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Summary

Elacytarabine is a novel cytotoxic nucleoside analogue, independent of nucleoside transporters

(e.g. human Equilibrative Nucleoside Transporter 1 [hENT1]) for cell uptake, and mechanisms of

action similar to those of cytarabine. This Phase II study assessed the efficacy and safety of

elacytarabine in patients with advanced stage acute myeloid leukaemia (AML). Patients received

2000 mg/m2/day continuously i.v. during days 1-5 every 3 weeks. Patients were matched by six

risk factors with historical controls; remission rate (assessed after 1 or 2 cycles) and 6-month

survival were compared. 61 patients, median age 58 years, were enrolled; 52% had five or six risk

factors. The remission rate was 18% (95% confidence interval: 9%-30%) vs. 4% in controls (p<

0.0001), 6-month survival rate was 43%, median overall survival was 5.3 months (vs. 1.5 months);

10 patients (16%) were referred for stem cell transplantation after treatment. Side effects were

predictable and manageable. The most common grade 3/4 non-haematological adverse events

were febrile neutropenia, hypokalemia, fatigue, hyponatraemia, dyspnoea and pyrexia. 30-day all-

cause mortality, after start of treatment, was 13% vs. 25% in controls. Elacytarabine has

monotherapy activity in patients with advanced AML. This study provides proof-of-concept that

lipid esterification of nucleoside analogues is clinically relevant.
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Introduction

Despite advances in supportive therapies, an increasing understanding of disease biology,

and the use of prognostic factors to select appropriate treatment, the overall cure rate of

patients with acute myeloid leukaemia (AML) is still disappointingly low (Giles et al, 2006).

No standard of care exists for patients with advanced AML who continue to receive

predominantly cytarabine-based relapse regimens. Cytarabine (ara-C, [1-ß-D-

arabinofuranosylcytosine]), has been the cornerstone of care for patients with AML for

several decades (Burnett et al, 2011), even though its activity varies markedly among the

types and stages of leukaemia (Galmarini et al, 2002a). The hydrophilic molecule enters

cells primarily as a false substrate through specialized nucleoside transporter proteins,

mostly hENT1 (the human Equilibrative Nucleoside Transporter 1) (Damaraju et al, 2009,

Galmarini et al, 2002b). Reduced hENT1 expression and activity is associated with adverse

therapeutic outcomes and reduced cytotoxicity for patients treated with cytarabine

(Galmarini et al, 2002a, Hubeek et al, 2005) or with other nucleoside analogues: e.g.

decitabine (in AML or myelodysplastic syndromes [MDS]) (Qin et al, 2009); fludarabine (in

chronic lymphocytic leukaemia and lymphoma) (Fernandez Calotti et al, 2008, Mackey et

al, 2005); and gemcitabine (in pancreatic cancer; gastric cancer; lung cancer and mantle cell

lymphoma) (Giovannetti et al, 2007, Marce et al, 2006, Oguri et al, 2007). Patients with

AML and low hENT1 expression have reduced disease-free survival (Galmarini et al,

2002a, Galmarini et al, 2002b).

Elacytarabine (CP-4055), the lipophilic 5'-elaidic acid ester of cytarabine, enters cells

independently of hENT1. Preclinical studies of elacytarabine demonstrate activity in

cytarabine-resistant cell lines (Adams et al, 2008, Adema et al, 2011, Bergman et al, 2004,

Jin et al, 2009) and in animal models with tumour xenografts (Adema et al, 2010a,

Galmarini et al, 2009). It may therefore be an effective agent in patients for whom

cytarabine is ineffective (Adema et al, 2010b, Breistol et al, 1999, Sandvold et al, 2010). In

early clinical studies in patients with solid tumours (Dueland et al, 2009), myelosuppression

was the dose-limiting toxicity (DLT, observed at 240 mg/m2/day) and antitumour activity

was observed in patients with melanoma, ovarian and lung cancer. In a Phase I study

conducted in patients with refractory haematological malignancies, elacytarabine had

manageable and transient toxicities, similar to those of cytarabine, and a pharmacokinetic

profile that allowed extended exposure of cytarabine and its active metabolites to leukaemic

cells (Giles et al, 2012a, Giles et al, 2012b). Anti-leukaemia activity was reported in patients

with refractory AML and recent prior failure to respond to cytarabine. The recommended

dosing of single-agent elacytarabine for Phase II studies in patients with haematological

malignancies was continuous infusion of 2000 mg/m2/day over five days (Giles et al,

2012b).
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This Phase II study (CP4055-106/NCT00405743) evaluated elacytarabine as monotherapy

for patients with refractory/relapsed AML following at least two prior induction regimens.

The outcomes were compared to those observed in a cohort of 594 patients with relapsed/

refractory AML (Giles et al, 2005). In that historical cohort, a multivariate analysis

identified six adverse factors associated with achieving complete remission (CR) after

second salvage therapy (described below).

Patients and methods

Study design and eligibility criteria

Adult patients (≥18 years of age) with AML (diagnosed according to the World Health

Organization [WHO] classification [Vardiman et al 2009]), but not acute promyelocytic

leukaemia, and who had failed at least two prior regimens of chemotherapy (Figure 1), were

enrolled in this open-label, non-randomized, multicentre Phase II study (CP4055-106/

NCT00405743) of single-agent elacytarabine, between April 2008 and March 2009.

Patients were eligible for the study if they had more than 5% bone marrow myeloblasts,

leukaemic blasts in peripheral blood or biopsy-proven extramedullary disease; Eastern

Cooperative Oncology Group (ECOG)-WHO performance status ≤2; persistent chronic

clinically significant symptoms from prior chemotherapy no more severe than Common

Terminology Criteria for Adverse Events (CTCAE) grade 1, according to National Cancer

Institute CTCAE version 3.0 (http://ctep.cancer.gov/protocolDevelopment/

electronic_applications/docs/ctcaev3.pdf); were not receiving any other cytotoxic treatment,

and had no stem cell transplantation (SCT) within 3 months of study inclusion. Patients who

had received an allogeneic SCT had to be off immunosuppressive treatment for at least 4

weeks before study inclusion. In the absence of rapidly progressing disease, the interval

from prior treatment to administration of study drug was to be at least 2 weeks for cytotoxic

agents and at least 5 half-lives for other agents. Hydroxycarbamide had to be discontinued

for at least 24 h before study drug was given. Patients had to have acceptable organ function

as defined by serum creatinine ≤1.5 times the institutional upper limit of normal (ULN),

total bilirubin ≤ 1.5 times the ULN unless considered due to Gilbert syndrome, and

transaminases ≤ 2.5 times the ULN unless considered due to leukaemic involvement.

Patients were not eligible if they had leukaemia in the central nervous system (CNS),

another active cancer within the last 5 years, were seropositive for human immunodeficiency

virus or hepatitis B or C, had a history of allergic reactions to cytarabine (CTCAE grades 3

or 4) or eggs, uncontrolled intercurrent illness (e.g. active infection, cardiovascular disease

or significant psychiatric disorders), active heart disease (e.g. myocardial infarction) within

the previous 3 months, symptomatic coronary artery disease, any condition classified as

New York Heart Association grade 3 or 4, or were pregnant or breast-feeding.

Study patients were compared to patients in an historic AML cohort (Giles, et al 2005). On

multivariate analysis six adverse factors for complete remission (CR) attainment with

second salvage therapy were identified in the historic cohort as follows: duration of first CR

(CR1) <12 months, duration of second CR (CR2) <6 months, second salvage therapy not

including SCT, non-inversion 16 AML, platelet count <50 × 109/l and leucocytosis (>50 ×
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109/l). The historic cohort of 594 patients with AML who had received at least two salvage

chemotherapies who were included in this analysis formed the control population for this

Phase II study of single agent elacytarabine. The six adverse prognostic factors formed the

basis for defining four risk groups (Table 1).

Treatment and procedures

The protocol was approved by the appropriate Institutional Review Board or Ethics

Committees at each participating institution and published on ClinicalTrials.gov

(NCT00405743). The study procedures adhered to Good Clinical Practice, applicable

regulatory requirements and the principles outlined in the Declaration of Helsinki. Written

informed consent was obtained from all patients before any study procedures were

performed. Patients were enrolled on study from four US and seven European centres.

The ready-for-use vials (5 mg/ml) of elacytarabine ([5’-O-(trans-9”-octadecenoyl)-1-b-D-

arabinofuranosyl cytosine; Clavis Pharma, Oslo, Norway), formulated as a liposomal

dispersion for intravenous infusion, were usually diluted in 0.9% saline and injected into

infusion bags, but could also be used undiluted. The product was administered to patients

shortly after dilution and within 24 h. The amount of elacytarabine to be administered was

determined from body surface area (BSA), calculated from actual heights and weights. An

upper limit of BSA=2 m2 was defined for calculation of the patients’ dosage. Elacytarabine

was administered at a dose of 2000 mg/m2/day intravenously over 24 h during days 1-5 of a

three-week course – the regime deemed as optimal based on results of a prior study

examining different elacytarabine schedules in patients with refractory leukaemia (Giles et

al, 2012b). Patients with evidence of clinical benefit from elacytarabine could receive

additional courses of the study drug.

Supportive therapies, such as erythropoietin, analgesics, blood transfusions, antimicrobials,

and haematopoietic colony-stimulating factors for treatment of cytopenias, were permitted,

as was adequate systemic antiemetic treatment with 5-HT3 antagonists and corticosteroids

(or alternatively prochlorperazine) administered according to study centre routines.

Prophylactic use of haematopoietic colony-stimulating factors or administration of other

anticancer therapies, investigational cytotoxic agents, radiation, or biological therapy was

not allowed while the patient was in the study. During the first 21 days of the study, patients

could receive leucopheresis, to control elevated blast and/or platelet counts (not more than

three procedures per week, and not more than five procedures in total). Hydroxycarbamide

was allowed (up to a maximum of 5 g/day for a maximum of 5 days), as was intrathecal

chemotherapy to treat isolated CNS involvement of leukaemia, diagnosed during the study.

Assessments

CR was defined as an absolute neutrophil count ≥ 1 × 109/l, platelet count ≥ 100 × 109/l and

normal marrow differential (≤ 5% blasts) per International Working Group criteria (Cheson

et al 2003). CRp was as per CR, but with incomplete platelet recovery i.e. platelet count

<100 × 109/l. Partial Response (PR) was defined as all haematological values of a CR with

50% decrease in bone marrow blasts to 6–25% blast cells in the marrow aspirate (Cheson, et

al 2003).
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Patients were followed for relapse and survival for at least 6 months. An Independent Data

Monitoring Committee (IDMC) reviewed every 20-patient cohort for toxicity and futility.

Safety assessments were based on data that were available from all cycles, and toxicity was

graded according to CTCAE v.3.0. Physical examinations, haematology, chemistry and

urinalysis were recorded at regular intervals.

Criteria for evaluation and statistical analyses

Giles et al (2005) analysed 594 historical AML patients who received at least two salvage

chemotherapies. These patients were used as the control for this Phase II study in an analysis

defined a priori powered to detect an increase in PR or better (CR or CRp) from 5% in the

historical control group to 10% or higher in the study cohort. Primary endpoints were 6-

month survival rate and incidence of CR and CRp after one or two courses of therapy. Giles

et al (2005) used a logistic regression model to perform a multivariate analysis of prognostic

factors for CR/CRp (CR1 duration < 12 months, CR2 <6 months, platelet count <50 × 109/l,

leucocyte count >50 × 109/l, non-inversion 16 AML, no SCT). When defining the

prognostic factors for patients in the current study, CR duration was set at 0 months for

patients who had not achieved a prior first CR or second CR. The methods reported by Berry

(1989, 2006) were used to monitor this Phase II study. The S in the Giles et al (2005) model

was used as a score, namely, S = exp(Z)/[1+exp(Z)]. Here, S was defined as the probability

of achieving CR/CRp, and is used as a prognosis index. This was applied to the patients in

this Phase II study, using the following model, Logit(P) = α + Z, where P is the probability

of achieving CR/CRp in this study, and α is an unknown parameter to measure the

difference in patients CR/CRp rates between this study and the historical data.

The prior distribution of α was set to be normal, with mean 0 and standard deviation 3, and

was updated as the Phase II data in this study accumulated. The goal of increasing CR/CRp

rate from 5% to 10% corresponded to α=0.75. The statistical focus of the trial was Pr(α >

0.75|data), the probability that the CR/CRp rate was greater than 10%.

Stopping rules for toxicity and futility were applied in a review by the IDMC after every 20-

patient cohort:

• Futility: If Pr(α > 0.75|data) < 0.02, stop for futility.

• Toxicity. If Pr(Tox > 0.33|data) > 0.95, then terminate the study.

The actual stopping boundaries in terms of number of patients experiencing CR/CRp

depended on the covariates of patients in the actual study. Toxicity was defined as

unexpected clinically significant elacytarabine-attributable grade 3 or 4 nonhaematological

toxicities. Excessive toxicity was defined as toxicity in 11 out of 20 patients, 19 out of 40

patients and 27 out of 60 patients.

Results

Patient characteristics

A total of 61 patients with median age, 58 years (range 25-82 years) were enrolled –

baseline patient characteristics are presented in Table 2. Secondary AML was identified in
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seven patients (11%), five secondary to MDS and two secondary to other antecedent

haematological diagnoses. Forty-seven patients had primary refractory AML (Figure 1). The

average number of treatment courses per patient was 1.4. Ninety-five percent of the patients

treated in course 1 and 77% of patients treated with a second course received ≥80% of the

assigned dose.

Response to treatment

CR or CRp was achieved in 11 patients (18%); 5 had a CR and 6 a CRp. PR was seen in 2

patients (Table 3). Eight of the 11 patients achieved CR or CRp after the first treatment

course and 3 after the second course. Of these 3 patients, 2 had documented PR at the end of

course 1. The test for futility was performed on the final study data and Pr(α > 0.75|data)

was estimated to 0.99830. The median time from start of treatment to remission was 48 days

(range 28-114 days). The median duration of remission was 95 days (range 4 – 230 days).

Of the 11 patients with CR or CRp, 2 were still in remission after 6 months. Median duration

of neutrophil count recovery in peripheral blood was available for 9 of the patients in

remission and was 34 days (range 22-40 days).

Prognostic factors for CR and survival compared to historical control

Patients were grouped into risk groups low, intermediate 1, intermediate 2, and high. The

distribution of prognostic factors and risk groups were compared to the described historical

control group (see Patients and Methods) (Table 1). The majority of patients were in the

intermediate 2 or high risk group, both in the study (91%), and in the control group (71%).

In the study, 52% were in the high-risk group alone compared to 33% in the control. The

remission rate of 18%, when matched on the distribution of prognostic factors, was

significantly better than that seen in the control population (4%): p<0.0001.

Survival and referral to stem cell treatment

The 6-month survival rate was 43% and the median overall survival was 5.3 months (range

0.3 -14.9+ months) (Figure 2). For those with a CR or CRp, the 6-month survival rate was

64% and the median survival was 10.9 months (13.1 months for the CR population alone)

(Figure 2). Median overall survival in the control population was 1.5 months.

Ten patients (16%) patients were referred for SCT after achieving remission or experiencing

clinical benefit compared to 12% in the control population. Four patients had achieved

remission prior to SCT.

Safety and patient tolerance

Of the 61 patients on study, 60 had at least one AE; 51 had an AE that was attributed to

elacytarabine by the Investigator and 40 had at least one AE with CTCAE grade 3 or 4 of

possible relation to elacytarabine. The most commonly reported AEs were gastrointestinal;

nausea (43 patients; 71%), diarrhoea (38 patients; 62%), vomiting (27 patients; 44%) and

myelosuppression; thrombocytopenia (26 patients; 43%), leucopenia (25 patients; 41%) and

anaemia (22 patients; 36%), hypokalaemia (25 patients; 41%), pyrexia (24 patients; 39%),

fatigue (23 patients; 38%), and febrile neutropenia (22 patients; 36%).
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The most commonly reported AEs with CTCAE grades 3 or 4 are presented in Table 4, and

were mainly haematological: thrombocytopenia, leucopenia, anaemia, and neutropenia. Of

non-haematological AEs of CTCAE grades 3 or 4, the most frequent (>5% of the patients)

were: febrile neutropenia, hypokalaemia, fatigue, hyponatraemia, dyspnoea and pyrexia.

Taken together, the side effects of elacytarabine were predictable and manageable.

Fifteen patients aged 65 years or older were enrolled into the study. The most commonly

reported AEs with CTCAE grades 3 or 4 for this group of patients are presented in Table 4.

The oldest patient, 82 years of age, tolerated 5 courses of elacytarabine therapy administered

over six months.

Fifty-one (84% of patients) deaths were recorded, of which 32 (53%) were attributed to

progressive disease, two (3%) were due to adverse events (not including symptoms of

disease progression) and 17 (28%) were categorized as “other”. Seventeen patients

experienced AEs of CTCAE grade 5, with death occurring at a mean of 33.0 days. One

patient developed pneumonia that was assigned a possible causal relationship. All other AEs

of CTCAE grade 5 were either unrelated or unlikely to be related to the study treatment.

30-day mortality after start of treatment was 13% (8/61), compared to 25% in the historical

control group.

Discussion

In this Phase II study in patients with relapsed/refractory AML, elacytarabine monotherapy

resulted in a higher remission rate of 18% and improved survival of 5.3 months when

compared to a large historical control group. The majority of patients (91%) on study were

in the intermediate 2 or high risk groups, based on adverse prognostic factors established

previously (Giles et al, 2005). The 6-month survival rate for the total population was 43%.

For those with a CR or CRp, the 6-month survival rate was 64% and the median survival

was 10.9 months (13.1 months for the CR population alone). The study enrolled patients

with very refractory AML and a short life expectancy. Ten (16%) patients achieved

remission or clinical benefit enabling them to receive SCT post-elacytarabine therapy,

compared to 12% in the historical control cohort. SCT represents a significant change in

goal of therapy from response to potential cure.

The AE profile of elacytarabine was consistent with the profile reported in Phase I studies

(Giles et al, 2012a, Giles et al, 2012b), similar to that seen with cytarabine therapy and

expected for patients with advanced AML. Patients up to 82 years were treated with

elacytarabine 2000 mg/m2/day, a dose that is equivalent to 1 g of cytarabine (elaidic acid/

cytarabine, 50% w/w). The absence of neurological (and specifically cerebellar) toxicity was

consistent with findings in Phase I studies and is particularly encouraging in light of recent

recommendations that most patients up to 80 years of age with AML should be considered

for intensive therapy (Juliusson et al, 2009). Given that many of the AEs reported in this

study are very common in patients with advanced AML, it is difficult to distinguish between

those associated with the drug and those associated with the underlying leukaemia.

Elevation of liver function tests, including bilirubin, was mostly transient and consistent
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with findings in the Phase I studies. Many events, such as infections, anaemia and fatigue,

often occur as a consequence of the disease. Although elacytarabine was administered

continuously at high doses, 2000 mg/m2/day, over 5 days, the treatment-related mortality,

measured as 30-day mortality, was only 13%. This is significantly better than that seen in

the historical control group (25%) where high dose cytarabine was one of the treatment

options (Giles et al, 2005).

The assessment per 20 patient cohorts did not stop the study for futility or toxicity. Clinical

activity was seen consistently throughout the study cohorts. The goal was to achieve an

increase in the remission rate from 5% to 10%, and after the third cohort review this was

reached. The study was designed to enroll up to 200 patients but was stopped early due to

highly promising activity through improved remission rates and survival. It was decided to

proceed to a pivotal Phase III randomized study.

It remains an important future question to investigate the relationship between the

independence of elacytarabine from the need for nucleoside transporters and its clinical

activity in AML. Reduced hENT1 expression and activity is associated with adverse

therapeutic outcomes and reduced cytotoxicity for patients treated with cytarabine

(Galmarini et al, 2002a, Hubeek et al, 2005) as for those treated for other haematological

malignancies with other nucleoside analogues (Fernandez Calotti et al, 2008, Giovannetti et

al, 2007, Macke et al, 2005, Marce et al, 2006, Oguri et al, 2007, Qin et al, 2009).

Patients with refractory AML have a poor prognosis. Most of the reports and the literature

regarding salvage therapy are limited to patients with either primary refractory AML or

those in first relapse, thus focusing on the results of first salvage therapy. Very few studies

limit eligibility to AML in second relapse. Relevant recent literature has investigated the use

of cytarabine with a novel agent and eligibility was quite restricted (Chevallier et al, 2008,

Cortes et al, 2011, Eom et al, 2010, Kohrt et al, 2010, Montillo et al, 2009, Perl et al, 2009,

Schimmer et al, 2009, Wierzbowska et al, 2008). Four recent reports investigating the use of

cytarabine with novel agents that did include patients in second relapse or greater included 3

of 82 patients in an ECOG Trial (Litzow et al, 2010), and 3 of 60 patients in a Cancer and

Leukemia Group B Study (Stone et al, 2011). In one trial investigating the use of azacitidine

with cytarabine, multiply relapsed patients were included. The median number of prior

therapies was 2 (range 0-6). The response rate was 33% in minimally pretreated patients but

was 0% in multiply relapsed patients (Borthakur et al, 2010). A recent trial, describing the

regimen of granulocyte colony-stimulating factor, clofarabine and high-dose cytarabine

conducted in 46 patients, concluded that this was a highly active regimen. Nevertheless, of 5

patients in 3rd or greater salvage (analogous to the current group), no remissions occurred

(Becker et al, 2011). Most patients with multiply relapsed disease are excluded from clinical

trials because of their known poor prognosis. The current population had a CR rate that was

over 4 times that predicted based on the results in comparative patients from the historical

control cohort. This suggests the significant increase in potency expected with elacytarabine

by virtue of its ability to enter AML blasts independent of nucleoside transporters.

Further investigations with elacytarabine single agent and in combination with an

anthracycline are ongoing in refractory or relapsed AML. Based on this study's data,
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elacytarabine single agent is being compared with standard of care in patients with advanced

AML in a randomized Phase III trial (NCT01147939, CLAVELA study). Elacytarabine is

also being combined with idarubicin (NCT01035502) in patients refractory to one course of

standard induction therapy, 7+3 (cytarabine + anthracycline).
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Figure 1.
Patient responses to treatments before elacytarabine therapy
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Figure 2.
a Survival (n=61)

b Survival per response status, CR/CRp vs. others, (n=40) in patients still alive after 2

months
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Table 1

Prognostic factors for complete remission

Elacytarabine treatment Control population

N=61 (%) N=594 (%)

Six prognostic factors for CR

    Duration of CR1 < 12 months 71 73

    Duration of CR2 < 6 months 100 85

    2nd salvage therapy (no stem cell transplantation) 100 85

    Non-inversion 16 AML 93 96

    Platelet count < 50 × 109/l 66 69

    Leucocytosis > 50 × 109/l 16 11

Risk groups (number of prognostic factors)

    Low (1-2) 2 8

    Intermediate 1 (3) 7 20

    Intermediate 2 (4) 39 38

    High (5-6) 52 33

CR, complete remission; CR1, first CR; CR2, second CR; AML, acute myeloid leukaemia.
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Table 2

Patient characteristics (N=61)

Number of patients 61

Age (years)

    Median 58

    Range 25-82

Sex

    Male 40 (66%)

    Female 21 (34%)

Eastern Cooperative Oncology Group Performance Status

    0 14 (23%)

    1 36 (59%)

    2 11 (18%)

Number of previous chemotherapy regimens

    2 49 (80%)

    3 9 (15%)

    4 2 (3%)

Concomitant use of medication

    Antineoplastic agents (hydroxycarbamide) 9 (15%)

    Immunostimulants (granulocyte colony-stimulating factor) 14 (23%)
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Table 3

Best response by risk groups (N=61)

Response
1 Total Low / Intermediate 1 risk group Intermediate 2 risk group High risk group

N (%) N (%) N (%) N (%)

CR 5 (8) 2 (40) 3 (13)

CRp 6 (10) 1 (4) 5 (16)

PR 2 (3) 1 (4) 1 (3)

NR 40 (66) 3 (60) 16 (67) 21 (66)

NE 8 (13) 3 (13) 5 (16)

Total 61 (100) 5 (8) 24 (39) 32 (52)

CRp = CR with incomplete platelet recovery

PR = Partial response

NR = No response

NE = Not evaluable

1
CR = complete response
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Table 4

Grade 3-4 Adverse events occurring in > 5% of all patients
1
, N=61

Event % All Patients (n = 61) % Patients ≥ 65 years (n=15)

Anaemia 31 13

Febrile neutropenia 36 27

Leucopenia 41 27

Lymphopenia 10 20

Neutropenia 30 20

Thrombocytopenia 43 53

Diarrhoea 7 7

Nausea 7 0

Fatigue 13 0

Pyrexia 11 13

Alanine aminotransferase increased 7 7

Aspartate aminotransferase increased 10 7

Hyperbilirubinaemia 10 13

Cellulitis 5 13

Pneumonia 10 0

Sepsis 10 13

Staphylococcal sepsis* 3 13

Hypoalbuminaemia 7 0

Hypokalaemia 26 7

Hyponatraemia 13 7

Hypophosphataemia 8 0

Dyspnea 15 7

Hypoxia 10 0

Hypotension 7 7

1
In addition Grade 3-4 adverse events occurring more than once in patients ≥ 65 years
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