGene, Bioatla, Bioinvent, Biothera, Bicycle, Boehringer
Ingelheim, Celldex, Celgene, Ciclomed, Curegenix, Curis, Cyteir, Daiichi, DelMar,
eFFECTOR, Eli Lilly, EMD Serono, Epizyme, Erasca, Exelixis, Freenome, Fujifilm,

M.L. Johnson et al.

1914

British Journal of Cancer (2023) 128:1906 – 1915



Genmab, GlaxoSmithKline, Hutchison MediPharma, IGM Biosciences, Ignyta,
ImmunoGen/MacroGenics, Incyte, Jacobio, Jounce, Kolltan, Loxo/Bayer, MedIm-
mune, Millennium, Merck, miRNA Therapeutics, National Institutes of Health, Navire,
NiKang, Novartis, OncoMed, Oncorus, Oncothyreon, Poseida, Precision Oncology,
Prelude, PureTech, Pyramid, RasCal, Regeneron, Rgenix, Ribon, Samumed, Sapience,
Silicon, Strategia, Syndax, Synthorx/Sanofi, Taiho, Takeda, Tarveda, Teneobio, Tesaro,
Tocagen, Turning Point Therapeutics, U.T. MD Anderson Cancer Center, Vegenics,
and Xencor, royalties from Wolters Kluwer, and travel funding from Bristol-Myers
Squibb, EMD Serono, Fujifilm, Millennium, and Sarah Cannon Research Institute. CG
has no conflict of interest to report. SJ is an employee of HCA Healthcare and Sarah
Cannon Research Institute, and reports ownership of stock/shares in HCA. DS has no
conflict of interest to report. GFabbri, CK, JEP, LS, AM are employees of, and report
ownership of stock/shares in, AstraZeneca. SS was previously employed by
AstraZeneca, and is currently an employee of GlaxoSmithKline. PS is an employee
of AstraZeneca, and reports ownership of stock/shares in AstraZeneca and Eli Lilly.
JC is an employee of AstraZeneca. HB is an employee of, and reports ownership of
stock/shares in, HCA Healthcare and Sarah Cannon Research Institute, and reports
non-compensated consulting for Daiichi Sankyo, Pfizer, Bayer, GRAIL, Novartis,
Vincerx Pharma, AstraZeneca and Incyte, and research grants or funds (paid to
institution) from Roche/Genentech, BMS, Incyte, AstraZeneca, MedImmune, Macro-
genics, Novartis, Boehringer Ingelheim, Lilly, Seattle Genetics, Merck, Agios, Jounce
Therapeutics, Moderna Therapeutics, CytomX, GlaxoSmithKline, Verastem, Tesaro,
BioMed Valley Discoveries, TG Therapeutics, Vertex, eFFECTOR Therapeutics, Janssen,
Gilead Sciences, BioAtla, CicloMed, Harpoon Therapeutics, Arch, Arvinas, Revolution
Medicine, Array BioPharma, Bayer, BIND Therapeutics, Kymab, miRNA Therapeutics,
Pfizer, Takeda/Millennium, Foundation Medicine, EMD Serono, ARMO BioSciences,
CALGB, Hengrui Therapeutics, Infinity Pharmaceuticals, XBiotech, Zymeworks,
Coordination Pharmaceuticals, NGM Biopharmaceuticals, Gossamer Bio, Ryvu
Therapeutics, BioTheryX, and Abbvie.

ETHICS APPROVAL AND CONSENT TO PARTICIPATE
The study was performed in accordance with ethical principles that have their origin
in the Declaration of Helsinki and are consistent with the International Conference on
Harmonisation (ICH)/Good Clinical Practice (GCP) guidelines, applicable regulatory
requirements, and the AstraZeneca policy on Bioethics and Human Biological
Samples. The study protocol and all modifications were approved by relevant ethics
committees or institutional review boards: IntegReview, Austin, TX; MD Anderson IRB,

Houston, TX; Dana Farber Cancer Institute IRB, Boston, MA; WIRB, Puyallup, WA. All
patients provided written informed consent.

CONSENT FOR PUBLICATION
Not applicable.

ADDITIONAL INFORMATION
Supplementary information The online version contains supplementary material
available at https://doi.org/10.1038/s41416-023-02185-2.

Correspondence and requests for materials should be addressed to Melissa L.
Johnson.

Reprints and permission information is available at http://www.nature.com/
reprints

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims
in published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

adaptation, distribution and reproduction in anymedium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this license, visit http://
creativecommons.org/licenses/by/4.0/.

© The Author(s) 2023

M.L. Johnson et al.

1915

British Journal of Cancer (2023) 128:1906 – 1915

https://doi.org/10.1038/s41416-023-02185-2
http://www.nature.com/reprints
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Safety, tolerability, and pharmacokinetics of Aurora kinase B�inhibitor AZD2811: a phase 1 dose-finding study in patients with advanced solid tumours
	Introduction
	Methods
	Trial design
	Participants
	Interventions
	Objectives and endpoints
	Statistical methods

	Results
	Demographics and baseline characteristics
	Study drug exposure
	DLTs and determination of RP2D
	Safety
	PK parameters
	Preliminary antitumour activity

	Discussion
	References
	Acknowledgements
	Author contributions
	Funding
	Competing interests
	ACKNOWLEDGMENTS
	Ethics approval and consent to participate
	Consent for publication
	ADDITIONAL INFORMATION




