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Abstract
Introduction—Barasertib is the pro-drug of barasertib-hQPA, a selective Aurora B kinase
inhibitor that has demonstrated preliminary anti-acute myeloid leukemia (AML) activity in the
clinical setting.

Methods—This Phase I dose-escalation study evaluated the safety and tolerability of barasertib,
combined with low-dose cytosine arabinoside (LDAC), in patients aged ≥60 years with de novo or
secondary AML. Barasertib (7-day continuous intravenous infusion) plus LDAC 20 mg
(subcutaneous injection twice daily for 10 days) was administered in 28-day cycles. The
maximum tolerated dose (MTD) was defined as the highest dose at which ≤1 patient within a
cohort of six experienced a dose-limiting toxicity (DLT) (clinically significant adverse event [AE]
or laboratory abnormality considered related to barasertib). The MTD cohort was expanded to 12
patients.

Results—Twenty-two patients (median age, 71 years) received ≥1 treatment cycle (n=6, 800 mg;
n=13, 1000 mg; n=3, 1200 mg). DLTs were reported in two patients (both, CTCAE grade 3
stomatitis/mucositis; 1200 mg cohort). The most common AEs were infection (73%), febrile
neutropenia (59%), nausea (50%), and diarrhea (46%). Barasertib plus LDAC resulted in an
overall response rate (International Working Group criteria) of 45% (n=10/22; by investigator
opinion).
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Conclusion—The MTD of 1000 mg barasertib in combination with LDAC in older patients with
AML was associated with acceptable tolerability and preliminary anti-AML activity.
Clinicaltrials.gov, number NCT00926731.
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Introduction
The incidence of acute myeloid leukemia (AML) increases with age, with most patients
aged older than 65 years at initial diagnosis.1 From data collated from 2000–2004 for the
Surveillance, Epidemiology, and End Results (SEER) Program, the 5-year relative survival
rates in elderly AML patient populations were reported to be 9.2% and 2.5% in those aged
65–74 years, and >75 years, respectively. In comparison, the 5-year relative survival rates
observed during the same timeframe in younger patients were 19.9% (55–64 years) and
36.6% (35–54 years).2

The standard treatment for AML involves a regimen of intensive induction chemotherapy
(usually 3 days of anthracycline and 7 days of cytarabine).3 While median survival with
induction chemotherapy in younger adults is 16–24 months and early mortality is <10%,4

median survival in older adults is less than 6 months and 8-week mortality rates are in
excess of 30%.5 Low-dose cytosine arabinoside (LDAC) is the only agent to have
demonstrated clinical benefit prospectively in randomized clinical trials of AML patients
aged ≥60 years who were deemed unfit for intensive chemotherapy.6 However, there has
been little improvement in survival rates in elderly patients over the past three decades2 and
treatment options remain limited and largely palliative in elderly AML patients.

The Aurora kinase family of proteins (Aurora A, B, and C) regulates mitosis and
chromosome segregation.7 Aurora B kinase is involved in the spindle assembly checkpoint
component of the mitotic process and is specifically over expressed in AML.8,9 Barasertib
(AZD1152), is a prodrug that rapidly undergoes phosphatase-mediated cleavage in human
serum to release the more active drug, barasertib hydroxy-QPA (barasertib-hQPA), a highly
potent and selective Aurora B kinase inhibitor. In preclinical studies, barasertib has been
shown to inhibit the growth and survival of AML cell lines and human tumor xenograft
models.10–13 Barasertib has also demonstrated preliminary efficacy in the clinical setting,
including elderly patients with advanced AML.14–16

This is the first study to assess the safety, tolerability and pharmacokinetics (PK) of
barasertib and LDAC combination treatment in elderly patients with AML. The study was
conducted with the principal aim of providing information on feasibility and dosing for
future Phase II studies evaluating the efficacy of barasertib/LDAC combination treatment.

Patients and Methods
Patients

Eligible patients had newly diagnosed de novo or secondary AML, or chronic
myelomonocytic leukemia (CMML), according to World Health Organization (WHO)
pathologic classification;17 were aged ≥60 years, judged unsuitable for intensive induction
chemotherapy, and were considered likely to be able to complete 12 weeks (three cycles) of
treatment. Cytogenetic risk groups were assigned according to Medical Research Council
criteria.18 Patients were required to have a WHO performance status (PS) of 0–3 (PS of 3
was acceptable if solely attributed to the underlying AML) and considered likely to
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complete three cycles (12 weeks) of treatment. Patients with asymptomatic central nervous
system (CNS) disease were eligible if symptom free for >10 days. Exclusion criteria
included: diagnosis of acute promyelocytic leukemia (APL) or blast crisis of chronic
myeloid leukemia; chemotherapy, radiotherapy or an investigational anticancer agent within
2 weeks of the start of study treatment; persistent clinically significant toxicities from any
prior anticancer therapy of National Cancer Institute Common Terminology Criteria for
Adverse Events (NCI CTCAE) grade >1 (except alopecia); serum creatinine >1.5×the upper
limit of normal (ULN) or 24-hour creatinine clearance <50 mL/min (Cockcroft-Gault);
serum bilirubin >1.5 × ULN; aspartate aminotransferase (AST) or alanine aminotransferase
(ALT) >2.5 × ULN (unless considered due to leukemic organ involvement); and QTc
interval ≥470 ms. All patients provided written informed consent prior to study entry.

Study design
This was a multicenter, open-label, Phase I, dose-escalation study to assess the safety,
tolerability and PK of barasertib in combination with LDAC in elderly patients with newly
diagnosed AML. Patients received barasertib as a 7-day continuous intravenous infusion
from Day 1 to Day 7, and LDAC (20 mg; twice daily as subcutaneous injections) from Day
1 to Day 10, of 28-day treatment cycles (clinicaltrials.gov identifier NCT00926731). In the
first dose cohort, six patients received a starting dose of 800 mg barasertib (Figure 1). On
completion of the first treatment cycle, the clinical and laboratory data from all patients were
reviewed by the Safety Monitoring Committee (SMC) to determine either progress to the
next dose level (escalation or reduction) or additional patient recruitment to this initial
cohort. In each subsequent dose cohort, the first three patients recruited were to complete the
first treatment cycle before additional patients were dosed. If ≥2 patients experienced DLTs
at a given dose level, this dose was considered nontolerated and dose escalation was
stopped. Consequently, the maximum tolerated dose (MTD) of barasertib in combination
with LDAC was defined as the highest dose of barasertib with ≤1 patient reporting DLTs
within treatment cycle 1. Once established, the MTD cohort was expanded to a maximum of
12 evaluable patients. No intra-patient dose escalation was permitted. Barasertib doses
selected by the SMC did not exceed the previously identified MTD for monotherapy (1200
mg)15 or, in cases of poor tolerability, decrease below 400 mg (the lowest dose associated
with clinical activity). DLTs were defined as a clinically significant adverse event (AE) or
laboratory abnormality considered to be related to barasertib and occurring within the first
treatment cycle; specifically, NCI CTCAE (version 3.0) grade 3, 4 or 5 non-hematological
(including biochemical) toxicity despite adequate supportive care or severe bone marrow
suppression for ≥56 days. The study was approved by the local ethics committee or
independent review board for each participating site. The trial complied with the principles
of the Declaration of Helsinki and was conducted in accordance with Good Clinical Practice
and the AstraZeneca policy on bioethics.19

Endpoints and assessments
The primary objective of this study was to evaluate the safety and tolerability of barasertib
in combination with LDAC to identify a recommended dose for future Phase II trials.
Secondary objectives were to evaluate the PK profiles of barasertib, barasertib-hQPA and
LDAC when in combination and alone. Assessment of efficacy was an exploratory
objective.

Safety and tolerability were evaluated throughout the study by the incidence and severity of
AEs (graded according to NCI CTCAE version 3.0) and changes in physical examination,
vital signs, hematology, ECG and clinical laboratory parameters. For patients who
completed three cycles of treatment (irrespective of the decision to continue treatment),
completion/withdrawal assessments were performed at Day 28 of Cycle 3 and at follow-up
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(28 days after the last dose of study medication). Patients who discontinued treatment before
Cycle 3 underwent assessment at Day 28 of the last cycle that was initiated. Blood samples
(3 mL) were collected for determination of barasertib and barasertib-hQPA PK profiles
according to the following schedule: pre-dose on Day 1; 24, 48 and 144 hours during
infusion; 5 minutes before end of infusion (EOI; 167.92 hours) and post-EOI at 0.25, 1, 2, 6
hours (Day 8), 24 hours (Day 9), 48 hours (Day 10), 168 hours (Day 15) and 336 hours (Day
22). For analysis of LDAC PK, blood samples (2 mL) were collected pre-dose, and post-
dose on Days 7 and 10 at 0.25, 1, 1.5, 2, 3, 4, 6, 8 hours and 12 hours (or immediately prior
to next injection if earlier). Plasma concentrations of barasertib, barasertib-hQPA and LDAC
were determined using liquid chromatography with mass spectrometry by an independent
laboratory (PRA, The Netherlands). Lower limits of quantification (LLOQ) for barasertib/
barasertibhQPA and LDAC were 0.25 and 0.5 ng/mL, respectively. AML response was
assessed by investigators according to the International Working Group response criteria,20

by means of bone marrow aspirate, trephine biopsy and peripheral blood analysis, according
to local clinical practice.

Statistical analysis
Sample size for this study was determined using standard 3+3 Phase I dose escalation
guidelines, with a cohort expansion of an additional six patients to obtain additional safety,
tolerability, and efficacy data. Demographic and baseline disease characteristics of all
patients were summarized descriptively, using means, medians, and ranges where
appropriate. AEs and efficacy were summarized for the overall treated population and within
dosing cohorts. The safety of the combination was evaluated by the frequency and severity
of AEs according to NCI CTCAE (version 3.0). The incidence and percentage of AEs were
summarized overall and within each dosing cohort. All patients who received ≥1 dose of
study treatment and for whom post-dose data were available were included in the assessment
of safety, tolerability and efficacy. Patients with sufficient PK blood sampling comprised the
PK analysis population. To assess potential PK interactions between barasertib/barasertib-
hQPA and LDAC, individual and summary statistics for PK variables (determined using
standard non-compartmental methods) during combination treatment were compared with
PK profiles determined for barasertib monotherapy obtained from a previous study15 and
with LDAC alone (Day 10 of current study).

Results
Patients

Between June 2009 and June 2010, 22 patients with AML across four study sites in the US
and France were assigned to treatment (barasertib 800 mg [n=6], 1000 mg [n=13], 1200 mg
[n=3]). The median age (range) was 71 (61–82) years, and patients were mainly male (64%)
and Caucasian (96%) with de novo AML (36%) or AML secondary to MDS (41%) (Table
1). At data cut-off (DCO; 17 December 2010), 20 patients (barasertib 800 mg, n=6; 1000
mg, n=11; 1200 mg, n=3) had discontinued study treatment. Discontinuation was due to
disease progression (n=9), lack of response (n=5), voluntary discontinuation (n=2), AEs
(n=2), change in therapy (n=1) and improvement in condition (n=1). Two patients, both
receiving 1000 mg barasertib, were ongoing at DCO. These patients subsequently
discontinued due to improvement (n=1; duration of treatment, 6.7 months) or worsening
(n=1; duration of treatment, 13.8 months) of their condition.

Safety and tolerability
All patients received ≥1 treatment cycle, 11 patients received two cycles and five patients
received ≥3 cycles. During the dose-escalation phase, one DLT (grade 3 pancytopenia) that
was considered related to study treatment was reported in the initial cohort (barasertib 800
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mg). Two DLTs (both grade 3 stomatitis/mucositis) were subsequently reported in the
barasertib 1200 mg cohort. Thus, this dose level was considered non-tolerated. An
intermediate dose (barasertib 1000 mg) was identified by the SMC for further investigation.
No DLTs were reported at this dose level which was designated as the MTD and
investigated further in the dose expansion phase.

The most common AEs were febrile neutropenia (n=13; 59%), nausea (n=11; 50%), diarrhea
(n=10; 46%), peripheral edema (n=9; 41%), and stomatitis (n=9; 41%; Table 2). Grade ≥3
AEs were reported in 21 patients (Table 3); the most common of which was febrile
neutropenia, occurring in 13 (59%) patients overall and nine (69%) patients who received
the MTD of barasertib 1000 mg. Thirty-six infection events were experienced by 16 (73%)
patients while on study treatment, although only two of these events were considered related
to study treatment (barasertib 800 mg, oral herpes; barasertib 1000 mg, anorectal infection).
Grade ≥3 infection was reported in seven (32%) patients. Two grade 4 AEs were reported,
both of thrombocytopenia observed in one patient each in the barasertib 800 mg and 1000
mg cohorts. Serious AEs (SAEs) were reported in 15 (68%) patients overall; all were single
events except for febrile neutropenia (n=8, 36%) and stomatitis (n=2, 9%). Five patients
experienced SAEs considered related to study treatment (n=1, grade 3 pancytopenia; n=1,
grade 3 febrile neutropenia and anorectal infection; n=1, grade 3 febrile neutropenia; n=2,
stomatitis). Three patients had dose interruptions due to AEs (n=1, grade 3 pancytopenia;
n=1, grade 3 febrile neutropenia and acute myocardial infarction; n=1, grade 3 febrile
neutropenia and urinary tract infection). Dose reduction occurred in one patient (barasertib
1000 mg reduced to 800 mg in cycle 3) due to grade 3 stomatits. One patient discontinued
study treatment due to an AE of hypoxia; this event was not considered by the investigator
to be related to barasertib or LDAC. The observed AE, in conjunction with disease
progression resulted in the death of this patient. A further two deaths occurred during the
study, with the causes reported as disease progression and ‘sudden death’ (cause unknown).
ECG assessment showed no clinically significant changes as a result of combination
treatment in the study. Three patients had AEs of atrial fibrillation, one of which became a
SAE on day 15 of treatment. All three patients had concurrent cardiac morbidities and none
of these AEs of atrial fibrillation were considered treatment related by the investigators. One
patient suffered a myocardial infarction on day 48 (cycle 2), CTC grade 4, which was also
considered unrelated to study treatment. There were no clinically relevant adverse changes
in vital signs, hematology, or clinical chemistry parameters as a result of combination
treatment with barasertib and LDAC.

Pharmacokinetics
Steady-state plasma concentrations of barasertib and barasertib-hQPA were observed from
24 hours after the start of the barasertib infusion on Day 1, and were maintained until EOI
(Figure 2). Consistent with metabolism to its more active form, barasertib levels were
generally undetectable 2 hours following EOI whereas barasertib-hQPA was detected in
samples up to and including 336 hours post EOI. Exposure to barasertib-hQPA during the
infusion was approximately four-fold higher than that of barasertib. A trend for barasertib-
hQPA exposure to increase more than proportionally with barasertib dose was apparent,
although the low patient numbers preclude definitive conclusions (Figure 3). Due to its rapid
conversion to barasertib-hQPA, it was not possible to determine the terminal elimination
half-life (t½), clearance or apparent volume of distribution at steady state (VSS) for
barasertib. Following EOI, barasertib-hQPA was eliminated in a biphasic manner, with an
initial rapid decline followed by a longer terminal phase (t½, 3.5–4.5 days). For the
barasertib 1000 mg cohort, the geometric mean clearance rate was 30.5 L/h (range, 23.4–
43.3); the highest geometric mean volume of distribution at steady state was achieved in this
cohort (713 L [range, 509–1050]) (Table 4). Minimal accumulation of barasertib-hQPA was
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observed. LDAC was rapidly absorbed, with peak plasma concentrations (Cmax) generally
observed from 0.25–1 hour post administration (Figure 2). Subsequent elimination of LDAC
occurred in a monophasic manner and was rapid (t½, 1–2 hours). Overall, and irrespective of
the barasertib dose level administered, exposure to LDAC, clearance and distribution at
steady state did not differ between Day 7 (in combination with barasertib) and 10 (without
barasertib) (Table 4).

Efficacy
Ten (45%) patients had a response to treatment (Table 5). Complete responses were reported
in six (27%) patients, with an additional two (9%) having a complete response with
incomplete recovery of neutrophils and/or platelets, and two (9%) patients with a partial
response. The response rate was 46% (6/13 patients) in the barasertib 1000 mg cohort. Bone
marrow cytogenetic data were available for 16/22 patients (n=9, intermediate risk; n=7,
adverse risk). Four (44%) of the patients with intermediate risk cytogenetics experienced
complete responses (n=3, complete response; n=1, complete response with incomplete
recovery of neutrophils and/or platelets). Further, one (14%) patient with adverse
cytogenetic risk also experienced a complete response.

Discussion
In this Phase I study, barasertib 1000 mg in combination with LDAC 400 mg was
established as the MTD in elderly patients with newly diagnosed AML. No new safety
concerns were reported in this older patient population following this combination
treatment.

The AE profile of barasertib from monotherapy studies has been shown to be predictable
and manageable at doses up to and including 1200 mg, and typically includes oral mucositis,
alopecia and myelosuppressive AEs. The safety profile of LDAC is well established and is
similar to that characterized for barasertib monotherapy, with myelosuppression being the
most common AE reported in a large randomized study.6 Encouragingly, the observed AEs
in these previous monotherapy studies of AML patients were effectively treated in most
patients, highlighting the potential for successful management of these anticipated side
effects in clinical practice.6,15,16 Thus, management strategies implemented here for the
treatment of myelosuppression and for stomatitis would be expected to address any potential
overlapping toxicity between the LDAC regimen and barasertib that may be anticipated
from this combination, particularly with regard to myelosuppression.

The safety profiles determined here are consistent with previous studies,14–16 although the
patient numbers are small and definitive conclusions cannot be drawn. The AEs encountered
were as expected for these agents in this setting, with a slightly higher degree of
myelosuppression than might be anticipated for either agent alone, although many patients
were reported to have experienced these events at study entry. For example, the incidence of
febrile neutropenia (59%), was higher than observed in a similarly designed Phase I study
that established barasertib 1200 mg as the monotherapy MTD in an elderly (aged ≥60 years)
Western patient population (47%).15 However, as with our study, the small patient numbers
in the Phase I trial mean that definitive conclusions cannot be made. Infection, a major cause
of morbidity and mortality in patients with AML, occurred at a higher frequency (73%) than
shown with LDAC monotherapy (45%),6 possibly as a consequence of the increased
myelosuppressive effects of the combination with barasertib.

The PK profiles of barasertib and the more active drug barasertib-hQPA in this study were
generally consistent with those observed in previous studies of barasertib monotherapy in
patients with malignant solid tumors and AML,14–16 indicating that the combination with
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LDAC does not affect barasertib PK parameters. The trend for greater than dose-
proportional exposure to barasertib-hQPA observed in this study has not been reported in
previous monotherapy studies although the small patient numbers available for analysis in
this study prevents definitive conclusions. Results also indicated that the exposure of this
patient population to subcutaneous LDAC was not affected by the addition of intravenous
barasertib.

The overall response rate of 45% at the MTD provides preliminary evidence of the efficacy
of combination treatment with barasertib and LDAC, particularly in this difficult-to-treat
population of older patients with AML. These are promising findings, which may lead to
better rates of response than for LDAC or decitabine alone, with rates approximating 20%
for both.6,21 Recent studies of other agents with activity versus Aurora kinases have also
demonstrated preliminary evidence of anticancer activity. These include AMG900,22 a pan-
Aurora kinase inhibitor, that is currently being investigated in a Phase I trial in adult patients
with acute leukemias (NCT01380756). However, since AMG900 is not selective for Aurora
B, it remains to be established whether the anticancer activity observed with this agent is
due to an effect on Aurora B and/or other target(s). The Aurora A kinase inhibitor
MLN8237 has demonstrated preclinical anti-AML activity,23 and is currently in a Phase II
trial in patients with AML or myelodysplastic syndrome (NCT00830518).

In conclusion, the combination of barasertib with LDAC showed acceptable tolerability at
doses up to and including 1000 mg of barasertib in patients aged ≥60 years with newly
diagnosed AML who were unfit for intensive induction chemotherapy. Results suggested no
evidence of PK interaction between barasertib and LDAC while preliminary efficacy
observations were promising. This combination therapy is being investigated further in a
Phase II trial in this patient setting (NCT00952588).
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Clinical Practice Points

▪ The incidence of acute myeloid leukemia (AML) increases with advancing
age. With standard intensive induction chemotherapy, 5-year survival rates in
patients aged <60 years approach 50%; however in older patients, prognosis
remains poor. Currently, low dose cytosine arabinoside (LDAC) is the only
agent to have demonstrated clinical benefit in randomized studies in patients
aged ≥60 years with AML who are considered unsuitable to receive intensive
induction chemotherapy; however, improvement in survival rates among
elderly patients remains elusive.

▪ Twenty-two patients (median age, 71 years) received barasertib (n=6, 800
mg; n=13, 1000 mg; n=3, 1200 mg; 7-day intravenous infusion) in
combination with LDAC 400 mg (10 days of 20 mg bid subcutaneous
injections), in 28-day treatment cycles. Dose-limiting toxicities were reported
in two patients (both, grade 3 stomatitis/mucositis; 1200 mg cohort); this
dose was therefore considered non-tolerated and the barasertib 1000 mg dose
level was identified as the maximum tolerated dose. Adverse event (AE)
profiles were as expected for these agents in this setting, and the most
common AEs were infection (73%), febrile neutropenia (59%), nausea
(50%), and diarrhea (46%). Exploratory assessment of efficacy demonstrated
an overall response rate (by investigator opinion) of 45% (n=10/22).

▪ The preliminary efficacy data reported in this study indicate a promising
response rate for barasertib in combination with LDAC in this patient setting,
and was associated with acceptable tolerability. Therefore, barasertib plus
LDAC represents a potential treatment option in elderly patients with AML
and is being investigated further in a Phase II study.
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Figure 1. Study design
Footnote: SMC, safety monitoring committee
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Figure 2. Plasma concentration–time curves for (A) barasertib; (B) barasertib-hQPA; and (C)
LDAC
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Figure 3. Exposure (AUC and Css) to barasertib-hQPA by barasertib dose

Kantarjian et al. Page 12

Clin Lymphoma Myeloma Leuk. Author manuscript; available in PMC 2014 October 01.

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript



N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

N
IH

-PA Author M
anuscript

Kantarjian et al. Page 13

Table 1

Patient demographics and baseline characteristics

Barasertib dose + LDAC 400 mg

800 mg
(n=6)

1000 mg
(n=13)

1200 mg
(n=3)

Total
(n=22)

Male/female 3/3 9/4 2/1 14/8

Median age (range), years 75 (70–82) 71 (61–79) 69 (64–70) 71 (61–82)

Age group, n (%)

  ≥60 to 69 y 0 5 2 7 (32)

  ≥70 to 74 y 3 4 1 8 (36)

  ≥75 y 3 4 0 7 (32)

Race, n (%)

  Caucasian 6 12 3 21 (96)

  African American 0 1 0 1 (5)

Performance status, n (%)

  0 2 5 3 10 (46)

  1 3 4 0 7 (32)

  2 1 4 0 5 (23)

AML type, n (%)

  Secondary to myelodysplastic syndrome 2 5 2 9 (41)

  De novo 4 4 0 8 (36)

  Secondary to myeloproliferative disorder 0 1 1 2 (9)

  Chronic myelomonocytic leukemia 0 2 0 2 (9)

  Secondary to chemotherapy 0 1 0 1 (5)

WBC count at screening, 109/L, n (%)

  0–9.9 4 11 2 17 (77)

  ≥10–49.9 1 2 1 4 (18)

  ≥50 1 0 0 1 (5)

Bone marrow cytogenetics, n (%)*

  Intermediate risk, no abnormality 1 6 2 9 (41)

  Adverse risk, +8 0 1 0 1 (5)

    del(7q) 1 3 0 4 (18)

    other 1 0 1 2 (9)

  Sample not available 3 3 0 6 (27)

*
Medical Research Council prognostic groups18

WBC, white blood cell
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Table 2

Adverse events (any cause; all grades) occurring in ≥15% of patients, by MedDRA preferred term

Barasertib dose + LDAC 400 mg

Adverse event (AE), n (%)
800 mg
(n=6)

1000 mg
(n=13)

1200 mg
(n=3)

Total
(n=22)

Any AE 6 13 3 22 (100)

Febrile neutropenia 4 9 0 13 (59)

Nausea 4 6 1 11 (50)

Diarrhea 5 5 0 10 (46)

Peripheral edema 2 7 0 9 (41)

Stomatitis 3 4 2 9 (41)

Alopecia 2 4 0 6 (27)

Constipation 3 3 0 6 (27)

Petechiae 3 2 1 6 (27)

Pneumonia 3 3 0 6 (27)

Vomiting 3 2 1 6 (27)

Confusional state 2 3 0 5 (23)

Headache 3 2 0 5 (23)

Oropharyngeal pain 1 4 0 5 (23)

Pyrexia 3 2 0 5 (23)

Cough 1 3 0 4 (18)

Decreased appetite 2 1 1 4 (18)

Hemorrhoids 1 3 0 4 (18)

Hypertension 0 3 1 4 (18)

Insomnia 0 3 1 4 (18)

Musculoskeletal pain 2 2 0 4 (18)

Neutropenia 1 2 1 4 (18)

Rash 2 2 0 4 (18)
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Table 3

Grade ≥3 adverse events occurring in ≥2 patients, by MedDRA preferred term

Barasertib dose + LDAC 400 mg

Adverse event, n (%)
800 mg
(n=6)

1000 mg
(n=13)

1200 mg
(n=3)

Total
(n=22)

  Any grade ≥3 AE* 6 12 3 21 (96)

  Febrile neutropenia 4 9 0 13 (59)

  Neutropenia 1 2 1 4 (18)

  Stomatitis 0 2 2 4 (18)

  Pneumonia 0 3 0 3 (14)

  Anemia 2 0 0 2 (9)

  Diarrhea 1 1 0 2 (9)

  Thrombocytopenia 1 1 0 2 (9)

*
All events are grade 3 except for thrombocytopenia (both grade 4)
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Table 5

Best clinical response (as assessed by study investigators)

Barasertib dose + LDAC 400 mg

Response, n (%)
800 mg
(n=6)

1000 mg
(n=13)

1200 mg
(n=3)

CR 2 3 1

CRi 0 2 0

PR 1 1 0

ORR 3 (50) 6 (46) 1 (33)

CR, complete response; CRi, complete response with incomplete recovery of neutrophils and/or platelets; PR, partial response; ORR, overall
response rate
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